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Dear Colleagues,

According to a recent systematic analysis for the Global

Burden of Disease of the World Health Organization

(WHO) schizophrenia ranks globally on 11th position

among the top 25 causes of global Years Lived with

Disability (YLDs) in 2013. Despite advances in pharma-

cological and psychosocial therapies a large portion of

individuals with schizophrenia who require treatment do

not receive adequate treatment if any, even in countries

with a well-organized health care system. Kohn et al.

(2004) identified a treatment gap for mental disorders of

more than 50 % in Western Europe, for schizophrenia and

other psychotic disorders the respective gap was found to

be 32.2 % worldwide and 17.8 % in Western Europe.

Reasons range from misallocation of resources, to lacking

availability of essential services and/or therapies, missing

or not applying guidelines reflecting current state of the art,

or ‘‘simply’’ not meeting patients’ needs.
In addition to this treatment gap we are confronted with

numerous knowledge-gaps, e.g. about the nature and cau-

ses of the disorder. We all are aware that schizophrenia is

not a single, uniform entity. It is a broad clinical syndrome

which is characterised by heterogeneity of ifs genetic

underpinnings, neurodevelopmental trajectories and

marked variation in its course and outcome. Further there is

also a knowledge gap with regard to effective therapies for

certain features of schizophrenia like negative symptoms

and cognitive impairments.
Due to this situation it is obvious that there is a need for

concerted research efforts to narrow down the ‘‘knowledge

gap’’ and for proactive measures on international scale to

close the ‘‘treatment gap’’. This challenging task is

reflected in the motto of the ECSR 2015: ‘‘Bridging gaps—

improving outcomes.’’
The European Conference on Schizophrenia Research

(ECSR) was initiated in 2007 to serve as a platform for

scientific exchange and to address clinical challenges.

Since then researchers and clinicians alike meet every

2 years to critically discuss recent advances, to deal with

current controversies, to update their knowledge about

schizophrenia and translate this knowledge into clinical

practice. Since 2011 the European Scientific Association

on Schizophrenia and other Psychoses (ESAS) is respon-

sible for organising the ECSRs. Yet, the tasks of ESAS are

certainly not limited to organising this conference;

according to the need mentioned above further tasks are the

identification of emerging issues for schizophrenia research

and, as a consequence, outlining a research agenda and

initiation of collaborations and networking activities. You

are cordially invited to become a member of the ESAS and

to actively contribute to these tasks.
According to the congress-motto the scientific pro-

gramme of the 5th ECSR provides a comprehensive

overview on recent research projects and developments in

schizophrenia treatment. Acknowledged experts, young

scientists, and clinicians address different facets of gaps—

gaps in mental health policy and financing (availability) but

also issues described as utilisation gap (acceptability of

care), science-to-service gap (translational gap), or effi-

cacy-effectiveness gap as well as strategies to overcome

non-adherence (‘‘prescribing-taking gap’’) just to mention

some—in high quality contributions in terms of plenary

lectures, pro-con-debates, symposia, oral presentations and

poster sessions. The abstracts compiled in this supplement

impressively demonstrate the broad range of topics pre-

sented at the ECSR 2015.
On behalf of the Scientific Committee and the organis-

ers, I cordially invite you to participate in the 5th European

Schizophrenia Research Conference.

It’s a pleasure to welcome you in Berlin!

Sincerely yours,

Wolfgang Gaebel

Congress President and

President European Scientific Association on

Schizophrenia and other Psychoses

ED I TOR I A L
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5th European Conference on Schizophrenia Research: bridging
gaps—improving outcomes

PL-01 An integrated sociodevelopmental-cognitive

model of schizophrenia

PL-01-001
An integrated sociodevelopmental-cognitive model
of schizophrenia

O. Howes (Group Head, Psychiatric Imaging, Clinical Sciences

Centre & Institute of Psychiatry, London, United Kingdom)

Abstract: The neurodevelopmental and dopamine hypotheses are

leading theories of what underlies schizophrenia, whilst the cognitive

model has emerged as a key model of symptom formation influencing

psychological treatments. However these theories have not been

satisfactorily integrated, and the most influential version of the

cognitive model makes no mention of biological factors at all. Sev-

eral lines of new evidence from preclinical, epidemiological, genetic

and imaging studies have substantially refined understanding of these

theories, and identified an important role for psychosocial risk factors

in the onset of psychosis. Recent evidence has also identified a

critical role for biased cognitive schema in schizophrenia. These new

lines of evidence have pin-pointed the nature of the dopaminergic

dysfunction in schizophrenia, and shown how early and late devel-

opmental risk factors impact on the dopamine system to dysregulate

it. Furthermore prospective, longitudinal studies during the prodrome

to schizophrenia have shown how the dopamine system becomes

further dysregulated with the onset of psychosis. These data will be

discussed and an integrated model of the development of

schizophrenia proposed. Finally the implications for targeted inter-

vention and prevention will be considered.

Policy of full disclosure: None.

PL-02 Perspectives of drug development

for the treatment of schizophrenia

PL-02-001
Perspectives of drug development for the treatment
of schizophrenia

J. Rabinowitz (Ramat Gan, Israel)

Abstract: This presentation will focus on insights on predictors of

antipsychotic response in clinical practice and in clinical trials, future

new drug targets for antipsychotic medications such as cognition and

negative symptoms and ways to improve symptom measurement. Find-

ings presented are based on patient level data from approximately 13,000

patients who participated in 34 antipsychotic trials from the NEWMEDS

repository of anonymized data from randomized controlled trials con-

ducted by AstraZeneca, Eli Lilly, Janssen, Lundbeck, Pfizer and NIMH.

Data will be presented revealing predictors of antipsychotic response and

time to response and the implications of this for clinical practice and

clinical trials. Methods to improve measurement in clinical trials and the

clinic will also be presented and demonstrated.

Policy of full disclosure: None.

PL-03 Predictors and mechanisms of conversion

to psychosis

PL-03-001
Predictors and mechanisms of conversion to psychosis

T. D. Cannon (Yale University Departments of Psychology

and Psychiatry, New Haven, Connecticut, USA)

Abstract: Identifying predictors and elucidating the fundamental

mechanisms underlying onset of psychosis are critical for the devel-

opment of targeted pre-emptive interventions. This talk will present

findings on risk prediction algorithms and potential mechanisms of

onset in youth at clinical high-risk for psychosis. Multivariate models

incorporating risk factors from clinical, demographic, neurocognitive,

and psychosocial assessments achieve high levels of predictive accu-

racy when applied to individuals who meet criteria for a prodromal

risk syndrome. At risk individuals who convert to psychosis show

elevated levels of cortisol and pro-inflammatory cytokines, as well as

disrupted resting state thalamo-cortical functional connectivity at

baseline, compared with those who do not. Further, converters show a

steeper rate of gray matter reduction, most prominent in prefrontal

cortex that in turn is predicted by higher levels of cortisol and

inflammatory markers at baseline. Each biomarker is a significant

predictor of psychosis on its own, and several improve prediction over

and above the level achieved by the clinical, demographic, and cog-

nitive algorithm. Microglia, resident immune cells in the brain, have

recently been discovered to influence synaptic plasticity in health and

impair plasticity in disease. Processes that modulate microglial acti-

vation may represent convergent mechanisms that influence brain

dysconnectivity and risk for onset of psychosis.

Policy of full disclosure: None.

D-01 Early medication discontinuation in first-episode

schizophrenia: Beneficial or risky?

D-01-001
Pro-Position

L. Wunderink (University Medical Center Groningen & Friesland,

Mental Health Services, Leeuwarden, The Netherlands)

Abstract: Not received in due time.

D-01-002
Con: Sound evidence for high risk of relapse in general
with illness progression in some patients

W. Gaebel (Heinrich-Heine-University, Department of Psychiatry

and Psychotherapy, Düsseldorf, Germany)

Abstract: Schizophrenia is one of the most serious and disabling

mental disorders mainly due to a long-term illness course with relapse

in about 80 % after the first episode (FE). Each relapse represents

AB S TRACT S
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substantial burden for patients, their environment, and society. There is

evidence that each exacerbation contributes to further illness progres-

sion at the neurobiological level. After relapse, response is delayed in

some patients and about 1 in 6 patients displays emergent refractoriness

(1). There is sound evidence that antipsychotic maintenance treatment

(MT) reduces the risk for relapse substantially, however, antipsy-

chotics, show also adverse effects. Targeted intermittent treatment (IT;

stepwise drug discontinuation and early intervention) was provided as

long-term treatment strategy in addition to MT. However RCTs

showed noticeably higher relapse rates for IT vs. MT also in FE

patients. A review including also non-IT trials revealed 1 year relapse

ratesof3 %forMTandof77 %after drugdiscontinuation(2).Long-term

data of a RCT comparing MT with IT indicated that relapse rates

approximate each other in the subsequent 2 years, and after 7 years IT is

superior to MT regarding functional remission and recovery (3). How-

ever, some limiting characteristics of the study have to be considered (4).

According to guidelines, antipsychotics should be maintained for at least

1 year (e.g., 5) and drug discontinuation is feasible in stable patients.

Based on an RCT comparing MT with IT, in particular very well

responding and fully remitted patients are at higher risk for re-exacer-

bation after drug discontinuation (6). Given the poor adherence in

schizophrenia, it should also be considered that discussing early drug

discontinuation too optimistically might contribute to non-adherence

enhancing risk for relapse. Nevertheless, the decision of drug discontin-

uation after a FE in schizophrenia evolves and need to be discussed,

however more evidence is needed to support shared decision making.

References:

(1) Emsley R, Chiliza B, Asmal L 2013. The evidence for illness

progression after relapse in schizophrenia. Schizophr Res 148:

117–121.

(2) Zipursky RB, Menezes NM, Streiner DL 2014. Risk of symptom

recurrence with medication discontinuation in first-episode

psychosis: a systematic review. Schizophr Res. 152: 408–414.

(3) Wunderink L, Nieboer RM, Wiersma D, Sytema S, Nienhuis FJ

2013 Recovery in remitted first-episode psychosis at 7 years of

follow-up of an early dose reduction/discontinuation or main-

tenance treatment strategy: long-term follow-up of a 2-year

randomized clinical trial. JAMA Psychiatry 70: 913–920.

(4) Undurraga J, Murru A, Vieta E 2014. Early medication

discontinuation on long-term recovery outcome in first-episode

psychosis. JAMA Psychiatry 71:206–207.

(5) National Institute for Health and Care Excellence (NICE) 2014.

Psychosis and schizophrenia in adults: treatment and management.

NICE clinical guideline 178. www.guidance.nice.org.uk/cg178

(6) Gaebel et al. (submitted) Predictors for symptom re-exacerba-

tion after targeted stepwise drug discontinuation in first-episode

schizophrenia

Policy of full disclosure: Symposia support from: Janssen-Cilag,

Neuss; Lilly Deutschland GmbH, Bad Homburg; Servier, Munich;

Sanofi-Aventis GmbH, Frankfurt/Main; Faculty Member of Lundbeck

International Neuroscience Foundation (LINF), Denmark.

D-02 Should ‘‘schizophrenia’’ be renamed?

D-02-001
Pro-Position

A. Lasalvia (1U.O.C. Psichiatria, Azienda Ospedaliera Universitaria

Integrata (AOUI) di Verona and Department of Public Health

and Community Medicine, Section of Psychiatry, University

of Verona, Verona, Italy)

Abstract: Not received in due time.

D-02-002
Con: Language disguises thought

S. Priebe (Unit for Social and Community Psychiatry, Queen Mary

University of London, London, United Kingdom)

Abstract: Schizophrenia is a label with an unpleasant connotation.

People who are diagnosed with schizophrenia can have a poor long-

term prognosis with distressing symptoms and unfavourable social

outcomes, often get treated against their will, and regularly receive

medication with damaging side-effects. Nobody wants the diagnosis,

neither for themselves nor for anyone else in their surroundings. So,

how to make it go away? Why not use a magic trick, i.e., just change the

label and make all negative aspects disappear? There are various his-

torical examples, demonstrating that the well-intended renaming of

problems may—at best—have a very short term effect on the public

perception. Yet, attempts to rename schizophrenia are not just likely to

fail to achieve the objective. They might even be harmful. In his

Tractatus Logico-Philosophicus Wittgenstein wrote: ‘‘Language dis-

guises thought.’’ Psychiatry as an academic and scientific discipline

requires clear thinking with a precise and honest language. Changing

the term schizophrenia might be appropriate once there is scientific

evidence that makes other terms more useful. And the scientific evi-

dence should be based on what really matters to the people affected by

schizophrenia, i.e., on breakthroughs in prevention, treatment and care.

However, there have been no such breakthroughs for at least 30 years,

so that there is no scientific reason for a new name. Hence, renaming

schizophrenia would just create an illusion that the content has chan-

ged, and this illusion can indeed cloud the picture and hinder real

progress. Wittgenstein also wrote ‘‘Nothing is so difficult as not

deceiving oneself.’’ As psychiatrists we need to try and avoid deceiving

ourselves and the rest of society. The challenge is to improve treatments

and the real life of people with schizophrenia, not rename the problem.

Policy of full disclosure: For more than 10 years, I have not taken a

single penny, sandwich or pencil from any drug company; there is no

other conflict of interest either.

S-01 Interventions in people at high risk of psychosis:

new results of intervention trials

S-01-001
A randomised controlled trial of CBT for young people at risk
for psychosis: The Detection and Evaluation of Psychological
Therapy (DEPTh) trial

H. J. Stain (Durham University, Durham, United Kingdom; S. Bucci,

A. Baker, V. Carr, R. Emsley, S. Halpin, T. Lewin, U. Schall,

V. Clarke, K. Crittenden, M. Startup)

Objective: This paper will present the results of the DEPTh trial of

Cognitive Behavioural Therapy (CBT) for young people at risk

(AR) for psychosis, conducted in Australia. The DEPTh protocol is

based on the EDIE model (Morrison et al. 2004, 2012), but with an

active control condition, Non-Directive Reflective Listening

(NDRL).

Methods: This is a single blind RCT of CBT compared to NDRL plus

standard care in young people meeting AR criteria, conducted at two sites

(urban-Newcastle, rural-Orange) with a 6-month treatment phase (weekly

sessions) and a 12-month follow-up from randomization. Assessments

were conducted at baseline, 6 months and 12 months. Outcome domains

included symptoms, substance use, functioning and quality of life.

Intention-to-treat analysis was performed using regression models.

S8 Eur Arch Psychiatry Clin Neurosci (2015) 265 (Suppl 1):S1–S138
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Results: There were 57 young people randomized to either treatment or

active control (N = 30: CBT; N = 27: NDRL), with the majority of

participants female (60 %) and an average age of 16.3 years. The

transition to psychosis rate was 5 %, with all three transitions occurring

in the CBT condition. The active control condition, NDRL, resulted in a

significantly greater reduction in distress associated with psychotic

symptoms compared to CBT. Both CBT and NDRL showed reductions

in the frequency and intensity of psychotic symptoms over time.

Conclusion: Our sample was younger than many other trials for

young people at risk of psychosis, and this is likely to have impacted

on our lower transition rates. The lack of a treatment effect for CBT

suggests the need for further development of psychological inter-

ventions for this population and particularly for young adolescents.

We invite you to engage in discussion on the numerous possible

explanations for our findings.

Policy of full disclosure: None.

S-01-002
Cost-effectiveness of preventing psychosis in the Dutch Early
Detection and Intervention Evaluation trial (EDIE-NL)
and the profiling of ultrahigh risk patients into risk classes

H. K. Ising (Parnassia Psychiatric Institute, The Hague, The

Netherlands; F. Smit, S. Ruhrmann, W. Veling, J. Rietdijk, S. Dragt,

R. Klaassen, N. Savelsberg, N. Burger, N. Boonstra, D. Nieman,

D. Linszen, L. Wunderink, M. van der Gaag)

Objective: The first aim was to determine the cost-effectiveness of

CBT to prevent first-episode psychosis in ultra-high risk (UHR). The

second aim was to develop an optimized prediction model of a first-

episode psychosis, as with current UHR criteria only 20 % have a

psychotic outcome after 2 years.

Methods: 196 help-seeking UHR patients participated in the Dutch

EDIE study. All individuals were treated with routine care (RC) for

non-psychotic disorders. The experimental group received adjuvant

CBT to prevent psychosis. We report intervention, medical, and travel

costs; costs arising from productivity losses, treatment response

defined as psychosis-free survival and quality-adjusted life years

gained. Furthermore, baseline data on symptomatology, and envi-

ronmental and psychological factors were analyzed with Cox

proportional hazard analyses.

Results: In the cost-effectiveness analysis, the proportion of averted

psychoses was significantly higher in the CBT condition. CBT was

less costly than RC by US$ 844 per prevented psychosis. The Cox

proportional hazard model included five predictors: observed blunted

affect, subjective complaints of impaired motor function, beliefs

about social marginalization, decline in social functioning, and dis-

tress associated with non-bizarre ideas. The resulting prognostic index

stratified the general risk into 3 risk classes with significantly different

survival curves. In the highest risk class, transition to psychosis

emerged on average C8 months earlier than in the lowest risk class.

Conclusion: Firstly, add-on CBT for individuals at UHR resulted in

significant prevention of psychosis, for lower costs compared with

RC. Secondly, predicting a first-episode psychosis in UHR seems

improved using a five-factor prediction model.

Policy of full disclosure: None.

S-01-003
The four-year follow-up of the EDIE-NL trial

M. van der Gaag (Oegstgeest, The Netherlands; H. K. Ising, N. S. P.

Savelsberg, N. A. F. M. Burger, M. Willebrands-Mendrik, J. Rietdijk,

S. Dragt, R. M. C. Klaassen, N. Boonstra, D. H. Nieman,

D. H. Linszen, L. Wunderink)

Objective: To examine the four-year outcome of the Dutch Edie trail

in preventing and/or postponing a first psychotic episode in patients

wit an ultrahigh risk for developing psychosis.

Methods: 196 help-seeking UHR patients participated in the Dutch

EDIE study. 14 did not give consent for a follow-up measurement. Of the

182 patients 113 could be reassessed and in another 9 patients we could

score the transition status. Outcomes examined were transition to psy-

chosis, remission of subclinical psychotic symptoms, time to transition,

social and occupational functioning, depression and social anxiety.

Results: Only 2 patients in the experimental group made a transition

to psychosis in the period between month 18 and 48. After 48 months

12 had a transition in the experimental group and 22 in the control

group. The difference was at tendency level of significance (p = .08).

Remission of the subclinical symptoms was more prevalent in the

experimental condition (77 %) then in the control condition (58 %;

p = .03). Mean survival time was not significant. Results on other

outcome measures under still being analysed.

Conclusion: CBT designed to prevent the transition to psychosis is

effective at 18-month follow-up and showed a tendency at 48-month

follow-up. The risk reduction at 18-months was 51 % and at

48-months the risk reduction was 43 %. For some patients CBTuhr

accomplished postponement of the transition to psychosis. The

intervention was effective in reducing the subclinical symptoms at 18-

and 48-months, which suggests a strong preventive effect.

Policy of full disclosure: None.

S-01-004
Predictors of treatment response to psychosocial interventions
in people at risk

A. Bechdolf (Vivantes Klinikum am Urban Academic Hospital

of Charité, Berlin, Germany; H. Wessels, M. Wagner, K. Kuhr,

J. Berning, V. Pützfeld, B. Janssen, R. Bottlender, K. Maurer,

H.-J. Möller, W. Gaebel, H. Häfner, W. Maier, J. Klosterkötter)

Objective: Psychological interventions are used to treat people at

Clinical High Risk of psychosis (CHR). However little information is

available on predictors of treatment response. This study aims to

identify putative predictors of treatment response to psychosocial

interventions in CHR).

Methods: 128 CHR outpatients were randomized into two treatment

groups, one receiving integrated psychological intervention (IPI), the

other receiving supportive counselling (SC) for 12 months. Multiple

regression analysis was used to identify neurocognitive functional,

symptomatic and demographic predictors of treatment response, mea-

sured by symptomatic and functional improvement at 1-year follow-up.

Results: In the merged group (IPI + SC), a higher level of baseline

symptoms was associated with greater improvement of these symptoms

at follow-up. People, who lived independently, who were older and

presented with higher baseline functioning showed more improvement

in most dimensions at follow-up. In IPI, treatment response was

associated with performance of executive control and processing speed

(R2 = .27, p = .002). Being married or cohabiting, living in the pri-

mary family, and high baseline functioning were found to correlate

with well functioning at 1-year follow-up. In both treatment groups,

performance of working memory/attention was a significant predictor

(IPI: R2 = .15, p = .039, SC: R2 = .19, p = .012).

Conclusion: CHR individuals who already experience signs of neg-

ative, positive and basic symptoms, while functioning relatively well

may particularly benefit from early intervention. Moreover, cognitive

performance is associated with treatment response in CHR, Therefore

enhancement of cognitive performance might be a useful target of

early intervention.

Policy of full disclosure: No conflicts of interest.
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S-02 Models for understanding negative symptoms

S-02-001
Effect of different models on negative symptom prevalence

J. P. Lyne (North Dublin Mental Health Services Ashlin Centre,

Dublin, Ireland; M. Clarke)

Objective: Various models have been utilised to define the presence

of negative symptoms. These include the delineation of negative

symptoms by duration (transient/persistent), source (primary/sec-

ondary) and by domains. This study sought to clarify negative

symptom domain prevalence using different negative symptom

models across diagnostic categories in psychosis.

Methods: Scale for the Assessment of Negative Symptoms (SANS)

data were collected at the time of first presentation with psychosis in

197 individuals and again at 1 year follow-up assessment. The rele-

vance of diagnostic change across the two time periods was also

investigated.

Results: Negative symptoms were most prevalent in schizophrenia

spectrum diagnoses, but also had relatively high prevalence among

individuals whose diagnosis ultimately shifted to schizophrenia

spectrum diagnosis. Negative symptom prevalence was substantially

lower when stricter primary and persistent negative symptom defi-

nitions were used. The expressivity domain had lower prevalence than

the motivation/pleasure domain in this early psychosis sample.

Conclusion: The study provides support for the presence of negative

symptoms in first episode psychosis diagnoses other than

schizophrenia, particularly among those whose diagnosis eventually

shifts to schizophrenia. Although the findings indicate greater

prevalence of negative symptoms in schizophrenia, they also support

the introduction of a negative symptom dimension when evaluating a

range of psychotic illnesses.

Policy of full disclosure: No conflict of interest.

S-02-002
What impairs social interaction in patients with negative
symptoms? Interpersonal consequences of blunted facial
expressiveness

M. Riehle (University of Hamburg, Hamburg, Germany;

T. M. Lincoln)

Objective: It is largely unknown whether blunted emotional facial

expressiveness negatively affects interpersonal communication in

schizophrenia. We hypothesized that after a first encounter mentally

healthy people will evaluate an interaction partner with schizophrenia

more negatively than a mentally healthy interaction partner. We also

hypothesized that a lack of emotional facial expressiveness and a lack

of synchrony of facial expressions in the encounters would account

for more negative evaluations of people with schizophrenia.

Methods: We recruited three groups of participants (per group

n = 23). Mentally healthy interaction partners (group 1) met on

separate occasions with one participant assigned to them from each of

two matched groups: people with schizophrenia (group 2) and men-

tally healthy controls (group 3). All healthy participants were unaware

that people with schizophrenia were participating in the study. Par-

ticipants discussed positive and negative life events in a dyadic

interaction. Afterwards, we asked participants to indicate how much

they liked their interaction partner and how much they thought their

interaction partner liked them. We measured overall amount of

smiling and frowning in all participants during the conversations via

electromyography. We calculated windowed cross-lagged

correlations to assess synchrony of smiling and frowning between

interaction partners.

Results: Participants with schizophrenia were liked significantly less

by their interaction partners than healthy controls (Cohen’s d = -

1.2). In participants with schizophrenia, the overall amount of smiling

correlated with how much the interaction partners liked them

(q = .42; p = .06). The interaction partners’ estimations of how

much they thought participants with schizophrenia liked them was

correlated with the amount of synchrony of smiling (r = .50;

p = .03). Frowning was not associated with the liking scores.

Conclusion: For people with schizophrenia, blunted emotional facial

expressiveness is detrimental both for making an interaction partner

like them and for conveying that they like their interaction partner.

Policy of full disclosure: None.

S-02-003
Negative symptoms as dysfunctional decision-making

S. Kaiser (University of Zurich, Psychiatry and Psychotherapy,

Zurich, Switzerland)

Objective: The ability to make decisions is a fundamental requirement

for engaging in goal-directed behaviour. Emerging evidence has

linked negative symptoms—in particular apathy and avolition—to

dysfunctional decision-making. Here we present a series of studies

that employ a systematic approach to investigate the relationship

between negative symptoms and decision-making. In particular, we

address the decision-making stages of (1) option generation, (2)

option selection and (3) outcome evaluation.

Methods: 31 patients with schizophrenia were recruited. Patients

performed (1) an option generation task assessing the ability to

generate options for actions in ill-structured situations, (2) effort-

based decision making task assessing the willingness to work for a

reward and (3) a reinforcement learning task requiring learning from

rewarding outcomes. Negative symptoms were measured with the

Brief Negative Symptom Scale.

Results: Patients showed a reduction in the quantity of options for

action generated in ill-structured decision situations, which was

associated with negative symptoms—in particular apathy/avolition.

Increase effort discounting was strongly and specifically associated

with apathy, i.e., apathetic patients were less willing to work for a

reward. Importantly, these results remained significant when con-

trolling for antipsychotic dose, depression and other clinical variables.

Conclusion: The negative symptom dimension of apathy and avoli-

tion is strongly associated with option generation and option

selection. Thus, the present studies demonstrate how current concepts

of decision-making allow to develop cognitive models for under-

standing negative symptoms. Furthermore, these findings underline

the importance of distinguishing between the apathy/avolition and

diminished expression dimensions of negative symptoms, as distur-

bances in decision-making seem to be specifically associated with the

former.

Policy of full disclosure: The work presented was funded by the

Volkswagen Foundation through the European Platform for Life Sci-

ences, Mind Sciences and the Humanities. SK has received speaker

honoraria from Janssen, Lundbeck, Otsuka, Roche and Takeda.

S-02-004
Neurobiological correlates of reward learning and cognitive
deficits: relevance for negative symptoms

F. Schlagenhauf (Charité Universitätsmedizin, Department

of Psychiatry, Berlin, Germany)
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Objective: Learning about potential rewards and neural representation

of reward information are crucial for motivated behaviour and suc-

cessful environmental interaction. Alterations in neuro-circuits

mediating such reward processing and cognitive functions may

therefore contribute to the formation of negative symptoms in

schizophrenia patients.

Methods: Neuroimaging findings probing reward learning and more

general cognitive processing in schizophrenia patients are reviewed

with regard to their association with negative symptoms.

Results: While schizophrenia patients display abnormal neuronal

activation during reward processing and reinforcement learning in

striatal and cortical areas, the reported associations of those alter-

ations with psychopathology are heterogeneous. For example reduced

ventral striatal activation during reward anticipation was found to be

related to overall as well as subtypes of both negative and positive

symptoms. Recently, computational reinforcement learning modelling

is applied to describe different aspects of patient’s behavior and task

solving strategy.

Conclusion: A dysregulation of the brain reward system may con-

tribute to different aspects of psychopathology in schizophrenia.

Heterogeneity in sample characteristics, clinical symptom assessment

and task design may partially account for inhomogeneous findings.

Reinforcement learning modelling provides a powerful tool to dis-

entangle different aspects of reward learning processing in

schizophrenia patients. In combination with careful, longitudinal

clinical characterization those techniques may help to deepen our

understanding how reward system alterations contribute to different

aspects of negative symptoms.

Policy of full disclosure: None.

S-03 What happens in adolescence? Developmental

aspects in developing psychosis

S-03-001
Impact of age on the prevalence and clinical significance of risk
symptoms in 8- to 40-year-olds of the general population

F. Schultze-Lutter (University of Bern, Child & Adolescent

Psychiatry, Bern, Switzerland; C. Michel, B. G. Schimmelmann)

Objective: Early detection of psychosis is an important topic in

psychiatry. Yet, there is limited information on the prevalence and

clinical significance of risk symptoms in children and adolescents as

compared to adults. Within two projects funded by the Swiss National

Foundation (SNF), we examined ultra-high-risk (UHR) and basic

(BS) symptoms and criteria in 8–40-year-olds from the community.

Methods: Risk symptoms were assessed with the Structured Interview

for Psychosis-Risk Syndromes and the Schizophrenia Proneness

Instruments by well-trained psychologists. Logistic regression anal-

yses were used to assess impact of age on risk symptoms and their

clinical significance (current functioning deficits or non-psychotic

axis-I disorder), thereby differentiating between perceptive and non-

perceptive/cognitive phenomena.

Results: ltogether, 9.9 % of interviewees (N = 689) reported atten-

uated (APS), none transient psychotic symptoms, and 18.1 % BS;

1.3 % met APS, 3.3 % COPER and 1.2 % COGDIS criteria. For APS,

a strong age effect was detected around age 16: compared to 16–40,

8–15-year-olds reported more perceptive APS. Perceptive APS were

generally little related to functional impairment, regardless of age.

Conversely, non-perceptive APS were related to low functioning,

although this relationship was weaker in those below age 16. The age

effect detected for BS occurred some good 4 years later: compared to

20–24, 8–19-year-olds reported BS more frequently, in particular

cognitive BS. BS in general and especially cognitive BS—while not

generally associated with functional deficits—revealed significant

interactions with age that impacted on functioning but not psychiatric

morbidity, this impact increased with age.

Conclusion: These findings strongly suggest differential develop-

mental factors affecting prevalence and clinical significance of UHR

and BS criteria. Further, they emphasize the need to address the

differential effects of perceptive and non-perceptive risk phenomena,

and their interaction with age, also in terms of conversion to psy-

chosis, in future studies.

Policy of full disclosure: None.

S-03-002
Adolescent brain development and the onset of psychosis

S. Wood (University of Birmingham, Birmingham, United Kingdom)

Objective: Adolescence is a formative period of human development,

characterized by increases in affective reactivity, greater interest in

and sensitivity towards peer-relationships, and an enhanced capacity

to engage in behaviour directed towards long term goals. The

developmental changes through this period promote the skills nec-

essary for greater independence and enhance new forms of peer

attachment, but they also create greater vulnerability to emotional and

behavioural dysregulation. Indeed, the peak age of onset for psychotic

illnesses is between 15 and 25, roughly equating to late adolescence.

Methods: Epidemiological, cognitive, and brain imaging studies will

be reviewed that demonstrate the importance of the adolescent

developmental period for psychosis onset.

Results: There is significant evidence that adolescent onset is asso-

ciated with premorbid social impairments, longer duration of

untreated psychosis, a more severe clinical course, more severe pre-

morbid neurodevelopmental abnormalities, greater genetic loading

and more severe negative symptoms. Furthermore, higher cognitive

functions fail to show age appropriate gains during adolescence in

those who later develop psychosis, while brain imaging data indicates

faster maturation of grey matter regions.

Conclusion: Understanding the link between adolescence and the

onset of psychosis, including the relationship with abnormal devel-

opmental trajectories of functional and structural brain networks, will

assist in the search for biomarkers for the development of such

illnesses.

Policy of full disclosure: Work relevant to the presentation has been

supported by the NHMRC Australia, MRC UK, and NARSAD.

S-03-003
Development of neural oscillations during adolescence: relevance
of the development and early detection of psychosis?

P. Uhlhaas (University of Glasgow, Institute of Neuroscience

and Psychology, Glasgow, United Kingdom)

Objective: Developmental psychology and brain research have

focussed mainly on the early pre- and post-natal periods as critical

windows for the organization and functional adjustment of neural

circuitry. However, more recent evidence suggest that brain devel-

opment and its susceptibility to epigenetic influences extends way

beyond early postnatal stages. The putative relevance of these chan-

ges is highlighted by the fact that the onset of schizophrenia often

occurs during the transition from adolescence to adulthood, indicating

a vulnerable period during brain development.

Methods: We obtained EEG, MEG- and fMRI-data in two cohorts of

participants between 6 and 24 years. In the first study, development of
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neural synchrony was investigated during perceptual integration with

a Mooney face paradigm in participants (n = 68) between 6 and

21 years with EEG. In the second study, the development of visuo-

spatial working memory (WM) was tested with MEG and fMRI in a

sample of n = 100 adolescent and adult participants (age range

12–24 years). In addition, MR- and DTI-measurements were per-

formed that were analysed for cortical thickness as well as for small-

world parameters.

Results: Amplitude and synchrony values of neural oscillations

increased strongly during the transition from adolescence to adult-

hood that correlated with behavioural improvements. Changes in

neural oscillations during adolescence were accompanied by

anatomical modifications. Cortical thickness in frontal and temporal

regions continued to decline until early adulthood. In addition, we

found evidence for changes in the organization of large-scale cortical

networks.

Conclusion: These data suggest close relations between the increase

of neural synchrony and the maturation of functional networks during

the transition from adolescence to adulthood. In addition to the rel-

evance for the understanding of normal brain development, the late

maturation of neural synchrony may also be of importance for the

emergence of neuropsychiatric disorders, such as schizophrenia, that

correlate with impaired neural synchrony and a characteristic onset

during late adolescence.

Policy of full disclosure: None.

S-03-004
Developing psychosis: a mentalization-based perspective

M. Debbané (University of Geneva, Geneva, Switzerland)

Objective: Evidence from prospective longitudinal studies suggests

that the development of psychosis can be traced at different levels of

analysis, including the neurobiological, neuroanatomical, emotional,

cognitive and clinical domains of research. However, few theories

propose a developmental model coherently articulating these different

levels of analysis. We wish to explore whether such a model could be

based around the construct on mentalization, which relates to thinking

about intentional mental states that motivate oneself’s and others’

behaviours. In schizophrenia research, preliminary evidence suggests

that mentalization is found to be altered at the different stages of

emerging psychotic disorders. The following presentation reviews the

evidence that would sustain a mentalization-based model for the

development of psychotic disorders.

Methods: We review the literature from psychiatric and cognitive

neuroscience, as well as from the field of developmental and clinical

psychology relating to developmental dimensions associated to

increased risk for psychosis and conversion to psychosis.

Results: The literature confirms that at all levels of investigation,

atypical mentalization patterns is at minima relevant to psychosis

endophenotypes, and may specifically relate to impaired social cog-

nition. At the neurobiological level, early disturbances in HPA axis

and oxytonergic pathways may undermine the socio-cognitive

developmental cascade. In adolescence, this may critically interact

with increased and aberrant salience linked to the dopaminergic

pathways, and sustain the onset of delusional thinking. Furthermore,

the available studies appear to point to specific dimensions of men-

talization as more clearly related to psychotic phenomena.

Conclusion: A mentalization-based framework may assist in designing

studies wishing to examine more closely the multi-level developmental

dynamics of unfolding risk for psychotic disorders. These may be

especially crucial in furthering and specifying the early detection and

prevention perspectives, as well as specifying treatment targets along

the risk continuum as defined by the clinical staging approach.

Policy of full disclosure: None.

S-04 Structural and functional effects of ECT

in patients with schizophrenic and affective psychoses

S-04-001
Effects of ECT on cerebral blood flow and metabolism: a focus
on invasive neuroimaging techniques

M. Depping (Heidelberg University Hospital, General Psychiatry,

Heidelberg, Germany)

Abstract: Electroconvulsive therapy (ECT) is the most potent and

rapidly acting of all antidepressant treatments in major depressive

disorder (MDD). Nuclear brain imaging studies of ECT have con-

tributed to the neurobiological understanding of this treatment

modality and may also validate potential mechanisms of antidepres-

sant action. Models of neural dysfunction in MDD suggest impaired

modulation of activity within a cortico-limbic circuitry, along with

alterations in the functional organisation of multiple brain networks

implicated in emotional processes. PET and SPECT studies of ECT

have demonstrated consistent patterns of ECT-induced ictal changes

in cerebral blood flow and metabolism that appear to be linked to

efficacy and side effects of ECT. Interictally, widespread alterations

of brain function have been reported, however, results remain

inconclusive. Future research detailing ECT interactions with brain

pathophysiology in MDD could potentially provide a clinically useful

framework to better predict ECT treatment response and/or side

effects, and may also facilitate the development of more focused brain

stimulation techniques.

Policy of full disclosure: None.

S-04-002
ECT-related effects on brain volume in patients
with schizophrenia

P. Thomann (Heidelberg University, Department of Psychiatry,

Heidelberg, Germany; R. C. Wolf, H. Nolte, D. Hirjak, S. Hofer,

M. Depping, U. Seidl, B. Stieltjes, K. Maier-Hein, T. Wüstenberg)

Objective: More than seven decades after the inception of ECT in

1938, its precise mechanism of action remains unclear. A multitude of

studies, including both in vivo neuroimaging and post-mortem

investigations, have demonstrated that there is no evidence for ECT

related destructive cerebral alterations.

Methods: A total of 42 adult Caucasian participants comprising 21

ECT-naı̈ve patients (12 with MDD, 9 with Sz) and 21 healthy controls

were included. Patients received right-sided unilateral brief pulse,

constant current, square wave ECT 3 times a week until remission or

until no further clinical improvement occurred. MRI data were

obtained in patients (before and after ECT series) and controls and

analyzed with voxel-based morphometry (VBM).

Results: ECT applied to the right cerebral hemisphere was associated

with an increase in gray matter volume in right amygdala and hip-

pocampus as well as right insula. This effect was very prominent in

both groups of patients and not associated with the number of con-

ducted therapy sessions or the changes in symptom severity. The

amount of increase in the amygdala of MDD and the insula of Sz

patients was inversely associated with the initial amount of gray

matter in these regions.

Conclusion: The present findings provide first evidence for a

regionally confined transdiagnostic increase of brain volume through

ECT.
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S-04-003
Does ECT modulate specific brain regions or neural systems?

C. Wolf (Saarland University, Department of Psychiatry, Homburg,

Germany)

Objective: Electroconvulsive therapy (ECT) is one of the most potent

and rapidly acting of all antidepressant treatments in major depressive

disorder (MDD). ECT is also considered to be effective in patients

with schizophrenia (SZ), particularly in drug-resistant cases with

persistent psychotic symptoms or when rapid symptom relief is

required, e.g., in patients presenting with enduring catatonic features.

Although the effectiveness of ECT is internationally accepted, its

neural mechanisms of action are poorly understood.

Methods: A systematic literature search was conducted.

Results: The vast majority of studies investigating effects of ECT on

brain structure and function have been conducted in MDD patients.

What becomes evident from these is that both structural and functional

change can be observed after ECT, and that these changes do not show

substantial spatial correspondence. For instance, in MDD structural

neuroimaging studies have shown increases of the hippocampus and

the amygdala following ECT, consistent with the role of these regions

in affective psychopathology. By contrast, studies using invasive

neuroimaging techniques, i.e., PET or SPECT have emphasized

changes of regional blood flow or metabolism predominantly in cor-

tical regions such as cingulate and lateral prefrontal areas. More recent

data suggest that neural effects of ECT are more widespread,

extending beyond regionally specific effects. ECT-related effects have

been observed for several distinct neural networks, where modulation

of cortico-cortical connectivity following ECT can be found. Some of

these networks have been also shown to predict treatment outcome.

Conclusion: Despite accumulating evidence for wide-spread effects

on multiple functional networks of the brain, it is unknown at present

whether ECT-related neural effects observed in MDD are similar in

SZ. It is possible the ECT modulates neural substrates which are not

diagnosis-specific. Alternatively, ECT may act differentially on dis-

tinct neural pathways in MDD and SZ, respectively. Surprisingly,

these questions have not been addressed so far by schizophrenia

research.

Policy of full disclosure: Prof. Wolf received speaker honoraria from

Otsuka and Lundbeck and consultant fees from Trommsdorff.

S-04-004
ECT-related effects on brain resting-state functional connectivity
in patients with schizophrenia

T. Wüstenberg (Department of Psychiatry and Psychotherapy,

Charité, Berlin, Germany; R. C. Wolf, H. M. Nolte, P. A. Thomann)

Objective: Current data indicate a possible effect of ECT on altered

brain connectivity in SZ. However, these findings are inconsistent and

were discussed contrary. To contribute to this discussion, we con-

ducted an MRI-experiment, focused on the effect of ECT on resting

state functional connectivity (RSFC).

Methods: A total of 42 adult Caucasian participants comprising 9

ECT-naı̈ve patients (12 with MDD, 9 with SZ) and 21 healthy con-

trols were included. Patients received right-sided unilateral brief

pulse, constant current, square wave ECT 3 times a week until

remission or until no further clinical improvement occurred. RSFC

was analyzed in patients (before and after ECT series) and controls by

means of the Resting State fMRI Data Analysis Toolkit (V.1.8) for

SPM using right Amygdala (showing the most pronounced increase in

gray matter volume) as seed region.

Results: In SZ patients we found exclusive decline in RSFC between

right Amygdala and left Temporal Pole, left Amygdala, Inferior

Temporal Gyrus, Middle Occipital Gyrus and Precuneus. Decrease

was accompanied by normalization of pathologically elevated func-

tional connectivity for left Amygdala and left Temporal Pole.

Changes in RSFC were inversely associated with the initial connec-

tivity strength for Precuneus, left Temporal Pole and left Inferior

Temporal Gyrus. ECT associated decrease was more pronounced in

patients with stronger connectivity before ECT.

Conclusion: The present findings provide further evidence for an

effect of ECT on brain function (specifically resting state functional

connectivity) in SZ patients.

Policy of full disclosure: None.

S-05 Novel technologies to investigate motor behavior

in psychiatric disorders

S-05-001
Novel instrumental devices measuring movement disorders
in psychiatry

P. van Harten (University of Maastricht, Psychiatry, Maastricht,

The Netherlands; T. Mentzel, R. Lieverse, H. Daanen)

Objective: For the purpose of diagnosis, prognosis, treatment, and

prevention of mental disorders, motor disorders (MD) are less used,

than mental and cognitive symptoms. However, the accuracy of these

symptoms are limited, whereas motor dysfunctions may be more

accurate predictors and may be highly informative for diagnosis and

prognosis. Indeed, subtle MD predict conversion to psychosis in Ultra

High Risk individuals1. Therefore, a case can be made for standard

measurement of MD in psychiatric research. This requires valid,

reliable, sensitive and practicable devices for measuring MD. Previ-

ously, we studied a mechanical device for measuring lingual

dyskinesia, tremor, and bradykinesia. This device was reliable, valid

and significantly more sensitive in detecting MD than clinical MD-

rating scales 2,3. However, electronic devices are more feasible and

therefore we studied recently, two electronic devices.

Methods: The validity, reliability and feasibility of an electronic

device measuring bradykinesia was studied, and also the practical use

of an actimeter in a lifestyle program.

Results: The wearable motion-capture device (XSENS technology�)

had a high reliability (ICC = 0.79, p\ 0.01, N = 25) and high

validity for measuring bradykinesia, based on the correlation between

the Unified Parkinson Disease Rating Scale (bradykinesia subscale)

and the XSENS data (r2 = 0.55, p\ 0.01, N = 64). In a lifestyle

program, an actimeter (ActiGraph GT3X+) revealed lower activity

during a lifestyle program in long-stay patients with a mental disorder

(N = 184), than in healthy controls (N = 54). Also, the novel

potential use of Kinect technology for measuring dyskinesia is shown.

Conclusion: Several available electronic devices for measuring MD

are promising, as they have good diagnostic and treatment and pos-

sible also prognostic and preventive value in psychiatry.

Literature:

1. Mittal et al. Schizophr Res 2011;130:164–169.

2. Koning et al. J Med Eng Technol 2010;34: 71–77.

3. Koning et al. Psychiatry Res 2011;188:133–137.
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S-05-002
Video-based quantification of body movement indicates negative
symptoms: a replication

Z. Kupper (University Hospital of Psychiatry, University of Bern,

Bern, Switzerland; F. Ramseyer, M. Drozynski, H. Hoffmann,

W. Tschacher)

Objective: In schizophrenia, abnormalities in nonverbal behaviors

have always been considered as highly relevant. However, due to

methodological limitations, nonverbal behavior was rarely quantified

objectively. Recent methodological advances now allow a quantifi-

cation of body movement from ordinary video recordings. We

showed that patients’ objectively measured amount of movement in

social role-play interactions was closely associated with their symp-

tom profiles (Kupper, Ramseyer, Hoffmann, & Tschacher,

Schizophrenia Research 2010). In the present study, a replication of

these results in the context of semi-standardized PANSS (Positive and

Negative Syndrome Scale) interviews was intended.

Methods: 17 patients with schizophrenia were analyzed during the

initial 15-min sequence of a videotaped PANSS interview using

Motion Energy Analysis (MEA). The amount of patients’ movement

was then correlated with their PANSS symptom scores.

Results: Sizeable and significant correlations between negative symp-

toms and reduced movements (r = -.68, p\0.01) and reduced

movement speed (r = -.80, p\0.001) were found. Moreover, cognitive

symptoms were related to reduced movement speed (r = -.70, p\ .01).

Conclusion: Negative symptoms were reliably indicated by patients’

nonverbal behavior in psychopathology interviews. Hence, the main

result of our earlier study, examining patients’ nonverbal behavior in

role play tests, was replicated for the less structured interactions in

psychopathological interviews. Results could encourage the use of

MEA in a wide range of videotaped social interactions of patients

with schizophrenia and other psychiatric disorders.

Policy of full disclosure: None.

S-05-003
Association between instrumental measurements of dyskinesia
and schizotypy in subjects with auditory verbal hallucinations
and healthy controls

A. Willems (GGz Centraal Centers for Mental Health Care,

Amersfoort, The Netherlands; I. Sommer, D. Tenback, J. Koning,

P. van Harten)

Objective: Spontaneous dyskinesia is associated with non-affective

psychosis but few studies have been done on its relation with sub-

clinical psychotic experiences. The concept of psychosis as a

continuous phenomenon suggests similar associations at the non-

clinical end of the psychosis spectrum. We examined spontaneous

dyskinesia and schizotypy in subjects without a psychiatric diagnosis

who experience auditory verbal hallucinations (AVH), patients with a

non-affective psychotic disorder, and healthy controls.

Methods: The current study was part of a larger study in subjects

experiencing AVH with no diagnosis of a psychotic disorder. Subjects

with AVH and healthy controls were recruited using a website with

information about hearing voices (www.verkenuwgeest.nl). Mean

force variability (FV) was taken as a proxy for upper extremity

dyskinesia and was measured with a mechanical instrument. Dyski-

nesia was defined as a FV score higher than the 95th percentile of the

control group. Schizotypal tendency was assessed by means of the

Schizotypal Personality Questionnaire (SPQ).

Results: Participants with AVH, healthy controls and psychotic patients

did not differ with regard to gender, age or total years of education. The

cut-off score for FV derived from the 95th percentile in the control group

was 3.11. Based on this criterion, 1, 8 and 14 persons in the control-, AVH

group and patients showed dyskinesia. Testing the AVH against the

control group and patients revealed significant differences (Fisher’s Exact

Test 2-sided; p = 0.028 and p = 0.037 respectively). The correlation

between FV and schizotypy measured with Pearson’s r was .35

(p = 0.021) in the AVH and .31 (p = 0.046) in the control group.

Conclusion: Our findings of intermediate levels of dyskinesia in

persons with AVH in comparison with healthy controls and patients

with a psychotic disorder, and the relationship between mechanically

measured dyskinesia and schizotypy in control and AVH group are in

accordance with psychosis as a continuous phenomenon.

Policy of full disclosure: This study was part of a larger study on

Auditory Verbal Hallucinations which was supported by a grant from

the Dutch Science Organisation (Nederlandse Wetenschappelijke

Organisatie NWO, nr 916.56.172).

S-05-004
Actigraphy movement patterns indicate psychopathological
dimensions in schizophrenia

S. Walther (University of Bern, Department of Psychiatry, Bern,

Switzerland)

Objective: Schizophrenia spectrum disorders are frequently associ-

ated with various motor abnormalities, including hypokinesia. In

addition, psychopathological signs may involve presentation with

motor output. Wrist actigraphy has proven feasible for ambulatory

monitoring of activity in schizophrenia. Here, we summarize the

findings associated with psychopathological dimensions.

Methods: In a series of studies in schizophrenia spectrum disorders

we recorded spontaneous motor behavior using wrist actigraphy. In
addition, we assessed psychopathology with the PANSS and the Bern

Psychopathology Scale.

Results: In two studies, reduced motor activity was associated with

increased negative syndrome severity. In fact, in a longitudinal study,

low activity levels predicted the outcome of negative symptoms

within and between psychotic episodes. Among negative symptoms,

anhedonia/avolition had strongest correlations with activity levels.

When the temporal structure of movement patterns was analyzed,

positive symptom severity and disorganization correlated with irreg-

ular movement patterns, whereas negative symptoms were not related

to the stability of movement patterns. The Bern Psychopathology

scale contains a global motor evaluation, which demonstrated

excellent agreement with objective assessments of activity levels.

Conclusion: Hypokinesia may be easily and objectively assessed with

wrist actigraphy in schizophrenia spectrum disorders. Hypokinesia

correlates cross-sectionally and longitudinally with negative syn-

drome severity. Instead, instable movement patterns are associated

with disorganization. Thus, actigraphy may inform on symptom

dimensions in schizophrenia.

Policy of full disclosure: None.

S-06 The single symptom approach: understanding

and treating auditory verbal hallucinations and formal

thought disorders

S-06-001
Auditory hallucinations and ego-disturbances: imaging
of dysfunctional brain networks

J. Gallinat (Klinik und Poliklinik für Psychiatrie und Psychotherapie,

Universitätsklinikum Hamburg- Eppendorf, Hamburg, Germany)
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Objective: 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 under-

standing of important mechanisms of single symptoms like

hallucinations.

Methods: We investigated auditory hallucinations, egos-disturbances

(thought insertion) and delusions in single patients with psychotic

disorders.

Results: Auditory verbal hallucinations were linked to abnormal

activity of key components of the left fronto-temporal language

system. Ego dysturbances were related to activation circumscribed

brain areas near the temporo-parietal junction on the right side.

Delusions were associated with activation of temporo-parietal areas

on the left side.

Conclusion: Detailed information about the topography and nature

of symptom-related dysfunctions are important to indentify neu-

robiological 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 neurobi-

ology and therapy predictors.

Policy of full disclosure: JG has received research funding from the

German Federal Ministry of Education and Research, German

Science Foundation, AstraZeneca, and speaker fees from Janssen-

Cilag.

S-06-002
The neurobiology of auditory hallucinations: a single symptom
approach to schizophrenia

K. Hugdahl (University of Bergen, Bergen, Norway)

Abstract: Because of the heterogeneity of the schizophrenia diag-

nosis category, we have adopted a single symptoms approach, which

we have labelled a ‘‘phenotype constraining approach’’, with the aim

of constraining the heterogeneity of the phenotype under study. We

have over the last 5–6 years been focusing on auditory hallucina-

tions, trying to describe and explain this phenomenon from the

clinical to the cellular level of explanation. In my talk I will review

clinical, cognitive, structural and functional brain imaging, and

transmitter data related to auditory hallucinations, and the experi-

ence of ‘‘hearing voices’’. In the end of my talk I will present a

neurocognitive model that takes into account all these different

levels of explanation, seeing auditory hallucinations as a perceptual

phenomenon in the absence of an external auditory source, not under

cognitive control once initiated, and with predominantly negative

emotional content. Brain regions implicated in these processes will

be discussed.

Policy of full disclosure: No conflict of interest.

S-06-003
Connectivity disturbances in the language system as target
for the treatment of auditory hallucinations with tACS

C. Mulert (Universitätsklinikum Hamburg- Eppendorf, Department

of Psychiatry, Hamburg, Germany)

Abstract: Not received in due time.

S-06-004
Non-invasive brain stimulation for the treatment of auditory
hallucinations: neurobiological and clinical aspects

W. Strik, P. Homann, J. Kindler, A. Federspiel, D. Hubl, T. Dierks

(University of Bern, Hospital of Psychiatry, Bern, Switzerland)

Objective: To understand the brain mechanisms related to the treat-

ment of auditory verbal hallucinations (AVH) with repetitive

transcranial magnetic stimulation (rTMS) and transcranial direct

current stimulation (tDCS).

Methods: Investigation of regional brain perfusion changes with

arterial spin labelling (ASL) fMRI during treatment of drug-resistant

AVH with rTMS and tDCS.

Results: The ASL measurement of brain perfusion before and after

treatment with inhibitory rTMS showed that perfusion decreased

significantly in several components of the language system, but not in

the target of the stimulation (angular gyrus). Only the perfusion

reduction in Heschl’s gyrus, however, correlated significantly with the

degree of AVH improvement. Further, successful treatment was

predicted by hyperperfusion in the temporal lobe. In a single case

study, inhibitory tDCS was also successful and reduced hyperperfu-

sion in the left temporal lobe.

Conclusion: AVH are intimately related to a dysfunction of the left

hemispheric language system, including the primary auditory cortex

and the fronto-temporal fibre tracts connecting Broca’s and Wer-

nicke’s regions. Coactivation of the primary auditory cortex during

verbal thoughts appears to be the basis of the pathological network

dynamics, and can be therapeutically modulated with inhibitory rTMS

and tDCS.

Policy of full disclosure: None.

S-07 Patient perspectives, quality of life and affective

symptoms in the early treated course of psychotic

disorders

S-07-001
Long duration of untreated psychosis: Is it partly a design
problem?

K. L. Romm (Oslo University Hospital, Oslo, Norway;

L.-C. Berentzen, K. Gjermundsen, I. Melle, J. I. Røssberg)

Objective: It is well known that delays within the hospital system

prolong the duration of untreated psychosis (DUP) for patients with a

first episode psychosis (FEP). Consequently there is a need to

examine how we organize our services towards young people with

possible psychosis. Service design is a new field within the area of

health care. It seeks to explore new possibilities in the development of

complex health services by placing the patients experience in the

center of service development. These methods have only to a limited

extent been used in mental health services. A minor service design

workshop conducted in April 2014 in Oslo University Hospital (OUS)

revealed several barriers to help-seeking for people with a possible

FEP. To minimize these barriers and reduce the DUP, a larger service

design project has been established.

Methods: The project will include sections we know to be involved in

the pathways to care for FEP patients, and is divided into three

phases: (1) Insight and exploration: The designers achieve an over-

view of the current situation based on interviews with patients, carers

and health professionals. By mapping the patient’s journey, they will

further explore which barriers that seem to affect the help seeking
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process. The findings will be summarized, visualised and presented to

all parts involved to ensure a shared understanding of the current

situation. (2) Innovation: The next step is to work with innovation

methods to explore new solutions to specific problems. Hopefully,

several new concepts regarding service delivery will be presented.

These has to be evaluated by stakeholders and decision makers who

finally choose solutions for testing and implementation. (3) Imple-

mentation: Finally, a plan for testing and implementation has to be

worked out.

Results: Findings from the exploration and idea generation phase,

carried out during April and May 2015, will be presented at the

conference.

Policy of full disclosure: None.

S-07-002
Early clinical recovery in first-episode psychosis: correlates
of symptomatic remission at one-year follow-up

C. Simonsen (Oslo University Hospital, Oslo, Norway; A. Faerden,

T. Ueland, T. Bjella, K. Romm, A. Berg, K. Sundet, O. Andreassen,

I. Melle)

Objective: The rate and predictors of symptomatic remission in first-

episode psychosis (FEP) at 1 year follow-up were investigated, along

with whether symptomatic remission relates to other outcome mea-

sures such as depression status, neurocognitive functioning and social

functioning.

Methods: FEP patients (n = 92) and healthy controls (n = 122) in the

NORMENT study were investigated at baseline and after 1 year.

Symptomatic remission was defined according to the Remission in

Schizophrenia Working Group (RSWG). Depression was defined as

Calgory Depression Scale for Schizophrenia score above 5. Neu-

rocognitive impairment was defined as minimum 1.5 std below the

healthy control group on a neuropsychological composite score.

Adequate functioning was defined as Global Assessment of Func-

tioning Scale—functioning score above 60, at least 50 %

employment/study and living independently. Early clinical recovery

was defined as RSWG remission last 6 months and adequate

functioning.

Results: 26 % are in symptomatic remission at 1 year follow-up.

Duration of untreated psychosis and level of baseline positive

symptoms predicted symptomatic remission status at 1 year fol-

low-up. Depression rate was significantly higher in the non-

remission group, while rate of adequate functioning was signifi-

cantly higher in the remission group. Neurocognitive impairment

rate did not differ between the groups. 14 % of the total sample

had symptomatic remission last 6 months and adequate

functioning.

Conclusion: In FEP 1 year after treatment initiation ¼ were in RSWG

symptomatic remission. They were not depressed and functioned

better than the participants not in remission, but did not differ in

neurocognitive functioning. 14 % of the total sample could be defined

as being in early clinical recovery.

Policy of full disclosure: No conflict of interest.

S-07-003
Social anxiety and subjective quality of life in first episode
psychosis: a one year follow up study

E. S. Gardsjord (Division of Mental Health and Addiction,

Oslo University Hospital, Oslo, Norway; K. L. Romm, I. Melle,

J. I. Røssberg)

Objective: Social anxiety is a frequent symptom in psychotic disor-

ders. However, there is a lack of longitudinal studies examining social

anxiety and its relationship to quality of life. The main aim of the

present study were to examine whether patients with social anxiety

disorder, during a 1 year follow-up period, have lower scores on

quality of life compared to patients with no social anxiety disorder.

Additionally, we wanted to examine differences in demographic and

clinical characteristics between the two groups.

Methods: Patients were included at first adequate treatment for a

psychotic disorder (n = 63). Patients were assessed on premorbid

functioning, psychotic symptoms, social anxiety (measured by

Liebowitz Social Anxiety Scale) and subjective quality of life.

Analysis of variance was performed including measures of clinical

characteristics and demography.

Results: Preliminary results: Sixteen patients were scored with social

anxiety disorder at baseline and 1 year follow-up. Nineteen patients

were scored with social anxiety disorder at baseline but not at follow-

up. Twenty-eight patients had no social anxiety disorder neither at

baseline nor follow-up. Patients with social anxiety disorder both at

baseline and 1 year follow-up reported a significantly lower subjec-

tive quality of life. They had more symptoms (psychotic, depressive

and negative symptoms) and lower premorbid and current

functioning.

Conclusion: Among patients with first-episode psychosis, patients

with comorbid social anxiety disorder report lower subjective quality

of life and higher symptom-load. Patients struggling with social

anxiety symptoms should be identified and properly treated. Further

results, including more patients, will be presented at the conference.

Policy of full disclosure: None.

S-07-004
Childhood trauma is associated with slower improvement
of symptoms: findings from the one-year follow-up of patients
with first-episode psychosis

M. Aas (Oslo University Hospital, Oslo, Norway; O. Andreassen,

I. Melle)

Objective: The aim of this study was to investigate if childhood

trauma is associated with clinical features in patients with first-epi-

sode psychosis and if this persisted at 1 year follow-up.

Methods: 96 patients with a first-episode of a DSM-IV diagnosis of

psychosis (mean ± SD, age = 27.4 ± 8.2, gender: 56 % males) and

264 healthy controls (mean ± SD, age = 30.07 ± 7.86, gender:

57 % males) were recruited to the TOP/NORMENT study in Oslo

Norway. A history of childhood trauma was obtained using the

Childhood Trauma Questionnaire (CTQ). Current global function and

symptom levels were measured using the Global Assessment of

Functioning (GAF) scale; current symptoms were assessed by the

Positive and Negative Syndrome Scale (PANSS) and the Young

Mania Rating Scale (YMRS). All clinical assessments were done at

the initial assessment within the first year of initiating treatment for

psychosis and after 1 year. Statistics: Data were analyzed using the

Predictive Analytic software (PASW), Version 21. Spearman’s cor-

relations were performed to investigate associations between

childhood trauma and clinical features in first-episode psychosis.

Repeated measures ANOVAs were performed to investigate inter-

action effects between time (first-episode psychosis to 1 year follow-

up) and clinical measures. Clinical data not normally distributed were

log transformed before added into the parametric analysis.

Results: Patients reported significantly more childhood trauma

experiences than controls (z = -9.40, p\ 0.001). In patients,

childhood trauma was associated with reduced global functioning

(r = -0.40, p B 0.01) and more severe clinical symptoms (r = -
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0.29, p B 0.01) both at baseline and at follow-up, as measured by the

GAF. This was primarily based on significantly higher levels of

affective symptoms in the trauma group. Emotional neglect was

significantly associated with reduced improvement slope in GAF

measures over time (f = 8.59, p = 0.004).

Conclusion: Our data suggest childhood trauma as a risk factor for

developing a more severe chronic psychotic illness over time.

Policy of full disclosure: None.

S-08 Multimodal imaging of the psychosis high-risk

state

S-08-001
Diffusion tensor imaging changes in emerging psychosis

A. Schmidt (King’s College London, Institute of Psychiatry, London,

United Kingdom)

Objective: Previous diffusion tensor imaging (DTI) studies have

shown microstructural changes in the brain white matter of at-risk

mental state (ARMS) subjects for psychosis and patients with first-

episode psychosis (FEP). However, only a few studies have been

conducted in clinical high-risk samples and findings in both groups

are inconsistent, in particular along the superior longitudinal fasci-

culus (SLF). Furthermore, it is still unclear whether white matter

integrity in these subjects is related to psychopathological outcomes

and antipsychotic medication.

Methods: We used tract-based spatial statistics (TBSS) to compared

fractional anisotropy (FA) and mean diffusivity (MD) between

ARMS subjects, FEP patients and healthy controls (HC) across the

whole brain and the SLF. To explicitly address the effect of

antipsychotics, a subsequent TBSS analysis was preformed between

HC, untreated and treated FEP patients. Partial correlations were used

to assess the relation between FA in the SLF and psychotic symptoms

in ARMS and FEP individuals.

Results: Compared to HC, ARMS and FEP patients showed increased

FA and decreased MD in diverse regions across the whole brain

including the SLF. FA in the SLF was positively correlated with

positive psychotic symptoms in ARMS and FEP individuals. Fur-

thermore, untreated but not treated FEP patients showed increased FA

in the left inferior longitudinal fasciculus and right SLF.

Conclusion: This study revealed increased FA and decreased MD in

early stages of psychosis in widespread white matter tracts including

the SLF. Our findings further suggest that microstructural changes in

the SLF are probably related to state-dependent psychopathology.

Policy of full disclosure: None.

S-08-002
Functional connectivity patterns in the pre-psychotic state

D. Wotruba (Swiss Federal Institute of Technology Zurich (ETHZ),

Collegium Helveticum, Zurich, Switzerland; R. Buechler,

A. Theodoridou, S. Kollias, W. Roessler, K. Heekeren, L. Michels)

Objective: A fundamental feature of the human brain is it’s intrinsic

organization into anticorrelated functional networks. The aim of this

study was to examine the static as well as the dynamic intrinsic

functional connectivity (fc) in order to test whether the co-activation

patterns between the task positive network (TPN), the default mode

network (DMN) and the salience network (SN) is disturbed in the at-

risk state for psychosis.

Methods: We utilized resting-state fMRI to investigate fc in three

groups: 28 subjects meeting basic symptom criteria (HR), 19 ultra-

high-risk criteria such as attenuated and/or brief limited intermittent

psychotic symptoms (UHR), and 29 controls (CTRL). Using a seed

based approach, we characterized spatial differences in connectivity

patterns, inter-network connectivity, as well as the temporal varia-

tions among those networks by the decomposition of the data into

several spatially reproducible but temporally changing co-activation

patterns.

Results: The three groups differed in their spatial connectivity pat-

terns between the mediotemporal cortex (MPFC) and right

dorsolateral prefrontal cortex (rDLPFC), and between the right

anterior Insula (rAI) and posterior cingulate cortex (PCC). Further,

compared to CTRL the antagonistic relationship in MPFC-rDLPFC,

rAI-PCC, and internetwork connectivity of DMN-TPN was absent in

both at-risk groups. Aberrant fc was significantly associated with

symptoms related to reality distortions and to poor performance in

cognitive functions. Interestingly, even if only trending towards sig-

nificance, rAI-PCC connectivity was higher in UHR compared to HR.

Conclusion: A proper coordination between the DMN, TPN and the

SN has been suggested to be pivotal in distinguishing between the

internal and external world. The aberrant network interactions in HR

and UHR were indeed associated to cognitive processing as well as

symptoms related to reality distortions. We propose that comparison

of different at-risk symptoms in their relationship to fc patterns and

further, the analysis of dynamics of networks will lead to a better

understanding of the development of psychotic symptoms.

Policy of full disclosure: None.

S-08-003
Positron emission tomography imaging in subjects at high risk
of psychosis

P. Allen (University of Roehampton, Psychology, London, United

Kingdom)

Objective: Animal models suggest that psychosis develops as a result

of hyperactivity in the hippocampus driving the subcortical dopamine

system. We tested this hypothesis by measuring resting perfusion in

the hippocampus, basal ganglia and midbrain in people at high risk of

psychosis.

Methods: Pseudo-Continuous Arterial Spin Labelling (pCASL)

imaging was used to measure resting cerebral blood flow (rCBF) in 52

individuals at Ultra High Risk (UHR) for psychosis and 28 healthy

volunteers. The severity of psychotic symptoms was assessed using

the Comprehensive Assessment of At Risk Mental State (CAARMS).

The UHR subjects were re-assessed after a mean of 17 months, using

the same measures as at baseline.

Results: At baseline, relative to healthy volunteers, UHR subjects

showed elevated rCBF in the hippocampus, basal ganglia and mid-

brain. In the UHR sample, symptomatic improvement was associated

with longitudinal reductions in rCBF in the hippocampus and ventral

striatum. Subjects whose symptoms had resolved such that they no

longer met UHR criteria showed a longitudinal reduction in left

hippocampal rCBF that was not evident in subjects who remained in a

high-risk state or had become psychotic.

Conclusion: A high risk for psychosis was associated with increased

resting activity in the hippocampus, midbrain and basal ganglia. Sub-

sequent resolution of the high- risk state was linked to a normalisation

of activity in these regions. These findings are consistent with animal

models that propose that psychotic symptoms are generated when

hippocampal hyperactivity drives subcortical dopamine dysfunction.

Policy of full disclosure: None.
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S-08-004
Imaging-supported identification of molecular pathways related
to psychosis

A. Papassotiropoulos (University of Basel, Transfaculty Research

Platform, Molecular & Cognitive Neuroscience, Basel, Switzerland)

Objective: Working memory, the capacity of actively maintaining

task-relevant information during a cognitive task, is a heritable trait.

Working memory deficits are characteristic for many psychiatric

disorders.

Methods: We performed genome-wide gene-set enrichment analyses

in multiple independent data sets of young and aged cognitively

healthy subjects (n = 2824), and in a large schizophrenia case–con-

trol sample (n = 32143).

Results: The voltage-gated cation channel activity gene-set, consist-

ing of genes related to neuronal excitability, was robustly linked to

performance in working memory-related tasks across ages, and to

schizophrenia. Functional brain imaging in 707 healthy participants

linked this gene-set also to working memory-related activity in the

parietal cortex and the cerebellum.

Conclusion: Gene-set and brain imaging analyses may help to dissect

the molecular underpinnings of cognitive dimensions, brain activity

and psychopathology.

Policy of full disclosure: Co-founder of GeneGuide Ltd.

S-09 New findings about what dopamine does

in the prefrontal cortex: relevance to schizophrenia

S-09-001
Could the prefrontal dopaminergic system contribute
to the anomalies of parvalbumin interneurons and high-frequency
oscillations in schizophrenia patients ?

P. Steullet (University of Lausanne, Lausanne, Switzerland)

Objective: Dopamine is released in the prefrontal cortex during

cognitive tasks implicating attention, working memory, decision

making. Via the modulation of synaptic function and cell excitability

in excitatory and inhibitory neurons, dopamine influences information

processing within the cortical network. Recent studies have demon-

strated a blunting of prefrontal dopamine release in schizophrenia

patients. Likewise, patients display abnormal high-frequency cortical

oscillatory activity which is associated with cognitive functions,

including attention and working memory. The relationship between

dopamine signaling and high-frequency oscillations in the prefrontal

cortex is however unclear. The first objective was to investigate

whether dopamine can modulate high-frequency oscillations within

the prefrontal cortex. Beside its neuromodulatory function, dopamine

produces during its degradation reactive species that could be detri-

mental particularly during development if not efficiently neutralized.

The second objective was to assess whether excess of extracellular

dopamine during childhood and adolescence (as it can be induced by

strong psychosocial stresses) could affect normal maturation of par-

valbumin interneurons which are essential for generating high-

frequency oscillations.

Methods: This study was performed with immunohistology and

electrophysiology techniques in the anterior cingulate cortex (ACC)

of mice.

Results: Dopamine enhances high-frequency oscillations within the

ACC. These oscillations are positively modulated by D2R and D1R

activation. Therefore, a default in the prefrontal dopaminergic system

may contribute to impaired modulation of high-frequency oscillations

during cognitive tasks. Secondly, excess of extracellular dopamine

during childhood and adolescence causes oxidative stress in mice

with vulnerable antioxidant systems, leading to long-term impairment

of parvalbumin interneurons.

Conclusion: These data suggest that strong dopamine release induced

by severe psychosocial stresses during childhood could permanently

affect prefrontal parvalbumin interneurons, particularly in individuals

with a vulnerability to redox dysregulation. Moreover, a blunted

prefrontal dopamine release in schizophrenia patients could con-

tribute to the impaired high-frequency oscillations induced during

cognitive tasks.

Policy of full disclosure: None.

S-09-002
Prefrontal Cortical Cannabinoid Regulation of the Mesolimbic
Dopamine System: Implications for Emotional Dysregulation
in Schizophrenia

S. Laviolette (University of Western Ontario, London, Ontario,

Canada)

Objective: Disturbances in emotional processing, associative memory

formation and dysregulation of appropriate emotional salience per-

ception are cardinal features of schizophrenia. Both the dopamine

(DA) and cannabinoid receptor systems are critical modulators of

emotional processing and cognition. Either acute or adolescent

exposure to cannabinoids such as marijuana (MJ) has been linked to

transient psychosis-like events and the increased likelihood of

developing schizophrenia in later adulthood. Considerable evidence

demonstrates that the mammalian prefrontal cortex (PFC), which

contains abundant levels of the cannabinoid CB1 receptor (CB1R) is

critical for emotional processing and memory formation. The CB1R

system is known to be disturbed in schizophrenia and in particular,

aberrant prefrontal cortical (PFC) transmission via the cannabinoid

CB1 receptor subtype (CB1R) has been identified as a clinical cor-

relate of schizophrenia. We are examining how both acute or chronic

adolescent exposure to cannabinoids can lead to disturbances in

mesolimbic DA transmission underlying schizophrenia-related

psychopathology.

Methods: Using a combination of behavioural pharmacology, in vivo

electrophysiology and molecular analyses in rats, we are examining

how PFC cannabinoid transmission controls emotional salience and

associative memory formation.

Results: We report that PFC CB1R transmission bi-phasically con-

trols sub-cortical DAergic neuronal activity. While acute activation of

PFC CB1Rs strongly activates ventral tegmental area (VTA) DAergic

neurons and potentiates normally non-salient emotional stimuli via

DA feedback to the PFC, higher levels of CB1R activation effectively

shut down the mesolimbic DA neurons, causing a blunting of emo-

tional salience. In addition, chronic adolescent exposure to

cannabinoids leads to fundamental disturbances in mesolimbic

DAergic transmission and schizophrenia-like behavioural, molecular

and cognitive disturbances.

Conclusion: Our evidence reveals a critical role for PFC cannabinoid

regulation of sub-cortical DAergic transmission. We report that dis-

turbances in cortical CB1R transmission, either acutely or in critical

neurodevelopmental windows, may induce fundamental disturbances

in the brains DA system and trigger schizophrenia-like pathology.
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S-09-003
A novel role for dopamine regulation of cortical information
processing

B. Moghaddam (University of Pittsburgh, Neuroscience, Pittsburgh,

Pennsylvania, USA)

Objective: Dopamine neurotransmission in the prefrontal cortex

(PFC) is critical to cognitive processes such as attention, working

memory as well as behavioral flexibility and has been implicated in

cognitive deficits observed in schizophrenia. These cognitive pro-

cesses and deficits have been linked to network oscillations in PFC.

However, experimental evidence describing a causal relationship

between the activity of dopamine neurons and oscillations in the

prefrontal cortex is lacking.

Methods: Using TH:Cre rats, we optogenetically stimulated dopamine

neurons in the ventral tegmental area (VTA) and simultaneously

recorded local field potentials (LFPs) in the medial prefrontal cortex

(mPFC) or measured global activity with fMRI.

Results: Dopamine neurons were stimulated using bursting paradigms

that resemble the activity patterns of these neurons during motivated

behaviors. We found that Burst activity of VTA dopamine neurons is

sufficient for increasing the power of high gamma ([55 Hz) but not

low gamma (35–55 Hz) oscillations in the mPFC. In addition, a

corresponding elevation in the power of theta oscillations (4–11 Hz)

was observed at the peak of high gamma power.

Conclusion: Bursting of dopamine neurons might modulate cortical

network activity relevant to goal directed behaviors and cognitive

processes via this coordinated increase in PFC high gamma and theta

power. Examination of single unit activity and spike-field coherence

is ongoing and will provide further insight into the effects of VTA

dopamine neurotransmission on PFC network activity.

Policy of full disclosure: None.

S-09-004
Dopamine neurotransmission in schizophrenia: new findings
from combined PET and fMRI studies

A. Abi-Dargham (Columbia University, Department of Psychiatry,

New York, USA)

Objective: Prefrontal cortical hypodopaminergia has been proposed to

underlie prefrontal cortical dependent cognitive deficits in

schizophrenia. We undertook combined PET and fMRI studies in

drug free or drug naı̈ve patients with schizophrenia and healthy

controls matched for age, gender, ethnicity and familial socioeco-

nomic status to test: (1) amphetamine induced dopamine release in

dorsolateral prefrontal cortex (DLPFC) (2) BOLD fMRI activation

during a working memory task in the same subjects and (3) to

examine the relationship between PET and fMRI outcome measures.

Methods: PET imaging with the D2/3 radiotracer [11C]FLB457 before

and following 0.5 mg/kg P.O. amphetamine. BOLD fMRI during the

self-ordered working memory task (SOWT). 20 patients with

schizophrenia (SCZ) and 21 healthy controls (HC) participated. We

measured the percent change in binding potential (DBPND) in DLPFC

following amphetamine, BOLD activation during the SOWT compared to

the control task, and the correlation between these two outcome measures.

Results: We observed:

1) significant differences in the effect of amphetamine on DLPFC

BPND (DBPND in HC: -7.5 ± 11 %, SCZ: +1.8 ± 11 %,

p = 0.013),

2) a significant relationship between DBPND and BOLD activation

in DLPFC in the overall sample including patients with SCZ and

HC.

Conclusion: These results provide the first in vivo evidence for a

deficit in the capacity for dopamine release in DLPFC in

schizophrenia. Furthermore, dopamine release in the DLPFC relates

to working memory-related activation of this region, suggesting that

blunted release may affect frontal cortical function.

Policy of full disclosure: Honoraria: Roche, Forum, Otsuka; Research

Funding: Forest, Takeda.

S-10 Autoimmune encephalitis and mild encephalitis:

from epidemiology to clinic

S-10-001
Epidemiological relationships between infections, autoimmune
diseases and severe mental illness

M. Benros (Aarhus University, Copenhagen, Denmark)

Objective: Autoimmune diseases and infections may increase the risk

of psychiatric disorders through inflammatory responses and immune

components, such as CNS-reactive antibodies. Furthermore, an

increased permeability of the blood-CNS barriers has been observed

during periods with inflammation making the brain more vulnerable

to infectious agents and immune components. We therefore utilized

the extensive Danish registers to investigate the associations between

autoimmune diseases and infections on the risk of schizophrenia and

mood disorders.

Methods: Nationwide population-based Danish registers were linked

for the analysis, identifying 39,076 individuals with schizophrenia

spectrum disorder and 91,637 individuals with mood disorders during

77 million person-years at risk. Data were analyzed using survival

analysis techniques and all analyses were adjusted for calendar year,

age and sex.

Results: Both severe infections requiring hospitalization and milder

infections not requiring hospitalization where associated with an

increased risk of schizophrenia and mood disorders in a dose–re-

sponse relationship. Furthermore, a broad spectrum of autoimmune

diseases is associated with an increased risk of schizophrenia and

mood disorders, particularly the group with a suspected presence of

CNS-reactive antibodies. Individuals with both a history of autoim-

mune diseases and infections had a further increased risk of

schizophrenia and mood disorders. Infections were also a prominent

risk factor for the development of autoimmune diseases, particularly

in patients with schizophrenia. Furthermore, we found small familial

associations between autoimmune diseases and schizophrenia. The

polygenic risk score for schizophrenia was; however, not associated

with an increased liability towards infections and did not alter the

observed association between hospital contacts with infections and

increased risk of schizophrenia. Lastly, head trauma was associated

with increased risk of schizophrenia and mood disorders.

Conclusion: Autoimmune diseases, infections and head trauma are

associated with increased risk for schizophrenia and mood disorders,

which seem compatible with an immunological hypothesis for sub-

groups of the patients.

Policy of full disclosure: None.

S-10-002
Autoimmune encephalitis presenting with primary psychiatric
syndromes

S. Najjar (Hofstra North Shore-LIJ, School of Medicine, Hempstead,

State of NY, USA)
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Objective: Although various neurological symptoms eventually

emerge in individuals with autoimmune encephalitis, psychiatric

manifestations, ranging from anxiety to psychosis mimicking

schizophrenia, can initially dominate or precede neurological fea-

tures. Neuropathological characterization of autoimmune

encephalitides in individuals presenting with isolated psychosis and

normal serological, CSF, and neuroimaging testing is scarce. We

describe two patients with biopsy-proven autoimmune encephalitis

who presented with isolated psychosis mimicking schizophrenia.

Methods: A 15-year-old girl developed an acute-onset isolated psy-

chosis with prominent negative symptoms. Despite clinical

worsening, her brain MRI scans remained normal for 7 years. CSF

analysis was normal. Serology was negative for VGKC-complex,

NMDAR, and GAD autoantibodies. A 19-year-old woman with a

5-year history of psychotic disorder was diagnosed with schizophre-

nia. Brain MRI and CSF analysis were normal. Serum GAD

autoantibodies titers were elevated. No other autoantibodies were

identified. In both cases, brain biopsy was obtained after excluding

genetic, metabolic, paraneoplastic, degenerative, and infectious

etiologies.

Results: In the first case, the brain biopsy showed a mild perivascular

mixed inflammatory infiltrate, mild to moderate microglia activation

without microglial nodules, mild to moderate astrogliosis, prominent

vascular hyalinization, and well-preserved myelin. The inflammatory

infiltrate consisted of T lymphocytes and scattered macrophages,

some of which contained hemosiderin deposits. In the second case,

the brain biopsy showed mild-moderate subcortical astrogliosis, and

mild scattered microglial activation without microglial nodules.

Immune therapy was effective only partially in the first case.

Conclusion: These cases suggest that autoimmune encephalitides,

including seronegative subtype, may account for neuropsychiatric

symptoms in a small subset of patients now diagnosed with classical

psychotic disorders. The prevalence of these cases is largely under-

estimated. Delay in starting immune therapy can lead to permanent

neuropsychiatric sequelae.

Policy of full disclosure: No conflicts of interest.

S-10-003
Neuropsychiatric syndrome relevance of circulating
autoantibodies against brain epitopes depends on blood–brain-
barrier integrity

H. Ehrenreich (Max Planck Institute of Experimental Medicine,

Göttingen, Germany; E. Castillo-Gomez)

Objective: Recently, we reported high seroprevalence (age-dependent

up to [20 %) of N-methyl-D-aspartate-receptor subunit NR1

(NMDAR1) autoantibodies (AB) in healthy and neuropsychiatrically

ill subjects (N = 4236), with titers, immunoglobulin (Ig) class and

functionality comparable across groups. Analogously, 24 other brain

antigen-directed serum AB, previously connected with pathological

conditions, revealed comparable seroprevalence, titers and Ig class

distribution. We hypothesized that brain antigen-directed serum AB

are part of the physiological autoimmune repertoire and will gain

pathophysiological significance in conditions of compromised blood–

brain-barrier (BBB).

Methods: As murine models of BBB disturbance, we applied ApoE

KO as well as parietal cortical cryolesioned mice and evaluated

behavior after intravenous injection of NMDAR1-AB versus placebo.

For testing our hypothesis in humans, we analyzed the influence of

birth complications, past neurotrauma, APOE4 carrier status or acute

ischemic stroke—all known to compromise BBB function—on

diagnosis and/or symptom severity in NMDAR1-AB positive subjects

of the GRAS data collection ([4000 subjects: healthy, schizophrenic,

affective disorders, stroke etc.).

Results: We confirmed our hypothesis of a BBB disturbance as pre-

requisite of modulatory effects of circulating AB. In murine models,

we saw alterations in behavior by injected NMDAR1-AB only upon

BBB disruption. In human patients, NMDAR1-AB worsened neuro-

logical outcome after birth complications and neurotrauma, and were

associated with schizoaffective symptoms in APOE4 carriers. In

stroke patients, preexisting AB can be protective or detrimental

depending on the BBB function before the ischemic insult (acute or

chronic exposure to AB).

Conclusion: Circulating AB directed against brain antigens can

modulate brain functions in conditions of BBB breakdown.

Policy of full disclosure: None.

S-10-004
Frequent minor CSF pathologies in schizphrenia support the mild
encephalitis hypothesis

K. Bechter (BKH Günzburg, Günzburg, Germany)

Objective: Infections and autoimmune disorders additively increase

the risk of severe mental illness, even in time relationship to

respective insults. The pathogenicity of infections varies by age,

which fits for various infections with preferred age of onset of psy-

chosis. The mild encephalitis (ME) hypothesis proposed a prevailing

low level neuroinflammatory (LLNI) process as the core pathome-

chanism in a considerable subgroup of affective and schizophrenic

disorders.

Methods: Paired CSF-Blood samples were investigated by established

CSF analysis methods in certificate and quality controlled neurologic

cooperative lab, in addition new research parameters were with var-

ious methods: neopterin, cytokine patterns, cell analysis (microscopy,

surface markers, electron microscopy).

Results: In both, therapy resistant affective and schizophrenic disor-

ders (several studies, n[ 100), we found in about 40 % CSF

abnormalities with conventional methods, plus increased CSF neop-

terin in 30 %, plus in 100 % increased CSF cytokines, together

indicating neuroinflammation, immune activation or oxidative stress.

Inflammatory cytokines were marginally elevated, especially IL-1ß

and IL-8, concentrations often higher than in the corresponding

plasma samples. An activated kynurenine pathway and IDO and

NOsynthase activity was proven by increased neopterin. A limited

number of patient derived CSF cells was investigated by transelectron

microscopy, revealing dendritic cells containing particles of various

microbial origine.

Conclusion: These CSF findings strongly support the ME hypothesis

for a large subgroup of affective and schizophrenic disorders. New

therapy approaches are discussed related to immune reconstitution

guided by appropriate immunological monitoring.

Policy of full disclosure: None.

S-11 Social cognition in schizophrenia and beyond

S-11-001
Social cognitive biases in psychosis and borderline personality
disorders

M. González-Torres (Basurto University Hospital, University

of Basque Country, Department of Neuroscience, Bilbao, Spain;

A. Catalán, M. Gonzalez de Artaza)
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Objective: Psychosis has often been associated to a variety of deficits

in social cognition. Borderline Personality Disorder (BPD), given its

proneness to psychotic symptoms and its serious problems in inter-

personal relationships and emotional functioning, may also show

difficulties in that sphere and constitute an illuminating comparison.

Methods: The presence of aberrant salience (eventually generating

misinterpretation of current events) with a White Noise test, the

ability to interpret facial expressions (key to understanding others

minds) thanks to a Degraded Faces test, and the tendency to jump too

easily to conclusions in everyday reasoning (what may produce wrong

judgments) with a Beads Task test is explored in First Episode Psy-

chotic (FEP) patients, BPD and normal controls.

Results: FEP and BPD were associated with worse recognition of

emotions. Furthermore, diagnosis of FEP and BPD was associated

with worse recognition of neutral faces. Besides, FEPs make more

errors than controls in front of angry faces whereas BPDs make more

in the case of happy faces. Regarding 3Jumping to conclusions2

(JTC), there is a gradient of reasoning bias from FEP to BPD and

controls. In respect of affective salience, FEPs showed a much higher

rate of speech illusions than the other groups. Differences were more

prevalent in signals that were perceived as affectively salient.

Conclusion: Patients with FEP do show clear deficits recognizing

emotions in faces, suffer reasoning biases easily jumping to conclu-

sions and experience speech illusions, especially if affective salience

is involved. BPD patients place themselves in an intermediate posi-

tion between FEP and controls. This might suggest a gradient of

social cognition problems linked to psychosis proneness and open

lines of enquiry linked to origins of psychopathology and therapeutic

interventions.

Policy of full disclosure: No conflicts of interest.

S-11-002
Social cognitive impairments in schizophrenia and bipolar
disorder

G. Lahera (University of Alcalá, Medicine and Specialties, Madrid,

Spain)

Objective: To compare the profile of social cognition of a group of

out-patients with bipolar disorder (BD) and schizophrenia (SZ), and a

group of healthy controls—including domains such as emotion

recognition, theory of mind (ToM) and attributional style.

Methods: A total of 46 out-patients diagnosed with BD, 49 with SZ,

and 50 healthy controls were assessed in attributional style (Ambigu-

ous Intentions Hostility Questionnaire), facial emotion recognition

(FEIT, FEDT, ER-40), and ToM (Hinting Task). Symptomatology,

clinical variables and global functioning were also collected.

Results: Both groups with SZ and BD showed hostile social cognitive

biases, compared with the control group. Patients with BD also

showed a capacity for emotional recognition similar to those with SZ

and worse than control subjects. In contrast, patients with SZ showed

poorer ToM. Subthreshold depressive symptoms and an attributional

style toward hostility appeared as the factors with a strongest asso-

ciation to global functioning in BD. In SZ, PANSS score and a

tendency to aggressiveness were the most relevant factors.

Conclusion: Our results outlined the relevance of subthreshold

symptoms as a contributor of functional impairment in BD. Social

cognition—and especially attributional style—appears as a potential

mediator between these affective symptoms and functioning. The

presence of residual symptoms and a hostile social cognitive bias may

contribute to the functional impairment of both groups. In this real-

world and symptomatically heterogeneous sample, contrary to studies

that obtained net differences between the two diagnostic categories,

we have found diffuse barriers, which are consistent with the common

genetic, clinical, cognitive, and biological markers overlap.
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S-11-003
Metacognition in psychosis: concepts and results

G. Salvatore (Center for Metacognitive and Interpersonal Therapy,

Rome, Italy; L. Buonocore, D. Catania, G. Dimaggio, A. M. Ferrigno,

P. Lysaker, P. Ottavi, N. Manfredi, A. Pallotta, R. Popolo,

M. G. Proto, A. Sateriale, M. Serio)

Abstract: Patients with schizophrenia have problems in understanding

others’ emotions, intentions and communications, and an inability to

find interactions pleasurable or rewarding. Recent evidence suggests

that greater levels of social dysfunction in schizophrenia are linked to

impairments in metacognition, namely the set of abilities allowing

human beings to think about their own and others’ thoughts and

feelings, and to use their ideas about mental states to respond to

distress and the challenges of social life. In general, persons with

schizophrenia are fairly capable of ascribing mental states, but not in

the swift, efficient, articulated and unbiased manner required for

managing the ongoing stream of everyday conversations. This dis-

ability has both a direct effect on social dysfunction and a mediating

role between neurocognition and social adaptation. We hypothesize

that this difficulty is especially evident in the communicative context,

when a person with schizophrenia has to try to understand others’

intentions toward the self on the basis of often ambiguous and hard-

to-interpret cues or hints. Because of this lack of intuitive under-

standing of what others mean and want while interacting with them,

some patients enter a hyper-mentalising mode in which they are

bombarded with an overwhelming variety of ideas about what is

passing through the other’s mind, with none of them acquiring pre-

dominance and overshadowing implausible alternatives. The likely

result is that the subject, on the one hand, tends to disengage from the

current relationship, a first step toward social withdrawal, and, on the

other, is unable to discard spurious ideas about what others are

thinking and wanting. This, coupled with the disturbed emotional

arousal elicited by a relationship which makes no sense to the subject,

is likely to pave the way for delusional interpretations of others’

intentions. On this basis, through some clinical examples we describe

our model of Metacognitive Interpersonal Therapy Adapted for

Psychosis (A-MIT). We show how A-MIT works at progressively

fostering metacognition and promoting appraisal of relationships

which help the patient engaging in and sustaining more adaptive

social exchanges.
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S-11-004
Social cognitive treatment: impact on social cognition
and functional outcome

W. Wölwer (Department of Psychiatry and Psychotherapy, Heinrich

Heine University, Düsseldorf, Germany)

Objective: Impairments in cognitive processes underlying social

interaction (i.e., ‘‘social cognition’’) have increasingly attracted

interest in schizophrenia research during the last years—in particular
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because these impairments are closely related to poor functional

outcome, and because longitudinal studies have proven the stability of

social cognitive impairments across the course of the disorder despite

clinically efficacious traditional treatment. Therefore, various spe-

cialized treatment and rehabilitation programs targeting social

cognitive impairments have been developed during the last years.

These programs differ significantly with regard to the kind and

number of cognitive subcomponents addressed and the kind of

training strategies employed.

Methods: This presentation provides an overview of current social

cognitive remediation programs and their effects. As an example the

development of the Training of Affect Recognition (TAR) will be

described. The TAR was evaluated in four consecutive studies using

pre-post-control group designs with either Cognitive Remediation

Training (CRT) as an active control treatment, a ‘‘passive’’ treatment

as usual group, a waiting group or a healthy control group.

Results: Analyses revealed reliable improvements under TAR in facial

affect recognition with large effect sizes irrespective of the study

design. Effects were durable for at least 8 weeks after the end of

treatment and generalize on other social cognitive domains and social

competence; smaller effects also occurred on global social functioning

and quality of life. These results resemble those reported by current

meta-analyses on social-cognitive remediation programs in general.

Further developments of the TAR specifically aim at increasing its

effects on quality of life and social functioning by combining social

cognitive with social-behavioral treatment approaches.

Conclusion: If such current developments can be successfully

implemented social-cognitive remediation could be a valuable future

add-on treatment in schizophrenia.
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S-12 Predictive coding and sensory disturbances

in schizophrenia: from mice to men

S-12-001
Translational Neuromodeling

K. E. Stephan (University of Zurich, Zurich, Switzerland)

Objective: For many brain diseases, particularly in psychiatry, we

lack objective diagnostic tests and cannot predict optimal treatment

for individual patients. This presentation outlines a translational

neuromodeling framework which aims at establishing ‘‘computational

assays’’ for inferring subject-specific mechanisms of brain disease

from non-invasive measures of behaviour and neuronal activity.

Methods: We propose a generative modelling approach, based on

hierarchical Bayesian models of neuroimaging data and behaviour,

respectively. Combining these generative models with machine

learning methods for model selection/averaging and prediction, such

assays may be useful in providing a formal basis for differential

diagnosis and treatment predictions in individual patients and, even-

tually, facilitate the construction of pathophysiologically grounded

disease classifications.

Results: The potential utility of this approach will be illustrated by

means of several pharmacological and (still very simple) patient

studies.

Conclusion: We discuss the potential utility of this framework for

clinical diagnostics, outline the opportunities and challenges that lie

ahead, and emphasise the importance of longitudinal validation

studies in patients and the value of concrete clinical problems as an

independent benchmark against which models of brain disease should

be evaluated.
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S-12-002
A hierarchical predictive-coding account for the formation
and persistence of delusions

P. Sterzer (Charité Berlin, Berlin, Germany; K. Schmack)

Objective: Current theories propose that delusions arise from altered

neural inference mechanisms, the term inference referring to a process

by which learned predictions are used to infer probable causes of

sensory data. Impaired integration of predictions and sensory data is

thought to lead to false predictions, thereby accounting for the

emergence of delusions, but not their persistence.

Methods: I will present data from healthy participants and patients

with schizophrenia in whom predictive coding was investigated at

different levels of visual information processing using behavioural,

neuroimaging, and computational modeling approaches.

Results: These experiments showed a differential impairment of pre-

dictive coding mechanisms at different processing levels in the brain.

Conclusion: Together, these findings suggest that both the emergence

and the persistence of delusions can be explained within a hierarchical

predictive coding model, through an imbalance between predictions at

high and low hierarchical levels.
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S-12-003
Sensory predictions in schizophrenia: perspectives from MEG

P. Uhlhaas (University of Glasgow, Institute of Neuroscience

and Psychology, Glasgow, United Kingdom)

Objective: Patients with schizophrenia (ScZ) show pronounced dys-

functions in auditory perception which correlate with impairments in

glutamatergic neurotransmission and cognitive processes but the

nature of the auditory processing deficits remain unclear. The current

study examined whether alterations in mismatch negativity (MMN) in

schizophrenia (ScZ) patients could involve an impairment in sensory

predictions.

Methods: Participants included 16 participants with ScZ and 16

healthy controls with no psychiatric diagnoses. Using a whole-head

MEG-approach, we examined the amplitude and latency of local and

global MMN-response as well as the M100 amplitude during a

hierarchical auditory novelty paradigm. In addition, responses to

omitted sounds were investigated.

Results: Event-related fields (ERFs) to standard sounds were intact in

ScZ-patients. However, ScZ-patients showed a reduction in the

amplitude of both the local and global MMN-responses. In addition,

responses to sound omissions were reduced in ScZ-patients. MMN

deficits in ScZ-patients correlated with elevated negative symptoms.

Conclusion: The current study provides evidence for the hypothesis

that auditory MMN-responses in ScZ involve impaired prediction

processes that could lead to disruptions in sensory processing.
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S-12-004
Sensory prediction in animal models of schizophrenia

T. Sigurdsson (Institute of Neurophysiology, Neuroscience Center,

Goethe University Frankfurt, Frankfurt a. Main, Germany)

Abstract: Making predictions about future sensory inputs is essential

for making sense of the world. Several lines of evidence suggest that

such sensory predictions are disrupted in schizophrenia patients. One
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notable example of this is an impairment in patients’ ability to predict

the sensory consequences of their own actions and it has been sug-

gested that such deficits could contribute to disease symptoms. As

with other deficits in schizophrenia, a detailed understanding of the

neural circuit mechanisms underlying sensory prediction deficits will

be likely be aided by studies in animal models of the illness. How-

ever, experimental approaches for studying sensory predictions in

animal models of schizophrenia are currently lacking. Here, I will

describe an experimental paradigm we have developed to study the

sensory processing of self-generated sounds in the mice. I will also

discuss preliminary results obtained with this paradigm in genetic

mouse models of schizophrenia. Taken together, these findings lay the

foundation for unravelling the neural circuit abnormalities underlying

sensory prediction deficits in the disease.

Policy of full disclosure: None.

S-13 Neuroimaging approaches to understanding

negative symptoms

S-13-001
Brain structure abnormalities in first-episode psychosis patients
with persistent apathy

L. Mørch-Johnsen (University of Oslo, Oslo, Norway; R. Nesvåg,

A. Faerden, U. K. Haukvik, K. N. Jørgensen, E. H. Lange,

O. A. Andreassen, I. Melle, I. Agartz)

Objective: Apathy is related to poor functioning in psychosis patients.

In order to investigate the biological underpinnings of apathy in

psychosis patients, we tested if first-episode psychosis (FEP) patients

with persistent apathy (PA) differed from FEP patients without per-

sistent apathy (NPA) in specific brain structure measures. We

hypothesized that the PA group would show cortical thinning in

orbitofrontal cortex (OFC) and anterior cingulate cortex (ACC) and

reduced basal ganglia (caudate, putamen, pallidum, accumbens) and

thalamus volumes.

Methods: A total of 70 FEP patients, recruited as part of the The-

matically Organized Psychosis (TOP) Research Project in Oslo,

Norway, underwent MRI on the same 1.5 T scanner at time of clinical

inclusion. Patients were defined as having PA (N = 18) or NPA

(N = 52) based on Apathy Evaluation Scale score at baseline and

1 year later. First, we tested our hypothesis by comparing automati-

cally obtained (FreeSurfer) measures of cortical thickness and

subcortical structure volumes in regions of interest between PA and

NPA patients. Linear regression models corrected for age and gender

were used. Analyses on subcortical volumes were corrected for

intracranial volume. Second, we performed exploratory analyses of

cortical thickness across the entire cortical mantle, and additional

subcortical structures (hippocampus, amygdala, ventricles and

cerebellum).

Results: PA patients had significantly thinner left OFC (p = 0.004) and

ACC (p = 0.009) compared to NPA patients. The results remained

significant after controlling for depressive symptoms, positive psychotic

symptoms and antipsychotic medication, and appeared selectively in the

PA group in comparison with a healthy control group (N = 287).

Conclusion: Brain structural differences between PA and NPA

patients indicate that the PA patients constitute a subgroup of psy-

chosis patients with a distinct neuropathology. Cortical thinning in the

OFC and ACC are important regions of interest for future studies on

the neurobiology of apathy in psychosis.
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S-13-002
Differential neural correlates of apathy and diminished
expression in patients with schizophrenia?

S. Kaiser (University of Zurich, Psychiatry & Psychotherapy, Zurich,

Switzerland)

Objective: The negative symptoms of schizophrenia can be separated

into two factors—apathy and diminished expression. This division is

of particular interest, because different pathophysiological mecha-

nisms might underlie these factors. We conducted two functional

magnetic resonance imaging experiments to specifically address the

relationship of apathy and diminished expression with reward pro-

cessing and reward-cognition interaction.

Methods: 27 patients with schizophrenia treated with atypical

antipsychotics and 25 control subjects participated in the study. The

primary symptom ratings were conducted with the Brief Negative

Symptom Scale. For assessment of reward anticipation subjects per-

formed a variant of the monetary incentive delay task. Reward-

cognition interaction was investigated with a n-back working memory

task including financial incentives.

Results: In patients with schizophrenia activation of the ventral

striatum was negatively correlated with apathy, but not with dimin-

ished expression. These correlations were significantly different from

each other according to Steiger’s Z test. In contrast, in the reward-

cognition interaction ACC activation in patients was significantly

correlated with diminished expression, but not with apathy. Again

these correlations were significantly different from each other. All of

these results remained significant when controlling for antipsychotic

dose, cognitive impairment and depressive symptoms.

Conclusion: We believe that these findings represent the first evi-

dence for a double dissociation of apathy and diminished expression

on a neural level. Thus, our data support the notion that different

pathophysiological mechanisms underlie the two negative symptom

dimensions and might have to be addressed separately when devel-

oping treatment approaches to negative symptoms.
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S-13-003
Reward system dysfunction and connectivity subgroups
in schizophrenia: relation to negative symptoms

F. Schlagenhauf (Charité Universitätsmedizin, Department

of Psychiatry, Berlin, Germany; L. Deserno, A. Heinz)

Objective: Reinforcement learning and working memory dysfunctions

are key findings in schizophrenia patients. Different reinforcement

learning strategies like a goal-directed and a more inflexible, habitual

control may depend on overall cognitive functions like working memory.

In schizophrenia patients alterations in reward processing have been

proposed to contribute to the formation of negative symptoms although

the precise neurobiological mechanisms and interrelation between rein-

forcement learning and cognitive deficits are insufficiently understood.
Methods: Schizophrenia patients and healthy controls underwent

functional MRI during reinforcement learning and working memory

tasks. Dynamical causal modeling was used to assess effective con-

nectivity. Computational modeling was applied to analyze learning

performance and was utilized for model-based fMRI.

Results: Working memory dependent effective connectivity from

prefrontal to parietal cortex was reduced in schizophrenia patients.

Unsupervised classification based on visual-parietal-prefrontal coupling

during working memory performance characterized with DCM
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revealed three physiologically defined subgroups differing significantly

on negative symptoms severity. During reward processing

schizophrenia patients showed reduced coding of reward indicating

stimuli and teaching signals necessary to adapt reward expectation. A

subgroup of patients did not use the task structure during reversal

learning as an indicator of reduced goal-directed behavior.

Conclusion: While schizophrenia patients display abnormal neuronal

activation during reward processing and reinforcement learning in

striatal and cortical areas, the reported associations of those alter-

ations with psychopathology are heterogeneous. These results

underline the importance to take into account differences in cognitive

and behavioral strategies during task performance to elucidate a better

understanding of the symptom subgroups.
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S-13-004
Involvement of brain networks subserving executive functioning
versus social-emotional appraisal in negative symptoms

A. Aleman (Groningen, The Netherlands)

Objective: Negative symptoms are characterized by a reduction in goal-

directed behavior and social withdrawal. We hypothesized that negative

symptoms would be associated decreased activation in brain regions

involved in executive functioning on the one hand but also of brain

regions involved in social-emotion appraisal on the other. We therefore

used a brain activation during a task involving planning of sequences and

a task involving appraisal of ambiguous facial expressions.

Methods: Patients with schizophrenia (n = 38) and healthy controls

(n = 20) performed the Tower of London (ToL) and Wall of Faces

(WoF) task during fMRI scanning. The ToL involves two configura-

tions of balls on pegs; participants are asked to plan how to move the

balls from the start configuration to match the goal configuration in the

minimum number of moves. During the WoF, a group of 32 faces are

presented at once, and subjects are asked to decide whether there were

more angry or happy faces (emotional decision) or whether there were

more male or female faces (gender decision). Both conditions include

trials with ambiguous stimuli (i.e., an equal number) and unambiguous

stimuli (an unequal number). PANSS negative subscale and the two

negative symptoms factors were entered as a regressor.

Results: For the Tower of London task, higher levels of social amo-

tivation were associated with less task-related activation within the

inferior parietal lobule, precuneus and thalamus. For the social-

emotional appraisal task, negative symptoms were associated with

lower activation of right inferior frontal gyrus and left superior frontal

gyrus, left dorsal striatum, right precentral gyrus and left occipital

lobe during the affective ambiguity contrast.

Conclusion: Negative symptoms of schizophrenia may involve sev-

eral networks, with a key role for frontoparietal, frontostriatal and

frontothalamic circuits. Future research should aim to disentangle the

neurocognitive basis of individual negative symptoms in relationship

to these networks.
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S-14 Modulating neural plasticity for the treatment

of schizophrenia

S-14-001
Individualized non-invasive brain stimulation in schizophrenia

P. Homan (University of Bern, Bern, Switzerland; T. Dierks,

J. Kindler, D. Hubl)

Objective: Auditory verbal hallucinations (AVH) are one of the most

important symptoms in schizophrenia. The combination of neu-

roimaging and brain stimulation techniques has allowed for

observational and interventional approaches to this intriguing

phenomenon.

Methods: Non-invasive brain stimulation includes transcranial mag-

netic stimulation (TMS) and transcranial direct current stimulation

(tDCS). Both methods are considered safe and have shown potential

in the treatment of AVH in patients who do not respond to standard

treatment. A special focus is the identification of candidate regions

that might predict treatment response in the individual patient.

Results: Thus, measurements of neuronal activity before and after

TMS treatment indicated reduced neuronal activity as measured by

regional cerebral blood flow in the auditory cortex, Boca’s areas, and

the anterior cingulate. In addition, responders to TMS showed higher

neuronal activity in the left superior temporal gyrus compared to non-

responders. First results with tDCS also showed promising improve-

ments in AVH symptoms and a reduced neuronal activity in cerebral

language regions. Furthermore, repeated measurements of patients at

rest showed a tonical increase of neuronal activity in the left superior

temporal gyrus.

Conclusion: In conclusion, there is evidence for a considerable

heterogeneity in schizophrenia patients with AVH. Specifically, the

finding of a regional neuronal activity difference before treatment

with TMS in responders and non-responders suggests that this

heterogeneity might be responsible for the mixed results in clinical

trials. In fact, TMS might be appropriate only for a clinical sub-

population with a high enough regional neuronal activity. The tonical

increase in the very same region further suggests that this is a stable

feature across time, consistent with a trait marker in patients with

schizophrenia and AVH. The promising results with transcranial

direct current stimulation encourage further research of this method as

possible alternative intervention in non-responders to TMS. Because

of its different mode of action, non-responders to TMS might still

benefit from the intervention with tDCS.
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S-14-002
Non-invasive brain stimulation to improve cognition
in schizophrenia

C. Plewnia (University Tübingen, Psychiatry and Psychotherapy,

Tübingen, Germany)

Objective: Impairments of cognition are a core, severely disabling

feature of schizophrenia leading to poor long-term outcome with no

established treatment available. Non- invasive brain stimulation like

repetitive transcranial magnetic stimulation (rTMS) and transcranial

direct current stimulation (tDCS) have been proposed as a new tool

for the specific amelioration of cognitive deficits.

Methods: In this talk, I will give an overview on recent studies and

own data on the application of non-invasive brain stimulation for the

improvement of cognitive functions particularly in schizophrenia.

Results: There is an increasing amount of evidence for the mal-

leability of healthy and impaired cognitive functions by non-invasive

brain stimulation. Nevertheless, particularly in schizophrenia, studies

applying rTMS and tDCS to improve deficient cognitive functions are

sparse.

Conclusion: However, recent evidence indicates that the enhancement

of prefrontal cortex activity by brain stimulation may improve

working-memory functions in these patients. These findings have to
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be replicated in larger controlled clinical trials. As a next step,

ongoing studies combine non-invasive brain stimulation techniques

with cognitive training to induce synergistic effects and to thus further

improve the treatment of cognitive deficits in patients with

schizophrenia.

Policy of full disclosure: No conflict of interest.

S-14-003
Effects of tDCS on auditory hallucinations and self recognition

J. Brunelin (Centre Hospitalier Le Vinatie, Bron, France;

M. Mondino, E. Poulet)

Objective: To evaluate the clinical, biological and cognitive effects of

transcranial Direct Current Stimulation (tDCS) applied over the left

prefrontal and the left temporoparietal cortex in patients with

schizophrenia.

Methods: In a first randomized controlled clinical study, we evaluated

the effects of ten sessions of active (2 mA, 20 min) or sham tDCS

with the anode placed over the left prefrontal cortex and the cathode

placed over the left temporoparietal cortex on auditory verbal hallu-

cinations and symptoms severity in 30 patients with treatment

resistant symptoms. 28 patients were included in a cognitive study

evaluating the effects of tDCS on self-monitoring performance. 23

patients were included in a resting-state fMRI study evaluating the

effect of 10 sessions of tDCS on temporoparietal functional connec-

tivity. In two crossover studies, we evaluated the effects of a single

session of active and sham tDCS applied over either the left prefrontal

or the left temporoparietal cortex in 48 healthy volunteers.

Results: We reported a 30 % reduction in auditory verbal hallucina-

tions and a 12 % reduction in general symptoms after active tDCS in

patients with schizophrenia. The reduction in auditory verbal hallu-

cinations correlated with a decrease of functional connectivity

between the left temporoparietal junction and the left insula and with

an increase in self-monitoring performance in patients. Conversely,

we reported that a single session of anodal tDCS applied over the left

temporoparietal cortex impairs self-monitoring performance in heal-

thy volunteers.

Conclusion: Fronto-temporal tDCS is a useful tool to alleviate audi-

tory verbal hallucinations and improve self-monitoring performance

in patients with schizophrenia. These improvements may be underlied

by a modulation of the functional connectivity of the left tem-

poroparietal cortex.

Policy of full disclosure: None.

S-14-004
Efficacy and biological impact of rTMS in predominant negative
symptoms

A. Hasan (Ludwig-Maximilans University, Psychiatry

and Psychotherapy, Munich, Germany; T. Wobrock)

Objective: treatment of predominant negative symptoms is a major

challenge in the management of schizophrenia. Many different

pharmacological and psychosocial interventions have been suggested

to be effective with low to moderate effect sizes, but there is still a

need for new treatment approaches in schizophrenia patients with

predominant negative symptoms. Repetetitive transcranial magnetic

stimulation (rTMS) applied to the left dorsolateral prefrontal cortex

(DLPCF) has been proposed to be such a potential intervention.

Methods: Based on promising single-centre trials and meta-analyses

that reported a promising of high-frequency rTMS for the treatment of

predominant negative symptoms, a randomized, sham-controlled,

rater-blinded and patient-blinded trial was conducted on three sites.

Clinical, neurocognitive and biological outcomes (e.g., structural and

functional MRI, genetics) were assessed. The primary outcome was

change in negative symptoms (according to PANSS) after the three-

week intervention.

Results: We randomly assigned 175 patients to either acitve or sham

rTMS. However, we could not observe a statistical significant in

negative symptoms between both study groups (improvements could

be observed in the active and sham rTMS group) (published,

Wobrock et al. Biological Psychiatry 2014). Further analyses are

currently running and will be reported during the talk.

Conclusion: In contrast to promising meta-analyses, this first large-

scale multi-scale clinical trial indicate that high-frequency rTMS

applied to the left DLPFC with our stimulation parameters is not

effective for the treatment of predominant negative symptoms in

schizophrenia. However, further preliminary analyses of cognitive

and biological parameters indicate that rTMS has an impact on the

pathophysiology of schizophrenia.

Policy of full disclosure: Conflict of Interest since 2009: Travel

funding by Janssen Cilag, Lundbeck & Pfizer. Paid Speakership by

BAK, LAK Rheinland & Niedersachsten, Desitin, Roche & Otsuka.
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S-15 Depressive episodes in the course of schizophrenia-

spectrum disorders: clinical challenges, therapeutic

strategies

S-15-001
Evaluating depressive symptoms in schizophrenia:
a psychometric comparison of the Calgary Depression Scale
for Schizophrenia and the Hamilton Depression Rating Scale

R. Schennach (University of Munich, Psychiatry & Psychotherapy,

Munich, Germany; I. Spellmann, R. Musil, M. Obermeier,

F. Seemüller, M. Riedel, H.-J. Möller)

Objective: To compare two measures of depression in patients with

schizophrenia and schizophrenia spectrum disorder including patients

with delusional and schizoaffective disorder to conclude implications

for their application.

Methods: 278 patients were assessed using the Calgary Depression

Scale (CDSS) and the Hamilton Depression Rating Scale (HAMD-

17). The Positive and Negative Syndrome Scale (PANSS) was also

applied. At admission and discharge a principal component analysis

was performed with each depression scale. The two depression rating

scales were furthermore compared using correlation and regression

analyses.

Results: 3 factors were revealed for the CDSS and the HAMD-17

factor component analysis. A very similar item loading was found for

the CDSS, whereas results of the loadings of the HAMD-17 items

were less stable. The first two factors of the CDSS revealed corre-

lations with positive, negative and general psychopathology. In

contrast, multiple significant correlations were found for the HAMD-

17 factors and the PANSS subscores. Multiple regression analyses

demonstrated that the HAMD-17 accounted more for the positive and

negative symptom domains than the CDSS.

Conclusion: Present results suggest that compared to HAMD-17, the

CDSS is a more specific instrument to measure depressive symptoms

in schizophrenia and schizophrenia spectrum disorder, especially in

acutely ill patients.
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S-15-002
Efficacy of antidepressants for positive, negative and cognitive
symptoms in schizophrenia: critical analysis derived
from randomized clinical trials

C. U. Correll (The Zucker Hillside Hospital, Glen Oaks, NY, USA

Objective: To meta-analyze the efficacy and safety of adjunctive

antidepressants for positive, negative and cognitive symptoms in

schizophrenia.

Methods: PubMed, MEDLINE, PsycINFO, and Cochrane Library

databases were searched until 04/2015 for randomized controlled

trials (RCTs) comparing antidepressant augmentation of antipsy-

chotics with placebo in schizophrenia. Hedges’ g was calculated as

the effect size (ES) for continuous outcomes and risk ratios (RRs) for

categorical outcomes.

Results: Altogether, 54 RCTs (n = 2294) were meta-analyzed. Total

psychopathology improved significantly after adding antidepressants

(ES = -0.22, p = 0.001, studies = 36, n = 1528). However, in

analyses of symptoms domains, antidepressant augmentation was

only associated with significant improvements in negative symptoms

(ES = -0.29, p = 0.0003, studies = 41, n = 1627), whereas dif-

ferences from placebo were non-significant for both positive

symptoms (ES = -0.08, p = 0.23, studies = 35, n = 1355) and

general psychopathology (ES = -0.07 p = 0.48, studies = 19,

n = 811) Importantly, depression improved with almost the same ES

as negative symptoms after antidepressant augmentation (ES = -

0.23, p = 0.04, studies = 28, n = 1280). Regarding a cognition

composite, statistically significant, but clinically negligible, advan-

tages were found for pooled antidepressants compared to placebo in

(ES = 0.095, p = 0.012, studies = 11, n = 568). Neither all-cause

discontinuation (RR = 1.06, p = 0.54, studies = 54, n = 2294) nor

discontinuation due to inefficacy (RR = 1.42, p = 0.35, stud-

ies = 33, n = 1420) or due to intolerability (RR = 1.42, p = 0.22,

studies = 33, n = 1404) differed across antidepressant and placebo

augmentation of antipsychotics.

Conclusion: In patients with schizophrenia, treated with antipsy-

chotics, adjunctive antidepressants do not demonstrate clinically

significant effects on positive symptoms, general psychopathology or

cognition. While there was a statistically significant advantage for the

improvement of negative symptoms, the effect size was small and

similar for depressive symptoms, calling somewhat into question the

amelioration of primary negative symptoms. Nevertheless, sine no

approved treatments for negative symptoms in schizophrenia exist,

clinicians might want to use antidepressants off-label for the man-

agement of negative symptoms in order to assess the effectiveness in

individual patients, even when no clinical depression is apparent.
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S-15-003
Agomelatine for the treatment of depressive episodes
in the course of schizophrenia-spectrum disorders: data
from the AGOPSYCH study

S. Englisch (CI of Mental Health, Psychiatry & Psychotherapy,

Mannheim, Germany)

Objective: Antidepressants are used to treat depression and negative

symptoms in schizophrenia. Levels of evidence, however, are low,

and their use is often limited by side effects and pharmacokinetic

interactions, fostering the need for further research. Agomelatine is a

novel melatonergic antidepressant. Its short half-life, lack of phar-

macokinetic interactions, and positive effects on circadian rhythms

and possibly neurocognition constitute its relevance in schizophrenia.

Methods: The AGOPSYCH study (NCT01822418) evaluates the

antidepressive efficacy of agomelatine in schizophrenia over a 6-week

period and a 6-week extension phase in an open-prospective design.

Secondary outcome parameters are psychosocial performance, neu-

rocognition, sleep patterns, sexual function as well as safety and

tolerability aspects. Data is acquired at fixed intervals by the use of

established rating scales. Schizophrenia patients fulfilling the criteria

of major depression (HAMD17 C 15 P., CDSS C 8 P.) can partici-

pate. At inclusion, positive symptoms have to be under control

(PANSSpos B 15 P.), and antipsychotic treatment must have been

stable for 2 weeks. Liver dysfunction, pregnancy, breastfeeding and

current substance dependence result in study exclusion.

Results: To date, 24 patients were enrolled. Within the completers

(n = 19), agomelatine treatment resulted in a significant improve-

ment of depressive symptoms. In parallel, negative symptoms reduced

and the level of psychosocial functioning increased. Positive symp-

toms remained unaltered. With the exception of one case of new-

onset hypertension, side-effects were mild, rare and transient. Blood

counts and laboratory parameters including liver enzymes were

stable, and no pharmacokinetic interactions occurred. Neurocognition

was improved significantly on the MCCB total score, whereas

changes in subdomains were too subtle to be significant.

Conclusion: Agomelatine showed a high antidepressive potency at a

favourable range of side effects in schizophrenia without challenging

the patients’ mental states. The data presented is limited by the small

sample size, the short observation period, the open-prospective design

and the lack of a control group and needs to be replicated in ran-

domized head-to-head trials.

Policy of full disclosure: This study is being funded by Servier. S.E.

received travel expenses and consultant fees from AstraZeneca,

Bristol-Myers Squibb GmbH & CoKGaA, Eli-Lilly, Janssen Cilag,

Lundbeck, Otsuka Pharma, Pfizer Pharma and Servier.

S-15-004
Cognitive behavioural therapy for the treatment of depressive
episodes in schizophrenia: modes of implementation, management
of challenges

T. Lincoln (University of Hamburg, Clinical Psychology, Hamburg,

Germany)

Abstract: Depression is prevalent in psychotic disorders. Cognitive

behavioral therapy (CBT) for psychosis was largely derived from

interventions originally developed for depression. Nevertheless their

main focus has been on positive symptoms of psychosis rather than on

depression.

The presentation will provide an overview of the effects of CBT for

psychosis on depression as a secondary outcome measure. It will

introduce recent studies that indicate that a stronger focus on

depression could be beneficial to improve the effectiveness of CBT

for psychosis. Finally, it will review and discuss interventions aimed

specifically at affective states or depression in psychosis and discuss

effectiveness and issues of implementation.

Policy of full disclosure: None.
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S-16 Clozapine: the art of prescribing

S-16-001
Agranulocytosis and mortality: myths and facts

P. Schulte (MHO North-Holland North, Specialised Treatment,

Alkmaar, The Netherlands)

Objective: To give a brief overview on clozapine’s hematological

risks.

Methods: Narrative review of the literature.

Results: Before the introduction of mandatory white blood cell counts

to prevent agranulocytosis, the incidence of this serious complication

in Europe was 1–2 % per year. The absolute mortality due to agran-

ulocytosis among clozapine users nowadays varies between 1:10,000

(VS) and 1:26,000 (GB). In the widest study so far (Honigfeld et al.

1998), the incidence of agranulocytosis in a population of nearly

100,000 patients, the incidence of agranulocytosis was 0.38 %

(N = 382), of whom only 12 died. Due to early detection, the mortality

of new-onset agranulocytosis has drastically dropped from 32 % to

below 5 %. However, the increased risk of agranulocytosis is con-

centrated in the first half year. Thereafter, the risk of agranulocytosis in

clozapine therapy is comparable to that with other antipsychotic drugs,

for which no monitoring protocol or monitoring obligation exists

(Schulte 2006). These scientific data were not available at the time of

the introduction of obligatory white blood cell monitoring.

Conclusion: The currently available evidence has spurred the Dutch

Clozapine Collaboration Group to modify the existing monitoring

protocol to a lowered monitoring frequency of 3–4 times a year if the

competent and well-informed patient wishes to do so. For the rare cases

of agranulocytosis, the question of clozapine rechallenge is the most

logical and frequently posed question and therapeutic dilemma. The

risk of leukopenie or agranulocytosis with such an off-label rechallenge

is increased but has been shown to be feasible with lithium addition.

References:

Honigfeld et al. Reducing clozapine-related morbidity and mortality:

5 years of experience with the Clozaril National Registry. J Clin

Psychiatry. 1998;59(Suppl 3):3–7.

Schulte PFJ. The risk of clozapine-associated agranulocytosis and

mandatory white blood cell monitoring. Annals of Pharmacother-

apy 2006;40:683–688.
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S-16-002
Grinded in porridge and other strategies to enhance clozapine
administration in non-compliant patients

D. van Dijk (Rivierduinen, Oegstgeest, The Netherlands; D. Cohen,

J. Bogers)

Objective: About one-third of people, suffering from schizophrenia, is

therapy-resistant and therefore clozapine is indicated because of its

superiority in treating most invalidating symptoms due to psychosis.

Besides many side-effects, clozapine is also associated with agranu-

locytosis, which requires life-long monitoring, and generates

prescription-resistance in psychiatrists and incompliance in patients.

Because of absent sense of illness, suspiciousness, hostility and/or fear

for (side) effects many patients, even when compulsory treatment is

necessary, try to neutralize our pharmacotherapy by spitting out pills,

vomiting after ingestion or by developing almost magician-like

techniques to make medication disappear. Daily intramuscular

injections can be the only solution for some very resisting patients but

can be harmful for those concerned. Interventions, based on

fundamental principles of psychotherapy, are developed to prevent

that ultimate step.

Methods: When early effects don’t show, or when pills are found

outside the patient, incompliance should be considered. To avoid a

negative, punishing, attitude in exploring incompliance, all possibil-

ities of the reason that clozapine is not resorbed, are discussed.

‘Jumping pills’, instead of ‘spitting patients’ are usually the reasons

for ineffectivity. In our clinic, clozapine is grinded and put on a spoon

of custard or porridge and administered under supervision. To pre-

serve, as much as possible, the autonomy of the patient, clozapine is

titrated in consultation with the patient. Side effects dependent on

level and titration speed will be minimalized.

Results: In the past years 50 patients, that could not be compliant,

were treated in this way. Most of the patients recovered and showed

effective blood levels of clozapine.

Conclusion: When clozapine is necessary in treating a patient, dif-

ferent strategies will be presented to enhance compliance without the

need for, probably harmful, daily intramuscular administration.

Policy of full disclosure: None.

S-16-003
Clozapine resistance: what is a rational pharmacotherapeutic
next step?

J. Bogers (MHO Rivierduinen High Care Clinics, Oegstgeest,

The Netherlands; D. Cohen)

Objective: To present a brief overview on pharmacotherapeutic

options in clozapine resistance to be able to make a rational decision

in case of clozapine refractory patients.

Methods: Narrative review of the literature.

Results: On augmentation strategies with antipsychotics, lithium or

other mood stabilisers meta-analyses have been published. Besides

several pharmacotherapeutics have been investigated on their efficacy

in therapy refractory schizophrenia. The evidence is limited. Most

trials have small numbers, have not been replicated or report con-

flicting results. Still, for daily practise, some options seem to add

opportunities to our limited number of choices. Although not very

convincing, meta-analyses report on positive results for antipsychotic

combinations, especially lithium and lamotrigine, what has been

discussed elsewhere. Estrogens, estrogen receptor modulators, omega

fatty acids, antidepressants, NSAID’s, acetylic acid and some other

substances have been investigated on, sometimes with hopeful results.

When schizophrenia patients proof to be clozapine-resistant every

additional option is welcome, because clozapine is the last evidence

based treatment option. Next treatment steps necessarily include some

trial and error. Important to remember is to evaluate those steps

properly and to end treatment trials in time, when not effective.

Conclusion: Beyond clozapine some treatment options are feasible,

although the evidence often is weak and success is far from guaran-

teed. Still, in difficult to treat patients some trial and error is justifiable.

Policy of full disclosure: None.

S-16-004
Separating chaff from wheat: evidence-based monitoring
in clozapine therapy

D. Cohen (Mental Health Organization North-Holland North, Severe

Mental Illness, Heerhugowaard, The Netherlands)

Objective: The introduction of clozapine has been plagued by a very
unfortunate coincidence of lethal cases of agranulocytosis. Since

clozapine’s superiority has been confirmed, clozapine’s
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reintroduction has been accompanied by strict monitoring guidelines.

In the two decades, cardiomyopathy, diabetic ketoacidosis (DKA) and

ileus have reported as lethal, treatment emergen side effects. Com-

parison of incidence and mortality rates have of these 4 side-effects is

missing. We provide an overview of the literature of serious, poten-

tially lethal side-effects of clozapine, with a resulting guideline for

clinicians.

Methods: English literature search (PubMed, MEDLINE) 1976–2010

was searched for studies on incidence of agranulocytosis, cardiomy-

opathy, diabetic keto-acidosis and ileus/gastro-intestinal yielded 16

studies. 1-year incidence, mortality in whole population and incident

cases was calculated.

Results: In agranulocytosis, the incidence was 3.8–8.0 %. The mortality

in affected cases was 2.2–4.2 %, corresponding with 0.1–0.3 % of the

total population. In DKA, incidence varies from 1.2–3.10 %. Mortality

of affected cases was 20–31 %, corresponding with 0.2–4.4 % of the

total population. In GIH, the incidence rate is 3 % and mortality of

affected cases was 20.3 %, corresponding with 0.6 % of the total

population. In myocarditis, incidence rates were 7–34 % in Australia

and 0.07–0.6 % in rest of the world. Mortality rate of myocarditis in

total population was 0–1.2 % (Australia) and 0–0.2 % (rest).

Conclusion: DKA occuring in the first 3 months of treatment warrants

preventive screening by monthly assessment of fasting plasma glu-

cose during the first 3 months of treatment. GIH, nearly as frequent as

agranulocytosis, can be prevented by routinely co-prescription of

macrogol laxative or assessment of bowel frequency at every visit.

Myocarditis is concentrated in Australian/New-Zealand and does not

warrant routinely screening in the rest of the world.

Policy of full disclosure: None.

S-17 Bridging animal-human NMDAR models

of schizophrenia through EEG biomarkers in behaving

rodents and humans

S-17-001
Neural oscillations, mismatch negativity and NMDA-receptors:
perspectives from magnetoencephalography

P. Uhlhaas (Institute of Neuroscience and Psychology, University

of Glasgow, Glasgow, United Kingdom)

Abstract: We have carried out several studies which have examined

the role of gamma-band oscillations and event-related fields (ERFs) in

sensory processing in schizophrenia. These results highlight a pro-

nounced impairment in high-frequency activity in both chronic and

unmedicated patients as well as the potential contribution of impaired

prediction processes as revealed by the analysis of the magnetic

mismatch negativity field (MMF) towards perceptual impairments in

the disorder. The pattern of dysfunctional gamma-band activity and

aberrant ERF-responses in schizophrenia are consistent with the

effects of ketamine in healthy volunteers, highlighting the central role

of aberrant NMDA-receptor functioning for the understanding of

abnormal circuit functioning in schizophrenia.

Policy of full disclosure: None.

S-17-002
Acute effects of MK-801 on deviance detection (including MMN-
like) potentials in the awake rat

P. Michie (University of Newcastle, School of Psychology,

Functional Neuroimaging Labor, Newcastle, New South Wales,

Australia; L. Harms)

Objective: Reductions in the amplitude of mismatch negativity (MMN)

to rare deviant auditory stimuli are one of the most robust neurophys-

iological changes observed in patients with schizophrenia and are

thought to be critically dependent on glutamate n-methyl-d-aspartate

receptor (NMDAR) function. Here we report on investigations using a

rat model of schizophrenia-related MMN impairments by assessing

deviance detection in awake rats exposed to MK-801, an NMDAR

antagonist with the aim of determining whether MMN in the rat is

sensitive to NMDAR antagonists in a similar fashion to human MMN.

Methods: Using telemetric recording methods in awake, freely-

moving rats, EEG (0.1–5 kHz) was recorded during to two oddball

sequences (either a high- or low-frequency deviant), and a third

sequence of randomly-intermixed frequencies that controlled for

adaptation. Rats were tested during three ‘baseline’ (drug-free) ses-

sions, followed by three sessions with progressively escalating doses

of MK-801 (0.1, 0.3 and 0.5 mg/kg). Five components of the auditory

event-related potential (ERP) were identified: three early components,

P13, N18, P30, and two later broad negative peaks, N55 and N85.

Results: Adaptation-independent deviance-detection was observed for

high frequency, but not low frequency deviants, on both early and late

ERP components. MK-801 dose-dependently increased deviance

detection on early components, but reduced deviance detection on N55.

Conclusion: Here we show that rats produce a human MMN-like

potential, evident in the late negative peak, N55, which exhibits sen-

sitivity to an NMDAR antagonist similar to the human MMN.

Furthermore, we have identified an unexpected increase in deviance

detection in early ERP components after an NMDAR antagonist. These

findings suggest that the neurobiological underpinnings of deviance

detection may differ from early to late stages of auditory processing.

Policy of full disclosure: This work is funded by the National Health

and Medical Research Council (NHMRC) of Australia under the

Project Grant 1026070.

S-17-003
Effects of acute ketamine infusion on visual working memory

C. Haenschel (City University London, Psychology, London, United

Kingdom; I. Koychev, W. El-Deredy, B. Deakin)

Objective: Working memory (WM) impairment is regarded as a

central deficit in schizophrenia. We have demonstrated a relationship

between EEG measures of visual stimulus encoding and WM per-

formance in schizophrenia. Specifically, the early visual event-related

potentials (ERP) component P1 was predictive of WM performance in

healthy controls, but both the P1 and the later occurring P3 were

attenuated in participants with schizophrenia. These WM encoding

deficits might be explained by a NMDA glutamate receptor abnor-

mality. Ketamine, a non-competitive NMDA antagonist, can be used

to explore the neurophysiological characteristics of acutely induced

glutamate receptor dysfunction in healthy volunteers. Here, we tested

whether the administration of IV ketamine can replicate the cognitive

and electrophysiological patterns that we previously observed in

schizophrenia patients.

Methods: 44 healthy volunteers were randomised to receive IV

infusion of ketamine or placebo. A 64 channel EEG was used to

obtain ERPs in response to a delayed discrimination working memory

(WM) task. The two groups were compared in respect to their per-

formance task as well as the amplitude of the P1 and P300 ERPs.

Results: The psychiatric scales scores (BPRS, CADSS) were signifi-

cantly increased in the ketamine group when compared to saline.

While there was no difference in terms of reaction times to the task,

accuracy in the ketamine group worsened significantly with increase
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in working memory load compared to controls. Ketamine signifi-

cantly increased the P1, but reduced the P300.

Conclusion: Acute NMDA antagonism induced a WM deficit that was

associated with visual processing and memory abnormalities. This

could be mediated by ketamine-induced acute glutamate release in the

visual cortex, enhancing neuronal responses to visual stimuli.

Blocking NMDA receptors, which are thought to be involved in

feedback processing, may lead to a disinhibition and a loss of mod-

ulation in early visual processing. This may in turn contribute to

disruption in higher order cognitive function.

Policy of full disclosure: None.

S-17-004
Bridging animal-human NMDAR models of schizophrenia
through EEG biomarkers in behaving rodents

E. Hong (University of Maryland, School of Psychiatry/MPRC,

Catonsville, Maryland, USA; E. Sullivan, P. O’Donnell)

Objective: The auditory steady state response (ASSR), which mea-

sures the ability of neural ensembles to entrain to rhythmic auditory

stimuli, has been used in human EEG studies to assess sensory pro-

cessing and electrical oscillatory deficits. Patients with schizophrenia

(SZ) show a deficit in ASSR at 40 Hz, and therefore this may be a

useful biomarker to study this disorder.

Methods: We used ASSR recordings from the primary auditory

(A1) cortex, hippocampus, and vertex EEG sites in awake behav-

ing rats to determine whether pharmacological impairment of

excitatory or inhibitory neurotransmission mimic ASSR abnor-

malities in SZ.

Results: We found the most robust response to auditory stimuli in the

A1 cortex, in line with previous studies suggesting this region is the

primary generator of the ASSR in humans. Acute MK-801 (0.1 mg/kg

i.p.) increased A1 cortex intertrial coherence (ITC) during ASSR at

20 and 40 Hz. Chronic MK-801 (21 days exposure at this daily dose)

had no significant effect on 40 Hz ASSR. Furthermore, we found no

effect of acute or chronic picrotoxin (PTX, a GABA-A antagonist) on

ITC.

Conclusion: Our data indicate that acute N-methyl-D-aspartate

(NMDA) receptor antagonism increases synchronous activity in the

A1 cortex in a frequency-specific manner, supporting the widely

held view that acute NMDA antagonism augments gamma oscilla-

tions. Thus, rodent ASSR could be a valuable method to study the

cortical ability to support synchronous activity at specific

frequencies.
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S-18 Impact of negative symptoms on schizophrenia

functional outcome

S-18-001
Modeling relationships between negative symptoms
and functioning in real-life

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

Naples, Italy; A. Rossi, P. Rocca, A. Bertolino, A. Mucci, P. Bucci,

M. Maj)

Objective: Negative symptoms of schizophrenia have an unfavorable

impact on patients’ functional outcome. Studies aimed to model their

impact on real-life functioning reported direct effects, and also pro-

vided evidence that negative symptoms mediate the impact of other

variables. Limitations of previous studies might prevent solid con-

clusions and generalizability of findings. In particular, largely used

scales for the assessment of negative symptoms have been criticized

for the inclusion of items assessing neurocognition and the focus on

behavioral aspects, as opposed to internal experience, leading to

artefactual associations with functional outcome measures; moreover,

most studies regarded negative symptoms as a unitary construct,

while recent literature suggests that they are heterogeneous and

include at least two factors, ‘‘Avolition’’ and ‘‘Expressive Deficit’’

(ED).

Methods: In a large multicenter study of the Italian Network for

Research on Psychoses, involving 921 patients with schizophrenia

living in the community, several limitations of previous studies were

overcome by using state-of-the-art assessment instruments, control-

ling for sources of secondary negative symptoms and modeling the

impact of the two negative symptom factors on real-life functioning in

a structural equation model, including other illness and context-re-

lated variables, as well as measures relevant to personal resources.

Results: Avolition showed a higher predictive value of functional

outcome than ED. When modeling the impact of the two negative

symptom factors on different domains of functioning, Avolition

turned out to be the variable with the highest impact on Interpersonal

functioning, while ED influenced Activities in the community only.

Conclusion: Adequate assessment and monitoring of negative

symptoms in people with schizophrenia should be carried out in

routine clinical work. Research on treatments targeting Avolition and

Expression Deficit is needed to address an important unmet need in

the care of people with schizophrenia.

Policy of full disclosure: The study was carried out as an initiative of

the Italian Network for Research on Psychoses. Silvana Galderisi has

received financial support from Otsuka, Lundbeck, Roche, Angelini,

Janssen and Gedeon-Richter.

S-18-002
Persistent negative symptoms and outcome in first-episode
patients with schizophrenia

A. Üçok (Istanbul Faculty of Medicine, Department of Psychiatry,

Psychotic Disorders Research, Istanbul, Turkey; C. Ergül)

Objective: The aim of this presentation is to summarize the findings

of previous studies about prevalence and course of the persistent

negative symptoms in first-episode schizophrenia (FES), and to dis-

cuss the relationship of these factors with clinical course and

functioning after FES. Studies on factor structure of negative symp-

toms will be also presented. Findings of our recent studies on this

topic also will be presented.

Methods: Study sample consisted of 105 patients with first-episode

schizophrenia who completed at least 12 months of follow-up period.

We used 6 different definitions of persistent negative symptoms

(PNS) based on the Scale for the Assessment of Negative Symptoms

subscale scores at seven time points through the follow-up. In some

definitions of PNS, patients with suprathreshold depressive symptoms

were excluded. Premorbid adjustment and baseline cognitive perfor-

mances of the patients were assessed.

Results: The PNS rates were between 14.2 and 27.9 % in the first year

and 11.1–25.8 % in the second year. Seventy-eight percent of the

patients who met the strictest PNS criteria during the first 12 months

met the same criteria also during the second 12-month period. Those

with PNS had earlier onset, lower premorbid functioning, worse

executive functioning and attention at baseline and lower rates of

working/studying during the 2-year follow-up. Duration of education
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and duration of untreated psychosis are the independent variables that

contribute to the PNS status at the first year of follow-up in logistic

regression analysis.

Conclusion: Our findings suggest that PNS has specific predictors and

effect on the course of illness after first-episode schizophrenia.

Policy of full disclosure: None.

S-18-003
The impact of negative symptoms on long-term course
of schizophrenia

J. K. Rybakowski (Poznan University of Medical Sciences,

Department of Adult Psychiatry, Poznan, Poland)

Objective: The negative symptoms of schizophrenia constitute an

important feature of the disorder and make a significant factor of

poor clinical and functional outcome. This has been shown in such

pivotal studies as CATIE (18-month follow-up) and EUFEST (12-

month follow up). In the present study, an impact of negative

symptoms occurring in the first episode schizophrenia patients has

been evaluated during the follow-up observation as long as to

15 years.

Methods: Fifty-six patients were studied. They were hospitalized in

Department of Adult Psychiatry, Poznan University of Medical Sci-

ences due to the first episode of schizophrenia, in 2000–2003.

Significant negative symptoms, according to the PANSS negative

symptom scale within a year after hospitalization, were found in 11

patients (20 %). Patients were followed-up until 12–15 years fol-

lowing the first hospitalization. The assessment of psychopathological

status was made by means of the PANSS, social functioning by the

Social Functioning Scale (SFS) and quality of life by the WHO

Quality of Life (WHOQoL–Bref) scale.

Results: Patients with significant negative symptoms within a year

after the first hospitalization, compared to patients without such

symptoms had, after 12–15 years significantly worse psychopatho-

logical status (105 vs. 79 points on PANSS) and lower social

functioning (98 vs. 107 points on SNS). Their quality of life was

significantly worse only at 4–6 years after the first hospitalization and

the groups did not differ after 12–15 years of follow-up.

Conclusion: The results obtained confirm those of other studies with

shorter period of observation. They demonstrate that, significant

negative symptoms at the early period of schizophrenia significantly

contribute to an increased psychopathology and poorer psychosocial

functioning during long-term course of the illness.

Policy of full disclosure: None.

S-18-004
Negative symptoms, early intervention and outcome in first
episode psychosis

I. Melle (University of Oslo, Institute of Clinical Medicine, Oslo,

Norway)

Objective: Duration of untreated psychosis (DUP) is an important

predictor of baseline severity and both short- and long term outcome

in schizophrenia spectrum disorders. The aim of the current presen-

tation is to present data on the association between a reduction in

duration of untreated psychosis and the course of negative symptoms.

Methods: A total of 281 first episode patients were recruited from an

early intervention study; 141 from a health service with an early

detection program and 140 from a service without. The assessment

and treatment program were the same in both services after first

contact with the specialized psychiatric services. Patients were fol-

lowed-up after three months and 1, 2, 5 and 10 years.

Results: Patients recruited from the service with an early intervention

program was characterized by a significantly shorter DUP. Patients in

the early intervention program also had significantly lower levels of

positive, negative, disorganized and cognitive symptoms at baseline.

From the point of three months follow-up there were however no

group differences in psychotic and disorganized symptoms. There

difference in negative symptoms was sustained at the 1, 2 and 5 year

follow-up, and was clinically significant as it was associated with

higher global functioning. At the comprehensive 10 year follow-up

study, there were no differences in the proportion of patients with

stable symptomatic remission but patients from the early intervention

group had significantly better functioning and was thus more often

characterized as recovered.

Conclusion: While primarily capturing duration of untreated positive

symptoms, a reduction in DUP appears to have its major impact on

negative symptoms and through this have long term functional out-

come. This indicates an interaction between positive symptoms and

negative symptom formation.

Policy of full disclosure: None.

S-19 Verbal and nonverbal communication deficits

in schizophrenia

S-19-001
Gesture-speech mismatch and lexical retrieval gestures
in the psychosis prodrome

V. Mittal (University of Colorado, Boulder, Colorado, USA; D. Dean,

J. Bernard, Z. Millman)

Objective: Gesture is integrally linked with language and cognitive

systems, and recent years have seen a growing attention to these

movements in patients with schizophrenia. To date, however, there

have been no investigations of gesture in the the psychosis high-risk

period.

Methods: In this study, mismatch (indicating semantic incongruency

between the content of speech and a given gesture) and retrieval (used

during pauses in speech while a person appears to be searching for a

word or idea) gestures were evaluated in 42 UHR individuals and 36

matched healthy controls. Cognitive functions relevant to gesture

production (i.e., speed of visual information processing and verbal

production) as well as positive and negative symptomatology were

assessed.

Results: UHR individuals exhibited substantially more mismatch and

retrieval gestures and significantly poorer verbal production perfor-

mance when compared with controls. In the patient group, mismatch

gestures were associated with poorer visual processing speed and

elevated negative symptoms, while retrieval gestures were associated

with improved speed of information-processing and verbal produc-

tion, but not symptoms.

Conclusion: Taken together these findings indicate that gesture

abnormalities are present in individuals at high-risk for psychosis.

While mismatch gestures may be closely related to disease processes,

retrieval gestures may be employed as a compensatory mechanism

instead.

Policy of full disclosure: National Institutes of Health grants

R01MH094650 and R21/R33MH103231 to V.A.M.
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S-19-002
The neural correlates of natural social-communicative perception
processes in patients with schizophrenia: comprehension,
recognition and interpretation of verbal and non-verbal
information

B. Straube (University of Marburg, Marburg, Germany; M. Straube,

T. Kircher, A. Nagels)

Objective: Gestures are a substantial component of interpersonal

communication and have a large impact on speech perception,

memory, and social functioning. Patients with schizophrenia, how-

ever, show impairments in the perception and production of arm and

hand gestures. To shed some light on the neural underpinnings of

these dysfunctions we investigated the neural correlates of natural

social-communicative processes in patients with schizophrenia using

three separate experiments.

Methods: During fMRI data acquisition patients and control subjects

performed three tasks regarding the comprehension (evaluation of

semantic relation: Does the gesture match the speech content?),

recognition (evaluation of content: Is the sentence/gesture rather

related to objects or persons?) and interpretation (evaluation of

intention: Do you feel addressed?) of verbal and non-verbal infor-

mation. Videos of an actor speaking sentences and gesturing (5 s

duration) were used as stimulus material with the following manip-

ulations: (1) sentence abstractness (concrete/abstract), (2) sentence

content (object-/person-related), (3) semantic relation of gestures

(related/unrelated) and (4) actor orientation (frontal/lateral).

Results: Behaviorally patients demonstrated: (a) a reduced perfor-

mance in the evaluation of the semantic relation between speech and

gesture, especially when presented in an abstract sentence context,

(b) a reduced performance in the recognition of object- versus person-

related contents and no benefit from additional gesture information, as

well as (c) a reduced sensitivity to social cues (actor orientation and

gesture) in the addressment evaluation. At the neural level these

dysfunctions were related to activity in (a) the left inferior frontal

gyrus (IFG) and temporal pole, (b) the left IFG and supramarginal

gyrus and (c) activation in bilateral occipito-temporal (for actor ori-

entation) and occipito-pariatal (for gesture processing) cortices.

Conclusion: These data indicate that patients with schizophrenia

exhibit impairments in the comprehension, recognition and interpre-

tation of verbal and non-verbal information. Reduced activation of

fronto-temporal brain networks seems to be the basis of these social-

communicative dysfunctions.

Policy of full disclosure: None.

S-19-003
The link between impaired performance of hand gestures
and poor nonverbal social perception in schizophrenia and first
degree relatives

S. Walther (University of Bern, Department of Psychiatry, Bern,

Switzerland; K. Stegmayer, J. Sulzbacher, S. Bohlhalter, W. Strik)

Objective: Hand gestures are important components of nonverbal

communication. Schizophrenia patients present with impairments in

both gesture perception and production. However, whether both

abilities were linked remains unknown. We thus explored the asso-

ciation of gesture perception and production in schizophrenia patients,

first degree relatives and healthy subjects.

Methods: In total, 46 patients with schizophrenia, 44 healthy controls

and 30 unaffected first degree relatives were studied. We applied the

Test of Upper limb apraxia (TULIA), the postural knowledge task

(PKT) and the profile of nonverbal sensitivity (PONS) to assess

gesture performance, gesture knowledge and gesture perception

respectively.

Results: Patients were impaired in TULIA, PKT and PONS. Using the

cut-off scores, 48 % of the patients presented with a deficit in gesture

performance following verbal command. In first degree relatives we

detected gesture impairments in 33 % of the participants. In patients

the performance in TULIA, PKT and PONS was highly correlated. In

contrast, neither in controls nor in first degree relatives did we find

correlations between tasks.

Conclusion: A substantial number of patients and first degree relatives

of patients suffer from impaired gesture production. However, gesture

knowledge and perception seem to be impaired in patients exclu-

sively. Deficits in gesture production may qualify as an

endophenotype marker for schizophrenia. In patients, nonverbal

behavior is generally impaired, both during perception and perfor-

mance. The findings foster training programs to improve both skills in

order to aid communication.

Policy of full disclosure: None.

S-19-004
Formal thought disorder: dissecting its internal structure
and neural correlates

T. Kircher (University of Marburg, Marburg, Germany)

Objective: Speech and language disorders, such as concretism and

formal thought disorder (FTD) are core symptoms of schizophrenia,

but do also occur to a similar extent in other diagnoses such as bipolar

disorder and major depression.

Methods: We will review clinical rating scales of FTD and introduce

a new, validated scale, the TALD. Further, structural and functional

brain imaging data will be reviewed and own novel findings pre-

sented, relating speech and language dysfunctions to neural networks,

within schizophrenia and across the ‘‘functional psychoses’’. The

impact of genetic variance and NNDA receptor blockage on brain

function will be addressed with a particular focus on speech and

language (dys-)function.

Conclusion: We demonstrate, from the genetic to the brain structural

and functional level, that particular aspects of the neural language

system are disrupted in patients with FTD across traditional

diagnoses.

Policy of full disclosure: None.

S-20 Psychological treatments for posttraumatic stress

disorder in psychosis: feasibility, safety and efficacy

S-20-001
Cognitive behavioural therapy for the treatment of posttraumatic
stress disorder in schizophrenia

A. Hardy (Institute of Psychiatry, London, United Kingdom; C. Steel,

B. Smith, T. Wykes, S. Rose, S. Enright, M. Hardcastle, J. Gottlieb,

D. Rose, K. Mueser)

Objective: There is a higher rate of Posttraumatic Stress Disorder

(PTSD) in people with schizophrenia-spectrum diagnoses compared

to the general population (Achim et al. 2011). Whilst there is robust

evidence for the efficacy of trauma-focused Cognitive Behavioural

Therapy (CBT) for PTSD, clinicians often exclude people with psy-

chosis from exposure interventions (Meyer et al. 2013; NICE 2005).

Further, just 10 % of eligible service users access CBT for psychosis,
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partly due to the training and resource costs associated with dis-

semination (The Schizophrenia Commission 2012). In response to

these concerns, the efficacy of a cognitive restructuring intervention

for PTSD (Mueser, Rosenberg & Rosenberg 2009) was examined in

the CBT for PTSD in Schizophrenia (C-PAS) Trial.

Methods: Participants were recruited to a single-blind RCT of CBT for

PTSD versus treatment as usual. Participants were eligible if they had a

schizophrenia-spectrum diagnosis and met criteria A and B for PTSD

(DSM-IV, APA, 1994) as assessed by the Clinician Administered

PTSD Scale (Gearon et al. 2003). Research assessments were con-

ducted at baseline, post-treatment (6 months) and 12 month follow-up.

Results: Sixty-one participants were randomised to the trial. There

was no significant difference between the CBT and TAU groups on

the main outcome of PTSD symptoms (F = 1.50, df = 147.9,

p = .227, ES = 6.51) or secondary outcomes of positive and negative

symptoms. Unexpectedly, there was a significant decrease in PTSD

symptoms across the group as a whole over 12 months.

Conclusion: The findings do not support the use of pure cognitive

restructuring for the treatment of PTSD in psychosis, and it may be

that exposure approaches are required for this population (van den

Berg et al. 2015). A proportion of the C-PAS trial sample might not

have had stable PTSD symptoms, and this should be assessed in

future trials to confirm eligibility.

Policy of full disclosure: None.

S-20-002
Trauma, psychosis and the prevalence of PTSD in people
with psychotic disorders

P. de Bont (MHO Oost Brabant FACT Boxmeer, Bosmeer,

The Netherlands)

Objective: This study’s objectives were to (1) determine the validity

of the Trauma Screening Questionnaire (TSQ) as a screening tool for

PTSD among individuals with psychotic disorders and to (2) deter-

mine the prevalence of PTSD in a Dutch sample of patients with

psychosis.

Methods: Among 2608 patients with a psychotic disorder, the rate of

trauma exposure was determined and the TSQ was administered to

screen for PTSD. PTSD status was verified in 455 patients using the

Clinician-Administered PTSD Scale.

Results: Trauma exposure was reported by 78.2 % of the 2608

patients. PTSD prevalence was estimated at 16 % (95 % CI

14.6–17.4 %) compared to 0.5 % reported in the patients’ clinical

charts. A TSQ cut-off score of six predicted PTSD with 78.8 %

sensitivity, 75.6 % specificity, 44.5 % correct positives and 93.6 %

correct negatives.

Conclusion: The TSQ appears to be a valid screen for PTSD in

patients with a psychotic disorder. The use of a screen such as the

TSQ may be an important aid in reducing the high rate of under-

diagnosis of PTSD in large cohorts of patients with psychotic

symptoms. The detection of PTSD may further help boost the

application of evidence based PTSD treatments for this disorder.

Policy of full disclosure: None.

S-20-003
Prolonged exposure versus eye movement desensitization
and reprocessing versus waiting list for posttraumatic stress
disorder in patients with a psychotic disorder

D. van den Berg (Parnassia Psychiatric Institute, The Hague,

The Netherlands)

Objective: Post-traumatic stress disorder is highly prevalent in

patients with psychotic disorders and negatively influences prognosis

and wellbeing. Psychosis has been an exclusion criterion in PTSD

treatment trials and clinical practice. Aim of this study was to

examine the efficacy and safety of prolonged exposure (PE) and eye

movement desensitization and reprocessing (EMDR) compared to

waiting list (WL) in individuals with psychotic disorder.

Methods: In the ‘Treating Trauma in Psychosis trial (T-TIP) 155

patients with a psychotic disorder and comorbid PTSD were randomly

assigned to PE, EMDR or Waiting List (WL). In the treatment con-

ditions participants received eight 90-min sessions of therapy.

Standard protocols were used. Treatment was not preceded by sta-

bilizing psychotherapeutic interventions. Baseline, post-treatment and

6-month follow-up assessments were made.

Results: Participants in both PE and EMDR showed greater reduction

of PTSD symptoms than those in WL. Between group effect sizes

were large. About 60 % of the participants in the treatment groups

achieved loss of diagnosis. Treatment effects were maintained at six-

month follow-up for both PE and EMDR. Treatments did not result in

serious adversities.

Conclusion: Standard PE and EMDR protocols appear to be effective,

safe and feasible in patients with psychosis.

Policy of full disclosure: None.

S-20-004
Daily life of patients with psychosis and posttraumatic stress:
an experience sampling study

B. van der Vleugel (Mental Health Institute Noord-Holland Noord,

Alkmaar, The Netherlands)

Objective: The Experience Sampling Method (ESM) obtains reports

of experiences (moods, thoughts, feelings and behaviors) at the

moment of their occurrence. The information is collected within the

natural context of the participants’ day-to-day lives, which offers

unique opportunities to understand experiences in their ecological

context and enhances the validity of the assessment.

Methods: All patients with daily auditory verbal hallucinations

included in the clinical trial Treating Trauma in Psychosis, partici-

pated in this side-study. They were required to report on their current

affect, thoughts, severity of symptoms and activity when prompted at

pseudo random times by an electronic device (the PsyMate�), for 10

times a day for at least 6 consecutive days. Participants carried the

device prior to the start and after completion of the randomly

assigned treatment.

Results: Thirty-nine patients with daily auditory verbal hallucinations

were included in this side-study. Twenty-nine of them completed the

post-treatment sampling period as well. Data are currently analyzed

and findings will be presented in this symposium.

Conclusion: The Experience Sampling Method is feasible for patients

with severe psychotic and posttraumatic stress symptoms. Its findings

shed light on daily life experiences, before and after treatment.

Policy of full disclosure: None.

S-21 Neuroinflammation and infection in schizophrenia

S-21-001
GWAS in Psychiatry: using polygenic risk scores to dissect
an inflammatory subtype of schizophrenia; an experimental
approach

S. Ripke (Charité Psychiatry, Berlin, Germany)
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Abstract: Genome-wide association studies (GWAS) have been

enormously successful in psychiatric research. (1) Here we will pre-

sent further advances towards our understanding of schizophrenia,

through the use of optimized methodology implemented in Berlin,

Germany. In a first phase we are aiming to collect 2500 individuals

with schizophrenia and 2500 healthy controls within 2 years with an

optimized collection strategy. Early whole genome genotyping will—

in combination with existing datasets—increase the number of

detected genetic variants associated to schizophrenia and subse-

quently increase our biologic knowledge of this debilitating disease.

Repurposed drugs for the treatment of psychiatric illness have a long

history; indeed, the initial first-generation antipsychotic—chlorpro-

mazine—was originally developed to support anesthesia. Based on

the proinflammatory hypothesis of schizophrenia, several small ran-

domized placebo-controlled studies on adjuvant use of nonsteroidal

anti-inflammatory drugs (NSAIDs) for schizophrenia were performed,

a recent meta-analysis revealed that NSAIDs may have benefits for

positive symptoms. (2) With the method of specific polygenic risk

scoring we will genetically define two inflammatory schizophrenia

subgroup, compromising each 50 schizophrenia patients with extre-

mely high and extremely low inflammatory risk scores. we will

reinvite these individuals and perform an adjuvant double blind

treatment trial with repurposed aspirin. Here we will present the

methodology for this study, involving specific polygenic risk scores.

References:

1 Ripke, S. et al. Biological insights from 108 schizophrenia-

associated genetic loci. Nature 511, 421–427 (2014).

2 Nitta, M. et al. Adjunctive use of nonsteroidal anti-inflammatory

drugs for schizophrenia: A meta-analytic investigation of ran-

domized controlled trials. Schizophr. Bull. 39, 1230–1241 (2013).

Policy of full disclosure: None.

S-21-002
Immune activation in schizophrenia: evidence from the post-
mortem field

I. Sommer (UMC Utrecht Brain Center, Utrecht, The Netherlands;

C. van Kesteren)

Objective: Although the precise pathogenesis of schizophrenia is

unknown, there is increasing evidence for involvement of the immune

system. Genetic and neuroimaging studies suggest the presence of

alterations in the immune system in schizophrenia. Which immune-

components are involved has yet to be determined.

Methods: In this study we analyzed evidence from studies assessing

immune-factors in post-mortem brains of schizophrenia patients

versus healthy controls. Thirty-eight studies were included, reporting

on 665 patients and 628 controls. We divided these studies into those

pertaining to cells and those assessing molecular parameters and

meta-analysis was performed on alterations in cell numbers in

schizophrenia.

Results: Our pooled estimate showed a significant increase in micro-

glia (p = 0.0014) in the brains of schizophrenia patients compared to

controls. Meta-regression on brain regions demonstrated this increase

was most pronounced in the temporal cortex. Numbers of macroglia,

such as astroglia or oligodendrocytes were not significantly different

between groups. There was substantial heterogeneity of molecular

parameters, prohibiting the formulation of a unifying summary. Sub-

analyses on pro-inflammatory cytokines, which are expressed by

microglia in an activated state, such as interleukin-1-b (IL-1b),

interleukin-6 (IL-6) and tumor-necrosis-factor-alpha (TNFa), did not

reveal any significant differences between patients and controls.

Conclusion: In conclusion, the significant increase in microglia den-

sity in postmortem brains of schizophrenia patients as compared to

controls provides new evidence for neuro-inflammation as a compo-

nent of the pathogenesis. This finding is clinically relevant as

establishing immune-involvement in schizophrenia will facilitate the

development of novel and may possibly lead to more effective

treatment approaches, for instance with immune-modulating drugs.

Policy of full disclosure: None.

S-21-003
The association of toxoplasma gondii with psychiatric disorders.
A systematic review and meta-analysis

A. Sutterland (AMC Early Psychosis Department, Amsterdam,

The Netherlands; G. Fond, A. Kuin, M. Koeter, R. Lutter,

T. van Gool, R. Yolken, A. Szoke, M. Leboyer, L. de Haan)

Objective: To perform a meta-analysis on studies reporting preva-

lence of Toxoplasma gondii (T. gondii) infection in any psychiatric

disorder compared with healthy controls. Our secondary objective

was to analyze factors possibly moderating heterogeneity.

Methods: A systematic search was performed to identify studies into

T. gondii infection for all major psychiatric disorders versus healthy

controls. Methodological quality, publication bias and possible

moderators were assessed.

Results: 2866 citations were retrieved and 50 studies finally included.

Significant odds ratios (ORs) with IgG antibodies were found in

schizophrenia (OR 1.81, p\ 0.00001), bipolar disorder (OR 1.52,

p = 0.02), obsessive–compulsive disorder (OR 3.4, p\ 0.001) and

addiction (OR 1.91, p\ 0.00001), but not for major depression (OR

1.21, p = 0.28). Exploration of the association between T. gondii and

schizophrenia yielded a significant effect of seropositivity before

onset and serointensity, but not IgM antibodies or gender. The

amplitude of the OR was influenced by region and general sero-

prevalence. Moderators together accounted for 56 % of the observed

variance in study effects. After controlling for publication bias the

adjusted OR (1.43) in schizophrenia remained significant.

Conclusion: These findings suggest that T. gondii infection is asso-

ciated with several psychiatric disorders and that in schizophrenia

reactivation of latent T. gondii infection may occur.

Policy of full disclosure: None.

S-21-004
Treatment with Anti-Toxoplasmic Activity (TATA)
for toxoplasma positive patients with bipolar disorders
or schizophrenia

G. Fond (Université Paris, Est-Créteil Schizophrenia Expert Center,

Creteil, France; N. Hamdani, M. Leboyer)

Objective: The association between Toxoplasma gondii seropositivity

and respectively Bipolar Disorder (BD) and Schizophrenia/

Schizoaffective disorder (SZ) is one of the most studied link between

one pathogen and psychiatric disorders. The aim of the present study

was thus to retrospectively determine if the administration of an

antipsychotic and/or a mood stabilizer having known in vitro Anti-

Toxoplasmic Activity (TATA +) was associated with a better clinical

outcome in a population of 152 BD or 114 SZ patients and

seropositive for T. gondii infection compared to patients receiving a

treatment without anti-toxoplasmic activity (TATA-).
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Methods: This multicenter study was conducted in an academic

public hospital during a 3-years period between 2009 and 2011. All

consecutive inpatients and outpatients with SZ or BD diagnosis with a

stable treatment for more than 4 weeks were recruited. socio-demo-

graphic and clinical characteristics measured with validated scales as

well as a serological status for toxoplasmic infection were included.

Treatments were classified according to their in vitro antitoxoplasmic

activity. A multivariate model was used to determine the clinical

characteristics that were significantly different between patients

receiving a treatment with no antitoxoplasmic activity compared to

others.

Results: BD patients with positive serum antibodies against T. gondii

presented more lifetime depressive episodes (p = 0.048) after

adjustment for age, sex and sociodemographic characteristics when

treated by drug having no anti-toxo activity, compared to patients

having received drugs with anti-toxo activity. A significant difference

was not found in BD toxonegative patients and in SZ toxopositive or

toxonegative patients.

Conclusion: It seems to be of importance to consider prescribing a

drug with a clear anti-toxoplasmic activity (TATA +) for BD patients

seropositive to T. gondii, in particular valproate that was found as the

mood stabilizer with the highest antitoxoplasmic activity. Prospective

randomized controlled trials are warranted to confirm this preliminary

data.

Policy of full disclosure: None.

S-22 Symptom dimensions and their clinical implication

in schizophrenia

S-22-001
Connectivity in the language system during formal thought
disorders

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

Switzerland; K. Laimboeck, A. Federspiel, S. Walther, K. Stegmayer,

H. Horn)

Objective: To further elucidate previous results of abnormal network

dynamics in the language system during formal thought disorders

(FTD) in schizophrenia, indicating neural hyperexcitation in language

related sensory and motor areas, reduced gray matter volume in

Wernicke’s region (Horn et al. 2009), and discoupling of Broca’s

region from the language network (Horn et al. 2012).

Methods: 17 schizophrenic patients performed a semantic task and

were measured with BOLD fMRI. 6 patients had severe FTD, 9

patients had no FTD, and two patients had mild FTD assessed with a

clinical rating scale. Four regions of the semantic network previously

determined as independent components were applied as seed regions

for Granger causality mapping (GCM). Positive and negative values

were compared with unpaired t tests.

Results: In two cortical regions, GCM was decreased in thought dis-

ordered patients. Further, an abnormal modulatory impact of cortical

and subcortical regions on the left inferior frontal gyrus was found.

Conclusion: The study confirmed abnormal semantic network

dynamics in FTD. In addition to previous findings of a general

hyperactivity of the language system and a discoupling of relevant

functional components, the present study indicates that the possible

causal direction of the disconnection involves the modulation of the

motor components of the language system by executive regions,

rather than a functional discoupling of the language system’s down-

stream functions.

Policy of full disclosure: None.

S-22-002
Dimensions of motor dysfunctions in schizophrenia
and schizophrenia spectrum disorders

Y. Zaytseva (National Institute of Mental Health, aff. with 3rd Faculty

of Medicine, Charles University in Prague, Klecany, Czech Republic;

N. Korsakova, I. Gurovich, A. Heinz, M. Rapp)

Objective: Patients with schizophrenia frequently exhibit motor def-

icits referred to as ‘‘neurological soft signs’’ that are thought to

represent subtle brain alterations. While general dysfunction in motor

tasks has been established for patients with schizophrenia on a

behavioural level, there is to date no study comparing both motor

performance and error patterns in first-episode patients with

schizophrenia, schizophrenia spectrum disorder and healthy controls.

Methods: 57 first episode patients with schizophrenia, 32 first episode

patients with SSD and 51 healthy controls underwent neuropsycho-

logical testing based on Luria’s systematic approach. Multivariate

analyses of variance were used to compare mean performance levels

in two motor performance tests, Fist-Edge-Palm (FEP), and a

bimanual probe (BP). Furthermore, error patterns were analyzed using

nonparametric tests.

Results: Psychomotor impairments appeared already in first episode

patients with schizophrenia and distinguish patients suffering from

schizophrenia from patients with schizophrenia spectrum disorder and

also corresponded to the decreased executive functioning, but only in

schizophrenia patients. Beyond differences in performance, error anal-

ysis showed that the inability to self-correct errors may be a

characteristic of schizophrenia as compared to schizophrenia spectrum

disorders, although patients with schizophrenia were capable of bene-

fiting from the external error correction and the repetition of instruction.

Conclusion: A differential pattern of associations between motor task

performance and behavioural indicators of frontal lobe dysfunction

was revealed in schizophrenia versus schizophrenia spectrum disor-

der, suggesting frontal lobe dysfunction as a key element in motor

performance decrements observed in schizophrenia. Besides, the

finding that schizophrenia patients benefited from external error

correction suggests that psychomotor dysfunction may be amenable to

neurocognitive training interventions.

Policy of full disclosure: No potential conflicts of interest.

S-22-003
Symptom dimensions and real-life functioning in people
with schizophrenia

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

Naples, Italy; A. Rossi, P. Rocca, A. Bertolino, A. Mucci, P. Bucci,

M. Maj)

Objective: Symptom dimensions of schizophrenia have a different

impact on patients’ functional outcome. It is increasingly acknowl-

edged that positive symptoms have a limited impact, while negative

symptoms, cognitive dysfunctions and depression seem to influence

real-life functioning of people with schizophrenia to a greater degree.

Methods: In a large multicenter study of the Italian Network for

Research on Psychoses, involving 921 patients with schizophrenia

living in the community, the impact of positive, negative, disorga-

nization, depression and cognitive dimensions on real-life functioning

was modeled by using a structural equation model, including other

illness and context-related variables, as well as measures relevant to

personal resources.

Results: Cognitive impairment, disorganization, avolition and positive

symptoms showed a predictive value of functional outcome. Neither
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depression, nor the negative symptoms factor Expression Deficit had

a significant impact on real-life functioning.

Conclusion: In a large sample of people with schizophrenia living in

the community cognitive impairment, disorganization and avolition

were the dimensions with the highest impact on functional outcome.

Policy of full disclosure: The study was carried out as an initiative of

the Italian Network for Research on Psychoses. Silvana Galderisi has

received financial support from Otsuka, Lundbeck, Roche, Angelini,

Janssen and Gedeon-Richter.

S-22-004
Neurobiological subtypes of altered executive functions
and decision making in schizophrenia

F. Schlagenhauf (Charité Universitätsmedizin, Department

of Psychiatry, Berlin, Germany; Q. Huys, L. Deserno, A. Heinz)

Objective: The application of computational modelling techniques

can be used to describe abnormalities in decision making and

executive functions which are key finding in schizophrenia patients.

Here we used computational modelling approaches to delineate

neurobiological subtypes of schizophrenia patients based on their

behavioral and neuronal signatures during the performance of cog-

nitive tasks.

Methods: Schizophrenia patients and healthy controls underwent

functional MRI during reinforcement learning and working

memory tasks. Dynamical causal modeling was used to assess

effective connectivity during WM task. Detailed computational

modeling was applied to analyze learning performance and was

utilized for model-based fMRI. Rescorla-Wagner (RW) models,

where stimulus–response links are updated through prediction

errors, and Hidden Markov models (HMM), which—unlike the

RW models—capture subjective beliefs about sudden reversals,

were used.

Results: During reversal learning, two subgroups of schizophrenia

patients were identified. One group was best explained by the HMM

indicating that those patients used a similar task solving strategy as

controls and a second group who responded more randomly and

who’s behaviour was best (although still poorly) explained by a

simpler RW model. Unsupervised classification based on visual-

parietal-prefrontal coupling during working memory performance

characterized with DCM revealed three physiologically defined sub-

groups differing significantly on negative symptoms severity.

Conclusion: The application of computational modelling may provide

a more precise neurobiological characterization of underlying disease

mechanisms. Computational Psychiatry may contribute to mecha-

nistically defined subgroups in psychotic patients.

Policy of full disclosure: None.

S-23 Lifespan development of schizophrenia

and how the treatments improve it

S-23-001
Lifespan development of brain in schizophrenia and population

N. Koutsouleris (Ludwig-Maximilans University, Department

of Psychiatry & Psychotherapy, Munich, Germany)

Abstract: Not received in due time.

S-23-002
Longitudinal development of cognition in schizophrenia

A. Husa (Department of Psychiatry, Oulu, Finland; I. Rannikko,

J. Moilanen, P. Juola, G. Murray, J. Barnett, R. Marttila, M. Haapea,

H. Koponen, M. Isohanni, J. Miettunen, E. Jääskeläinen)

Objective: To study the longitudinal development of cognition in

schizophrenia and the effect of treatment. To analyse cognitive per-

formance in midlife in schizophrenia and controls within the Northern

Finland Birth Cohort 1966 (NFBC 1966).

Methods: A review of studies on the cognitive performance and its

association to treatments in schizophrenia during the illness course

from the premorbid period to old age. Summary of the findings in the

Northern Finland Birth Cohort 1966.

Results: In schizophrenia global cognitive deficits can be found

before the first psychotic episode. After possible initial improvement

early in the course of illness the cognitive deficits remain relatively

stable and cognition declines mostly at a similar rate with normative

aging. There is some variation in the cognitive trajectories of

specific cognitive domains and subgroups of schizophrenia patients

during the lifespan. Treatment does not significantly improve the

cognitive deficits with the exception of cognitive remediation ther-

apy. However, the long-term and lifetime effects of medication and

other interventions are largely unknown. In the NFBC 1966 delayed

early neurodevelopment, poor premorbid school performance, and

larger lifetime antipsychotic dose predicted poorer adult cognition

as well as cognitive decline in midlife schizophrenia. Poorer cog-

nitive performance also predicted poorer functional and global

outcome.

Conclusion: Cognition plays an important role in occupational and

social functioning as well as adherence to and use of treatment.

Cognitive deficits are relatively stable and unfortunately also

relatively treatment resistant, and they significantly contribute to

poor functional outcome in schizophrenia. Individualized, effec-

tive treatment strategies with critical evaluation of excessive use

of medications, optimal antipsychotic selection and dosing and

active utilization of psychosocial and other rehabilitation forms is

beneficial for the cognitive and functional recovery in

schizophrenia.

Policy of full disclosure: None.

S-23-003
Somatic comorbidity and its outcomes in schizophrenia
during lifespan

J. Seppälä (Department of Psychiatry, Oulu, Finland; M. Isohanni,

E. Jääskeläinen, J. Miettunen, T. Nordström, J. Auvinen, N. Rautio)

Objective: Studies mainly relied on hospital or case–control data

have well documented that individuals with psychoses and espe-

cially with schizophrenia have increased rates of physical illnesses.

They have two to four-fold higher mortality risk and about

10–25 years shorter life expectancy compared with the general

population. The aim of this study is to evaluate the prevalence of

physical illnesses in individuals with schizophrenia or with other

psychoses and among people without psychoses until the age of

46 years using complete outpatient and inpatient data from birth

cohort.

Methods: The study population consists of 10,933 individuals, from a

population-based and prospective Northern Finland Birth Cohort

1966, who were alive at the age of 16 years and followed.
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Results: The study population included 398 individuals with psychosis

and 10,535 non-psychotic controls. In the psychotic population 207 had

schizophrenia while191 subjects were diagnosed with other psychoses.

Diseases of the blood and blood forming organs, endocrine, nutritional

and metabolic diseases, epilepsy and diseases of the ear were more

common among individuals with psychoses compared with controls.

People with other psychoses had infections, nervous diseases except

epilepsy, and diseases of circulatory, respiratory and digestive system,

or diseases of skin and genitourinary system more often than controls.

Diseases of musculoskeletal system and connective tissue were less

common in schizophrenia than among controls.

Conclusion: A new finding is that not only people with schizophrenia

but especially those with other psychoses show a greater occurrence

of somatic diseases compared with those without psychosis. The

increased occurrence of somatic comorbidity in other psychoses

should be noted by medical professional, and further longitudinal

studies are warranted to study its possible risk factors during lifespan.

Policy of full disclosure: None.

S-23-004
Antipsychotic medication and outcomes in schizophrenia
from a lifespan perspective

H. Koponen (Helsinki University, Department of Psychiatry,

Helsinki, Finland)

Objective: Antipsychotic medications play an important role in

schizophrenia, and their efficacy in the relapse prevention and treat-

ment of acute psychotic symptoms is clear-cut. However, data on

their long-term use and impact on prognostic issues is limited,

although some previous studies noted a high risk of relapse during the

first 2 years after the first acute psychosis. Our aim was to study the

characteristics and clinical course of medicated and unmedicated

schizophrenia patients.

Methods: The study population consisted of schizophrenia patients

from the Northern Finland 1966 Birth Cohort. Altogether 70 par-

ticipants with a schizophrenic psychosis according to DSM-III-R

were accepted for the current study. Use of antipsychotics was

examined in the follow-up interview by asking about the subjects’

medication history during the previous 3 months. The sample was

divided into a non-medicated group (n = 24) and a medicated group

(n = 46).

Results: Men were more likely non-medicated than women (63 % vs.

50 %). The non-medicated subjects were more often employed or

unemployed and less often on a disability pension than the medicated

subjects. Relapses during the follow-up were equally frequent

between non-medicated and medicated subjects (47 vs. 53 %). Not

having been hospitalised during previous 5 years, but not previous

2 years, before the interview predicted long-term successful

antipsychotic withdrawal without relapse. Fifteen of the subjects in

the non-medicated group (63 %) and 9 in the medicated group (20 %)

were in remission.

Conclusion: The present results imply that there are some indi-

viduals with schizophrenic psychoses not using antipsychotic

medication whose psychotic illness and clinical course are so

favourable that they do not necessarily need medication perma-

nently. Changes in the antipsychotic dosing should not be made

too fast and the patient and relatives should be able to contact

without delay if exacerbation of psychotic symptoms is

suspected.

Policy of full disclosure: None.

S-24 Improving outcomes: factors influencing help

seeking behavior, duration of untreated psychosis

and treatment outcome in immigrants and ethnic

minorities with first episode psychosis

S-24-001
Help seeking behavior of migrants with early psychosis: first data
from the FRITZ project in Berlin

A. Bechdolf (Vivantes Klinikum am Urban Academic Hospital

of Charité, Berlin, Germany; K. Leopold, S. Laier)

Objective: Migrants use health and psychosocial care institutions

differently to non-migrants. Data from an early intervention service

for psychosis in Cologne showed a significantly lower service access

by persons with migration background and with lower graduation

(Schultze-Lutter et al. 2008). The Early Intervention and Treatment

Center (German: Frühinterventions und Therapie Zentrum) -

,,FRITZ‘‘was founded in an area in Berlin where many persons with

migration backgrounds live. FRITZ includes a specialized in-patient

and out-patient unit for young adults with early psychosis. FRITZ

provides low-threshold access and focuses on early recognition and

treatment.

Methods: Socio-demographic data was collected from FRITZ patients

and compared with the Berlin demography to give an estimate of its

representativeness. Further help-seeking behaviour and duration of in-

patient treatment were assessed to discover differences between

persons with or without migration background.

Results: Approximate data from patients being treated at FRITZ from

Januar 2014 until March 2015 have been collected. Results of analysis

will be presented at the meeting.

Policy of full disclosure: None.

S-24-002
Migrant background and ethnic minority status as predictors
for duration of untreated psychosis

M. Nerhus (University of Oslo, Oslo, Norway; A. Berg, I. Melle)

Objective: Interventions to reduce duration of untreated psychosis

(DUP) include appropriate health education and should apply also in

the immigrant populations. We investigated whether patients with

visible ethnic minority status (EM) and/or migration background have

longer DUP than patients from the reference population. A second

objective was to identify how EM influence vitamin D levels (S-25

OH D) in first episode patients compared to controls and how this is

related to symptomatology.

Methods: First episode patients (N = 462) with a DSM-IV psychosis

spectrum disorder were included. A subgroup was matched on age,

gender and ethnicity with healthy controls (1:2) to evaluate the effect

of EM on S-25 OH D. Participants were interviewed about back-

ground variables including migration history and ethnicity using

structured questionnaires. Symptomatology was assessed by the

Positive and Negative Syndrome Scale and by Calgary Depression

Scale for Schizophrenia. Multivariate regression models were used to

evaluate the influence of EM and/or migration history on DUP and the

influence of S-25 OH D on symptomatology. In a general linear

model we compared S-25 OH D in patients versus controls.

Results: EM (t = 1.83, p = 0.07), and migration after the age of six

(t = -2.46, p = 0.01) was associated with prolonged DUP in a

model where age at onset, premorbid social and academic adjustment
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and schizophrenia diagnosis also were significant predictors. Low

S-25 OH D was significantly associated with EM both in patients and

controls (F = 47.2, p\ 0.001) and with increased symptom severity

in patients.

Conclusion: Migration after school-start is associated with prolonged

DUP. Low S-25 OH D influences symptom severity especially in EM.

Initiatives to improve mental health literacy in the immigrant popu-

lation and customized treatment advices for this group may influence

outcome and should be a major focus in prevention strategies.

Policy of full disclosure: None.

S-24-003
Clinical and socio-cultural measures of insight in immigrants
in their first episode of psychosis

A. O. Berg (Norment: K-G. Jebsen Centre, Oslo University Hospital,

Oslo, Norway; M. Nerhus, E. Barrett, I. Melle)

Objective: Lack of insight into illness is frequent in psychotic dis-

orders and part of the primary pathology. The recognition of

symptoms as psychotic, and beliefs about treatment alternatives, is

also influenced by socio-cultural factors. Here we examined clinical

insight into illness and beliefs about psychosis in immigrants in their

first episode of psychosis (FEP) compared to a reference group.

Methods: FEP participants (N = 277) were recruited to this cross-

sectional study; 40 first- and 40 s-generation immigrants from Eur-

ope, Americas and Oceania (n = 37), Asia including Turkey

(n = 28), or Africa (n = 15). The Birchwood Insight Scale was used

to measure clinical insight and ‘‘The Attitudes and Beliefs about

Mental Health Problems’’, schizophrenia version to assess socio-

cultural beliefs.

Results: Immigrants did not differ from the reference sample in

clinical insight. After controlling for education level first generation

immigrants were less likely to recognize psychotic symptoms (OR

2.9; Wald = 8.977, df 1, p = .003) and viewed hospitalization (OR

5.2; Wald = 20.388, df 1, p = .001) and treatment by a psychiatrist

(OR 4.9; Wald = 6.609, df 1, p = .01) as less beneficial than the

reference group. Follow-up analyses indicated that these differences

were primarily carried by participants with Asian heritage. There

were significantly stronger associations between clinical insight and

socio-cultural beliefs in the reference group. DUP was influenced by

beliefs about psychosis (F = 8.076, p\ .005) and awareness of ill-

ness (F = 6.383, p\ .05), but only the latter retained significance

after controlling for socio-demographic variables including immigrant

background (t = 2.603, p\ .01).

Conclusion: Immigrants in FEP show similar clinical insight to a

reference sample but different socio-cultural beliefs about psychosis

and treatment alternatives. Socio-cultural beliefs influence DUP pri-

marily through other sociodemographic mechanisms such as

diagnostic category, age and education level.

Policy of full disclosure: None.

S-24-004
Psychopathology, cognition and functional recovery: differences
between Dutch and immigrant first-episode psychosis patients

L. Stouten (Parnassia Psychiatric Institute Centre for Early Psychosis,

The Hague, The Netherlands; W. Veling, W. Laan, M. van der Gaag)

Objective: To examine differences in symptom expression and psy-

chosocial functioning between Dutch, first-generation immigrants and

second-generation immigrants with first-episode psychosis, and to

explore impact of baseline symptoms on psychosocial functioning

across ethnic groups in the first year after intake.

Methods: 46 Dutch, 56 s-generation- and 60 first-generation immi-

grant patients completed baseline measures for six symptom

dimensions (positive symptoms, negative symptoms, neurocognitive

functioning, social cognitive functioning, excitement and emotional

distress) and assessment of five domains of psychosocial functioning

at baseline and 12 months (general functioning, work and study,

relationships, self-care and disturbing behaviour). Logistic regression

with backward elimination was used to identify predictors of

improved psychosocial functioning per domain per subgroup.

Results: Ethnic groups differed on neurocognitive and social cogni-

tive functioning. Psychosocial functioning was similar in groups,

although immigrant patients showed slightly more functional

improvement than Dutch patients. Negative symptoms, social cog-

nitive functioning and excitement predicted functional improvement

in Dutch, where social cognitive functioning was the only symptom

dimension that predicted functional improvement in second-genera-

tion immigrants. Positive symptoms, negative symptoms,

neurocognitive functioning, and excitement all predicted functional

improvement in first-generation immigrants.

Conclusion: Psychosocial functioning and symptom profiles are

comparable between ethnic groups with first-episode psychosis,

except for neurocognitive and social cognitive functioning. Func-

tional improvement over 12 months is predicted with moderate

accuracy by the assessed symptom dimensions in all ethnic groups,

although impact of dimensions varies between outcome domains and

ethnic groups.

Policy of full disclosure: None.

S-25 Detecting psychosis proneness: schizotypy

and clinical high risk

S-25-001
Detecting psychosis proneness: schizotypy and clinical high risk

M. Debbané (University of Geneva, Geneva, Switzerland)

Objective: The construct of schizotypy was developed from obser-

vations of subclinical psychotic manifestations in unaffected family

members of patients diagnosed with schizophrenia. In contemporary

diagnostic manuals, the positive symptoms of schizotypal personality

disorder were included in the ultra high-risk (UHR) criteria 20 years

ago, which has carried the schizotypy concept more broadly into

developmental research. Today, the schizotypy construct is not lim-

ited to strict familial risk, but also informs research on the liability to

develop any psychotic disorder. The objective of this review was to

identify all relevant prospective longitudinal studies measuring the

predictive value of schizotypy scores for conversion to psychotic

disorders.

Methods: Following a comprehensive literature search covering 219

studies of potential interest, we identified 18 prospective studies on 15

samples examining the evidence for a link between trait schizotypy

and conversion to psychosis in 4 different types of samples: general

population, clinical risk samples according to UHR and/or basic

symptom criteria, genetic (familial) risk, and clinical samples at-risk

for a nonpsychotic schizophrenia-spectrum diagnosis.

Results: Studies involving general population (mainly college stu-

dents) and genetic high risk populations consistently reported the

positive dimension of schizotypy as a predictor of psychosis. Studies

following clinical samples (i.e., CHR patients or patients with a

schizotypal disorder, SPD or schizoid PD) observed that the negative

interpersonal dimension, and more precisely social maladaptation
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(i.e., lack of close friends/social isolation), might carry predictive

value for psychosis.

Conclusion: These prospective studies underline the value of

schizotypy in high-risk research, but also point to the lack of evidence

needed to better define the position of the construct of schizotypy

within a developmental psychopathology perspective of emerging

psychosis and schizophrenia-spectrum disorders.

Policy of full disclosure: None.

S-25-002
Ecological phenotypes in schizotypy and clinical high risk

N. Barrantes-Vidal (Universitat Autònoma de Barcelona, Cerdanyola,

Spain)

Objective: The current study employed Experience Sampling

Methodology (ESM) to investigate whether appraisals of stress (per-

ceiving the current situation as stressful) and social stress (e.g., not

feeling close to people when with others) predicted the experience of

psychotic symptoms in daily life in individuals at different levels of the

extended psychosis phenotype (comprising nonclinical and early psy-

chosis samples). The studyalso examined whether, in the nonclinical

sample, these associations were moderated by psychometric schizo-

typy and schizophrenia-spectrum personality disorder (PD) traits.

Methods: 206 nonclinical young adultsand 29 early psychosis (At-Risk

Mental State and First-Episode Psychosis) patients were signaled

randomly eight times daily for one week to complete questionnaires

about their thoughts, feelings, behaviors, social context, and psychotic

symptoms. Nonclinical participants completed the Wisconsin Schizo-

typy Scales and were interviewed for schizophrenia-spectrum PDs.

Results: In nonclinical participants, stress and social stress were

associated with psychoticsymptoms in the moment. These associa-

tions were moderated by positive schizotypy and by paranoid and

schizotypal PD traits. Moreover, stress at the prior signal predicted

the onset of symptoms at the current signal (over and above the

effects of symptoms at the prior signal) onlyfor participants high in

positive schizotypy. Analyses in the early psychosis sample indicated

that stress and social stress were associated withpsychoticsymptoms

and that stress predicted the onset of symptoms, but symptoms did not

predict the onset of stress. (Results of an extended early psychosis

sample will be presented in the symposium.)

Conclusion: Consistent with stress-sensitivity models, the findings

indicate that stress and social stress appraisals are relevant mecha-

nisms for the expression and exacerbation of psychotic symptoms

across the psychosis continuum. Identifying the contextual charac-

teristics and subjective appraisals that give rise to symptoms should

elucidate etiological processes and inform the development of treat-

ment interventions.

Policy of full disclosure: None.

S-25-003
Predictive value of the Wisconsin Schizotypy scales in a clinical
high risk sample

F. Schultze-Lutter (University of Bern, Child & Adolescent

Psychiatry, Bern, Switzerland; S. Ruhrmann, B. G. Schimmelmann,

J. Klosterkötter, C. Michel, R. Flückiger)

Objective: Schizotypy is regarded as an indicator of psychosis

proneness and therefore a precursor of schizophrenia spectrum

psychosis. The ultra-high risk criteria, in particular attenuated psy-

chotic symptoms, had fallen back on the positive features of

schizotypy and of schizotypal personality disorders (SPD), and are

widely used in the early detection of psychosis. In general popula-

tion samples, the positive schizotypy dimension and Social

Anhedonia were consistently found as predictive of psychosis con-

version; whereas in clinical high risk (CHR) samples, SPD itself and

in particular lack of close friends were suggested as an additional

predictor of psychosis. For the different assessments in community

(psychometric schizotypy) and clinical samples (SPD scales), we

examined psychometric schizotypy assessed with the Chapmans’ 4

Wisconsin Schizotypy scales (WSS) as a potential predictor of

psychosis in a CHR sample.

Methods: Our sample consisted of 128 help-seeking persons

(23 ± 7 years; 81 % at risk for UHR and/or basic symptom cri-

teria) from 2 early detection services with a median follow-up of

24 (12–101) months. Relationships between a CHR state and

schizotypy were investigated by multinomial logistic regression

analyses; psychosis-predictive value of the 4 WSS and their 2

dimensions by Cox regression analyses with follow-ups censored at

48 months.

Results: Within 48 months, 36 patients converted to psychosis.

Whereas Physical Anhedonia was significantly associated with a

current CHR state (OR = 1.170), unexpectedly, neither of the 4 WSS

nor their dimensions were a significant predictor of conversion.

Conclusion: Schizotypy scales might lack the ability to further sep-

arate ‘true’ from ‘false’ risk cases in a clinical sample already

presenting a more extreme range of the psychosis-continuum. Yet, for

their reported psychosis-predictive value in non-clinical samples and

the association between CHR state and Physical Anhedonia, psy-

chometric schizotypy measures and Physical Anhedonia in particular

might be useful as an initial screening for psychosis-prone persons in

the community.

Policy of full disclosure: None.

S-25-004
Is cognitive profiling worth the effort?

C. Mohr (University of Lausanne, Lausanne, Switzerland; D. Herzig)

Objective: To understand the deficits along the schizophrenia spec-

trum, we have seen a plethora of research using more or less

standardized neuropsychological tasks. Many of these tasks demon-

strate consistent behavioural deficits in clinical (patients with

schizophrenia) as well as high-risk and non-clinical (e.g., schizotypy)

populations. The most frequently read conclusion is that such deficits

represent behavioural markers of the illness, and more recently,

endophenotypes of the illness. They are thus considered pertinent to

the detection of psychosis proneness and high-risk populations. Here,

it is argued that such a conclusion is unjustified given that neu-

ropsychological tests have been established to assess brain

dysfunctions in a more general sense.

Methods: We review the neuropsychological literature on high-risk

and patient populations.

Results: Many neuropsychological measures show deficits along the

schizophrenia spectrum, more strongly in patient populations than in

high-risk or schizotypal individuals.

Conclusion: This observation (1) demonstrates that deficits are

widespread affecting most brain functions (and by inference brain

areas and circuits) and (2) do not demonstrate that deficits are

behavioural markers of the illness, because they are found alone and

in combination in many other psychiatric and neurological conditions.

Moreover, such deficits tend to be of minor value when interested in

the symptomatic and clinical course of high-risk individuals. Whilst

the current conclusion may sound discouraging, we propose that

cognitive profiling is yet important for research questions such as
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when assessing pharmacological and psychological intervention

effects and when used in combination with tailored laboratory

experiments. Importantly, the current critical stance on cognitive

profiling is not new, but emerges repeatedly. Likely, this stance

originates in frustration regarding the minor research implications of

cognitive profiling experienced by subsequent research generations.

This frustration applies to psychosis-proneness and schizotypy

research too.

Policy of full disclosure: None.

S-26 Disturbed connectivity in schizophrenia:

from dysfunctional white matter tracts to molecular

findings

S-26-001
Changes of connectivity in multi-episode schizophrenia:
a multimodal imaging study

B. Malchow (Ludwig-Maximilans University, Department

of Psychiatry, Munich, Germany)

Objective: To reveal changes in functional and structural connectivity

in multi-episode schizophrenia (SZ) patients compared to healthy

controls.

Methods: 35 SZ patients and 35 matched healthy controls underwent

multimodal neuroimaging (T1-weighted and T2-weighted sMRI, rs-

fMRI, DTI) and neuropsychological test battery. In an independent

sample also longitudinal changes were assessed.

Results: Multi-episode SZ patients showed widespread decreases in

mean fractional anisotropy with the most obvious long-term decreases

being present in the anterior part of the corpus callosum and mid-

cingulate gyrus. Correlations to clinical symptoms and neurocognitive

measures will be presented.

Conclusion: In multi-episode SZ patients multimodal neuroimaging

studies can help to reveal global as well as local differences in brain

connectivity. However, a large amount of variability in these findings

remains, which could be due to the heterogeneity of the disorder.

Policy of full disclosure: Berend Malchow has no conflicts of interest

in relation to the subject of this study.

S-26-002
S100B downregulation in the nuclear proteome of schizophrenia
corpus callosum

J. Steiner (University of Magdeburg, Department of Psychiatry,

Magdeburg, Germany; A. Schmitt, B. Bogerts, D. Martins-de-Souza)

Objective: S100B is widely distributed and conserved in the central

nervous system of vertebrates. Altered concentrations of S100B in

blood and cerebrospinal fluid have been observed in patients with

schizophrenia. It has been suggested that these findings are associated

with oligodendroglial pathology.

Methods: Our data have been obtained primarily by mass spectrom-

etry and later confirmed by Western blot in human postmortem brain

tissue.

Results: We report the downregulation of S100B in the nuclear pro-

teome of the corpus callosum from nine schizophrenia patients

compared to seven mentally healthy controls.

Conclusion: This is an intriguing finding coming from a brain region

which is essentially composed by white matter, considering the

potential role of S100B in the control of oligodendrocyte maturation.

These data reinforce the importance of oligodendrocytes in

schizophrenia, shedding more light to its pathobiology.

Policy of full disclosure: None.

S-26-003
Oligodendrocyte pathology and association with cognitive deficits
in schizophrenia

P. Falkai (Ludwig-Maximilians-University, Psychiatry

and Psychotherapy, Munich, Germany)

Abstract: The pathophysiology of schizophrenia is so far not well

understood at the cellular and molecular level. We have therefore

implemented a brain bank for severe psychiatric diseases in the

framework of Brainnet Europe II, and developed ethical guidelines

for brain banking and clinical diagnostic criteria. In a series of studies

of post-mortem brain regions from schizophrenia patients and con-

trols we used design-based stereology, laser capture microdissection,

neurochemistry, DNA, RNA, protein extraction and analysis by

sequencing, real time PCR, cDNA microarrays, Western blots, 2D gel

electrophoresis and mass spectrometry. In schizophrenia, in the hip-

pocampus we found oligodendrocyte number to be decreased in CA4

and neuronal number to be reduced in the dentate gyrus. These

findings differed from those, which have been detected in patients

with major depression and bipolar disorder. Oligodendrocyte- and

energy metabolism-derived proteins have been found to be reduced in

a network of brain regions including the anterior cingulate cortex,

prefrontal cortex, superior temporal cortex and thalamus. Interest-

ingly, we have found a significant correlation between the number of

oligodendrocytes in CA4 and the extent of cognitive disturbance rated

in the schizophrenia patients by an independent clinician.

Policy of full disclosure: None.

S-26-004
Oligodendrocyte dysfunction in schizophrenia from a proteomic
point of view

D. Martins-de-Souza (University of Campinas-UNICAMP,

Department of Biochemistry, Campinas, Brazil)

Objective: As a multifactorial disease, the underlying causes of

schizophrenia require analysis by multiplex methods such as pro-

teomics to allow identification of whole protein networks. Our

proteomic studies on postmortem brain tissues have demonstrated

changes in activation of glycolytic and energy metabolism pathways

in schizophrenia. However, we are still not sure whether these

changes occur in neurons or in glial cells.

Methods: To address this question, we treated neuronal, astrocyte and

oligodendrocyte cell lines with the NMDA receptor antagonist MK-

801 and measured the levels of expression of six glycolytic enzymes.

MK-801 acts on the glutamatergic system and has been proposed as a

pharmacological means of modeling schizophrenia. We also analyzed

by state-of-the-art shotgun mass spectrometry the proteome of MK-

801 treated oligodendrocytes and compared using stable isotopes to

control and clozapine-treated oligodendrocytes.

Results: Treatment with MK-801 resulted in significant changes in the

levels of glycolytic enzymes in all cell types. Most of the differences

were found in oligodendrocytes. Addition of the antipsychotic

clozapine to the cultures resulted in counter-regulatory effects to the

MK-801 treatment by normalizing the levels of ENO2 and PGK. MK-

801-treated oligodencrocytes displayed biochemical pathways similar
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to those observed in postmortem brain tissue, supporting their role in

the establishment of the disease.

Conclusion: MK-801 affects glycolysis in oligodendrocytes to a lar-

ger extent than neuronal cells and this may be modulated by

antipsychotic treatment. Although cell culture studies do not neces-

sarily reflect the in vivo pathophysiology and drug effects within the

brain, these results suggest that neurons, astrocytes and oligoden-

drocytes are affected differently in schizophrenia. Employing in vitro

models using neurotransmitter agonists and antagonists may provide

new insights about the pathophysiology of schizophrenia, which

could lead to a novel system for drug discovery.

Policy of full disclosure: DMS disclosure no conflict of interest and is

funded by Sao Paulo Research Foundation grant number 13/08711-3.

S-27 The role of psychotherapy in the treatment

of schizophrenia

S-27-001
Psychotherapy in people with positive symptoms

S. Klingberg (Universitätsklinik Tübingen, Tübingen, Germany)

Abstract: Not received in due time.

S-27-002
Psychotherapy in people with negative symptoms

M. van der Gaag (Oegstgeest, The Netherlands; E. Velthorst, F. Smit,

C. Meyer, M. Koeter, A.-K. Fett, A. B. Staring, L. de Haan)

Objective: Most studies on CBT trials primarily focused on positive

symptoms and investigated negative symptoms only as secondary

outcome. To enhance our understanding about factors contributing to

improvement of negative symptoms, we reviewed all available evi-

dence on these outcomes.

Methods: A systematic search of the literature was conducted in

PsychInfo and Pubmed to identify RCTs reporting on CBT inter-

vention’s impact on negative symptoms in schizophrenia. Random

effects meta-analyses were performed on end-of-treatment, short-term

and long-term change in negative symptoms.

Results: Thirty-five publications covering 30 trials in 2312 patients,

published between 1967 and 2013, were included. Our results showed

that the studies’ pooled effect on symptom alleviation is small

(Hedges’ g = .093 (95 % CI -.028 to .214, p = 0.130)) and

heterogeneous (Q = 73.067, df = 29, p\ .001; T2 = .081;

I2 = 60.31) in studies with negative symptoms as secondary out-

come. Similar results apply for studies specifically focused on

negative symptom reduction (Hedges’ g = .157 (95 % CI -.010

to.409, p = .225)) Meta-regression showed that stronger treatment

effects were associated with an earlier year of publication, lower

study quality and with CBT provided individually (as compared to

group-based).

Conclusion: The beneficial effect of CBT on negative symptoms

found in older studies was not supported by more recent findings.

These vanishing effects could not be explained by study or sample

characteristics. Only individual therapies and on a tendency level

more behavioral studies did somewhat better. Another promising

avenue is a focus on asocial beliefs. A new trial targeting underesti-

mation of hedonic, social and cognitive capacities in psychotic

patients has just started.

Policy of full disclosure: None.

S-27-003
Cognitive remediation in schizophrenia

W. Wölwer (Department of Psychiatry and Psychotherapy, Heinrich

Heine University, Düsseldorf, Germany)

Objective: Cognitive impairments are considered to be part of the

core symptoms of schizophrenia. They have been found to be sig-

nificant predictors of the reduced quality of life and the lack of

occupational and social functioning in schizophrenia patients. Previ-

ous treatment strategies primarily aimed at a reduction of positive and

negative symptoms, but achieved only marginal improvements in

cognitive performance and insufficient effects in quality of life and

functional outcome. As a possible treatment option, specific cognitive

remediation programs were developed and evaluated in recent years.

Methods: This presentation provides an overview of current cognitive

remediation programs, their effects and foreseeable developments.

Results: According to current reviews such remediation programs

cause relative specific improvements in proximal measures of the

targeted cognitive domains with medium to large effect sizes.

Improvements in more distal measures of social functioning are

moderate on average, but seem to be somewhat larger in remediation

programs that target social-cognitive impairments rather than neu-

rocognitive remediation programs or social-behavioral skills training.

Current developments specifically aim at increasing the effects on

quality of life and social functioning by combining different

approaches.

Conclusion: If such current developments can be successfully

implemented, in particular social-cognitive remediation could be a

valuable future add-on treatment in schizophrenia.

Policy of full disclosure: None.

S-27-004
Psychotherapy in people at clinical high risk of psychosis

A. Bechdolf (Vivantes Klinikum am Urban Academic Hospital

of Charité, Berlin, Germany)

Objective: 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 to deliver indicated prevention

strategies to people at-risk in order to reduce or prevent the devas-

tating effects of schizophrenia. Eight randomized controlled trials

(RCTs) including more than 1000 participants in the at-risk popula-

tion 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.

Methods: Three independent meta-analyses confirmed these findings.

Results: 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. However,

at present the results for psychosocial and antipsychotic treatment are

equivocal.

Conclusion: 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 antipsy-

chotics 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.
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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.

Policy of full disclosure: No conflicts of interest.

S-28 Assessment of negative symptoms: challenges

and recent developments

S-28-001
Implications of overlap between negative symptom measurement
and other aspects of psychosis

J. P. Lyne (North Dublin Mental Health Services, Ashlin Centre,

Dublin, Ireland; M. Clarke)

Objective: Negative symptom definition and assessment has posed

complex challenges for some time. One reason for this includes the

overlap between negative symptoms and premorbid personality traits.

Furthermore the distinction between primary and secondary sources

of negative symptoms, including positive symptoms, depressive

symptoms and Parkinsonism can be complex.

Methods: A detailed review of the item and subscale overlap between

negative symptom scales and scales measuring other aspects of psy-

chotic illness was conducted.

Results: Negative symptom items demonstrate some overlap with

items on other symptom scales, although divergences across scales

were also noted. Further overlap was found between negative

symptom and premorbid adjustment scale items.

Conclusion: Distinguishing primary negative symptoms from other

symptoms and premorbid traits remains a challenge which has

implications for interpretation of previous negative symptom studies.

The importance of the findings in relation to ongoing development of

negative symptom scales will be discussed.

Policy of full disclosure: No conflict of interest.

S-28-002
Validation of the German version of The Clinical Assessment
Interview for Negative Symptoms (CAINS)

M. Engel (Universität Hamburg, Klinische Psychologie, Hamburg,

Germany; T. Lincoln)

Objective: Negative symptoms of schizophrenia are associated with

poor long-term outcomes. Validated assessment instruments could

contribute to a better understanding and assessment of negative

symptoms and advance treatment research. The aim of this study was

to examine the psychometric properties of a German version of the

Clinical Assessment Interview for Negative Symptoms (CAINS).

Methods: The German version of the CAINS was evaluated in a

sample of 53 schizophrenia and schizoaffective in- and outpatients.

The CAINS assesses emotional expression based on behavior

observed throughout the interview and emotional experience based on

the patientś reports. Furthermore, the patients were assessed with

standardized interviews and questionnaires on negative and positive

symptoms and general psychopathology, depression, global func-

tioning, and the ability to experience anticipatory and consummatory

pleasure.

Results: The results indicated good psychometric properties, high

internal consistency and promising inter-rater agreement for the

German version of the CAINS. The two-factor solution of the original

version of the CAINS was confirmed, indicating good construct

validity. Convergent validity was supported by significant correla-

tions between the CAINS subscales with the negative symptom scale

of the Positive and Negative Syndrome Scale, and consummatory

pleasure. The CAINS also exhibited discriminant validity indicated

by its non-significant correlations with positive symptoms, general

psychopathology and depression that are in line with the findings for

the original version of the CAINS.

Conclusion: The German version of the CAINS is a valid and suitable

diagnostic tool for measuring negative symptoms in schizophrenia. It

can be recommended for studies evaluating the underlying mecha-

nisms of negative symptoms and treatment effectiveness in German

speaking countries.

Policy of full disclosure: None.

S-28-003
Self-assessments of negative symptoms in schizophrenia

V. Marzloff (CHU: University Hospital, Service de Psychiatrie

Adulte, Caen, France; S. Dollfus, C. Mach, R. Morello)

Objective: Negative symptoms are found in many patients with

schizophrenia, but their assessment remains delicate. Standardized

assessments are therefore needed to facilitate their identification.

Many tools have been developed but most of them are assessments

based on observer rating. Nevertheless, patient subjective evaluation

can provide an additional outcome measure and allow patients to be

more engaged in their treatment. Therefore, the aim of this study is to

present past and recent tools assessing the subjective experience of

negative symptoms; we will particularly focus on the Self-evaluation

of Negative Symptoms (SNS). The principles for design of the SNS

included: 1- that items be concise and easily understandable; 2- that

the 5 domains cited by the Consensus Conference be considered; 3-

that items be provided by verbatim from patients with schizophrenia;

4- That items be focused on internal experiences; 5- That anticipatory

and consummatory aspects of pleasure be evaluated.

Methods: Forty-nine patients with schizophrenia and schizoaffective

disorders (DSMIV) were evaluated in order to demonstrate three

components of the scale’s validity: face and content validities and

reliability.

Results: Cronbach’s coefficient showed good internal consistency.

Factor analysis extracted 2 factors (apathy and emotional). SNS was

significantly correlated with the Scale of Assessment of Negative

Symptoms and the Clinician Global Impression on severity of nega-

tive symptoms supporting good convergent validity. SNS scores were

not correlated with level of insight, Parkinsonism, or with BPRS

positive sub-scores in favour of good discriminant validity. Intra-

subject reliability of SNS revealed excellent intraclass correlation

coefficients.

Conclusion: This study shows good psychometric properties of SNS

as well as quite satisfactory acceptance by patients. It also demon-

strates the ability of patients with schizophrenia to accurately report

their own experience. Self-assessments of negative symptoms should

be used more in clinical practice since they might allow patients with

schizophrenia to develop appropriate coping strategies.

Policy of full disclosure: None.

S-28-004
How does self-assessment of apathy differ from the clinician‘s
assessment of apathy?

A. Faerden (Oslo University Hospital, Oslo, Norway)
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Objective: Impaired functioning is the most costly consequence of

schizophrenia and apathy is considered to be a core deficit directly

related to this. We have limited understanding of what lies behind this

and still few treatment options. Inclusion of self-report of symptoms

from patients with psychosis has been a neglected area, but is cur-

rently asked for in order to combat the poor outcome. Apathy is a

mental state most people have experienced and therefore well suited

for self-assessment. Comparing the clinician‘s- and patient‘s assess-

ment will broaden our understanding and may therefore give a base

for new treatments.

Methods: Apathy was assessed with the Apathy Evaluation Scale

(AES) in 104 patients with a first episode psychosis (FEP) at both first

treatment contact and after 1 year. Both the self-report (AES-S) and

clinician version (AES-C) was used. Other symptoms were assessed

with the PANSS and the CDSS.

Results: No difference was found in mean value of apathy between

AES-S and AES-C, neither at baseline and follow up, but the two

differ in what variables they significantly correlate with and that

explain their variance. AES-S had the strongest correlation to CDSS,

while AES-C had the strongest correlation to functioning and PANSS

negative symptoms. This difference was reduced at the 1 year follow

up.

Conclusion: This study shows that self-report and clinical assessment

of apathy in some aspects overlap and for other differs, which gives

important new knowledge and is important when results are

interpreted.

Policy of full disclosure: None.

S-29 Paranoia as a symptom dimension

in schizophrenia

S-29-001
Paranoia, psychotic anxiety and the emotional brain

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

Switzerland; K. Stegmayer, S. Walther, A. Federspiel)

Objective: Abnormalities in emotion processing and regulation is a

central feature of schizophrenia, but their relation to core symptoms is

not yet sufficiently clarified. The investigations were performed to

better understand structure and function of large scale brain networks

which may be related to psychotic anxiety and the typical symptom of

paranoid delusions.

Methods: Whole brain voxel based morphometry (VBM) and arterial

spin labelling (ASL) measurements were applied in two independent

groups of patients with schizophrenia. Symptoms were stratified

based on the Bern Psychopathology Scale of psychosis into the 3

dimensions of movement disorders, language related symptoms

(formal thought disorders, verbal hallucinations), and emotional

dysregulation (suspiciousness, ideas of threat or abnormal power).

Results: In the first group, pronounced psychotic symptoms related to

emotional dysregulation correlated with gray matter reduction in the

right ventral striatum. When the entire group of schizophrenic patients

was considered, the finding was lost (Stegmayer et al. 2014). This

result was replicated in the second group. Furthermore, ASL revealed

a significant hyperactivity of the left amygdala in patients with pro-

nounced emotional dysregulation, but not in patients with language or

motor symptoms.

Conclusion: The results indicate that specific symptoms related to

symptoms with high emotional valence, like threat or power, can be

related to brain regions which are supposed to be at the basis of

abnormal incentive salience. Structural abnormalities in the ventral

striatum and functional changes in amygdala can explain a beha-

vioural pattern of abnormal incentive salience, ideas of threat or

power, delusions of persecution or grandiosity, and the related reac-

tions of aggression or avoidance (‘‘fight or flight’’).

Policy of full disclosure: None.

S-29-002
Paranoia: Advances in understanding and treatment

D. Freeman (Department of Psychiatry, University of Oxford, Oxford,

United Kingdom)

Abstract: Paranoia denotes the unfounded idea that others intend to

cause you harm. Many people have a few paranoid thoughts, and a

few have many. Persecutory delusions represent the severest form of

paranoia. In this talk a number of recent experimental studies will be

described that test causal roles for psychological processes in the

occurrence of paranoia. The advances in understanding are then being

used by the presenter and his team to develop a new theoretically-

driven treatment for persecutory delusions. New data will be pre-

sented from randomised controlled clinical treatment trials.

Policy of full disclosure: None.

S-29-003
Contribution of aberrant salience attribution to delusions

F. Schlagenhauf (Charité Universitätsmedizin, Department

of Psychiatry, Berlin, Germany)

Objective: The aberrant salience hypothesis of psychosis assumes that

positive symptoms such as delusions arise from an attribution of

salience to otherwise irrelevant stimuli. It has been proposed that

aberrant salience is associated with impaired coding of prediction

errors and heightened dopamine turnover in the striatum and may be

closely related to self-referential processing. Here we use the Salience

Attribution Task to probe the relation between aberrant salience and

neurocognitive measures known to be disturbed in schizophrenia

patients like self-reference processing and prediction error signaling.

Methods: Aberrant salience was assessed behaviorally in terms of

reaction times to task irrelevant cues using the Salience Attribution

Task in healthy controls and schizophrenia patients. Subgroups of

participants underwent functional MRI during reinforcement learning

and self-reference tasks as well as neurochemical FDOPA PET.

Results: Schizophrenia patients displayed increased implicit aberrant

salience attribution compared to healthy controls. Activation of the

ventromedial prefrontal cortex during self-reference processing was

reduced in schizophrenia patients and correlated negatively with

implicit aberrant salience. In healthy controls, individual variability in

aberrant salience measures related negatively to ventral striatal and

prefrontal prediction error signals and in an exploratory analysis was

found to be positively associated with ventral striatal presynaptic

dopamine levels.

Conclusion: Higher aberrant salience attribution in schizophrenia

patients is related to reduced vmPFC activation during self-referential

judgments, suggesting a neurocognitive association between that the

shift of attention towards irrelevant events and altered self-referential

processing in psychosis. Furthermore, our data provide first evidence

for a specific link between the constructs of aberrant salience attri-

bution, reduced prediction error signaling and potentially increased

presynaptic dopamine function.

Policy of full disclosure: None.
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S-29-004
Structural abnormalities in the ventral striatum
and the pathological perception of threat in schizophrenia

K. Stegmayer (University Hospital of Psychiatry, Bern, Switzerland;

W. Strik, T. Bracht, S. Walther)

Objective: Substantial heterogeneity remains across studies investi-

gating changes in gray and white matter in schizophrenia. Differences

in methodology as well as heterogeneous symptom patterns may

contribute to inconsistent findings. To address this problem, we

recently proposed to group patients in symptom dimensions, which

map on the language, the motor and the limbic system. Particularly,

abnormalities in emotion processing and regulation are cardinal fea-

tures in schizophrenia. They may be pivotal to produce abnormal

salience and threat beliefs, possibly underlying psychotic symptoms

such as persecutory delusions. We therefore aimed to investigate

whether patients with prevalent symptoms of emotional dysregulation

(e.g., delusions of threat or supernatural power) would show structural

neuronal abnormalities in the limbic system.

Methods: Whole brain voxel-based morphometry (VBM) and resting

state cerebral blood flow was compared between patient subgroups

with different severity of emotional dysregulation and healthy con-

trols. Group comparisons were performed using a one way ANOVA

and ANCOVA respectively. Furthermore using a probabilistic fiber

tracking approach we bilaterally extracted pathways connecting the

limbic system (e.g., nucleus accumbens and amygdala).

Results: Decreased gray matter density in a cluster including the right

ventral striatum and the head of the caudate was associated with

severe symptoms of emotional dysregulation in patients. Furthermore

probability indices of left amygdala-ventral striatum white matter

connection were correlated with emotional dysregulation. In addition

increased cerebral blood flow of the left amygdala was shown in

patients with severe emotional dysregulation.

Conclusion: The ventral striatum and the amygdalae are an important

part of the limbic system, and were indicated to be involved in the

generation of incentive salience and psychotic symptoms. The results

support the hypothesis that grouping patients according to specific

clinical symptoms matched to the limbic system allows identifying

patient subgroups with structural and cerebral blood flow abnormal-

ities in the limbic network.

Policy of full disclosure: None.

S-30 Predicting psychosis: methodological concepts

and first findings of the ‘Personalised Prognostic Tools

for Early Psychosis Management’ (PRONIA) project

S-30-001
Multivariate clinical prediction of psychosis and its early course

S. Ruhrmann (University of Cologne, Psychiatry and Psychotherapy,

Cologne, Germany; N. Kaiser, M. Rosen, T. Haidl, S. Borgwardt,

P. Brambilla, R. K. R. Salokangas, W. Stephen, N. Koutsouleris)

Objective: During the last 20 years, prediction of psychosis has made

substantial progress. Nevertheless, further improvement is required to

achieve robust models for prediction enabling not only higher rates of

correct classification in general, but also a more and more individu-

alized estimation of the risk for developing a psychosis or—equally

important—a chronic functional deterioration. This would provide the

desired opportunity to develop and offer preventive measures tailored

to the heterogeneous needs of subjects at high risk of psychosis.

Currently, almost all models only consider baseline data for predic-

tion, thereby neglecting the dynamic character of at-risk states.

Hence, to understand the occurrence of different courses in high risk

samples, the interaction between environment and risk during the

period after baseline has to be elucidated. Furthermore, the construct

of ‘‘risk’’ has to be better understood, e.g., as a product of

resilience 9 vulnerability 9 environment, whereby all factors may

change over time. The PRONIA protocol includes scales as well as

repeated measures, which should enable a further elucidation of this

aspect.

Methods: On the clinical level, the protocol comprises different scales

for measuring life events, adverse experiences, resilience and support

as well as psychopathological, demographic and personality related

factors. The whole battery is applied at baseline and 9 and 18 months

afterwards, parts additionally every 3 months in all four groups

(clinical high risk subjects, recent onset schizophrenia and depression

patients and healthy controls).

Results: First multivariate calculations of the interplay of psy-

chopathology, adverse experiences and resilience factors will be

presented. As PRONIA is still in the recruitment phase, functioning

will be the major outcome variable.

Conclusion: Results will be discussed in comparison to currently

available predictors of functioning.

Policy of full disclosure: None.

S-30-002
Automatic prediction of psychosis using cognitive measures:
the PRONIA approach

C. Bonivento (University of Udine, Udine, Italy; P. Brambilla,

S. Piccin, M. Garzitto, M. Re, A. Ferro, G. Cabras)

Objective: To automatic classify patients at risk of psychosis with

cognitive measures.

Methods: Cognitive tests will be applied to subjects at risk of psy-

chosis and compared to those of patients with psychosis, depression

as well as of healthy controls in order to automatically classify the

risk of psychosis.

Results: A reliable cognitive battery has been implemented and

administered on tablet devices. Preliminary analyses are currently

ongoing.

Conclusion: We expect that cognitive measures can help in auto-

matically diagnosing the risk of psychosis.

Policy of full disclosure: None.

S-30-003
Studying cross-center MRI scanner variations: initial experience
from the PRONIA calibration study

C. Lenz (University of Basel, Department of Psychiatry, Basel,

Switzerland; N. Koutsouleris, C. Cabral, P. Brambilla, S. Ruhrmann,

S. J. Wood, R. K. R. Salokangas, S. Borgwardt)

Objective: PRONIA is an EU funded multicenter study that aims on

developing personalized prognostic tools for early psychosis man-

agement. Currently, seven European sites participate in collecting

magnetic resonance imaging (MRI) data of subjects with a clinically

increased risk for developing psychosis, patients with a recent onset

psychosis, patients with a recent onset major depressive disorder and
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healthy controls. One major task of the brain imaging part of PRO-

NIA is to maximize subject separability by assessing and evaluating

the cross-center MRI scanner variations. This presentation focuses on

strategies to manage MRI variations in multicenter research projects,

will introduce the approach of the PRONIA consortium and illustrate

initial results from the PRONIA calibration study.

Methods: For the PRONIA calibration study, six healthy subjects

travelled to the participating sites and were scanned with the

PRONIA MRI protocol (modalities: structural T1-weighted MRI,

resting-state functional MRI, diffusion tensor imaging and B0 field

mapping).

Results: Based on the acquired calibration data sets, several analysis

procedures will be applied to quantify the cross-center effects.

Voxel-wise intra-class correlation coefficient (ICC) maps will be

computed to study the test–retest reliability of MRI measures for the

different modalities. Moreover, MRI bias field analyses will be

conducted, which are especially important in the presence of varying

coil sensitivities. In addition, multi-variate pattern recognition

analyses (MVPA) will be implemented to directly assess the center

variations and correct these effects with a minimal loss of relevant

clinical information. Respective results will be shown in the oral

presentation.

Conclusion: This work emphasizes the importance of assessing and

controlling MRI variations in multi-center brain imaging studies.

Especially in the case of neuropsychiatric projects like PRONIA,

where subtle changes in structural and functional brain imaging data

sets are searched for, center effects may play a major role and

therefore have to be investigated in detail.

Policy of full disclosure: None.

S-30-004
Predicting outcomes other than psychosis: past experiences
and future approaches

S. Wood (University of Birmingham, Birmingham, United Kingdom)

Objective: The majority of individuals at ultra-high risk (UHR) for

psychosis do not transition to frank illness. Nevertheless, many have

poor clinical outcomes and impaired psychosocial functioning. Pre-

dicting such outcomes has become a primary goal of clinical high risk

research, using symptom, epidemiological, cognitive and imaging

data.

Methods: I will present data from the PACE 400 follow-up study of

young people at ultra-high risk for psychosis, covering prediction of

non-psychotic disorder, persistent attenuated psychotic symptoms,

and low social and role functioning.

Results: We have demonstrated that poor functional outcomes are

associated with early childhood trauma, poor memory function at

baseline assessment, and reduced grey matter in medial prefrontal

cortical areas. Furthermore, persistent attenuated psychotic symptoms

are associated with the presence of comorbid non-psychotic disorders

over follow-up, and reduced grey matter in right prefrontal cortex at

baseline.

Conclusion: Prediction of non-psychotic outcomes from the at-risk

mental state is possible, but to date has only been conducted in single

modalities and at the group level. The PRONIA study will address

both of these issues in the coming years, and I will outline this

approach in the talk.

Policy of full disclosure: Work relevant to the talk was funded by

the NHMRC Australia, the Colonial Foundation, and NARSAD.

PRONIA is a Collaboration Project funded by the European Union

under the 7th Framework Programme under Grant Agreement No.

602152.

S-31 Avolition and asociality: bridging gaps

between animal and human research

S-31-001
Pathophysiological mechanisms of avolition in deficit
schizophrenia

A. Mucci (University of Naples, SUN Department of Psychiatry,

Naples, Italy; S. Galderisi)

Objective: Negative symptoms represent a widely recognized unmet

treatment need of schizophrenia that substantially limits functional

recovery. Assessment and classification of this psychopathological

dimension has been challenging and the identification of relevant

biomarkers might advance the search for innovative treatments.

Methods: Event-Related Potential (ERP) and fMRI (fMRI) recordings

were carried out by our group during the Monetary Incentive Delay

Task to identify biomarkers of primary and persistent Avolition.

Patients with schizophrenia were classified as either Deficit or Non-

deficit Schizophrenia, based on the Schedule for the Deficit

Syndrome.

Results: Functional MRI results showed that only patients with deficit

schizophrenia (DS), a subtype characterized by primary and persistent

negative symptoms, did not activate the dorsal caudate. This abnor-

mality correlated with Avolition. DS patients showed abnormalities of

an early ERP microstate (MS), during reward anticipation. For the

same MS, sLORETA demonstrated current source density reduction

in bilateral posterior occipito-temporal regions, posterior cingulate, as

well as in left frontal and parietal areas only in patients with DS as

compared with controls.

Conclusion: According to our findings, the lack of activation of the

dorsal caudate, as well as topographic and tomographic ERP abnor-

malities in the early processing stages of rewarding stimuli, might be

of interest in the search for biomarkers of primary and persistent

negative symptoms and appropriate pharmacological or non-phar-

macological interventions targeting them.

Policy of full disclosure: This study was funded in part by Compagnia

di San Paolo, Turin, ltaly, within the project ‘Reward system and

primary negative symptoms in schizophrenia’ (Grant No.

2008.24011).

S-31-002
Longitudinal course of two measures of avolition
and expressivity: hypokinesia and gesture impairment

S. Walther (University of Bern, Department of Psychiatry, Bern,

Switzerland; K. Stegmayer)

Objective: The negative syndrome in schizophrenia describes differ-

ent behaviors. Two major components have been proposed: avolition

and reduced expressivity. We applied objective asssessments to

measure the impact of avolition and reduced expressivity longitudi-

nally in patients with schizophrenia spectrum disorders. We

hypothesized that both tests would indicate stable courses of avolition

and expressivity.

Methods: In the first study, we measured spontaneous motor activity

using wrist actigraphy allowing to monitor hypokinesia within and

between psychotic episodes. In the second study, we tested gesture

performance in a group of 26 schizophrenia patients twice with

6 months in between assessments. In the second study, we also

obtained information on functional outcome.

Results: At group level motor activity was stable both within and

between episodes, however we noted impressive interindividual
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variance in the longitudinal course. Within episodes, low activity

levels at baseline predicted decline of negative symptoms. Between

episodes, higher activity levels at index episode predicted increased

negative syndrome severity at the later episode. Gesture performance

demonstrated little variance over 6 months. Baseline performance

however, predicted both negative symptom severity and functional

outcome at 6 months, even when controlling for baseline negative

symptoms.

Conclusion: Both measures for avolition and reduced expressivity

objectively predicted the longitudinal course of negative symptoms.

These tests may aid monitoring of negative symptoms in treatment

studies and thus may later guide clinical reasoning.

Policy of full disclosure: None.

S-31-003
NMDA receptor antagonists in rodents, relevance to negative
symptoms of schizophrenia: a translational link to humans

J. Neill (University of Manchester, Pharmacy, Manchester,

United Kingdom)

Objective: To provide improved animals models of cognitive deficit

and negative symptoms of schizophrenia. Our aim is to evaluate the

effects of sub-chronic treatment with the non-competitive NMDA

receptor antagonist, PCP on behaviours in rats of relevance to nega-

tive symptoms in patients: social withdrawal and blunted affect.

Methods: Adult female hooded-Lister rats received PCP (2 mg/kg) or

vehicle via the intraperitonal route twice daily for 7 days. After at

least 7 days’ washout, rats were tested in social behaviour, affective

bias and optimistic bias tests following acute treatment with atypical

antipsychotics and novel targets for schizophrenia such as KV3

channel modulators.

Results: Sub-chronic treatment with PCP induced a significant and

robust reduction in social behaviours such as sniffing and following

and an increase in avoidance behaviour in female rats. These effects

were attenuated by atypical antipsychotics, specifically low dose

risperidone and a KV3 channel modulator, but not by classical

antipsychotics. Sub-chronic PCP treated rats showed a negative affect

bias and pessimistic cognitive bias.

Conclusion: Our findings suggest that sub-chronic NMDAR antago-

nist treatment can enhance our understanding of the psycho and

neuropathology of specific negative symptom domains and allow

early detection of novel pharmacological targets.

Policy of full disclosure: I have received expenses to attend confer-

ences and fees for lecturing and consultancy work (including

attending advisory boards) from the manufacturers of various

antipsychotic drugs.

S-31-004
Animal models of the genetic contribution to avolition
and anhedonia: relevance to human research

C. O’Tuathaigh (University College Cork, School of Medicine,

Cork, Ireland)

Objective: Phenotypic modelling of negative symptoms of

schizophrenia in rodents has largely focused on a limited set of

quantifiable, cross-species behavioural features, e.g., deficits in social

interaction, motivation and anhedonia. Using a preclinical genetic

approach, we investigated whether simultaneous disruption of two

prominent schizophrenia risk genes, neuregulin-1 (NRG1) and dis-

rupted-in-schizophrenia 1 (DISC1), in mice, would produce a

negative symptom-relevant phenotypic profile that differed from that

observed following disruption to either gene alone.

Methods: Mice containing a mutation in exon 2 of mouse DISC1 were

inter-crossed with mice having heterozygous deletion of NRG1, and

were assessed across the following negative symptom-associated

measures in adulthood: sociability and social novelty preference,

dyadic social interaction, nest-building, sucrose preference.

Results: Mice with partial or complete co-disruption of DISC1 and

NRG1 function demonstrated pronounced impairments across various

domains of social behaviour and anhedonia implicated in

schizophrenia. This negative symptom-like profile in compound

mutant mice, largely restricted to males, was reflected in disruption

across various measures of social interaction, as well as self-neglect,

relative to controls. These deficits were accompanied by changes in

hypothalamic expression of the oxytocin and/or vasopressin genes.

Conclusion: The absence of effective pharmacotherapeutic strategies

for negative symptoms reflects the inadequacy of our knowledge of

the pathophysiology of this category domain; improved understanding

of the neurobiological basis of this domain of psychopathology will

allow us to develop better preclinical models and increase the like-

lihood of developing treatments for these treatment- resistant

symptom dimensions.

Policy of full disclosure: None.

S-32 Social cognition in schizophrenia: new task

developments and establishing paradigms

S-32-001
Ambiguous emotion identification in schizophrenia: preliminary
findings of a novel assessment task with culturally unfamiliar
stimuli

K. Kölkebeck (University of Münster, Department of Psychiatry,

Münster, Germany; A. Vosseler, T. Fasshauer, W. Kohl, S. Minoshita,

S. Satoh, R. Lencer)

Objective: Patients with psychiatric disorders have deficits in identi-

fying facial emotions, but a differential deficit has not been reliably

shown. A novel task that utilizes ambiguous emotional stimuli, photos

of a Japanese female mask, was able to demonstrate distinct emotion

identification patterns in Japanese patients, which makes the task

interesting for application also in Western patient groups, e.g., in

schizophrenia.

Methods: After verifying its validity in a Western sample of healthy

volunteers, the ‘‘Noh mask test’’ was administered to a group of 20

patients with schizophrenia and age- and gender-matched controls.

Reaction times and emotion attribution patterns were recorded.

Results: Results of patients with schizophrenia indicated overall

longer reaction times in patients. Patients rated the Noh mask as more

pleasant, indicating happy as a predominant emotion, with less variety

in their answer behavior.

Conclusion: We present data from the ongoing study that introduces a

novel stimulus set with features of out-groups as a potential marker

for emotion identification abnormalities in schizophrenia and discuss

implications of future research.

Policy of full disclosure: None.

S-32-002
New tools for assessing social cues in schizophrenia

R. Fusaroli (Aarhus University, Aarhus, Denmark; A. Simonsen)
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Objective: Clinical interactions are rich in information on the social

skills of patients with schizophrenia. Practitioners largely rely on

qualitative evaluation of this information. We aim at developing

unobtrusive tools to quantify and assess spontaneously produced

social cues during clinical interactions.

Methods: In this study we recorded voice and gesture data during diag-

nostic interviewing of 38 participants with schizophrenia and 40 matched

controls. We automatically extracted patterns of speech rate, pause dis-

tribution and wrist acceleration, calculating mean, standard deviation and

recurrence quantification analysis over time. We used fivefold cross-

validated ElasticNet feature selection and regression models to infer

diagnosis, negative (SANS) and positive (SAPS) symptoms and func-

tional outcome (personal and social performance scale, PSP).

Results: Voice led to a 83.4 % (CI: 75.5; 91) accurate reconstruction

of the diagnosis. Particularly informative were variations in recur-

rence rate and mean of speech rate and number of pauses, all higher

for the participants with schizophrenia. Gesture indexes led to a

balanced accuracy of 79 % (CI: 72.3; 85.3). Particularly indicative

were: reduced and less varied movement in the participants with

schizophrenia, accompanied by more varied and structured movement

in the interviewer. Gestural indexes from the interviewer displayed

the same amount of information as gestural indexes from the partic-

ipants (accuracy ca. 80 %). Employing both gesture and voice led to a

balanced accuracy of 87.8 % (CI: 83.3; 92.5). PSP was predicted with

a 0.75 Adjusted R squared, SANS with 0.85 and SAPS with 0.82.

Conclusion: The findings suggest computer-based unobtrusive and

inexpensive ways of tapping into the rich information present in

clinical interactions for supporting the diagnostic and monitoring

processes in schizophrenia and other mental disorders. Future work

will increase sample size and further investigate the relation of this

information with more traditional neuro and social cognitive measures.

Policy of full disclosure: None.

S-32-003
An fMRI study of theory of mind in first-episode psychosis

C. F. Bartholomeusz (Orygen Centre for Youth Mental Health,

Parkville, Victoria, Australia; E. Ganella, S. Whittle, A. Abu-Akel,

K. Allott, A. Thompson, P. McGorry, E. Killackey, C. Pantelis,

S. Wood)

Objective: Theory of mind (ToM), the ability to infer one’s own and

others’ mental states, is the social cognitive process shown to have the

greatest impact on functional outcome in both early and late stages of

psychotic disorder. However, it is not known whether the abnormal

brain activation underlying ToM presents early, during the first epi-

sode of psychosis (FEP). We investigated whether individuals with

FEP display abnormal neural activation during a ToM attribution-of-

intentions paradigm. We also explored the relationships between

neural activity and symptomatology.

Methods: Twenty-two FEP participants aged 15–25 years were

recruited from the Early Psychosis Prevention and Intervention Clinic

at Orygen Youth Health, Melbourne. Twenty-nine healthy control

participants aged 15–25 were recruited from the general public.

Participants had a 3T magnetic resonance imaging (MRI) scan, during

which they completed a block-design picture-story ToM task. Anal-

yses were carried out using the general linear model in FEAT (FSL

software). Z (Gausianised T/F) statistic images were thresholded

using clusters determined by Z[ 2.3 and a cluster-corrected signifi-

cance threshold of P\ 0.05.

Results: FEP participants, when compared to healthy controls, sig-

nificantly underactived the right temporoparietal junction (TPJ), right

orbitofrontal cortex and left inferior frontal cortex, when making

social judgements about the intentions of others. In addition,

regression analyses showed that abnormal TPJ activity was signifi-

cantly associated with symptoms, specifically bizarre behaviour,

conceptual disorganisation and blunted affect.

Conclusion: Findings suggest that certain social brain regions asso-

ciated with ToM are dysfunctional in young people with FEP,

implying that alteration of normal neurodevelopment may have

occurred before or during illness onset. The finding that TPJ activity

was linked to symptomatology has implications for treatment. Further

research is needed to determine whether dysfunction of the ToM

neural-network is a phenotypic risk-marker for psychotic illness, and

how it impacts on social outcomes.

Policy of full disclosure: None.

S-32-004
Social cognitive subgroups in first-episode schizophrenia based
on fMRI and psychological assessment

V. Fuglsang Bliksted (Aarhus University Hospital, Research

Department Psychosis, Aauhus, Denmark)

Objective: In this study we wanted to compare the social cognitive

deficits found in Chinese and Danish first-episode schizophrenia

(FES) patients via psychological assessment and fMRI. We expected

that patients dominated by negative symptoms would have more

pronounced social cognitive deficits and show hypo-mentalising in

the neural theory of mind network compared to patients dominated by

psychotic symptoms.

Methods: Thirty Danish FES patients and 30 matched controls were

assessed regarding symptoms (SANS and SAPS), social functioning

(PSP, GAF), neurocognition (BACS, BADS, WAIS-III subtests) and

social cognition (Animated Triangles, Theory of Mind Picture Stories

Task). Functional MRI scans were done with paradigms from the

Human Connectome Project (social cognition and working memory)

along with gambling behavior (Ultimatum Game) and resting state.

A Chinese FES sample used the same test and paradigms.

Results: Data are currently being collected and analysed but we hope

to be able to present preliminary results at the congress. Results from

the present study will be compared to former research results of FES

patients by VB et al. showing social cognitive subgroups based on

behavioral assessment and neural fMRI data.

Conclusion: If we can show similar social cognitive subgroups in a

Chinese and a Danish sample of FES patients this would imply that

social cognitive subgroups based on level of negative symptoms is a

universal finding that should be taken into consideration when

offering psychological treatments like social cognitive training.

Policy of full disclosure: None.

S-33 Schizophrenia as neurodevelopmental disorder

and effects of antipsychotic treatment: new insights

from animal models

S-33-001
The SRGAP3-/- mouse: an animal model for disturbed brain
development in schizophrenia

R. Waltereit (University Hospital, Child and Youth Psychiatry,

Dresden, Germany)

Objective: Mutations in the SRGAP3 gene residing on chromosome

3p25 have previously been associated with intellectual disability.

SRGAP3 regulates cytoskeletal dynamics through the RHO protein
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RAC1. RHO proteins are known to be involved in cytoskeletal

reorganization during brain development to control processes such as

synaptic plasticity.

Methods: To elucidate the importance of SRGAP3 in brain devel-

opment, we generated Srgap3-knockout mice.

Results: Ten percent of these mice developed a hydrocephalus and

died before adulthood. Surviving mice showed various neu-

roanatomical changes, including enlarged lateral ventricles, white

matter tracts, and dendritic spines together with molecular changes,

including an increased basal activity of RAC1. Srgap3-/- mice addi-

tionally exhibited a complex behavioral phenotype. Behavioral

studies revealed an impaired spontaneous alternation and social

behavior, while long-term memory was unchanged. The animals also

had tics. Lower locomotor activity was observed in male Srgap3-/-

only. Srgap3-/- mice showed increased methylphenidate stimulation

in males and an impaired prepulse inhibition in females.

Conclusion: Together, the results show neurodevelopmental aberra-

tion in Srgap3-/- mice, with many of the observed phenotypes

matching several schizophrenia-related intermediate phenotypes.

Mutations of SRGAP3 may thus contribute to various neurodevel-

opmental disorders. These findings are in correspondence with recent

concepts about the polygenetic nature of the neurodevelopmental

disorders schizophrenia, autism spectrum disorder and intellectual

disability, pleiotropy of the affected genes and shared mechanisms in

global and social cognition across these disorders.

Policy of full disclosure: None.

S-33-002
Glutamatergic dysfunction in mice with inducible ablation
of GluA1 AMPA receptors during adolescence

D. Inta (Central Institute of Mental Health, Department of Psychiatry,

Mannheim, Germany)

Objective: Adolescence is characterized by important molecular and

anatomical changes with relevance for the maturation of brain cir-

cuitry and cognitive function. This time period is of critical

importance in the emergence of several neuropsychiatric disorders

accompanied by cognitive impairment, such as affective disorders and

schizophrenia. The molecular mechanisms underlying these changes

at neuronal level during this specific developmental stage remains

however poorly understood. GluA1-containing AMPA receptors,

which are located predominantly on hippocampal neurons, are the

primary molecular determinants of synaptic plasticity. We investi-

gated here the consequences of the inducible deletion of GluA1

AMPA receptors in glutamatergic neurons during late adolescence.

Methods: We generated and analyzed in a pharmacogenetic model

mutant mice with a tamoxifen-inducible deletion of GluA1 under the

control of the CamKII promoter for temporally- and spatially-re-

stricted gene manipulation. Analysis comprised a standard battery of

behavioural tests for revealing schizophrenia-like abnormalities, as

well as neurochemical and gene expression analysis for identifying

possible changes in striatal dopamine and NMDA receptors.

Results: GluA1 ablation during late adolescence induced cognitive

impairments, but also marked hyperlocomotion and sensorimotor

gating deficits. Unlike the global genetic deletion of GluA1, inducible

GluA1 ablation during late adolescence resulted in normal sociability.

Deletion of GluA1 induced redistribution of GluA2 subunits, sug-

gesting AMPA receptor trafficking deficits. Mutant animals showed

increased hippocampal NMDA receptor expression and no change in

striatal dopamine concentration.

Conclusion: Our data provide new insight into the role of deficient

AMPA receptors specifically during late adolescence in inducing

several cognitive and behavioural alterations with possible relevance

for neuropsychiatric disorders.

Policy of full disclosure: None.

S-33-003
The role of perinatal hypoxia in transgenic TCF4 mice as animal
model of etiological factors in schizophrenia

A. Schmitt (Ludwig-Maximilians-University, Psychiatry

and Psychotherapy, Munich, Germany; M. Rossner, D. Inta,

C. Dormann, P. Gass, M. Brzozka, P. Falkai)

Objective: Schizophrenia is a severe psychiatric disorder with genetic

and environmental factors interacting during neurodevelopment to

produce symptoms of the disease during young adulthood. The most

important environmental factor is obstetric and birth complications

with perinatal hypoxia. In rats, we induced neonatal hypoxia and

investigated schizophrenia-related behavior in young adulthood. The

prepulse-inhibition of acoustic startle response (PPI) showed a deficit

in rats exposed to neonatal hypoxia compared to controls, and chronic

clozapine treatment improved theses deficits. In recent GWAS stud-

ies, one of the major risk genes for schizophrenia, TCF4 has been

replicated. Carriers of the risk allele have PPI-deficits and changes in

TCF4 expression may be related to schizophrenia.

Methods: Therefore we have generated and studied gain-of function

TCF4 transgenic mice with overexpression of TCF4 in the brain. In

young adulthood, we investigated PPI, locomotor activity, fear-re-

lated memory and hot plate in TCF4 transgenic compared to wildtype

mice. In additional groups we exposed the mice to perinatal hypoxia

to investigate gene-environmental interaction.

Results: The TCF4 mice mice exhibited cognitive and sensorimotor

gating impairments compared to wildtype mice. In contrast, enriched

environment improved these symptoms while stress due to social

isolation impaired spatial learning. All Mice with hypoxia had lower

weight gain. In male TCF4 mice, hypoxia induced reduced explo-

rative behavior and a trend for increased locomotor activity.

Additionally, we observed a trend for reduction of PPI, however,

results did not reach statistical significance. TCF4 mice displayed

impairment of fear memory in context and cue test, but hypoxia had

no effects.

Conclusion: We hypothesize that mice are less sensitive to effects of

perinatal hypoxia than rats and therefore only little effects can be

observed in transgenic TCF4 mice. Other environmental factors such

as social isolation and enriched environment have been shown to

induce stronger effects in these mice. In addition, other risk genes of

schizophrenia may be more related to hypoxia-induced molecular

alterations in the brain.

Policy of full disclosure: None.

S-33-004
Effects of antipsychotic treatment on synaptic plasticity in animal
models of perinatal hypoxia during early adulthood

M. von Wilmsdorff (Heinrich-Heine-University of Düsseldorf,

Department of Psychiatry, Düsseldorf, Germany; F. Manthey,

P. Gebicke-Härter, W. Gaebel, A. Schmitt)

Objective: The so-called ,,neurodevelopmental hypothesis‘‘allocates

the ethiopathology of schizophrenia to adverse conditions leading to

abnormal brain development during the prenatal period, whereas

symptoms of the disease appear after puberty in early adulthood.
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Pregnancy and accouchement complications with hypoxia are possi-

ble environmental factors with perinatal effects. In our study we

examine the impact of perinatal hypoxia on the expression of synaptic

genes in adulthood and the impact of antipsychotic medication on

these expression patterns.

Methods: Male Sprague–Dawley rats were maintained on postnatal

day 4 to 8 under 89 % nitrogen and 11 % oxygen for each 6 h. In

adulthood cDNA-microarray tests were performed in schizophrenia-

linked brain regions. CPX1, NPY, NRXN1, SNAP-25 and STX1A as

representative of presynaptic genes were examined by qRT-PCR, and

the results were compared with control and hypoxia treated animals

medicated with clozapine (45 mg/day) at PD 120 for 4 weeks. To

determine more precisely the effect of clozapine and haloperidol on

the synaptic plasticity healthy adult male Sprague–Dawley rats were

fed orally with clozapine (20 mg/kg BW/day) and haloperidol (1 mg/

kg BW7 day) and the results were compared with controls without

medication. The expression of synaptic genes (BDNF, Collagen type

IV, DCTN6, LAMC3, SNAP25, STX1A, STX12, SYP, SYT6,

VAMP2) were examined by quantitative PCR and Luminex/Quanti-

gene assay in different brain regions including several subregions of

the hippocampus.

Results: Hypoxia-treated animals show different regulations of

presynaptic genes in the frontal, temporal and parietal cortex and the

striatum. In contrast to the frontal and temporal cortex, where most

genes were upregulated, the genes in the parietal cortex were down-

regulated. The results indicate that neonatal hypoxia regulates

differentially the expression of genes in various brain areas and that

clozapine medication can help partially to normalise the synaptic

connectivity. In healthy rats all examined genes were downregulated

under clozapine or haloperidol medication in the hippocampal CA3-

region, whereas haloperidol upregulated the expression of STX1a in

the CA1-area.

Conclusion: Thus both antipsychotica show an impact on the

expression of synaptic genes. These mechanisms can contribute to the

antipsychotic effect of chronic medication.

Policy of full disclosure: No conflicts of interest.

S-34 Gaps in knowledge around and implementation

of early intervention for psychosis: setting an agenda

for the future

S-34-001
The optimal duration of early intervention services for psychosis:
two Canadian studies

A. Malla (McGill University, Psychiatry, Montreal, Québec, Canada;

R. Joober, S. Iyer, D. Lutgens, S. Abadi)

Objective: Specialized Early Intervention (SEI) services for first

episode psychosis (FEP) lead to a better clinical and functional out-

come at 2 years following treatment. At the end of 5 years, however,

these benefits are not maintained if patients are transferred to regular

care. The objective of this randomized controlled trial is to evaluate

the effect of 5 years of SEI versus 2 years of SEI followed up by

3 years of routine care on outcome at 5 years.

Methods: A total of 220 patients were recruited following an initial

2 years of treatment in a SEI and were randomized to either a further

3 years of specialized early intervention for a total of 5 years (exper-

imental condition, N = 111) or to routine treatment (Control condition,

N = 109) in the community. SEI included modified assertive case

management, rational pharmacotherapy, family intervention, cognitive

behavioural therapy and substance abuse treatment and monitoring.

Assessments were conducted blind to the treatment assignment.

Results: Preliminary results based on all patients randomized suggest

that a significantly higher proportion of patients dropped out in the

routine care (control) compared to those treated at SEI for the entire

period (experimental) (56/110, 51 % and 19/108, 17.3 %, respec-

tively) and lower proportion of control group completed 18 out of

36 months of the study compared to the SEI group (49 vs. 82 %);

blind was broken in 16 % of cases only; significantly higher pro-

portion of patients have completed the study. Additional data will be

presented on rate and length of remission and difficulties associated

with transferring patients to routine care.

Conclusion: Providing specialized early intervention throughout the

‘critical period’s 5 years may solidify the benefits of treatment such

that they are sustained in the long term. Findings from this study will

have implications for best practices in first episode psychosis.

Policy of full disclosure: This study was funded by the Canadian

Institutes of Health Research.

S-34-002
Transitioning between mental health services: processes,
experiences, outcomes and challenges

S. Singh (University of Warwick, Coventry, United Kingdom)

Objective: The interface between child and adult mental health ser-

vices has long been considered an impediment to continuity of care.

However little is known about the nature or magnitude of this care

gap. TRACK was a multisite, mixed-methods study exploring pro-

cess, outcome and experience of transition from Child and Adolescent

Mental Health Services (CAMHS) to adult (AMHS) care in six

healthcare Trusts UK.

Methods: We mapped transition protocols, tracked transition path-

ways and outcomes of users who crossed transition boundary over

1 year, interviewed of clinicians, managers, and voluntary sector on

perspective on transition with in-depth interviews with service-users,

carers and their clinicians.

Results: There were 14 active protocols in the study areas with no

consensus on transition boundary Of the 154 cases who crossed the

transition boundary, 90 made a transition. Less than 4 % of those

accepted by AMHS experienced an optimal transition. Those with a

severe and enduring mental illness, a hospital admission and on

medication were most likely to make a transition. Those with neu-

rodevelopmental disorders, emotional disorder or emerging

personality disorder were most likely to fall through the gap. A fifth of

cases accepted by AMHS were discharged without being seen. Fol-

lowing transition to AMHS, most users stayed engaged and reported

improvement in their mental health.

Conclusion: The journey from CAMHS to AMHS care is fraught with

barriers and pitfalls. The ideological, clinical and service differences

between the two are amplified during the transition process, which is

inadequately planned, with many users falling between services, and

is poorly experienced by users and carers. Adolescence is a risk

period for the emergence of serious psychiatric morbidity. This

weakness in the care pathway should be a priority for service reform.

Policy of full disclosure: None.

S-34-003
Lacunae in early psychosis services and research: culture,
diversity and context

S. Iyer (McGill University, Montreal, Québec, Canada; H. Loohuis,

M. Pope, G. Etienne, G. Mohan, T. Rangaswamy, A. Malla)
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Objective: Substantial evidence supports the efficacy of early inter-

vention (EI) services for FEP. Most EI services cater to patients and

families from diverse social, cultural, and ethnic backgrounds. Yet,

little attention has been paid to how ‘‘context’’ and diversity shape the

EI experience. Similarly, little is known about the suitability and

transportability of traditional EI services across contexts, e.g., in a

developing country. This symposium segment will highlight these

gaps and make the case for taking ‘‘context’’ into account in psychosis

research and services delivery.

Methods: Insights will be presented based on quantitative and qual-

itative findings emanating from two bodies of work. The first is an

ongoing Canada-India FEP project (involving a site each in Montreal

and Chennai). The second is an examination, in the Canadian context,

of how contextual aspects (e.g., ethnicity) influence the course of FEP

and how various stakeholders (patients, families and treatment pro-

viders) view ‘‘context’’ in the delivery of EI.

Results: Over 100 persons with FEP have entered the EI program in

India in recent times. Studies of clients’ and families’ experiences

using questionnaires and focus groups highlight key issues about EI in

a context like India. Chief among these is the critical role played by

families in ensuring service engagement and medication adherence.

Within the Canadian context, findings show the various ways in

which ‘‘context’’ influences the course of FEP (e.g., Black, compared

to White, patients were more likely to disengage from services). We

will also report on a mismatch between FEP patient and treatment

provider perceptions regarding the extent to which care is attentive to

patients’ sociocultural backgrounds.

Conclusion: We will demonstrate that these gaps must be addressed if

the needs of diverse service users/communities with psychosis are to

be met. A service, policy, and research agenda to better address these

knowledge and implementation gaps will be proposed.

Policy of full disclosure: The work in this project is partially sup-

ported by a 5-year grant from the National Institutes of Health, USA.

S-34-004
Addressing the gaps between research and efforts to reduce
the stigma of psychosis

R. Norman (LHSC Psychiatry, London, Ontario, Canada)

Objective: We will present findings from three areas of research

applying well established principles from social psychology to the

reduction of the stigma of psychotic disorders and its impact. These

are: a focus on the potential for recovery; engagement of personal

values; and self-related perceptions that may mitigate the effect of

stigma on young people with psychotic disorders.

Methods: Methodology and findings from several correlational and

experimental studies carried out in collaboration with the early

intervention program in London Canada will be presented.

Results: There is evidence that presenting information highlighting

the potential for recovery from psychosis may be particularly effec-

tive in reducing stigmatizing responses. There is also evidence that

engagement of personal values may be effective in changing dis-

criminatory behaviours. Finally, there is evidence that perceiving

positive evaluation by their immediate social contacts may mitigate

the effects of perceived stigma on individuals with first episode

psychosis.

Conclusion: Well established principles of social psychology coupled

with the experience of young people with psychotic disorders may

help elucidate some useful approaches to addressing the stigma of

psychotic disorders.

Policy of full disclosure: None.

S-35 Clinical and biological impact of exercise

interventions in schizophrenia

S-35-001
Changes in brain connectivity after endurance training
in schizophrenia

H. Hulshoff Pol (University Medical Center, Utrecht, The

Netherlands; A. Svatkova, R. Mandl, T. Scheewe, W. Cahn, R. Kahn)

Objective: It has been shown that learning a new skill leads to

structural changes in the brain. However, it is unclear whether it is the

acquisition or continuous practicing of the skill that causes this effect

and whether brain connectivity of patients with schizophrenia can

benefit from such practice.

Methods: We examined the effect of 6 months exercise on a sta-

tionary bicycle on the brain in patients with schizophrenia and healthy

controls. Biking is an endemic skill in the The Netherlands and thus

offers an ideal situation to disentangle the effects of learning versus

practice. The 33 participating patients with schizophrenia and 48

healthy individuals were assigned to either one of two conditions, i.e.,

physical exercise or life-as-usual, balanced for diagnosis. Diffusion

tensor imaging brain scans were made prior to and after intervention.

Results: We demonstrate that irrespective of diagnosis regular phys-

ical exercise of an over-learned skill, such as bicycling, significantly

increases the integrity, especially of motor functioning related, white

matter fiber tracts whereas life-as-usual leads to a decrease in fiber

integrity (Svatkova et al. Schizophrenia Bulletin, 2015).

Conclusion: Our findings imply that exercise of an overlearned

physical skill improves brain connectivity in patients and healthy

individuals. This has important implications for understanding the

effect of fitness programs on the brain in both healthy subjects and

patients with schizophrenia. Moreover, the outcome may even apply

to the non-physical realm.

Policy of full disclosure: None.

S-35-002
The effects of endurance training on brain structure and function
in multi-episode schizophrenia patients and healthy controls

B. Malchow (Ludwig-Maximilans University, Department

of Psychiatry, Munich, Germany)

Objective: To examine the effects of exercise (endurance training) on

brain structure and function in multi-episode schizophrenia patients

and healthy controls.

Methods: 21 chronic schizophrenia patients and 21 age- and gender-

matched healthy controls underwent 3 months of exercise (endurance

training, 30 min, 3 times per week). 21 additionally recruited

schizophrenia patients played table soccer (known as ‘‘foosball’’ in

the USA) over the same period. MR imaging with 3D-volumetric T1-

weighted sequences as well as task-based fMRI and DTI were per-

formed on a 3T MR scanner at baseline and after the 3-month

intervention and 3 additional training-free months. We measured

global functioning, social adjustment, schizophrenia symptoms and

cognitive domains.

Results: We observed an increase in global functioning, social

adjustment and cognitive domains. VBM analyses displayed an

increased volume of the left superior, middle and inferior anterior

temporal gyri compared to baseline in schizophrenia patients after the

endurance training.
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Conclusion: Exercise interventions can be feasible and effective

interventions for schizophrenia and help to disentangle the underlying

brain pathology of the disorder.

Policy of full disclosure: Berend Malchow has no conflicts of interest

in relation to the subject of this study.

S-35-003
Assessment of physical activity and fitness in early schizophrenia

A. de Herd (Department of Rehabilitation, Heverlee, Belgium)

Abstract: Not received in due time.

S-35-004
Vascular plasticity after aerobic exercise in healthy adults

E. Düzel (DZNE, Magdeburg, Germany)

Abstract: Not received in due time.

S-36 Symposium was cancelled.

S-37 The neurobiology of language related symptoms

in schizophrenia

S-37-001
The neurobiology of thought disorders in psychosis

T. Kircher (University of Marburg, Germany)

Abstract: Magnetic resonance imaging (MRI) is an important tool to

study the neural correlates of symptoms and risk factors in mental

disorders. One possible approach is to investigate correlations of

psychopathology with results from imaging. In the presentation an

overview of the current state of the field and an outlook will be given

about past and current studies, with a focus on, formal thought dis-

order and passivity phenomena. It will be shown, that these symptoms

have correlations with neural activation and structural alterations in

specific brain networks. Further, it will be demonstrated how genetic

variations and environmental risk factors affect brain networks.

Policy of full disclosure: None.

S-37-002
Factors influencing the efficacy of rTMS in the treatment
of auditory hallucinations

C. Nathou (Chu, Caen, France; S. Dollfus, O. Etard, G. Simon)

Objective: Repetitive transcranial magnetic stimulation (rTMS)

shows high inter-subject variability in its efficacy for treating resistant

auditory verbal hallucinations in schizophrenia. Currently, the

response of an individual patient to rTMS treatment cannot be pre-

dicted. Several factor such as cortical anatomical characteristics could

affect the therapeutic response. Two regions of interest (ROIs) that

have been implicated in rTMS were investigated: the left temporal

cortex, where the stimulation is usually delivered, and the primary

hand motor cortex, where the stimulation strength is determined by

the resting motor threshold (rMT).

Methods: Fifteen patients with schizoprenia (DSM IV) underwent

rTMS and magnetic resonance imaging. The scalp-to-cortex distance

(SCD) and the grey matter density (GMD) were measured in both

ROIs. Linear regression models were used to investigate the rela-

tionships between these measures and the clinical efficacy of rTMS.

Results: Treatment efficacy was highly predicted by the temporal

SCD and the GMD in the temporal and primary hand motor cortex

regions. In contrast, the rMT was not predicted by the primary hand

motor cortex SCD or GMD.

Conclusion: These results suggest that rTMS treatment efficacy could

be related to the depth of the temporal target. The data raise the

question of whether rMT is the best measure for assessing the stim-

ulation intensity in schizophrenia.

Policy of full disclosure: None.

S-37-003
Language lateralization and language-related symptoms
of schizophrenia

I. Sommer (UMC Utrecht Brain Center, Utrecht, The Netherlands)

Objective: Auditory verbal hallucinations (AVH) and formal thought

disorder (FTD) may originate from the same aberration in the lan-

guage system. The hypothesis of a shared neurobiological basis would

be strengthened by the presence of FTD in individuals who frequently

experience AVH, but do not meet DSM-IV criteria for a psychotic

disorder.

Methods: In this study, FTD was quantified in 40 non-clinical subjects

with AVH, in 50 healthy subjects without AVH and in 40

schizophrenia patients with AVH. Recorded speech samples were

analysed by one rater who was blind to the presence/absence of AVH

and to diagnosis, using the Thought and Language Index.

Results: Negative FTD was barely present in non-clinical subjects

with AVH and in healthy controls without AVH. Positive FTD,

however, was significantly higher in both groups experiencing AVH

than in controls without AVH. Severity of positive FTD did not differ

significantly between non-clinical subjects with AVH and

schizophrenia patients with AVH.

Conclusion: Negative FTD (alogia) appears not to be associated with

AVH. However, the fact that positive FTD (disorganised speech) in

schizophrenia patients with AVH is equally high in non-clinical

subjects with AVH indicates that these two symptoms tend to co-

occur, which may be suggestive of a shared neurobiological substrate.

Policy of full disclosure: None.

S-37-004
Network dynamics of the language circuitry during formal
thought disorders and hallucinations

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

Switzerland; D. Hubl, J. Kindler, P. Homann, T. Dierks, H. Horn)

Objective: To understand the brain mechanisms related to formal

thought disorders (FTD) and auditory verbal hallucinations (AVH).

Methods: Review of studies investigating FTD and AVH with bold

fMRI, arterial spin labelling (ASL), diffusion tensor imaging (DTI),

and event related potentials (ERP).

Results: Functional imaging data (fMRI, ERP) indicate that the sev-

eral components of the language system are involved in the

generation of both, FTD and AVH. Co-activation of the primary

auditory cortex (Heschl’s gyrus) during verbal thoughts appears to be

crucial for the subjective perception of an externally generated voice,
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and DTI studies indicated that the intrahemispheric fronto-temporal

connectivity of the language system is specifically increased in hal-

lucinationg patients. On the other hand, FTD are significantly

correlated to a gray matter reduction in Wernicke’s region along with

a hyperactivation of frontal and temporal components of the language

system.

Conclusion: AVH are intimately related to a dysfunction of the left

hemispheric language system, including the primary auditory cortex

and the fronto-temporal fibre tracts connecting Broca’s and Wer-

nicke’s regions. Coactivation of the primary auditory cortex during

verbal thoughts appears to be the basis of the pathological network

dynamics during AVH, while FTD are linked to a pathological

hyperactivity of central components of the language system. While

both phenomena are related to functional imbalances of the language

system, the phenomenological differences may depend on the dif-

ferent contributions of the system components.

Policy of full disclosure: None.

S-38 Computational approaches to schizophrenia

S-38-001
Psychosis as a pathology of belief updating in response to new
information: formal foundations and neurobiological perspectives

C. Mathys (University College London, Wellcome Trust Centre

for Neuroimaging, London, United Kingdom)

Objective: The objective of this talk is to show that a single point of

failure in the neurobiological mechanisms underlying the updating of

predictions made by the brain can account for many of the most

typical symptoms of schizophrenia.

Methods: Schizophrenia is associated with anomalous processing of

sensory input, e.g., impairment of the hollow mask illusion. This can

be understood in terms of a failure of top-down expectations to impress

themselves on bottom-up information flow. One can show that this

simple but fundamental mechanism can explain many of the symptoms

of schizophrenia. Formally, it is described by an anomalous precision

ratio between different levels of an inferential hierarchy that leads to

inappropriate updating of beliefs in response to new information.

Results: A combination of experimental results and simulations shows

that a failure of sensory attenuation has consequences that reach far

beyond the immediate processing of sensory input. Symptoms

including delusions can be explained in this framework. Furthermore,

the neurophysiological investigation of predictive coding shows

which neural mechanisms are likely to be involved in the failure of

sensory attenuation.

Conclusion: Understanding schizophrenia, or at least some aspects of

it, as a failure of predictive coding, and more specifically as a failure

of sensory attenuation, provides a new and empirically well-founded

perspective. Pinning this mechanism down neurophysiologically (e.g.,

in the striatal D2R or cortical NMDAR systems) could open new

avenues for treatment.

Policy of full disclosure: None.

S-38-002
Why jump to conclusions, and why stick to them? Computational
modelling of the beads task in schizophrenia and schizotypy

R. Adams (University College London, Wellcome Trust Centre

for Neuroimaging, London, United Kingdom)

Objective: The ‘beads’ or ‘urn’ task has been used for decades to

demonstrate how people with schizophrenia might form beliefs on the

basis of less evidence than control subjects: a phenomenon known as

‘jumping to conclusions’. Despite this, we know comparatively little

about why it is that schizophrenic subjects decide early in this task,

and why—if delusions arise because of an increased willingness to

update beliefs—delusions become so fixed.

Methods: We use a hierarchical Bayesian model to interpret the

behaviour of schizophrenic and schizotypal subjects performing this

task.

Results: Healthy subjects with higher schizotypy scores take longer to

change their minds about the identity of the urn, following a change in

evidence. Our model indicates this is because during the task, their

estimates of task volatility decline to a lower level than those of low

schizotypy subjects.

Conclusion: Lowered estimates of environmental volatility may

underlie the resistance of delusional beliefs to change. Further work is

required to determine whether this effect is mediated by dopamine,

especially striatal dopamine 2 receptors.

Policy of full disclosure: None.

S-38-003
Decisions in dynamic environments: behavioral and neural
signatures of flexible decision-making in schizophrenia

L. Deserno (Max Planck Institute for Human Cognitive and Brain

Sciences, Leipzig, Germany)

Objective: Schizophrenia patients are impaired in building reward

expectations to flexibly adapt their decisions in dynamic environ-

ments. In a predictive coding framework, it was proposed that these

impairments might arise from a failure to use prediction errors to

update expectations. Previous studies mainly focused on behavioural

adaption based on model-free prediction errors, where learning is

determined by past rewards only but flexible decision-making also

requires ‘model-based’ components regarding the structure of the

environment. The precision of such learning most likely takes place in

a hierarchical Bayesian fashion and could be key to impaired flexible

decision-making in schizophrenia.

Methods: We use computational models of behavioural adaptation in

dynamic decision-making tasks and apply trial-by-trial learning tra-

jectories to functional MRI data.

Results: First, using reversal learning in patients without antipsy-

chotic medication, computational modelling revealed two subgroups

based on whether patients adapted their behaviour according to a

model of the task structure. The group that did not use a model of the

task structure showed reduced prefrontal activation and also pro-

nounced positive symptoms. However, both groups similarly

exhibited reduced ventral striatal activation. Second, using fMRI

during sequential decision-making in combination with FDOPA PET

in healthy individuals, we show that higher ventral striatal presynaptic

dopamine levels are associated with lower coding of ventral striatal

model-free prediction errors but higher prefrontal model-based sig-

natures. In patients with antipsychotic medication, we observed no

change in model-free but reduced model-based control. Third, we

apply the Hierarchical Gaussian Filter to a modified reversal learning

task acquired during fMRI to test the contribution of hierarchical

precision-weighted prediction errors to impairments in flexible deci-

sion-making.

Conclusion: By applying a computational approach to flexible deci-

sion-making, we show that patients are particularly impaired in using

higher-order components to learn reward expectations. This Compu-

tational Psychiatry approach is feasible and allows for identification
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of patient subgroups mapping on distinct cognitive and clinical

features.

Policy of full disclosure: None.

S-38-004
How much does working memory contribute to learning
impairments in schizophrenia?

A. Collins (Brown University, The Laboratory of Neural,

Computation and Cognition, Providence, Rhode Island, USA)

Objective: The cause of learning deficits in schizophrenia remains

unclear. While many studies have investigated potential sources in

impaired striatal dopaminergic mechanisms, other neuro-cognitive

systems might be responsible. In particular, prefrontal-dependent

working memory is well known to be impaired in patients, and might

be accountable for slowed learning. We aim at parsing out the con-

tributions of these different systems to learning impairments.

Methods: Medicated patients (N = 49) and matched healthy controls

(N = 36) performed a reinforcement learning task with varying

degrees of cognitive demand. We designed a hybrid computational

model that allowed us to extract the independent contributions to

behavior of fast, capacity-limited working memory from the contri-

butions of slow reinforcement learning.

Results: Patients showed strong learning impairments compared to

healthy controls. Our hybrid model accounted well for both groups’

behavior, showing that their learning resulted from at least two sep-

arable processes. Model fitting showed significant differences

between groups in the working memory parameters, but not in the

reinforcement learning process.

Conclusion: Our results support the idea that an important part of

schizophrenia patients’ learning impairment stems from working

memory deficits, rather than from the incremental reinforcement

learning process implemented in the dopaminergic and striatal sys-

tem. This study highlights the fact that multiple brain mechanisms

contribute to simple single behaviors, and that careful experimental

design and computational mechanisms are required to disentangle

their contributions to behavior. This is essential to understanding the

underlying neurobiological processes of pathologies.

Policy of full disclosure: Consulting for Roche.

S-39 Epidemiological and clinical aspects of psychosis

risk syndromes and psychotic experiences in children,

adolescents and adults

S-39-001
Prevalence, familial liability and clinical correlates of psychotic
experiences and symptoms in children of the general population:
the Copenhagen Child Cohort 2000

P. Jeppesen (Child Mental Health Center Research Unit, Glostrup,

Denmark; J. T. Larsen, L. Clemmensen, A. Munkholm, M.

K. Rimvall, C. U. Rask, J. van Os, L. Petersen, A. M. Skovgaard)

Objective: Psychotic experiences (PE) in individuals of the general

population are hypothesized to mark the early expression of the

pathology underlying psychosis. This notion of PE as an intermediate

phenotype is based on the premise that PE share genetic liability with

psychosis. The study aimed to examine whether PE in childhood was

predicted by a family history of mental disorder with psychosis rather

than a family history of non-psychotic mental disorder; and whether

this association differed by severity of PE.

Methods: We examined 1632 children from a general population birth

cohort assessed at age 11–12 years by use of a semi-structured

interview covering 22 psychotic symptoms. The Danish national

registers were linked to describe the complete family history of

hospital-based psychiatric diagnoses. Uni- and multivariable logistic

regressions were used to test whether a family history of any mental

disorder with psychosis, or of non-psychotic mental disorder, versus

no diagnoses, was associated with increased risk of PE in offspring

(hierarchical exposure variable).

Results: The weighted lifetime prevalence of PE at age 11–12 years

was 10.9 % (CI 9.1–12.7). The majority of children with PE

(n = 172) either had a DSM-IV-mental disorder or sub-threshold

subjective difficulties. The risk of PE increased with emotional and

neurodevelopmental disorders and problems. The occurrence of PE in

offspring was significantly associated with a history of psychosis

among the first-degree relatives (adjusted RR = 3.29, 95 %CI

1.82–5.93). The risk increased for combined hallucinations and

delusions (adjusted RR = 5.90, 95 %CI 2.64–13.16). A history of

non-psychotic mental disorders in first-degree relatives did not con-

tribute to the risk of PE in offspring, nor did any mental disorder

among second-degree relatives.

Conclusion: Our findings support the notion of PE as a vulnerability

marker of transdiagnostic psychosis. The effect of psychosis in first-

degree relatives may operate through shared genetic and environ-

mental factors.

Policy of full disclosure: None.

S-39-002
Follow-up findings of the Bern Epidemiologcial At-Risk (BEAR)
study

F. Schultze-Lutter (University of Bern, Child & Adolescent

Psychiatry, Bern, Switzerland; C. Michel, B. G. Schimmelmann)

Objective: In clinical samples of early detection services, both ultra-

high risk and basic symptom criteria are associated with a 2- to 3-year

conversion rate of roughly 30 %. Yet, their prevalence and course

outside help-seeking samples is largely unknown and therefore

studied in the BEAR study that is funded by two independent project

grants of the Swiss National Foundation (SNF).

Methods: At baseline, 25 % of the young adults from the community

(16–40 years) reported any lifetime risk symptom, but only 3 % met

any risk criterion. After 2.5 years, those with any lifetime risk

symptom (RISK) and a control group (CONTROL) are being re-

interviewed. At the time of writing, 274 follow-ups were conducted:

in 143 RISK and 131 CONTROL. In regression analyses, the asso-

ciation of baseline status with various outcomes and predictors of

report of any risk symptom at follow-up were examined.

Results: Three RISK (2 %), but no CONTROL reported a meanwhile

development of first-episode psychosis. Furthermore, RISK were

significantly more likely than CONTROL to report presence of any

risk symptom within the follow-up period (33 % vs. 6 %; OR = 7.52,

95 % CI 3.39–16.70); and lifetime report of risk symptoms at baseline

was the sole predictor of their report at follow-up. Altogether 8 %

(11 % in RISK and 5 % CONTROL) met criteria for a non-psychotic

axis-I disorder at or within follow-up without report of risk symptoms

being a significant predictor of psychiatric morbidity.

Conclusion: This indicates that risk symptoms might frequently be

not just fleeting experiences but tend to persist. Thereby, they do not

seem to generally increase the likelihood of developing any full-

blown mental disorder but—should the result of psychotic disorders
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developing solely in RISK hold—might indeed predispose to the

development of psychotic symptoms.

Policy of full disclosure: None.

S-39-003
Age as a source of heterogeneity in psychosis high risk research

S. Ruhrmann (University of Cologne, Psychiatry and Psychotherapy,

Cologne, Germany; S. Schmidt, F. Schultze-Lutter)

Objective: Objective: Currently available reports on conversion rates

show a broad heterogeneity. Several reasons have been discussed,

including a lacking consideration of the dynamic character of the

interaction of environmental factors with the individual vulnerability/

resilience. One aspect which may reflect this dynamic is the inter-

action between risk indicators and age. The transitory phase from

early adolescence to adulthood is associated with a whole bunch of

biological, cognitive and social changes. The increasing risk is

demonstrated by the rise of first manifestations from up to 1 % of all

schizophrenia cases below age of 13 to up to one-third of all cases

below age of 18. On this background, it seems noteworthy that the age

structure of high risk differs markedly. Age effects, however, may

remain undetected, as samples may not span the critical range or lack

sufficient statistical power. We therefore analyzed age effects on

conversion rates and outcome of intervention studies across samples.

Methods: Two meta-analyses were performed (http://www.europsy.

net/publications/guidance-papers/), one on prediction, finally includ-

ing 45 studies, one on prevention, finally including 15 studies.

Categories for age distribution included: almost entirely minors

(B18 years; CAD), almost entirely adults (minimum age 18 years or

mean[18 with lower sd only spanning C18 years; ADULT), C50 %

minors (median or mean age B18 years or mean B18 with upper sd

still spanning B18 years; YOUTH).

Results: When ultra-high risk criteria defined inclusions, the two-year

conversion rates in CAD were more than 50 % lower than those in

ADULT (p\ .05). Regarding intervention studies, effects were less

clear, yet no CAD group was available.

Conclusion: Age composition of samples seems to be an important

source of heterogeneity. CHR criteria should be used in children and early

adolescents, but only with utmost care. Primarily psychosis preventive

interventions in this age range are not supported by current evidence.

Policy of full disclosure: None.

S-39-004
Social environment as a risk factor for psychosis proneness

J. Kirkbride (University College London, Faculty of Brain Sciences,

Division of Psychiatry, London, United Kingdom; J. Stochl,

J. Zimbron, C. Crane, A. Metastasio, E. Aguilar, R. Webster,

S. Theegala, N. Kabacs, P. Jones, J. Perez)

Objective: To test whether spatial and social neighbourhood pat-

terning of people at ultra-high risk [UHR] of psychosis differs from

first episode psychosis [FEP] participants or controls, to determine

whether exposure to different social environments is evident before

disorder onset.

Methods: We tested differences in the spatial distributions of repre-

sentative samples of FEP, UHR and control participants, and fitted

two-level multinomial logistic regression models, adjusted for indi-

vidual-level covariates, to examine group differences in

neighbourhood-level characteristics.

Results: The spatial distribution of controls (n = 41) differed from

UHR (n = 48; p = 0.04) and FEP participants (n = 159; p = 0.01),

whose distribution was similar (p = 0.17). Risk in FEP and UHR

groups was associated with the same neighbourhood-level exposures:

proportion of single-parent households (FEP adjusted odds ratio

[aOR]: 1.56 95 %CI 1.00–2.45; UHR aOR: 1.59; 95 %CI 0.99–2.57),

ethnic diversity (FEP aOR: 1.27; 95 %CI 1.02–1.58; UHR aOR: 1.28;

95 %CI 1.00–1.63), and multiple deprivation (FEP aOR: 0.88;

95 %CI 0.78–1.00; UHR aOR: 0.86; 95 %CI 0.76–0.99).

Conclusion: Similar neighbourhood-level exposures predicted UHR

and FEP risk, whose residential patterning was closer to each other’s

than controls. Adverse social environments are associated with psy-

chosis before FEP onset.

Policy of full disclosure: None.

S-40 Current state and perspectives of policies

for schizophrenia care

S-40-001
Quality assurance in schizophrenia treatment and care: state of
the art and policy developments

W. Gaebel (Heinrich-Heine-University, Department of Psychiatry

and Psychotherapy, Düsseldorf, Germany)

Objective: This lecture will address the relevance of quality assurance

and different quality assurance tools in mental healthcare for people

suffering from schizophrenia. Requirements for the evaluation and

assurance of quality in mental healthcare will be outlined as well as

the need to include quality assurance on policy agendas.

Methods: Quality assurance programs and instruments in mental

healthcare for people suffering from schizophrenia will be reviewed.

Specific examples of such programs and instruments as well as their

methodological characteristics and goals will be outlined.

Results: In general, a first step to assure quality in mental healthcare

for people suffering from schizophrenia is to include quality assur-

ance in political agendas and plans in order to outline its scope and

foster the development of adequate instruments. Quality assurance

can address the structures, processes and outcomes of care. It is

approached by different stakeholders, such as policy-makers, health

insurers, care providers and people with schizophrenia themselves.

Quality assurance tools, such as quality indicators and clinical prac-

tice guidelines, should be developed in systematic processes and on

the basis of evidence-based literature.

Conclusion: In order to optimize and assure qualitative care delivery a

systematic development, implementation and evaluation of quality

assurance programs and instruments is necessary. Not only indicators

on the structures and processes of care inform about quality but also

outcome measures that focus on patients‘perspectives, expectations

and needs.

Policy of full disclosure: Symposia support from: Janssen-Cilag,

Neuss; Lilly Deutschland GmbH, Bad Homburg; Servier, Munich;

Sanofi-Aventis GmbH, Frankfurt/Main; Faculty Member of Lundbeck

International Neuroscience Foundation (LINF), Denmark.

S-40-002
Bridging the gap between neuroscience and policy care
in schizophrenia

P. Falkai (Ludwig-Maximilians-University, Psychiatry

and Psychotherapy, Munich, Germany)

Abstract: Psychiatry has profited considerably by new developments

in molecular biology and imaging over the last 20 years. Our
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knowledge about brain function and dysfunction has grown propor-

tionally but very little from this knowledge is reaching clinical care.

Therefore, agencies supporting research on severe mental disorders

urge researchers to press for real translation in research from bench to

bedside and include the relevant stakeholders into their research

projects. Especially this last point would surely lead to more focus

regarding the question of what kind of research is needed to improve

clinical reality, since this clinical reality is not very positive for about

half of the patients with schizophrenia, major depression or Bipolar

disorder.

Policy of full disclosure: None.

S-40-003
10 years after a state law government policy care
for schizophrenia in an emergent economy. Pros and Cons

V. Larach (Universidad Andres Bello, Departamento de Psiquiatrı́a,

Facultad de Medicina, Santiago, Chile; L. Varela, G. Vergara,

J. Ochoa)

Objective: Chile, a middle-high income country (World Bank), faces

an increasing demand towards adequate standards of care, which

grow faster than resources. In 2005, Chile launched a National pro-

gram backed by state law for detection and care of schizophrenia,

considering that access to mental health care is a critical issue in

developing countries that has been estimated by WHO around the

world in millions not receiving treatment.

Methods: The GES program (Garantias Explı́citas en Salud) backed

by State Law 19.937, establishes global national accessibility to

mental health care, time frame for interventions and financing by the

state, independently of insurance, income and social condition. We

assessed the national development of this GES program for

schizophrenia that includes suspected cases of schizophrenia for First

psychotic episode.

Results: In Chile, until June 2014, 25667 persons have been registered

for the GES program. Around 50 % has remained as confirmed cases

of schizophrenia. We compared the GES program in a public hospital

(n = 440) (Hospital El Pino, Santiago) with the Santiago branch of

Red GESAM, a national private health provider for the GES program

(n = 503). We assessed the compliance of both the public and private

sector for this program financed by the state and discussed our

findings.

Conclusion: Coverage is the great achievement of the implementation

of the GES program with large compliance with the defined time

frame requirements for mental health interventions. Both the public

and private sectors have been successful at implementing this mental

health program. Nevertheless, psychosocial interventions and the use

of objective measures by symptom scales and diagnostic interviews

remain insufficient. The next step should assess the global impact of

this program in aspects as improvement in quality of life, decrease in

disability, improvement in outcomes and therefore a decrease in

stigma.

Policy of full disclosure: Larach, V: Invited Lecturer for Janssen,

Pfizer. Working Group for Psychosis ICD-11 Varela, L: none Ver-

gara, G: Ministerio de Salud, Chile Ochoa, J: none.

S-40-004
Social functioning of persons with schizophrenia living
in community: implications for real-life based policies

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

Naples, Italy)

Objective: The goal of schizophrenia treatment has gradually shifted

from reduction of symptoms and prevention of relapse to improve-

ment of real-life functioning. With appropriate care and support,

people with schizophrenia can recover and live fulfilled lives in the

community. In spite of this, recovery rates are still very low and

people with schizophrenia live 15–20 years less than the general

population, are often unemployed and show severe disabilities.

Methods: Recent studies aimed to identify factors influencing func-

tional outcome of people with schizophrenia are reviewed, with

particular reference to findings from a large multicenter study of the

Italian Network for Research on Psychoses, involving 921 patients

with schizophrenia living in the community, clinically stable and

mostly treated with second-generation antipsychotics.

Results: Social functioning of people with schizophrenia is influenced

by a large number of independent predictors and mediators; different

variables influence different aspects of real-life functioning.

Conclusion: The large number of variables influencing social func-

tioning of people with schizophrenia, and the complex relationships

among them and with functioning, strongly support the need of

integrated and personalized treatment packages as standard care for

people with schizophrenia.

Policy of full disclosure: Silvana Galderisi has received financial

support from Otsuka, Lundbeck, Roche, Angelini, Janssen and

Gedeon-Richter.

S-41 Evidence for brain stimulation methods

in schizophrenia

S-41-001
Effects of transcranial direct current stimulation (tDCS)
on executive functions

C. Plewnia (University Tübingen, Psychiatry and Psychotherapy,

Tübingen, Germany)

Objective: Impaired executive functions (e.g., working memory) are

frequently observed in schizophrenia as well as other psychiatric

disorders and are consistently associated with reduced activation of

the dorsolateral prefrontal cortex (dlPFC). In schizophrenia, deficits in

those functions have been shown to be closely related to negative

symptoms, thought disorder, and functional outcome leading to the

notion that frontal lobe dysfunction is crucially important in schizo-

phrenic psychopathology. Cognitive training has been used to

improve cognitive deficits in this disorder. Non- invasive brain

stimulation like tDCS can enhance executive functions like working

memory in healthy subjects as well as in patients. Therefore, the

specific combination of tDCS and cognitive training is promising to

enhance the effects of cognitive training in schizophrenia.

Methods: To assess the potential of tDCS to enhance working

memory training, we first investigated, healthy young adults in two

sham-controlled studies consisting of an adaptive n-back and a 3-back

as training- and transfer-task respectively. Participants received either

1 mA anodal tDCS to the left or right dlPFC for 20 min during

completion of the first three training sessions. The transfer-task was

assessed on session four and five.

Results: We were able to demonstrate that tDCS of the dlPFC

enhances WM training gains in a laterality and stimulus dependent

manner, i.e., increased learning on the adaptive spatial and verbal

n-back task via stimulation of the right and left dlPFC respectively.

Of note, the tDCS-related training gains outlasted stimulation for up

to nine months and in case of spatial WM-training transferred to the

untrained verbal WM-task.
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Conclusion: These long-lasting, transferable, laterality- and task-

specific effects point towards a behaviorally relevant and sustainable

facilitation of underlying neuroplastic processes by tDCS. Currently,

the concept of tDCS-enhanced training is applied to patients with

schizophrenia. Similar results in these patients would open new vistas

for a pathophysiology-based treatment of deficient cognition in

schizophrenia.

Policy of full disclosure: No conflict of interest.

S-41-002
rTMS for the treatment of negative symptoms in residual
schizophrenia

T. Wobrock (Kreiskrankenhaus Darmstadt Dieburg, Groß-Umstadt,

Germany; A. Hasan, J. Cordes, W. Wölwer, B. Langguth,

M. Landgrebe, R. Ahmed, W. Gaebel, B. Guse, P. Falkai)

Objective: Meta-analyses based on small proof-of-principle trials

suggest efficacy of repetitive transcranial magnetic stimulation

(rTMS) for the treatment of negative symptoms. Our study evaluated

the efficacy of 10-Hz rTMS applied to the left dorsolateral prefrontal

cortex in the Treatment of schizophrenia patients with predominant

negative symptoms.

Methods: A multicenter randomized, sham-controlled, rater-blinded

and patient-blinded trial was conducted from 2007–2011. Investiga-

tors randomly assigned 175 patients with schizophrenia with

predominant negative symptoms and a high-degree of illness severity

into two treatment groups. After a 2-week pretreatment phase, 76

patients were treated with 10-Hz rTMS applied 5 days per week for

3 weeks to the left dorsolateral prefrontal cortex (added to the

ongoing treatment), and 81 patients were subjected to sham rTMS

applied similarly.

Results: There was no statistically significant difference in improve-

ment in negative symptoms between the two groups at day 21

(p = 0.53, effect size = 0.09) or subsequently through day 105. Also,

symptoms of depression and cognitive function showed no differ-

ences in change between groups. There was a small, but statistically

significant, improvement in positive symptoms in the active rTMS

group (p = 0.047, effect size = 0.30), limited to day 21.

Conclusion: Application of active 10-Hz rTMS to the left dorsolateral

prefrontal cortex was well tolerated but was not superior compared

with sham rTMS in improving negative symptoms; this is in contrast

to findings from three meta-analyses.

Policy of full disclosure: TW has received paid speakerships from

Alpine Biomed, AstraZeneca, Bristol-Myers Squibb, Eli Lilly and

Company, I3G, Janssen-Cilag, Novartis, Lundbeck, Otsuka, Pfizer,

Roche and Sanofi-Aventis; is a member of the advisory board of

Janssen-Cilag; has accepted travel or hospitality not related to a

speaking engagement from AstraZeneca, Bristol-Myers Squibb, Eli

Lilly and Company, Janssen-Cilag, and Sanofi-Synthelabo; and has

received restricted Research grants from AstraZeneca, Cerbomed,

I3G, and AOK (health insurance company).

S-41-003
The treatment of hallucinations in schizophrenia spectrum
disorders

I. Sommer (UMC Utrecht Brain Center, Utrecht, The Netherlands;

S. Schuite-Koops)

Objective: Brain stimulation techniques have important advantages,

as they can be given focally, to target specific brain regions and

networks. In addition, they can be given in specific frequencies and

rhythms that may help coordinate brain activity in patients. The oldest

one, electroconvulsive therapy (ECT), is believed to affect broad

areas of the brain and modulate various networks and pathways.

Newer techniques such as transcranial magnetic simulation (TMS)

and transcranial direct current stimulation (tDCS) target more specific

areas of the brain, are well tolerated and easy to apply. However, the

field has provided inconsistent findings and enthusiasm for brain

stimulation in schizophrenia varies largely.

Methods: In our most recent study, seventy-one patients with AVH

were randomly allocated to TB-rTMS or placebo treatment. They

received 10 TB-rTMS or sham treatments over the left tem-

poroparietal cortex on 5 consecutive days. AVH severity was assessed

at baseline, end of treatment and follow-up using the Psychotic

Symptom Rating Scale (PSYRATS) and the Auditory Hallucinations

Rating Scale (AHRS). Other schizophrenia-related symptoms were

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

Results: Seven patients dropped out before completing the study. In

the remaining 64, AVH improved significantly after treatment in both

groups as measured with both PSYRATS and AHRS. PANSS positive

and general subscores also decreased, but the negative subscores did

not. However, improvement did not differ significantly between the

TB-rTMS and the placebo group on any outcome measure.

Conclusion: Although previous meta-analyses indicate significant

mean effect sizes for rTMS for intractable AVH, three recent large

RCTs indicate no effect compared to placebo. Taken together, the

evidence for physical stimulation techniques to relief medication-re-

sistant psychosis is currently weak.

Policy of full disclosure: None.

S-41-004
Predictors of response to electroconvulsive therapy in treatment-
resistant schizophrenia

T. Pawelczyk (Medical University of Lodz, Affective and Psychotic,

Lodz, Poland; E. Kolodziej-Kowalska, A. Pawelczyk)

Objective: Resistance to pharmacotherapy in schizophrenia patients

is a common and important clinical problem. Approximately

15–30 % patients with schizophrenia qualify for treatment-resistant

schizophrenia (TRS) after they have undergone two or more thera-

pies of adequate dosing with antipsychotics (AP) for at least

6 weeks. Electroconvulsive therapy (ECT) may be used in patients

resistant to clozapine or for whom clozapine is contraindicated and

also after obtaining a therapeutic effect, maintenance ECT should be

considered. The American Psychiatric Association recommends

ECT as the treatment of choice in ineffective pharmacotherapy or

good response to ECT in the previous episodes of the disease, or

second choice treatment in treatment-resistance in schizophrenia.

Several studies and meta-analyses showed efficacy and safety of

combination therapy (ECT + AP) in patients with TRS. Only a few

studies have been undertaken in a group of TRS patients who ben-

efited most from combination therapy. Younger age, shorter duration

of the illness, absence of family history of schizophrenia, higher

Global Assessment of Functioning and Mini-Mental Examination

scores as well as paranoid type of schizophrenia could predict a

response to combination therapy in TRS patients with the domi-

nance of positive symptoms. Patients who present mainly with

negative symptoms of schizophrenia constitute a difficult group of

patients to treat, especially in patients with treatment-resistant

disease.

Methods: We have undertaken the study in order to identify prog-
nostic factors for response to combination therapy (ECT + AP) in

TRS patients with the dominance of negative symptoms (TRS-NS).
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Results: The results of our study indicate that duration of the current

episode is a predictive factor of response to combination therapy,

which is in accordance with the results obtained in earlier studies on a

large group of TRS patients with the dominance of positive

symptoms.

Conclusion: A combination of ECT and antipsychotic therapy can

provide a useful treatment option for patients with TRS-NS.

Policy of full disclosure: None.

S-42 Dopamine and learning dysfunction

in schizophrenia

S-42-001
The dopaminergic dual phenotype in schizophrenia

A. Abi-Dargham (Columbia University, Department of Psychiatry,

New York, USA)

Objective: Striatal dopaminergic excess has been reliably measured in

schizophrenia with Positron Emission Tomography (PET). More

recently we measured extrastriatal dopamine (DA) release capacity

for the first time. Here we present the overall combined data from

multiple studies to extract a comprehensive topographical mapping of

the dopaminergic dysfunction in schizophrenia and its complex

relationship to clinical symptom domains.

Methods: PET imaging studies using D2/3 radiotracers combined

with amphetamine challenge in patients with schizophrenia and

matched healthy controls to image striatal and extrastriatal capacity

for dopamine release.

Results: DA release is significantly reduced in patients with

schizophrenia compared to controls matched for age, gender, eth-

nicity, smoking, parental socioeconomic status and catechol-O-

methyltransferase (COMT) genotype in dorso-lateral prefrontal cortex

(DLPFC) as well as in all cortical and in most extrastriatal regions. In

particular the midbrain DA cell body region (i.e., substantia nigra and

ventral tegmental area) showed a substantial blunting of release in

drug-naı̈ve and drug-free patients, compared to controls.

Conclusion: These observations of opposite dopamine dysfunction

between striatal and extrastriatal regions suggest that the striatal

excess may not be driven by activity levels of midbrain DA cells but

may result from abnormal striatal local regulation of presynaptic DA

release, affecting specifically the associative striatum, region which

shows largest magnitude of excess DA. Furthermore alterations in

dopaminergic signaling in opposing directions may have a dual effect

on learning across functional domains by weakening learning from

salient or relevant signals and reinforcing stimulus independent

signals.

Policy of full disclosure: Honoraria: Roche, Forum, Otsuka; Research

Funding: Forest, Takeda.

S-42-002
Reward-guided learning and dopamine in schizophrenia

F. Schlagenhauf (Charité Universitätsmedizin, Department

of Psychiatry, Berlin, Germany; L. Deserno, A. Heinz)

Objective: The ability to form predictions about future outcomes is

fundamental for environmental interactions and depends on

neuronal teaching signals, like reward prediction errors (PE).

Alterations in reward-guided reinforcement learning are a key

finding in schizophrenia patients potentially related to dysfunctional

dopaminergic neurotransmission. Dysfunctional PE signaling and

heightened striatal presynaptic dopamine function was conceptual-

ized to contribute to psychotic experience. Here we probe the

association between reinforcement learning signals and direct

measures of dopaminergic neurotransmission using multimodal

imaging.

Methods: We used combined measure of presynaptic dopamine

function with FDOPA PET and neuronal activation during reversal

learning and sequential decision making with fMRI BOLD in healthy

controls and schizophrenia patients. Detailed computational modeling

was applied to analyze observed behavior and was utilized for model-

based fMRI.

Results: Schizophrenia patients without antipsychotic medication

revealed reduced prediction error activation in the ventral striatum. In

healthy controls this model-free prediction error signals was nega-

tively correlated with presynaptic dopamine levels in the ventral

striatum. Furthermore, higher ventral striatal presynaptic dopamine

levels predicted a bias towards more model-based choices and were

associated with enhanced coding of model-based information in lat-

eral prefrontal cortex.

Conclusion: The reduced ventral striatal prediction error signal in

unmedicated schizophrenia patients may be related to a dopaminergic

dysfunction as suggested by multimodal imaging findings in healthy

controls showing that higher FDOPA synthesis capacity was related

to reduced VS PE signal. Further these results suggest that the

dopaminergic system influences the degree of goal-directed behav-

ioral control via fronto-striatal circuits which might point towards a

neurobiological mechanism altered in schizophrenia.

Policy of full disclosure: None.

S-42-003
Deficits in predictive coding underlie hallucinations
in schizophrenia

G. Horga (Columbia University, Department of Psychiatry,

New York, USA)

Objective: Converging evidence in schizophrenia indicates that

excess D2 stimulation in the associative striatum relates to the

severity of psychotic symptoms, although the pathway involved in the

expression of these symptoms remains unclear. A prominent theory

suggests that the cognitive mechanism ultimately responsible for

psychotic symptoms is a disruption in predictive learning about

sensory information. However, empirical evidence for this theory is

scarce and its relationship to the dopaminergic dysfunction in the

associative striatum remains an open question.

Methods: We present fMRI and behavioral experiments in patients

with schizophrenia and healthy controls using sensory learning tasks

(an interval reproduction task and a speech discrimination task,

respectively) and computational models of learning to examine trial-

to-trial adjustments in subjective perception and in BOLD signals in

sensory regions, in particular sensory prediction-error (PE) signals.

We also examine regional patterns of striatal connectivity during

resting-state fMRI scans.

Results: Our fMRI data is compatible with a deficit in sensory pre-

diction errors in patients, the magnitude of which relates to severity of

auditory hallucinations and to increased activity of auditory cortex
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during silence, a well-established neural phenotype of hallucinations

(Horga et al. J Neurosci 2014). Behavioral data during the interval

reproduction task in healthy individuals similarly suggests that

abnormalities in sensory learning relate to propensity to psychosis-

like phenomena in non-clinical populations. Finally, our resting-state

connectivity data indicates that regions of the auditory cortex

involved in auditory hallucinations are strongly connected to the

associative striatum and that patients have an overall disruption in

striatal connections.

Conclusion: Our recent studies suggest dysfunction in striatal

dopamine and sensory learning as likely mechanisms underlying

psychotic symptoms. Although the role of dopamine in sensory

learning is still unclear, our findings suggest a possible pathway

through which abnormal functioning of the associative striatum (due

to excess dopamine transmission) could impact sensory functioning

of auditory cortex, leading to hallucinations and perhaps other

psychotic symptoms.

Policy of full disclosure: None.

S-42-004
Connectivity patterns during working memory define clinically
distinct subgroups of schizophrenia

K. E. Stephan (University of Zurich, Zurich, Switzerland)

Objective: Contemporary pathophysiological theories of schizophre-

nia (e.g., the dysconnection hypothesis) emphasise the role of

abnormal long-range connectivity, which in turn may result from

aberrant neuromodulatory control of synaptic plasticity (e.g., abnor-

mal NMDAR-neuromodulator interactions, NNI). Individual

differences in NNI (and hence connectivity) may be a key biological

factor for inducing the spectrum nature of schizophrenia and clinical

heterogeneity across patients. Generative models of neuroimaging

data provide subject-specific estimates of connectivity/plasticity and

may enable us to dissect schizophrenia into physiologically distinct

subgroups.

Methods: We present a simple case study where we combined a

variational Gaussian mixture model (GMM) with a simple three-re-

gion dynamic causal model (DCM), consisting of visual, parietal and

prefrontal regions (Brodersen et al. 2014). The DCM was applied to

working memory data from an fMRI task in 41 medicated patients

with schizophrenia and 42 controls (data from Deserno et al. 2012),

and the resulting maximum a posteriori estimates of connection

strengths entered the variational GMM.

Results: Our procedure identified three subgroups of patients as the

most plausible clustering solution (i.e., highest log evidence).

These subgroups were distinguished by different visual-parietal-

prefrontal connectivity patterns and specifically different modu-

lation of prefrontal connections by working memory load.

Notably, these three connectivity-defined subgroups show signif-

icant differences in negative symptoms, indicating that the model-

based physiological partitioning relates to clinical

symptomatology.

Conclusion: Clinically plausible subgroups of patients can be detec-

ted using a simple model of inter-regional connectivity. This

motivates future studies in which we strive to overcome the present

methodological limitations (coarse physiological interpretability of

the model, cross-sectional investigation) by using a prospective

design and more refined generative models of neuroimaging data.

Policy of full disclosure: None.

S-43 Cycloid psychoses and chronic schizophrenia:

clinical profiles and the role of CNVs

S-43-001
Cycloid psychoses: psychopathological profile in a clinical setting
and biochemical differences

N. van der Kerkhof (Vincent van Gogh Institute, Venray,

The Netherlands; D. Fekkes, F. Van der Heijden, M. Schneider,

W. Verhoeven)

Objective: Cycloid psychoses were delineated by Leonhard, opera-

tionalized by Perris and Brockington, and partly incorporated in ICD-

10 (acute polymorphic psychotic disorder; APP) and DSM-IV (brief

psychotic disorder; BPD). Cycloid psychoses have a favourable

course and outcome as compared to schizophrenia. The primary aim

of our study was to calculate the prevalence of cycloid psychoses

according to Leonhard’s original descriptions (LCP) and to establish

discriminating symptoms. Secondly, we investigated whether clinical

differences between LCP and schizophrenia could be elaborated in

terms of different biochemical profiles.

Methods: Eighty patients admitted for psychotic symptomatology

were assessed using CASH, PANSS and CGI at baseline and after six

weeks of antipsychotic treatment. A checklist derived from Leonhard

was applied and diagnoses were made according to DSM, ICD and

Leonhard. At both time points, blood was drawn for measurement of

biochemical parameters related to neuroplasticity (BDNF) and

dopaminergic (HVA) and glutamatergic neurotransmission (gluta-

mate, glycine). For biochemical analyses, the blood of completers

with LCP (n = 10) and DSM-IV schizophrenia (n = 33) was inves-

tigated and compared to a matched control sample.

Results: In 12/80 patients a diagnosis of LCP was made. Patients with

LCP showed significantly more atypical symptoms such as pananxi-

ety, perplexity and motility disorders as compared to non-CP patients.

Glutamate and HVA levels were elevated in both patients groups as

compared to controls. However, in patients with LCP, glycine levels

were significantly higher as compared to controls and schizophrenia

patients. As compared to controls, BDNF levels in schizophrenia were

significantly lower.

Conclusion: The prevalence of LCP is *15 % and these psychoses

are characterized by the presence of atypical psychotic symptoms,

especially pananxiety, perplexity and motility disorders. Biochemical

differences between LCP and schizophrenia may point towards better

neuroplasticity in LCP, possibly resulting in a compensatory increase

of glycine levels in response to disturbed glutamatergic

neurotransmission.

Policy of full disclosure: None.

S-43-002
Clinical outcome in cycloid psychoses versus manic depressive
illness: a 12-year follow-up study

B. Pfuhlmann (Department of Psychiatry and Psychotherapy,

Städtisches, Klinikum Dresden-Nordstadt, Dresden, Germany)

Objective: Cycloid psychoses are bipolar phasic psychoses with

complete remission after each episode and absence of residual

symptoms. According to the polymorphous but characteristical

symptomatology, three subforms have to be distinguished: anxiety-

happiness psychosis, excited-inhibited confusion psychosis, and
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hyperkinetic-akinetic motility psychosis. The clinical syndromes of

the acute episodes can be distinguished from manic-depressive ill-

ness, whereas the course is characteristically similar with complete

remissions between the episodes and a favourable prognosis. To

examine and compare diagnostic stability, course and outcome of

cycloid psychoses and manic-depressive illness, a systematic follow-

up study was carried out.

Methods: All patients admitted to one regular ward of the psychiatric

university clinic of Würzburg between April 1991 and March 1992,

who suffered from a bipolar phasic psychosis (manic depressive ill-

ness or cycloid psychosis) and were born after 1945, were included in

a follow-up study with a catamnestic examination after more than

12 years. Diagnoses were established according to the criteria of

Leonhard́s differentiated psychopathology. The rater at follow-up was

blind against the initial diagnosis. He established his diagnosis based

on a detailed personal psychiatric exploration which usually took

place at the patientś homes. BPRS, PANSS, Strauss-Carpenter Out-

come Scale (SCOS) and Global Assessment of Functioning (GAF)

were used to assess psychopathology, outcome and social and occu-

pational functioning.

Results: The results confirm that cycloid psychoses represent a stable

diagnostic category which is symptomatologically independent from

manic-depressive illness, but shows similar to manic-depression a

favourable outcome after more than 12 years of follow-up.

Conclusion: Cycloid psychoses seem to be a valid clinical entity with

a characteristic symptomatology and course.

Policy of full disclosure: None.

S-43-003
Genome-wide analysis of CNVs in cycloid psychoses and chronic
schizophrenia, including phenotype-correlation und functional
pathway-analysis

M. Gawlik (Department of Psychiatry, University of Würzburg,

Würzburg, Germany; G. Kirov, G. Stöber)

Objective: Our aim was to elucidate further the role of CNVs in the

etiology of schizophrenia and relation to clinical phenotype cycloid

psychoses with good prognosis and remission of symptoms between

episodes.

Methods: We analyzed a sample of German parent-proband trios with

schizophrenic psychoses according to Leonhard‘s classification for

occurrence of de novo and transmitted copy-number variants (CNVs).

Results: De novo rate was significantly lower in cycloid psychoses

compared to the combined group of the poor-outcome systematic and

unsystematic schizophrenias (p = 0.012). Similarly, the cycloid

psychoses had a smaller burden of CNVs, compared with the rest of

the sample (mean CNV burden of 137 kb in cycloid psychoses vs.

275 kb in unsystematic schizophrenias and systematic schizophrenias

232 kb, p = 0.02).

Conclusion: Our data suggest a linkage between CNVs and severe

outcome with a less prominent role of risk variants in cases with

cycloid psychoses.

Policy of full disclosure: None.

S-43-004
The penetrance of CNVs for schizophrenia and other
neurodevelopmental disorders

G. Kirov (Department of Psychological Medicine & Neurology,

University School of Medicine, Cardiff, United Kingdom)

Objective: Several recurrent copy number variants (CNVs) have been

shown to increase the risk of developing schizophrenia (SCZ),

developmental delay (DD), autism spectrum disorders (ASD) and

various congenital malformations (CM). It is important to know the

risk for these disorders among carriers of CNVs.

Methods: We have used data from large studies on SCZ and DD/

ASD/CM, to estimate the frequencies of 70 CNVs implicated in such

disorders, in carriers, healthy controls and in the general population.

This allows us to estimate what proportion of all carriers develop a

disorder.

Results: The rates of nearly all CNVs are higher in DD/ASD/CM,

compared to SCZ. The penetrance of CNVs is several times higher for

the development of either DD, ASD or CM. The overall penetrance of

confirmed SCZ-associated CNVs for developing any disorder is high,

ranging between 10.6 and 100 %.

Conclusion: CNVs associated with SCZ have high pathogenicity. The

majority of the increased risk conferred by CNVs is towards the

development of an earlier-onset disorder, such as DD/ASD/CM,

rather than SCZ. These estimates provide crucial information for

genetic counselling.

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

Medical Research Council, London.

S-44 Bridging the gap between treatment engagement

and treatment outcomes

S-44-001
Meta-analysis of interventions to improve adherence
to antipsychotic medications in patients with psychotic disorders

N. Mulder (Erasmus MC University, Medical Psychiatry,

Rotterdam, The Netherlands; A. Staring, E. Noordraven, W. Bramer,

M. van der Gaag)

Objective: Non-adherence to antipsychotic medications is associated

with poor outcome. This study examined the effects of interventions

to improve adherence on clinical outcome in psychotic disorder

patients.

Methods: Medline, Embase, Web of science, PsycINFO, Cochrane

Central, Pubmed publisher, and Google Scholar were comprehen-

sively searched for relevant papers. Study selection, quality

assessment and data extraction were conducted according to the

PRISMA (preferring reporting items for systematic reviews and meta-

analyses) Statement. Meta-analyses were conducted using Compre-

hensive Meta-Analysis version 2.2.

Results: A total of 21 randomized controlled trials were included,

comprising 2.884 patients with psychotic disorders. We analysed post-

treatment adherence, symptoms, functioning, and quality of life. We

found a significant positive effect on adherence (Hedges’ g = 0.519)

as well as on social functioning (Hedges’ g = 0.314). However, the

effects on functioning seemed unrelated to the effects on adherence.

Furthermore, symptoms and quality of life did not improve. Inade-

quate allocation concealments explained some of the heterogeneity

across studies. And studies with active control conditions showed no

effects on functioning as well as a negative effect on symptoms.

Conclusion: This meta-analysis showed that interventions aiming at

improving adherence to antipsychotic medications indeed did lead to

better adherence, but no improvements in symptoms or quality of life

were found. The overall effect on social functioning does not seem to

be an effect of improvements in adherence.
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S-44-002
MotivaTe-IT: motivation for treatment as a bridge to treatment
engagement and outcomes?

E. Jochems (Erasmus MC, Rotterdam, The Netherlands;

C. van der Feltz-Cornelis, A. van Dam, H. Duivenvoorden,

N. Mulder)

Objective: To evaluate the effectiveness of Motivation Feedback

(MF), an intervention in which clinicians were provided with monthly

systematic feedback on the patient’s motivation for engaging in

treatment. The aim of MF was to increase treatment motivation and

engagement in outpatients with severe mental illness (SMI).

Methods: Cluster randomized controlled trial which recruited adult

outpatients with a primary diagnosis of a psychotic or personality

disorder from 12 community mental health teams (the clusters) of two

mental health institutions in the The Netherlands. Patients in MF were

compared to patients who received treatment as usual (TAU). In MF,

patients and clinicians filled in a short motivation questionnaire

monthly which revolved around reasons for engaging with treatment

services and talked about this. Feedback regarding progress in moti-

vation was provided to clinicians. The primary outcome was actual

treatment engagement of patients, assessed at 12 months by clini-

cians. Clinicians and patients were not blind to treatment allocation at

the 12-month assessment. Trial registration: Dutch Trials Registry

NTR2968.

Results: The 294 randomized patients (148 MF, 146 TAU) and 57

clinicians (29 MF, 28 TAU) of 12 teams (6 MF, 6 TAU) were ana-

lyzed according to the intention to treat principle. No statistically

significant differences between treatment groups on treatment

engagement were found (adjusted mean difference = 0.1; 95 %CI -

2.2 to 2.3, p = 0.96, d = 0.00). Pre-planned ancillary analyses

showed statistically significant interaction effects between treatment

group and primary diagnosis on treatment motivation and quality of

life (secondary outcomes), which were beneficial for patients with a

primary diagnosis of a personality disorder but not for those with a

psychotic disorder.

Conclusion: Providing feedback to clinicians on their patient’s

motivation for engaging in treatment is insufficient to improve

treatment engagement in outpatients with SMI. MF may be beneficial

for those with a personality disorder, whereas it may not be effective

for patients with a psychotic disorder. Explanations for the findings

will be discussed.
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S-44-003
Money for medication: money as a bridge to treatment
engagement and outcomes?

E. Noordraven (Erasmus Medical Centre, Psychiatry, Rotterdam,

The Netherlands; N. Mulder)

Objective: In this cross-sectional study we investigated the influence

of illness insight and motivation for treatment on adherence to

antipsychotic medication. It was hypothesized that patients with low

motivation and poor insight would be more non-adherent compared to

highly motivated patients with insight. Furthermore, we expected

motivation to be a more dominant predictor for compliance compared

to insight.

Methods: Baseline data were obtained from 169 outpatients partici-

pating in an ongoing RCT on the effectiveness of financial incentives

to improve medication adherence. Patients were recruited from three

mental health care institutions in the The Netherlands. These orga-

nizations primarily treat patients with psychotic disorders often with

comorbid substance use. We evaluated whether illness insight and

motivation for treatment are related to antipsychotic medication

compliance. A logistic regression analysis was performed with four

categories as independent variable (high/low motivation and high/

poor insight) and medication adherence as outcome.

Results: A significant interaction effect was found between insight

and motivation. Compared to the reference group with no insight and

no motivation (65 % compliance), patients with high motivation but

no insight showed the highest compliance score of 95 % (Odds 14.2;

95 % CI 6.2–32.8). Furthermore, patients with both motivation and

insight had a compliance score of 82 % (Odds 2.76; 95 % CI 2.1–3.7)

and patients with only insight (Odds 2.78; 95 % CI 1.7–4.5) showed

adherence rates around 77 %.

Conclusion: Patients with no insight but a high motivation for treat-

ment were more compliant to their medication compared to patients

with no insight and a low motivation. For patients with adequate

illness insight, motivation did not improve medication compliance.

However, patients with a high motivation and poor insight showed the

highest adherence rates. This suggests that illness insight could

decrease medication compliance. Clinicians should adapt their treat-

ment protocol according to their patients’ level of motivation and

illness insight. Implications for everyday practice will be discussed.

Policy of full disclosure: None.

S-44-004
Acemap, a long acting oral antipsychotic agent as a way
of improving treatment engagement and outcomes?

J. Gilden (Erasmus MC, Psychiatry, Rotterdam, The Netherlands;

A. I. Wierdsma, J. M. van Beveren, L. Hakkaart, R. van Westrhenen,

C. M. van der Feltz-Cornelis, L. de Haan, C. L. Mulder)

Objective: Compliance problems are present in 40–75 % of psychotic

disorder patients and are associated with more relapses and hospi-

talisations, leading to higher healthcare costs. Currently, penfluridol

(acemap) is the only long acting neuroleptic that can be taken orally

once a week. Other oral antipsychotic drugs, including olanzapine and

risperidone, have to be taken daily. Since penfluridol can be taken

once a week, we expect better compliance as compared to olanzapine

and risperidone. There have been no studies comparing penfluridol

and second generation neuroleptics. Furthermore, penfluridol is not

recommended within guidelines on psychiatric treatment of psy-

chosis, even though compliance and outcomes could improve and

costs may be reduced substantially. An open label randomized con-

trolled trial will be conducted in 180 patients studying the

effectiveness of penfluridol compared to second-generation oral

neuroleptics in improving antipsychotic medication adherence. The

primary objective of this study is to determine the time to all-cause

medication discontinuation of penfluridol as compared to olanzapine

and risperidone. Secondary objectives are to perform a cost-effec-

tiveness and budget impact analysis.
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Methods: Adult outpatients with psychotic disorder will be allocated

to one of three groups; (a) penfluridol orally once weekly, (b) olan-

zapine orally once daily, or (c) risperidone orally once daily. At 2, 4,

6, 8, 10, and 12 weeks and 6, 9 and 12 months, information about

adherence will be collected from participating centers. At baseline,

three and twelve month follow-up, information about the other

parameters will be collected.

Results: The results of this randomized controlled trial will provide

(1) an initial insight into the effectiveness of penfluridol in terms of

clinical and economical outcomes (proof of concept), (2) an indica-

tion whether the clinical guideline for the treatment of psychotic

disorders should be updated, and (3) a potential extended and safe-

guarded use of penfluridol for future patients.

Policy of full disclosure: Janneke Gilden and co-authors André I.

Wierdsma and Roos van Westrhenen report no competing interests.

Co-author Jacobus M. van Beveren reported grants from AstraZeneca

en PsyNova outside the submitted work. Co-author Leona Hakkaart

reported grants from ZonMw, Janssen Cilag, Novartis and Roche

outside the submitted work. Co-author Christina van der Feltz-Cor-

nelis reported grants from Eli Lilly, NIHR, EU FP7 program, ZonMw,

and Achmea outside the submitted work. Co-author Lieuwe de Haan

reported grants from Eli Lilly, Jansen Cilag and BMS outside the

submitted work. Co-author Niels Mulder reported grants from John-

son&Johnson, Janssen Cilagg, NOW and ZonMw outside the

submitted work.

S-45 Abnormalities of motor function

in neuropsychiatric disorders: a transdiagnostic

approach

S-45-001
Neural mechanisms of catatonia

C. Wolf (Saarland University, Department of Psychiatry, Homburg,

Germany)

Objective: Catatonia is a psychomotor syndrome characterized by

behavioural, motor and affective symptoms. Catatonic signs are fre-

quently found in patients with schizophrenia or schizoaffective

disorder, and at least in the current version of the ICD, catatonia

defines a specific schizophrenic subtype. Catatonia has been

increasingly recognized as transnosologic syndrome. For instance,

about ten percent of patients presenting with severe exacerbations of

psychiatric symptoms also show motor signs that can be identified as

catatonic symptom manifestation. At present, however, knowledge

about putative neural mechanisms of catatonia is still limited.

Methods: A systematic literature search was conducted.

Results: Neurochemichal studies suggest GABAergic and NMDA-

related dysfunction, consistent with clinical observations and current

clinical practice. Several loci of dysfunction have been suggested by

neuroanatomical studies, including the frontoparietal cortices, the

basal ganglia, thalamus and the cerebellum. Neuropsychological

studies suggest deficits of motor function and altered affective pro-

cessing. Structural neuroimaging findings have provided some

evidence for cortico-subcortical volume alterations, yet the signifi-

cance of these findings is not clear at present. In patients with

schizophrenia functional neuroimaging data suggest a dysfunction of

lateral prefrontal, orbitofrontal and cortical motor areas. Patterns of

abnormal neural activity, as detected in patients presenting with

catatonia due to a medical condition, may be similar to the pattern of

neural dysfunction found in individuals diagnosed with schizophrenia,

suggesting common pathomechanisms.

Conclusion: For schizophrenia, specific models of cortico-subcortical

disinhibition have been proposed, but these models need further

testing. More recently, a myelin gene associated with catatonia-de-

pression syndrome has been identified. Combined genetic,

neurochemical and neuroimaging approaches may provide a more

adequate methodological framework for transnosologic investigations

of catatonia.

Policy of full disclosure: Prof. Wolf received speaker honoraria from

Otsuka and Lundbeck and consultant fees from Trommsdorff.

S-45-002
Neuroanatomical signature of neurological soft signs in recent-
onset schizophrenia and Asperger-Syndrome

D. Hirjak (University of Heidelberg, Department of Psychiatry,

Heidelberg, Germany)

Objective: Neurological soft signs (NSS) are frequently found in

psychiatric disorders of significant neurodevelopmental origin. Pre-

vious MRI studies in schizophrenia have shown that NSS are

associated with abnormal cortical, thalamic and cerebellar structure

and function. So far, however, no neuroimaging studies investigated

brain correlates of NSS in individuals with Asperger-Syndrome (AS)

and the question whether the two disorders share common or disease-

specific cortical correlates of NSS remains unresolved.

Methods: High-resolution MRI data at 3 Tesla were obtained from 48

individuals (16 schizophrenia patients, 16 subjects with AS and 16

healthy individuals). The surface-based analysis via Freesurfer

enabled calculation of cortical thickness, area and folding (local

gyrification index). NSS were examined on the Heidelberg Scale and

related to cortical measurements.

Results: Schizophrenia patients showed significant positive associa-

tion between NSS levels and cortical thickness and area alterations in

fronto-parietal cortical regions. In subjects with AS higher NSS

scores were negatively associated with folding changes of temporal

and parietal cortical areas.

Conclusion: This study lends further support to the hypothesis that

disorder-specific mechanisms contribute to NSS expression in

schizophrenia and AS. Identifying dissociable mechanisms may help

deconstruct the complex processes underlying NSS in these neu-

rodevelopmental disorders.

Policy of full disclosure: None.

S-45-003
Shall we do this together? The influence of social gaze
on mechanisms of action control in healthy controls and adult
individuals with high-functioning autism

L. Schilbach (University Hospital of Cologne, Cologne, Germany)

Objective: Perceiving someone else’s gaze shift toward an object can

influence how this object will be manipulated by the observer sug-

gesting a modulatory effect of a gaze-based social context on action

control. High-functioning autism (HFA) is characterized by impair-

ments of social interaction, which are likely associated with an

inability to automatically integrate socially relevant nonverbal cues

when generating actions.

Methods: We used a novel stimulus–response compatibility para-

digm, in which healthy participants and adult individuals with autism

were asked to generate spatially congruent or incongruent motor

responses to changes in a face and an object stimulus. Furthermore an
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abridged version of the task was used in healthy controls to perform a

neuroimaging study.

Results: Our data demonstrate that a gaze-based social context sig-

nificantly changes the neural correlates of action control in healthy

and draws upon brain regions, which are relevant for real-time

adjustments of behavior. Using the above described stimulus–re-

sponse compatibility paradigm in a comparison group and patients

with HFA in a behavioral study, it was demonstrated that while in

the comparison group being looked at by a virtual other leads to a

reduction of reaction time costs associated with generating a spa-

tially incongruent response, this effect is not present in the HFA

group.

Conclusion: Our findings suggest that a modulatory effect of social

gaze on action control might play an important role in direct social

interactions by helping to coordinate one’s actions with those of

someone else. Disturbances of such automatic integration in autism

might be relevant for the profound social difficulties patients with

high-functioning experience in everyday-life social situations.

Policy of full disclosure: No conflicts of interest. No relevant

disclosures.

S-45-004
Structural imaging correlates of motor impairments
in schizophrenia: gesture control and motor slowing

S. Walther (University of Bern, Department of Psychiatry, Bern,

Switzerland; P. Viher, T. Bracht, W. Strik, A. Federspiel, R. Wiest,

S. Bohlhalter, K. Stegmayer)

Objective: Patients with schizophrenia spectrum disorders frequently

present with motor abnormalities. The pathobiology of these various

motor impairments is however poorly understood. Here we present

results of several neuroimaging studies focusing on gesture control

and motor slowing in schizophrenia spectrum disorders.

Methods: Patients underwent behavioral assessments outside the

scanner either with the Test of Upper Limb Apraxia (TULIA) to

measure gesture performance or with wrist actigraphy during the

wake hours of one day. We applied structural MR imaging and per-

fusion MRI at 3T. Correlations were tested for brain structure and

perfusion and the performance of the motor assessments outside the

scanner.

Results: Impaired gesture performance was associated with reduced

gray matter density in the praxis network including bilateral inferior

frontal gyrus, insula, superior parietal lobes, superior temporal lobes

and pre-Supplementary motor area (preSMA). Furthermore, white

matter ultrastructure correlated with gesture performance within the

corpus callosum and bilateral anterior corona radiata. Spontaneous

motor activity as assessed by wrist actigraphy correlated with

increased perfusion of cortical motor areas and reduced white matter

integrity underneath the SMA. These associations were different from

those seen in controls, in whom motor activity correlated with per-

fusion in the anterior nucleus of the thalamus. Likewise, in controls,

activity correlated with increasing strength of thalamocortical motor

pathways, but in patients activity correlated with strength of con-

nectivity between preSMA and SMA.

Conclusion: Patients with motor abnormalities present aberrant brain

structure and perfusion within the cerebral motor system. Particularly,

the praxis network is involved in poor gesture performance and the

primary motor loops are affected in those with hypokinesia.

Hypokinesia seems to be associated with disturbed interaction

between basal ganglia and cortical motor areas in schizophrenia.

Policy of full disclosure: None.

O-01 Early detection and intervention

O-01-001
The European Psychiatric Association’s (EPA) guidance
on the early detection of clinical high risk states of psychoses

F. Schultze-Lutter (University of Bern, Child & Adolescent

Psychiatry, Bern, Switzerland; o. b. of the EPA guidance group

on early detection)

Objective: The EPA Guidance project aims to improve the quality of

mental health care in Europe by disseminating written information

based on best evidence and psychiatric practice and to facilitate

countries learning from each other in areas where guidelines are

lacking. One of these areas is the early detection of a clinical high risk

(CHR) for psychosis in patients with mental problems.

Methods: A meta-analysis of studies reporting on conversion rates to

psychosis in CHR samples according to ultra-high risk (UHR) and/or

basic symptoms criteria was conducted with special attention to

potential moderators (different UHR criteria definitions, single UHR

criteria).

Results: Conversion rates in the identified 42 independent samples

with altogether more than 4000 CHR patients who had mainly been

identified by UHR criteria and/or the basic symptom criterion ‘cog-

nitive disturbances’ (COGDIS) showed considerable heterogeneity.

While UHR criteria and COGDIS were related to similar conversion

rates until 2-year follow-up, conversion rates of COGDIS were sig-

nificantly higher thereafter. Differences in onset and frequency

requirements of symptomatic UHR criteria or in their different con-

sideration of functional decline, substance use and co-morbidity did

not seem to impact on conversion rates. The ‘genetic risk and func-

tional decline’ UHR criterion was rarely met and only showed an

insignificant pooled sample effect.

Conclusion: Although more research into potential sources of

heterogeneity in conversion rates is needed to facilitate improvement

of CHR criteria, six evidence-based recommendations for an early

detection of psychosis were developed and published in European

Psychiatry (Vol. 30, Issue 3, March 2015). In brief, these include the

recommendations to alternatively employ the two symptomatic UHR

and COGDIS criteria irrespective of the level of psychosocial func-

tioning exclusively in help-seeking samples, in that they should be

assessed—or at least their assessment be supervised—by specifically

trained mental health professionals.

Policy of full disclosure: None.

O-01-002
Risk of psychotic disorder in offspring of parents
with schizophrenia: a meta-analysis

A. Macbeth (University of Edinburgh, Clinical Psychology,

Edinburgh, United Kingdom; A. Gumley, S. Harder, S. O’Flaherty)

Objective: Offspring of parents with schizophrenia and psychotic

disorders as at higher risk of psychosis than the general population.

Modern population/registry studies and prospective high-risk cohorts

with adult diagnostic data for offspring permit updated estimates of

offspring vulnerability to psychosis using case–control designs. We

conducted a meta-analysis of the strength of association between a

parental diagnosis of schizophrenia (non-affective psychosis) and

diagnosis of psychotic disorder in the offspring.

Methods: Following MOOSE guidelines, MEDLINE, EMBASE,

PsycINFO and grey literature were searched using search terms for
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psychosis, developmental risk, and outcome. Case–control studies

from prospective cohorts or population/registry studies were eligible.

Relevant study statistics were converted to Odds Ratios (OR’s). A

random effects meta-analysis was fitted to the data. Heterogeneity,

and sensitivity analyses were conducted.

Results: Our analyses included k = 19 studies representing

N = 18,243 offspring of parents with schizophrenia and

N = 487,873 control offspring. There was an overall effect of

OR = 5.82 (95 %CI 3.15–10.77) for the association between parental

schizophrenia and offspring schizophrenia spectrum disorder. There

was high study heterogeneity (I2 = 96.1 %). Association between

maternal diagnosis of schizophrenia and offspring non-affective

psychosis was OR = 5.83; (95 %CI 2.56–13.29) and of similar

magnitude for paternal diagnosis of schizophrenia (OR = 4.68;

95 %CI 3.36–6.50). There were significant associations between

parental schizophrenia and offspring bipolar disorder (OR = 3.04

(95 %CI 1.37–6.75); and between parental schizophrenia and off-

spring Cluster A personality disorder (OR = 3.40; 95 %CI

1.85–7.01).

Conclusion: We confirm historical evidence that offspring of parents

with schizophrenia have increased vulnerability to psychotic disor-

ders. Consistent with a dimensional model of psychotic disorders this

association was also evident for bipolar and Cluster A Personality

Disorder. The high heterogeneity in the analyses suggests method-

ological differences and environmental factors are also relevant.

Policy of full disclosure: None.

O-01-003
Prevalence of psychosis-risk criteria and symptoms
in an inpatient and general population sample of children
and adolescents

C. Michel (KJP Bern, Forschung, Bern, Switzerland;

B. G. Schimmelmann, F. Schultze-Lutter)

Objective: In community samples, increased prevalence rates of

attenuated psychotic symptoms (APS) and positive symptoms were

reported for children and adolescents compared to adults. Thus, APS

and possibly other risk symptoms and criteria might be even more

frequent in clinical child and adolescent samples, even if the clinical

picture does not suggest the possible development of psychosis.

Methods: We study the prevalence and possible clinical impact of risk

criteria and symptoms according to the ultra-high risk (UHR) and

basic symptom (BS) approaches in an inpatient (ClinS) and a general

population sample (GPS) of 8–17-year-olds (at the time of writing:

ClinS: N = 41; GPS: N = 55). The inpatient sample comprised 5

diagnostic groups for that increased rates of subsequent psychosis had

been reported: Eating (n = 19), ADH (n = 6), Anxiety (n = 5),

Obsessive Compulsive (n = 5) and Asperger’s (n = 6) Disorders.

UHR and BS symptoms and criteria were assessed with the ‘Struc-

tured Interview for Psychosis-Risk Syndromes’ (SIPS) and the

‘Schizophrenia Proneness Instrument, Child and Youth version’ (SPI-

CY).

Results: Similar rates of risk symptoms and criteria were found in

both samples: Only 1 patient of the ClinS (2 %), but 5 persons of the

GPS (9 %) acknowledged the presence of any one at-risk criterion.

Additional 15 ClinS (37 %) and 25 GPS (46 %) acknowledged at

least any 1 past or present risk symptom. Thereby, ‘‘perceptual

abnormalities/hallucinations’’ of the SIPS and SPI-CY were by far the

most frequent phenomena in both samples.

Conclusion: Currently used risk symptoms—particularly when rela-

ted to perception—are frequent in children and adolescents with

severe mental disorders requiring inpatient treatment and in youths

from the community. Since risk criteria have predominately been

developed in adult samples in that perceptual phenomena are much

less frequent, the findings call for further studies on the psy-

chopathological significance of risk symptoms in children and

adolescents. This work is supported by a project funding grant from

the Swiss National Science Foundation (320030_133120).

Policy of full disclosure: This work is supported by a project funding

grant from the Swiss National Science Foundation (320030_133120).

O-01-004
The European Psychiatric Association’s (EPA) guidance
on the early intervention of clinical high risk states of psychoses

S. Ruhrmann (University of Cologne, Psychiatry and Psychotherapy,

Cologne, Germany; S. Schmidt, F. Schultze-Lutter,

B. G. Schimmelmann, J. Klosterkötter)

Objective: The desire to prevent the first manifestation of a psychotic

disorder has stimulated intensive research efforts. Meanwhile, several

studies are available, raising the question, if a transfer into clinical

practice is already justified. Therefore, the EPA decided to develop

recommendations reflecting the current state as part of the EPA

Guidance project. This project aims to improve the quality of mental

health care in Europe by disseminating written information based on

best evidence and psychiatric practice and to facilitate countries

learning from each other in areas where guidelines are lacking.

Methods: A meta-analysis of studies reporting psychological and/or

pharmacological preventive interventions. Two major outcomes were

considered, effects on transition to psychosis and on functioning.

Results: 15 studies including about 1400 participants could be entered

into the meta-analysis. Both psychological and pharmacological

interventions produced significant effects on conversion rates with

NNTs of 15 and 13 after 12 and 24 to 48 months, respectively. With

regard to functioning, the analysis revealed no significant difference

neither between experimental and control condition in general nor

between the two types of intervention. However, after removing one

study introducing a high degree of heterogeneity, the experimental

condition was significantly superior. There was a moderate, but non-

significant effect of age on effect on transition as well as functioning.

Yet, a dedicated sample of children and young adolescent was lacking.

Conclusion: Compared to the number of trials available for e.g., the

treatment of schizophrenia, the number of prevention trials is still

very small and, particularly with regard to pharmacological trials,

heterogeneous. Nevertheless, results of this and other meta-analyses

demonstrate that the risk for psychosis can be significantly lowered.

Functioning has to be further evaluated in studies addressing this

outcome explicitly. The six recommendations of the EPA (see

http://www.europsy.net/publications/guidance-papers/) will be pre-

sented and discussed.

Policy of full disclosure: None.

O-01-005
First episode psychosis fidelity scale FEPS-FS

D. Addington (University of Calgary, Psychiatry, Calgary, Alberta,

Canada; J. Wang, R. Norman, E. McKenzie, R. Melton, T. Sale,

G. Bond)

Objective: To develop a reliable measure of fidelity to evidence based

components of first episode psychosis services.

Methods: A sequence of knowledge synthesis strategies including,

systematic reviews, identification of service components, rating of

levels of evidence for each component, international Delphi expert
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consensus process to identify essential components and an expert

working group to transform components into component descriptors

and a 1 to 5 rating scale. This was followed by a pilot study of

reliability and validity in 6 programs in two countries and a com-

parison with three other fidelity scales.

Results: We have developed a 32 item rating scale that covers

assessment and treatment components as well as team functioning.

Inter rater reliability is high with an intraclass correlation coefficient

of 0.932 (95 % CI 0.908, 0.950). The scale appears to distinguish

between high fidelity programs and low fidelity programs with a

proposed quality threshold of 80 % of the total score. The Fidelity

Scale appears to work in programs with different service delivery

models and in different health systems. In comparison with three

other measures it has the highest proportion of common items (54 %)

and the highest proportion of its items shared with other measure

(75 %).

Conclusion: We have developed a reliable first episode psychosis

fidelity scale which has face validity and discriminative validity. It

has a proposed quality threshold of 80 % of total score and has

potential for wide application in quality assessment across health

systems and is also suitable for research studies.

Policy of full disclosure: None.

O-01-006
First-episode psychosis in Chennai, India and Montreal, Canada:
a mixed methods approach to the study of family factors
across contexts

S. Iyer (McGill University, Montreal, Quebec, Canada; H. Loohuis,

M. Pope, E. Schorr, G. Mohan, P. Ramachandran, T. Rangaswamy,

A. Malla)

Objective: That outcomes of schizophrenia are better in developing

than developed countries is an oft-cited finding in cross-cultural

psychiatry. While this conclusion has been criticized, even re-exam-

inations have found evidence for better outcomes at least in India.

Yet, little is known about what contributes to these outcome differ-

ences. Family factors may play a role in India where a large majority

of persons with psychosis live with their families. Our ongoing cross-

cultural study of first-episode psychosis(FEP) aims at understanding

the role of families in Chennai(India) and Montreal(Canada) and the

factors influencing family involvement. Specifically, our aims were

(a) to investigate similarities and differences in the extent to which

and the ways in which families get involved in the lives and treatment

of young persons with first-episode psychosis in Chennai and Mon-

treal; and (b) to examine whether certain factors mediate the impact

of sociocultural context on the involvement of families in the treat-

ment of persons with psychosis.

Methods: Our mixed methodology study employs questionnaires and

focus groups and involves patients, families and treatment providers

from two treatment programs for first-episode psychosis in Chennai

and Montreal.

Results: Questionnaires showed significant differences in types of

family involvement (e.g., accompaniment during appointments);

perceptions of responsibility of persons with FEP versus families

versus treatment providers versus state (e.g., families and treatment

providers in Chennai attributed higher responsibility to treatment

providers vis-à-vis patients); and trust in health care system/providers

(e.g., all Montreal stakeholders had lower trust than in India). Focus

groups revealed the key role that families play in both contexts; and

different moral languages of caregiving, emphasizing duty in Chennai

and personal choice in Montreal.

Conclusion: Findings help us understand how sociocultural context

influences the role of families in the context of psychosis. They also

highlight the utility of mixed methods approaches in advancing

research in psychotic disorders.

Policy of full disclosure: This study was funded by a 5-year grant

from the National Institutes of Health, U.S.A.

O-02 Neuroimaging

O-02-001
Mapping depression in schizophrenia: an fMRI study

V. Kumari (King’s College London, Institute of Psychiatry, London,

United Kingdom; E. Peters, A. Guinn, D. Fannon, T. Russell,

A. Sumich, E. Kuipers, S. Williams, D. Ffytche)

Objective: Depressive symptoms are common in schizophrenia, often

left untreated, and associated with a high relapse rate, suicidal idea-

tion, increased mortality, reduced social adjustment and poor quality

of life. The neural mechanisms underlying depression in

schizophrenia are poorly understood. Given reports of altered brain

response to negative facial affect in major depressive disorders, this

study aimed to determine brain response to emotive facial expressions

in relation to levels of depression in schizophrenia patients.

Methods: Seventy schizophrenia outpatients (final N = 63) under-

went functional MRI during an implicit affect processing task

involving presentation of facial expressions of fear (signal of an

uncertain source of threat in the environment), anger (signal of a

direct and immediate threat), happiness as well as neutral expressions,

and a (no face) control condition. They completed Beck Depression

Inventory (BDI-II) and had their symptoms assessed on the Positive

and Negative Syndrome Scale (PANSS).

Results: BDI-II scores associated positively with activation of the left

thalamus, extending to the putamen-globus pallidus, insula, inferior-

middle frontal and para-post–pre-central gyri, during fearful expres-

sions (fearful[ no face control; fearful[ neutral face contrasts).

These regions were significantly activated during angry, but not

fearful, expressions when examined across the whole sample. Acti-

vations associated with BDI-II did not correlate with PANSS

symptoms dimensions, illness duration or doses of antipsychotic

medication.

Conclusion: The study provides first evidence of enhanced brain

response to indirect threat in schizophrenia patients with a high level

of subjective depression, and suggests that they may process signals

of indirect threat as posing a direct threat to them.

Policy of full disclosure: None.

O-02-002
Structural and functional brain correlates of at-risk mental state

U. Schall (Priority Centre for Translational Neuroscience & Mental

Health Research, Callaghan, New South Wales, Australia)

Objective: At-risk mental state (ARMS) is characterized by a sig-

nificant drop of global function levels (GAF) when occurring together

with emerging attenuated or brief limited intermittent psychotic

symptoms (BLIPS) or having an immediate family history of

schizophrenia, thus predicting a high risk of developing a severe

mental illness. Brain imaging research to date has provided some

evidence of emerging and progressive grey and white matter abnor-

malities in the early phase of psychosis.

Methods: We investigated mismatch negativity (MMN) as well as

grey and white matter changes in individuals meeting ARMS criteria

in our Mind in Transition (MinT) project.
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Results: Contrary to some other reports, we did not find differences of

MMN amplitudes of 85 ARMS versus 61 healthy individuals or a

change of MMN amplitudes in ARMS individuals when followed up

after 1 year with only 7.1 % developing some form of psychotic ill-

ness. Lower GAF ratings scores correlated with reduced grey matter

thickness in frontal, prefrontal, and occipital cortical areas whereas

symptom rating scores correlated with reduced grey matter thickness

in left and right superior frontal gyri, right anterior cingulate, and

right medial occipito-temporal cortex (i.e., lingual gyrus). On other

morphological measures, ARMS individuals with low versus high

symptom expression (medial split) did not differ in total brain vol-

ume, grey or white matter volume, or pial or white matter surface

areas.

Conclusion: These findings suggest that low-grade psychotic symp-

toms and functional impairment are associated with reduced cortical

grey matter thickness, a putative measure of brain pathology.

Policy of full disclosure: The study was funded by the Common-

wealth of Australia through the National Health & Medical Research

Council (Project ID 569259). The presenter declares no conflict of

interest.

O-02-003
Altered theory of mind network activity as an intermediate
phenotype of schizophrenia: evidence from healthy relatives
and genome-wide supported candidate genes

S. Mohnke (Charité Berlin, Psychiatry & Psychotherapy, Berlin,

Germany; S. Erk, S. Ripke, N. Romanczuk-Seiferth, C. Wackerhagen,

F. Degenhardt, S. Witt, H. Tost, A. Heinz, A. Meyer-Lindenberg,

H. Walter)

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 and is hypothesized to con-

stitute an intermediate phenotype of the disease. In line with studies

associating schizophrenia risk genes with behavioral ToM perfor-

mance, we previously showed that a genome-wide supported single

nucleotide polymorphism (SNP) within ZNF804A (rs1344706)

impacted on activity of key brain structures subserving ToM (i.e.,

medial prefrontal cortex, temporoparietal junction, posterior cingu-

late/precuneus) in two independent samples of controls without

familial liability for schizophrenia. In order to further investigate the

role of neural abnormalities during mentalizing as an intermediate

phenotype of schizophrenia we (1) studied neural ToM processing in

the as yet largest cohort of healthy relatives of patients. Furthermore,

(2) we examined the effects of additional risk variants within

ZNF804A as well as (3) polygenic risk scores, derived from the

results of a recent genome-wide association study, on brain activity

during mentalizing in controls.

Methods: A total of 63 unaffected relatives of patients with

schizophrenia and 297 controls completed a ToM task while under-

going functional magnetic resonance imaging. Genotype data were

extracted from a genome-wide data set using Human610-Quad Bead

Arrays.

Results: Compared to controls relatives exhibited diminished activity

of the medial prefrontal cortex, but increased recruitment of the right

middle temporal gyrus and posterior cingulate during mentalizing. In

addition to rs1344706, a second SNP within ZNF804A (rs12992805)

exerted independent effects on neural ToM processing in controls and

effects were even more pronounced when risk across both variants

was taken into account. Finally, a score representing accumulated

genetic risk for schizophrenia across a multitude of genes also pre-

dicted medial prefrontal activity during mentalizing.

Conclusion: These results further support a role of ToM alterations as

an intermediate phenotype of schizophrenia.

Policy of full disclosure: None.

O-02-004
Aberrant salience and self-relevance processing
across the psychosis continuum

T. Katthagen (Charité-Universitätsmedizin, Psychiatry &

Psychotherapy, Berlin, Germany; A. Pankow, L. Deserno,

F. Dammering, H. Walter, N. Kathmann, A. Heinz, F. Schlagenhauf)

Objective: A dysfunctional differentiation between self-relevant and

irrelevant information might render stimuli abnormally salient. The

aberrant salience (AS) hypothesis assumes that psychosis arises from

salience attribution to irrelevant stimuli accompanied by the feeling of

self-relevance. We investigated the behavioral and neural correlates

of salience attribution using the Salience Attribution Test SAT (SAT;

Roiser et al. 2009) and a novel fMRI learning task and neural cor-

relates of self-relevance using a self-referential fMRI paradigm.

Assuming that psychosis lies on a continuum, we studied clinical and

subclinical psychosis samples.

Methods: 38 schizophrenia patients, 24 healthy individuals with

subclinical delusional ideation, and 50 healthy individuals were

included. AS was assessed implicitly in terms of reaction time dif-

ferences to task irrelevant cues in the SAT and a novel classical

conditioning task. A subgroup of participants performed a self-ref-

erence task during fMRI. The correlation between behavioral AS

attribution and self-referential processing was tested. A factor anal-

ysis was performed in order to validate the behavioral salience

measures using a comprehensive neurocognitive test battery.

Results: Schizophrenia patients displayed increased AS

[F(2,99) = 3.521, p = 0.033]. The subclinical group displayed an

intermediate AS score between the other groups (p[ 0.1). In the self-

reference task, schizophrenia patients showed reduced activation in

the ventromedial prefrontal cortex (vmPFC; (9/38/1, t = 5.14, pFWE

for self[ other = 0.001). In schizophrenia patients, vmPFC activa-

tion correlated negatively with AS (9/38/1, r = -0.464, p = 0.039).

In patients, there was a distinct factor for implicit AS with a load of

implicit AS from the SAT and the new task besides other factors for

adaptive learning and cognition.

Conclusion: Higher AS in schizophrenia patients was related to

reduced vmPFC activation during self-refercence processing sug-

gesting dysfunctional relevance processing in schizophrenia. Further,

AS seems to be a valid phenomenon distinct from general deficits in

learning and cognition.

Policy of full disclosure: None.

O-02-005
Neural correlates of predictive motor timing deficits
in schizophrenia

T. Kasparek (University Hospital Brno, Department of Psychiatry,

Brno, Czech Republic; J. Losak, J. Huttlova, J. Zubor, P. Lipova,

J. Vanicek, M. Bares)

Objective: Dysfunction of cortico-cerebellar loops with disruption of

fine-grained timing and coordination of cognitive processes is con-

sidered a basic pathology of schizophrenia. The objective of the study

was to test the hypothesis of abnormal time processing in

schizophrenia.
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Methods: Time processing abilities were tested in 24 schizophrenia

patients and matched healthy controls using Interception task that

requires correct timing of motor responses. Neuronal correlates of

time processing dysfunction was analyzed using functional magnetic

resonance.

Results: Schizophrenia patients showed significantly reduced ability

to correctly time the motor response. Solving the task was related to

activation of lateral prefrontal cortex, sensorimotor cortex, basal

ganglia and cerebellum. Abnormal performance of schizophrenia

patients was related to changes of activity in cerebellum, supple-

mentary motor cortex, and areas of default mode network.

Conclusion: The data brings further evidence for cortico-cerebellar

dysfunction of schizophrenia that is manifested as inadequate timing of

cognitive processes. The results of the study may guide specific neu-

rorehabilitation approaches for schizophrenia. The study was supported

by a research grant of the Czech Ministry of Health No. NT 13437-4.

Policy of full disclosure: Supported by a research grant of the Czech

Ministry of Health No. NT 13437-4. The funding source took no part

in the design, results interpretation, or data presentation of the study.

O-02-006
Dynamic internetwork connectivity during working memory:
relationships to task performance and dopamine release capacity
in healthy controls and unmedicated schizophrenia patients

C. Cassidy (Columbia University Psychiatry, New York, USA;

J. Van Snellenberg, M. Slifstein, Z. Wang, C. Benavides,

A. Abi-Dargham, G. Horga)

Objective: To determine the extent to which the connectivity between

neural networks changes with working memory load, whether this is a

mechanism through which the dopamine system influences working

memory, and if this process is impaired in unmedicated patients with

schizophrenia.

Methods: A sample of 15 unmedicated individuals with schizophrenia

(SCZ) and 39 healthy controls (HC) underwent BOLD fMRI scans

during the n-back working memory task. Among these, 10 SCZ

subjects and 15 HC underwent PET imaging using the radiotracer

[11C]FLB457 before and following amphetamine. This radiotracer

images D2 receptor binding in extra-striatal brain regions. DA release

capacity (DBPND post-amphetamine) was calculated separately for 2

regions, the cortex and subcortical regions (including midbrain, tha-

lamus, hippocampus). Time courses for brain networks were

determined using independent component analysis. Four networks

with working memory dependent activity were selected for further

analysis. Working-memory-dependent change in connectivity

between pairs of networks was calculated based on a psychophysio-

logical interaction.

Results: Five of 6 network pairs showed significant change in con-

nectivity with working memory load at p\ .05 and 2 at p\ .001.

Load-dependent increase in connectivity between right and left

fronto-parietal networks promoted working memory performance in

HC (b = 6.7, p\ .001) but not in SCZ (b = -1.4, group interaction

b = 8.1, p\ .05). HC with higher dopamine release capacity in

subcortical regions had greater increase in connectivity of fronto-

parietal networks (Pearson R = -.56, p\ .05) and greater working

memory performance (Pearson R = -.55, p\ .05).

Conclusion: Communication between brain networks is not a sta-

tionary process but changes dynamically depending on working

memory load and may be influenced by dopamine. It is unclear why

increased connectivity between fronto-parietal networks promotes

working memory in healthy controls but not unmedicated individuals

with schizophrenia.

Policy of full disclosure: None.

O-03 Drug treatment

O-03-001
The impact of newer anti-psychotics on patient-centered
outcomes in schizophrenia: Beyond efficacy and into effectiveness

A. G. Awad (Department of Psychiatry and the Institute of Medical

Science, University of Toronto, Toronto, Ontario, Canada)

Abstract: Over the past two decades, there has been an increasing

interest in including patients’ self-reports in the management of their

illness. Patient as consumers of services, their views and attitudes

towards healthcare, as well as their level of satisfaction with care

have become increasingly recognized, with the clear expectations of

better therapies and improved outcomes. It is prudent that including

patients in the decision-making process about the management of

their psychiatric conditions broadens the concept of ‘‘recovery’’ by

empowering patients to be active participants, and gives a clear

message that successful treatment in schizophrenia is more than a

symptomatic improvement, but also includes improved functional

status. In this review, recent data about the impact of newer anti-

psychotics (Ziprasidone, Aripiprazol, Paliperidone, Asenapine and

Lurasidone) on patient-reported outcomes will be reviewed across a

number of outcomes identified by patients and their families as

relevant and important to them. The outcomes identified include:

subjective tolerability, quality of life, preferences, satisfaction and

social functioning. Unfortunately, available information is limited

and the majority of available studies have been pharmaceutical

industry-initiated or suffer from methodological problems. There is

an urgent need to expand academic research interests, and also to

develop reliable and valid methodology that can help physicians to

incorporate patient-centered outcome assessments in routine clinical

care plans.

Policy of full disclosure: No conflict of interest.

O-03-002
Determination of adherence profiles in schizophrenia using
the Medication Adherence Rating Scale (MARS): results
from the FACE-SZ cohort

D. Misdrahi (Bordeaux, France; A. Tessier, P. M. Llorca, G. Fond)

Objective: The aims of the current study were to explore whether

clustered subgroups of patients could be distinguished by their

response profiles on the MARS and to identify the factors associated

with poor therapeutic adherence in a large sample of French outpa-

tients with schizophrenia.

Methods: We conducted a cross-sectional multicenter study involving

a French national network of 10 Schizophrenia Expert Centers of the

FondaMental foundation which is a French prospective cohort of

schizophrenic patients. 319 schizophrenics patients (age = 34.7 -

years, male gender 75.2 %) were systematically included and

assessed with a dedicated electronic medical records. A Cluster

Analysis and univariate analyses were undertaken to identify groups

of patients on the basis of responses to items on the MARS and

factors associated with adherence.

Results: Cluster analysis identified two main adherence styles deter-

mined by antipsychotics negative subjective side effects. Compared to

good compliers, bad compliers were significantly younger

(p = 0.001), had higher First Generation Antipsychotic (p = 0.037),

Anxiolytics (p = 0.015), total number of psychotropic drugs

(p = 0.034), current substance use or abuse (p = 0.023), PANSS

general total subscore (p = 0.022), disease severity (CGI)

Eur Arch Psychiatry Clin Neurosci (2015) 265 (Suppl 1):S1–S138 S65

123



(p = 0.049), depression (CDSS) (p\ 0.001) including suicide item

(p = 0.02), akathisia (BAS) (p = 0.045), lower functioning (GAF)

(p = 0.024) and insight (SUMD: p = 0.01; PANSS G12: p = 0.02).

Conclusion: The cluster analysis identified two main adherence styles

mostly determined by antipsychotics negative subjective side effects.

Younger age, high depressive symptoms levels, suicidal ideation, low

insight, current substance abuse and akathisia were associated with

poor adherence. The simplicity and timeless execution of the MARS

questionnaire make it a particularly interesting and useful tool for

adherence assessment. A better understanding of adherence styles and

determinants will help psychiatrists to improve the prognosis of

schizophrenia associated with this potential modifiable factor.

Policy of full disclosure: None.

O-03-003
The problem of non-compliance during treatment
of schizophrenia

G. Bogojevic (Special Prison Hospital Acute Psychiatry, Belgrade,

Serbia; D. Zigmund, L. Ziravac)

Objective: Non-compliance of persons suffering from schizophrenia

is a serious problem. Failure to adhere to the prescribed therapy

increases the risk of relapse and rehospitalisation, which frequently

leads to threatening situations (especially during exacerbation of

schizophrenia) both for the patient (suicide attempts) and for others

(violent behaviour). The aim of this study was to find what the

patients’ attitudes toward the treatment were and the underlying

reasons for non-compliance.

Methods: The retrospective study covered 112 patients diagnosed

with schizophrenia who had been sentenced to mandatory psychiatric

treatment. The research covered the period between 2010 and 2014.

Positive and Negative Syndrome Scale (PANSS) was used to measure

the patients’ psychiatric condition. Rating of Medication Influences

(ROMI) Scale was used to evaluate the patients’ attitudes toward

application of therapy. Additional socio-demographic data was used

during the research.

Results: Out of the total number of patients, 64.2 % (n = 72) of them

did not receive pharmacotherapy prior to hospitalisation. These

patients had high PANSS score. Other factors that contributed to non-

compliance were: 1/lack of insight, 2/earlier onset of the disease,

3/young age of the patient, 4/lack of support by the family and the

environment, 5/lack of adequate therapeutic alliance, 6/side effects of

antipsychotic therapy, 7/stigmatisation of schizophrenia sufferers and

8/substance abuse.

Conclusion: The contemporary approach to achieving compliance

includes the cooperation not only of the doctor and the patient, but

also of the family members, and to a considerable extent of the social

environment as well. Only an integrative approach to treating

schizophrenia patients, with psychoeducation and patient motivation

programs, combined with a careful selection of antipsychotics on

individual basis, may improve the attitude of the patient and his

family toward the treatment, and consequently result in adequate

compliance.

Policy of full disclosure: None.

O-03-004
Memantine augmentation in clozapine refractory schizophrenia:
a randomized, double-blind, placebo-controlled crossover study

P. Schulte (MHO North-Holland North Specialised Treatment,

Alkmaar, The Netherlands; S. Veerman, J. Smith, L. de Haan)

Objective: Augmentation of clozapine with memantine targets altered

glutamatergic neurotransmission in schizophrenia and showed bene-

ficial effects on several symptom domains in a small proof-of-concept

study. In this second study we report the effects of memantine add-on

treatment to clozapine for cognitive disturbances and negative and

positive symptoms in schizophrenia.

Methods: : In- and outpatients with clozapine-resistant schizophrenia

were randomly assigned to 12 weeks of double-blind adjunctive

treatment with memantine (N = 26) or placebo (N = 26). Crossover

occurred after a 2-week placebo wash-out period. Primary endpoints

were change from baseline to 12 weeks treatment and 14 weeks to

26 weeks treatment on the Cambridge Neuropsychological Test

Automated Battery, Positive and Negative Syndrome Scale (PANSS),

and Clinical Global Impression Severity Scale. Secondary endpoints

were change on the Calgary Depression Scale for Schizophrenia,

Yale-Brown Obsessive Compulsive Scale, Health of the Nation

Outcome Scales (HoNOS), Manchester Short Assessment of Quality

of Life, and Liverpool University Neuroleptic Side-Effect Rating

Scale (LUNSERS).

Results: When compared with placebo, memantine significantly

improved verbal recognition memory (free recall), paired associates

learning, PANSS negative subscale score, and HoNOS symptoms.

Memantine treatment was associated with a higher score on the

Allergic Reactions subscale of the LUNSERS.

Conclusion: In patients with clozapine-resistant schizophrenia,

treatment with adjunctive memantine significantly improved visual

and verbal memory and negative symptoms without serious adverse

effects.

Policy of full disclosure: The study was partially funded by the 2012

Care Innovation Prize of Mental Health Service Organization North

Holland North and partially sponsored by the Community Mental

Health Division of Mental Health Service Organization North Hol-

land North. The medication was provided by H. Lundbeck A/S at no

cost. H. Lundbeck A/S did not play any role in the design, conduct,

analysis or interpretation of the trial. S.R.T. Veerman, Dr. P.F.J.

Schulte and Dr. J.D. Smith report no financial relationships with

commercial interests. Dr. L. de Haan has received investigator-led

research grants or recompense for presenting his research from Eli

Lilly, Bristol-Myers Squibb, Janssen-Cilag, AstraZeneca.

O-03-005
Delayed initiation of clozapine may be related with poor response
in treatment-resistant schizophrenia

A. Üçok (Istanbul Faculty of Medicine, Department of Psychiatry,

Psychotic Disorders Research, Istanbul, Turkey)

Objective: The aim of this retrospective chart-review study was to

investigate the relationship between delayed commencement of

clozapine and the level of response in treatment-resistant

schizophrenia (TRS). We also compared the clinical features and

treatment history of the patients who used and did not use clozapine.

Methods: We included 162 patients with schizophrenia who used

clozapine, and 154 patients who had never used clozapine.

Results: The mean delay until starting clozapine after meeting TRS

criteria was 29 months. The delay was shorter in those who gained

benefit from clozapine (p = 0.04), those who were treated in a spe-

cialized psychosis outpatient unit (p = 0.01), in men (p = 0.009),

and it correlated with age (p\ 0.001). The delay in starting clozapine

and the maximum clozapine dose were independent contributors to

the response to clozapine in the logistic regression analysis. More-

over, of those who gained remarkable benefit from clozapine, the

patients were younger (p = 0.01), the duration of illness before

clozapine treatment was shorter (p = 0.001), and the number of
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adequate antipsychotic trials before the use of clozapine were fewer

(p = 0.05). Thirty-five percent of the patients who had never used

clozapine also met the TRS criteria.

Conclusion: Our findings suggest that efforts aimed at reducing the

delay for starting clozapine may increase the effectiveness of cloza-

pine in treatment-resistant schizophrenia.

Policy of full disclosure: None.

O-03-006
Prevalence, incidence and risk factors for antipsychotic-induced
movement disorders

T. Mentzel (GGz Centraal Innova, Amersfoort, The Netherlands;

R. Lieverse, J. van Os, P. van Harten)

Objective: Movement disorders (MDs) are a frequent reason for

medication non-compliance. Their epidemiology is typically studied

in adult and elderly populations with prolonged exposure to

antipsychotic (AP) medication. In contrast, in adolescents and young

adults that recently started AP medication few studies have described

the epidemiology of MDs. The GROUP study followed a large

population based cohort of patients with a recent psychotic disorder,

which makes it a fitting sample for the description of prevalence,

incidence and clinical correlates of MDs in early stages of psychosis.

Methods: The cohort contains 1120 patients with a non-affective

psychosis. The following MDs were investigated; akathisia, dyski-

nesia, dystonia and parkinsonism (tremor, rigidity and bradykinesia),

respectively assessed with the Barnes Akathisia Rating Scale,

Abnormal Involuntary Movement Scale, Dystonia item (based on the

Fahn-Mardsen Scale) and Unified Parkinson’s Disease Rating Scale.

Prevalence was investigated at baseline and 3 years follow-up and the

cumulative incidence was determined over this period. Clinical cor-

relates were investigated at baseline using logistic and linear

regression analysis.

Results: Over the course of 3 years 56 % of the patients developed a

MD. At baseline parkinsonism was the most prevalent MD (31 %).

Risk of parkinsonism (OR = 1.8) and akathisia (OR = 2.7) was

significantly increased when other MDs were present. Treatment with

an AP depot significantly increased the risk of tremor (OR = 2.9),

rigidity (OR = 2.8) and akathisia (OR = 4.2). Significant associa-

tions were also found between AP dose (daily defined dose) and

dyskinesia (OR = 3.5), cognition and dystonia (OR\ 0.1), and

severity of psychopathology and parkinsonism (OR = 2.4).

Conclusion: Prevalence and incidence of MDs were remarkably high

considering the relatively young age of the sample and use of atypical

APs was predominant. Results indicate that manageable risk factors for

MDs are treatment with a high dose of AP, AP depot and typical AP.

Policy of full disclosure: None.

O-04 Comorbidity

O-04-001
Association between substance abuse and long-term outcome
of schizophrenia: a meta-analysis

J. Miettunen (University of Oulu, Oulu, Finland; T.-M. Paaso,

K. Kasurinen, N. Hirvonen, A. Mustonen, E. Oinas, J. Käkelä,

E. Jääskeläinen)

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 substance use can be used to predict long-term clinical and

social course in schizophrenia.

Methods: A systematic review to identify potentially relevant studies

was conducted in seven databases. Only studies with a follow-up

period of at least 2 years were included. We studied following out-

comes: negative, positive and total symptoms, clinical remission,

hospitalizations, social functioning, employment, and global outcome.

Results: The search identified 9582 unique potentially relevant arti-

cles of which 25 studies met our inclusion criteria. The meta-analysis

included 5 to 13 studies in each outcome category. The studies in

outcome groups were mainly moderate to high heterogeneous. In

meta-analysis, substance use associated modestly with outcome, all

the associations were non-significant and between -0.06 and 0.09.

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 on long-term outcome. This difference compared to studies on

current comorbidity may indicate that those who continue substance

abuse have poor outcome, e.g., due to poor treatment adherence,

whereas those who do not continue the abuse may have relatively

good outcome.

Policy of full disclosure: None.

O-04-002
Prevalence of vitamin D deficiencies in Dutch outpatients
with schizophrenia, schizoaffective or bipolar disorder

R. Boerman (GGZ Noord-Holland-Noord Divisie Maatschappelijke

Psychiatry, Alkmaar, The Netherlands; P. Schulte, D. Cohen,

A. Nugter)

Objective: Vitamin D deficiencies in adults increase the risk of

osteopenia, osteoporosis and osteomalacia. Vitamin D deficiencies

and psychiatric diseases are associated, for example, in psychosis,

depression or Alzheimer’s disease. Little is known about the preva-

lence of vitamin D deficiency in bipolar disorder.

Methods: From 2011 to 2013, 320 Dutch outpatients with

schizophrenia, schizoaffective disorder or bipolar disorder were asked

to test their vitamin D levels when regularly screened for metabolic

disturbances or for lithium levels.

Results: We tested 149 patients with schizophrenia, 53 patients with

schizoaffective disorder and 118 patients with bipolar disorder.

62.2 % of the entire patientgroup had sub-normal vitamin D levels.

31.9 % (95 % CI 27.0–37.2) of the vitamin D levels were insufficient

(vitamin D 30–49 nmol/l) and 30.3 % (95 % CI 25.5–35.6) of the

vitamin D levels were deficient (vitamin D\ 30 nmol). Only 14.4 %

(95 % CI 11.0–18.7) showed an optimum vitamin D level. The

absolute risk difference between our patient population and the gen-

eral Dutch Caucasian population was 23.8 % (95 % CI 18.3 % to

29.3).

Conclusion: Our results show, that in The The Netherlands, outpa-

tients with schizophrenia, schizoaffective or bipolar disorder, have a 3

to 3.5 times higher prevalence of vitamin D deficiency than the

general Caucasian population. Our results suggest inclusion of vita-

min D-measurement into the annual metabolic screening in this

patient population in order to prevent osteoporosis and possibly even

psychiatric symptoms like depression.

Policy of full disclosure: None.
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O-04-003
Metabolic syndrome, abdominal obesity and hyperuricemia
in schizophrenia: results from the FACE-SZ data-set

G. Fond (Université Paris, Est-Créteil Schizophrenia Expert Center,

Creteil, France; O. Godin, P.-M. Llorca, M. Leboyer)

Objective: Abdominal obesity was suggested to be a better predictor

than Metabolic Syndrome (MetS) for cardiovascular mortality, how-

ever is has not been extensively studied in schizophrenia.

Hyperuricemia (HU) was also suggested to be both an independent

risk factor for greater somatic comorbidity and a global metabolic

stress maker in patients with schizophrenia. The aim of this study was

to estimate the prevalence of MetS, abdominal obesity and HU and to

examine the association between metabolic parameters with HU in a

cohort of French patients with schizophrenia or schizo-affective dis-

order (SZ), and to explore if patients were correctly treated.

Methods: 240 SZ patients (age = 31.4 years, male gender 74.3 %)

were systematically included. Metabolic syndrome was defined

according to the International Diabetes Federation and HU if serum

uric acid level was above 360 lmol/L.

Results: MetS, abdominal obesity and HU were found respectively in

24.2, 21.3 and 19.6 % of patients. In terms of risk factors, multiple

logistic regression showed that after taking into account the potential

confounders, the risk for HU was higher in males (OR = 5.9,

IC95[1.7–21.4]) and with subjects with high waist circumference

(OR = 3.1, IC95[1.1–8.3]) or hypertriglyceridemia (OR = 4.9,

IC95[1.9–13]). No association with hypertension, low HDL choles-

terol or high fasting glucose was observed. Only 10 % of patients

with hypertension received a specific treatment, 18 % for high fasting

glucose and 8 % for dyslipidemia.

Conclusion: The prevalence of MetS, abdominal obesity and hyper-

uricemia is elevated in French patients with schizophrenia, all of

which are considerably under-diagnosed and undertreated. HU is

strongly associated with abdominal obesity but not with psychiatric

symptomatology.

Policy of full disclosure: None.

O-04-004
Measures of glucose and lipid metabolism at the fasted state
in drug-naı̈ve patients with psychosis; evidence for insulin
resistance

P. Petrikis (University of Ioannina, Psychiatry, Ioannina, Greece;

S. Tigas, V. Boumba, A. Tzallas, I. Papadopoulos, P. Skapinakis,

T. Vougiouklakis, V. Mavreas)

Objective: Diabetes and dyslipidemia are common in patients with

psychosis; this association may be partly related to adverse metabolic

effects of antipsychotic medications. We assessed glucose and lipid

metabolism during the fasted state in drug-naı̈ve patients with

psychosis.

Methods: Fasting plasma concentrations of total cholesterol, triglyc-

erides, high density lipoprotein (HDL), glucose, insulin, connecting

peptide (C-peptide), homeostatic model assessment index (HOMA-

IR), glycated hemoglobin (HbA1C) and serum cortisol (as stress

indicator) were compared between a group of 40 newly diagnosed

drug-naı̈ve psychotic patients and a group of 40 healthy controls,

matched for age, sex and BMI.

Results: Total cholesterol, HDL, triglycerides and fasting glucose

levels were similar, whereas insulin and C-peptide levels were higher

in the patients’ group compared to those in healthy controls. Drug-

naı̈ve patients with psychosis were more insulin resistant (as assessed

by the HOMA-R index) compared to healthy controls. Serum cortisol

did not differ between the two groups.

Conclusion: There is evidence that drug-naı̈ve patients with psychosis

during the acute phase of their illness are more insulin resistant

compared to healthy controls.

Policy of full disclosure: None.

O-04-005
Inflammatory activity in psychotic disorders after accounting
for cardiovascular risk factors

I. Dieset (NORMENT-Psychosis Research, Oslo University Hospital,

Oslo, Norway; E. Reponen, R. Mørch, E. Hoseth, S. Hope, I. Agartz,

I. Melle, S. Djurovic, P. Aukrust, T. Ueland, O. Andreassen)

Objective: Evidence from genetic, epidemiological and clinical

studies implicates inflammatory mechanisms in the pathophysiology

of psychotic disorders as well as in cardiovascular disease (CVD).

This study investigated plasma levels of five inflammatory markers

representing different pathways within the immune system and known

to be involved in coronary disease in a large sample of patients with

psychotic disorders.

Methods: We included a total number of 1211 cases—1104 patients

with a diagnosis of schizophrenia (SZ), bipolar disorder (BP) or

psychosis not otherwise specified (PNOS) and 107 age-matched

healthy controls (HC). Fasting plasma levels of CRP, PTX-3, MPO,

CD14 and IL-2R and several CVD risk factors (glucose, total

cholesterol, HDL-cholesterol, triglycerides) were measured. In addi-

tion, smoking, gender, antipsychotic medication and BMI were

recorded. Associations between CVD risk factors and inflammatory

markers were investigated using Pearson correlation test and T test.

Differences in plasma levels of inflammatory markers were investi-

gated across the four diagnostic groups using ANCOVA.

Results: Plasma levels of CRP (F = 9.0, df = 3, p = 7 9 10-7) and

MPO (F = 5.4, df = 3, p = 0.001) were significantly elevated in SZ,

BP and PNOS compared to HC and IL-2R (F = 3.8, df = 3,

p = 0.10) in SZ compared to HC. Several of the inflammatory

markers correlated strongly with CVD risk factors and after adjusting

for these, only MPO (F = 4.15, df = 3, p = 0.006) remained sig-

nificantly elevated in the three patients groups compared to healthy

controls: SZ (426.5, SD ± 478.7), BP (462.1, SD ± 488.0), PNOS

(432.3, SD ± 464.2) [HC (258.8, SD ± 324.0). We found no dif-

ference in plasma levels of PTX-3 and CD14 across the diagnostic

groups.

Conclusion: After accounting for CVD risk factors, only MPO

remained elevated in patients with psychotic disorders compared to

healthy controls. MPO might be a useful bio-marker, beyond tradi-

tional CVD risk markers for predicting coronary disease in patients

with psychotic disorders.

Policy of full disclosure: None.

O-04-006
Studying heart arrhythmias in relation to psychosis (SHARP).
Increased prevalence of Brugada syndrome in recent onset
schizophrenia

A. Sutterland (AMC Early Psychosis Department, Amsterdam,

The Netherlands)

Objective: To screen whether an increased prevalence of suspect

Brugada ECG is present in patients with recent onset schizophrenia.
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Methods: 264 subjects with recent onset schizophrenia admitted

between 2006 and 2012 and 568 healthy controls, underwent an ECG.

All persons who had an ECG suspect for BrS were asked to undergo a

provocation test to diagnose/exclude BrS. We checked whether

patients had deceased during follow-up.

Results: 20/264 patients (7.6 %) and 11/568 healthy controls (1.9 %)

showed an ECG suspect for BrS, with an adjusted Odds ratio (OR) of

3.0 (p = 0.008). Thus far 14 provocation tests have been performed,

confirming BrS in three patients (1.1 %). Eleven patients had

deceased during follow-up, of which three due to sudden cardiac

death.

Conclusion: This study shows that a considerable subset of patients

with recent onset schizophrenia have an ECG suspect of Brugada

Syndrome, confirming results in a population with chronic

schizophrenia (Blom 2014). This may imply that there is a common

pathophysiologic mechanism involved in both disorders, namely ion

channel dysfunction. Screening for Brugada Syndrome in

schizophrenia is relevant for treatment and to prevent sudden cardiac

death.

Policy of full disclosure: None.

O-05 Alternative treatment approaches

O-05-001
The impact of aerobic exercise on brain-derived neurotrophic
factor and neurocognition in individuals with schizophrenia:
a single-blind, randomized clinical trial

D. Kimhy (Columbia University, Department of Psychiatry,

New York, USA)

Objective: Individuals with schizophrenia display substantial neu-

rocognitive deficits for which available pharmacological and

cognitive-remediation treatments offer only limited benefits. Yet,

findings from studies of animals, clinical and nonclinical populations

have linked neurocognitive improvements to increases in aerobic

fitness (AF) via aerobic exercise training (AE). Such improvements

have been attributed to up-regulation of brain-derived neurotrophic

factor (BDNF). However, the impact of AE on neurocognition, and

the putative role of BDNF, have not been investigated in

schizophrenia.

Methods: Employing a proof-of- concept, single-blind, randomized

clinical trial design, 33 individuals with schizophrenia were ran-

domized to receive standard psychiatric treatment (n = 17;

‘‘treatment as usual’’; TAU) or attend a 12-week AE program

(n = 16) utilizing active-play video games (Xbox 360 Kinect) and

traditional AE equipment. Participants completed assessments of AF

(VO2peak ml/kg/min), neurocognition (MATRICS Consensus Cog-

nitive Battery), and serum-BDNF before and after and 12-week

period.

Results: Twenty-six participants (79 %) completed the study. There

were no AE-related adverse events. At follow-up, the AE participants

improved their AF by 18.0 % vs. -0.5 % decline in the TAU group

(P = .002) and improved their neurocognition by 15.1 % vs. -2.0 %

decline in the TAU group (P = .031). Hierarchical multiple regres-

sion analyses indicated that enhancement in AF and increases in

BDNF predicted 25.4 % and 14.6 % of the neurocognitive improve-

ment variance, respectively. Improvement in neurocognition was

associated with the percentage of AE sessions time participants

exercise at C60 % of their maximal heart rate.

Conclusion: The results indicate AE is effective in enhancing neu-

rocognitive functioning in people with schizophrenia and provide

preliminary support for the impact of AE-related BDNF up-regulation

on neurocognition in this population. Poor AF represents a modifiable

risk factor for neurocognitive dysfunction in schizophrenia for which

AE training offer a safe, non-stigmatizing, and side-effect-free

intervention. Additionally, the results indicate active-play video

games can be successfully incorporated into AE training for indi-

viduals with schizophrenia.

Policy of full disclosure: This work was supported by grant

1R21MH096132 from The National Institute of Mental Health,

Bethesda, MD, USA (Dr. Kimhy). The author has no financial conflict

of interest to declare.

O-05-002
Applying anodal tDCS on left lateral prefrontal cortex to enhance
computer-assisted cognitive remediation for schizophrenia

G. Di Lorenzo (University of Rome, Tor Vergata Department

of Systems Medicine, Rome, Italy; S. Emiliano, D. Serrone,

A. Daverio, F. Ferrentino, V. De Lorenzo, C. Di Lorenzo, C. Niolu,

S. Seri, S. Rossi, A. Siracusano)

Objective: To implement a specific intervention that combines a

cognitive enhancing neuromodulation technic (transcranial Direct

Current Stimulation, tDCS) and a computer-assisted cognitive reme-

diation (CACR) strategy (by the use of CogPack� software) in order

to obtain a fast and long-lasting effect on cognition in people affected

by Schizophrenia (SCZ).

Methods: A first neuromodulated, short-duration group (enhanced

CogPack�, eCP group) of nine SCZ was treated for eight (twice-

weekly) sessions with an anodal tDCS placed in F3, corresponding to

the lateral prefrontal cortex(cathodal tDCS placed on the ipsilateral

harm; stimulation intensity: 1 mA; stimulation duration: 200), fol-

lowed by a CACR intervention with CogPack� (duration: 500–600). A

second long-duration group (CP group) of ten SCZ was treated with

eighteen (twice-weekly) CogPack� sessions without neuromodula-

tion. Clinical, cognitive and functioning assessments were done the

week before (T0) and after (T1) the CACR intervention, as well as

three months after the CACR end (T2).

Results: The two groups did not differ in clinical, cognitive and

functioning indices at T0. Repeated measures ANOVA models

showed a significant improvement in both groups at T1 and T2,

respect to T0, in several cognitive domains and in the functioning. No

group 9 time interaction effect (‘‘eCP vs. CP’’ 9 ‘‘T0 vs. T1 vs.

T2’’) was present, revealing no difference in the efficacy of the two

interventions on the cognitive and functioning indices.

Conclusion: The findings of current study revealed that anodal tDCS

determined an enhancement of cognitive performance during Cog-

Pack�, reducing the total time needed to elicit an effective, long-

lasting effect using CACR treatment in Schizophrenia. The tDCS

might act through a potentiation of neuroplasticity mechanisms

involved in the learning processes activated by cognitive remediation

intervention.

Policy of full disclosure: None.

O-05-003
Transcranial Direct Current Stimulation (tDCS) improves
negative symptoms in schizophrenia: a double-blind, randomized,
clinical Trial

U. Palm (Ludwig-Maximilians-University, Department of Psychiatry,

Munich, Germany; A. Hasan, D. Keeser, J. Blautzik, N. Sarubin,

F. Kaymakonova, I. Unger, M. Kupka, B. Ertl-Wagner, P. Falkai,

F. Padberg)
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Objective: Transcranial direct current stimulation (tDCS) is currently

investigated for the treatment of neuropsychiatric disorders. Neuro-

plastic effects may be achieved by prolonged neuronal depolarization/

hyperpolarization. Schizophrenia studies revealed a neuroplasticity

deficit of cortical areas. Promising results of anodal/cathodal tDCS for

acute and chronic symptoms were shown in one randomized clinical

trial and several case reports. The aim was to improve negative symp-

toms with anodal tDCS over the left dorsolateral prefrontal cortex

(DLPFC) and cathodal tDCS above the supraorbital region. Clinical

scores were assessed with Positive and Negative Symptoms Scale

(PANSS) and Scale for the Assessment of Negative Symptoms (SANS).

Methods: 20 patients with predominant negative symptoms and stable

medication ([3 weeks) were randomized to active or sham group.

Anode was placed over the left DLPFC, cathode over right orbit.

2 mA tDCS was delivered 10 times within weeks 1 and 2. Con-

comitant medication was continued. Functional connectivity MRI

(fcMRI) was performed before and after tDCS.

Results: Post-hoc test (least significant difference, factor ‘‘group’’)

showed significant PANSS amelioration in the active group

(p = 0.014) for the follow-up, two weeks after the end of stimulation.

SANS revealed significant improvement in the active group in week 1

(p = 0.047), week 2 (p = 0.005), and follow-up (p = 0.011). In the

active group, fcMRI showed a significant deactivated cluster (cor-

rected p\ 0.05) in the anatomical regions of ncl. accumbens,

subgenual cortex and striatum.

Conclusion: tDCS is a promising tool to improve various

schizophrenia symptoms that are otherwise often difficult to treat.

Policy of full disclosure: None.

O-05-004
Meta analysis of oxytocin in schizophrenia: effects on symptoms
and social cognition

A. Macbeth (University of Edinburgh, Clinical Psychology,

Edinburgh, United Kingdom; A. Gumley, C. Braehler,

M. Schwannauer)

Objective: There is considerable evidence that affiliative and social

cognitive processes are linked to oxytocin (OXT). Oxytonergic sys-

tems are involved in psychosis and there is emerging evidence that

synthetic OXT may represent a novel treatment paradigm. We con-

ducted a meta-analysis to estimate an effect size for OXT treatment

on psychotic symptoms, social cognition and emotional recognition.

Methods: Published trials of OXT vs. Placebo in schizophrenia were

identified. Participants had a diagnosis of Schizophrenia or psychosis.

Effect sizes for OXT on symptoms were converted to Hedge’s ‘g’.

Symptom scores were reported on the PANSS scale or converted to

PANSS equivalence. Meta-analyses were conducted with both fixed

and random effects meta-analyses, incorporating assessment of

heterogeneity, publication bias and influence bias.

Results: OXT administration versus placebo was associated with a

medium effect for reduction in total symptoms g = -0.44 (95 %CI -

0.83 to -0.04; z = 2.19; p = 0.03), a medium effect for reduction in

positive symptoms g = -0.38 (95 %CI -0.77 to 0.007; z = -1.92;

p = 0.05) and a minimal non-significant effect for reduction in neg-

ative symptoms (g = -0.11 (95 %CI -0.40 to 0.19; z = -.68;

p = 0.49). Comparison of OXT versus placebo for social cognition

indicated a small non-significant effect of OXT on Theory of Mind

(g = 0.15 (95 %CI -0.14 to 0.44; z = 1.02, p = 0.3) and minimal

effect on emotion recognition (g = 0.004 (95 %CI -0.27 to 0.27;

z = 0.03, p = 0.97). Heterogeneity and influence analyses indicated

methodological variation in the studies.

Conclusion: There is evidence for a treatment effect of OXT on

positive and total symptoms, but minimal evidence of an effect on

negative symptoms or social cognition when compared with placebo.

Methodological variance limits the conclusions that can be drawn.

Policy of full disclosure: None.

O-05-005
m-RESIST project: is it possible to improve the care of treatment-
resistant schizophrenia using modern m-health based treatment
modalities?

K. Rubinstein (The Gertner Institute, Health Policy Research,

Ramat Gan, Israel; A. Caspi, E. Jääskeläinen, M. Isohanni, J. Usall,

E. Huerta-Ramos, U. Zsolt, I. Bitter, S. van der Graaf, M. Hospedales,

I. Corripio Collado)

Objective: Schizophrenia and psychotic disorders are among the

leading unsolved diseases which cause extensive adverse social,

familial, health and personal impacts. In the European Union, around

5 million people suffer from psychotic disorders, while only 13.5 %

recover, and 30–50 % are considered treatment-resistant, requiring

long periods of hospitalization and being at greater risk of somatic

comorbidity and mortality. m-RESIST is an innovative project aimed

to empower patients with resistant schizophrenia, to personalize

treatment by integrating pharmacological and psycho-social approa-

ches, and to further develop knowledge related to the illness using

predictive models designed to exploit historical and real-time data

based on environmental factors and treatment outcomes.

Methods: Twelve entities from the public and private sector of 7

European countries participate in the m-RESIST project. Novel

m-health based treatment modalities, supported by mobile devices,

will be developed as a result of joint effort and integrative approach of

clinical, research and technological specialists. Innovative clinical

practices utilizing mobile technology will be tested in clinical samples.

Results: The project started on 1 January 2015, and during 3 years, a

model of clinical use of mobile technology with treatment-resistant

schizophrenia patients, their caregivers and treating clinicians, will be

implemented and tested. Preliminary results from the current phase,

focused on identifying potential users’ needs, from the patients’,

caregivers’ and clinicians’ perspective, and defining novel m-RESIST

solutions, will be presented.

Conclusion: The outcomes of schizophrenia are unsatisfactory and

only minority of patients reach recovery. We currently possess min-

imal knowledge regarding benefits and risks of modern mobile

technology in treatment of psychotic disorders and schizophrenia. The

ultimate goal of the m-RESIST project is to determine whether

modern technological devices can help optimize treatment strategies,

alter the naturalistic course of illness and reduce acute symptoms and

relapses, thus increasing the patients’ potential for successful reha-

bilitation and better quality of life.

Policy of full disclosure: *On behalf of the m-RESIST Consortium.

Project financed by European Union Horizon 2020 research (Grant

Agreement No. 643552; http://www.mresist.eu/ and http://ec.europa.eu/

digital-agenda/en/news/m-resist-first-eu-mhealth-project-patients-treat

ment-resistant-schizophrenia), and innovation framework program.

O-05-006
Cannabis and schizophrenia: a Cochrane review

J. Pushpa-Rajah (University of Nottingham, Cochrane Schizophrenia

Group, Nottingham, United Kingdom; B. McLoughin, D. Gilles)

Objective: To assess the effects of specific psychological treatments

for cannabis reduction in people with schizophrenia. To assess the
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effects of antipsychotics for cannabis reduction in people with

schizophrenia. To assess the effects of cannabinoids (cannabis related

chemical compounds derived from cannabis or manufactured) for

symptom reduction in people with schizophrenia.

Methods: We searched the Cochrane Schizophrenia Group Trials

Register, 12 August 2013. We included all randomised controlled

trials involving cannabinoids and schizophrenia/schizophrenia-like

illnesses, which assessed: (1) treatments to reduce cannabis use in

people with schizophrenia; (2) the effects of cannabinoids on people

with schizophrenia. We searched all references of articles selected for

inclusion for further relevant trials. We contacted the first author of

included studies for unpublished trials or data.

Results: Results from one small study showed people receiving

adjunct psychological therapies did not reduce cannabis consumption.

In a small trial comparing effectiveness of olanzapine versus risperi-

done for cannabis reduction, there was no difference between groups.

There was insufficient to show cannabidiol has an antipsychotic effect.

Conclusion: Results are limited and inconclusive due to the small

number and size of randomised controlled trials available and quality

of data reporting within these trials. More research is needed to

(a) explore the effects of adjunct psychological therapy to treat can-

nabis and psychosis have schizophrenia (b) decide the most effective

drug treatment in treating those that use cannabis and have

schizophrenia, and (c) assess the effectiveness of cannabidiol in

treating schizophrenia. Currently evidence is insufficient to show

cannabidiol has an antipsychotic effect.

Policy of full disclosure: None.

O-06 Psychosocial treatment

O-06-001
Psychological treatments for early psychosis can be beneficial
or harmful, depending on the therapeutic alliance:
an instrumental variables analysis

S. W. Lewis (University of Manchester, Manchester,

United Kingdom; L. Goldsmith, R. P. Bentall, G. Dunn)

Objective: The objective was to identify the causal mechanism of

change in psychotherapies for psychosis. Before the 1990’s, psy-

chotherapies for psychosis were considered to be ineffective and

potentially harmful. Since then, meta-analyses of many randomized

controlled trials have demonstrated that CBT in addition to routine

care (RC) reduces symptoms more than RC alone. These trials often

report that non-specific psychotherapies (counselling, befriending)

used as controls are also more effective than RC alone. The quality of

the therapeutic alliance has been invoked to explain the equal

effectiveness of different psychotherapies, but prior research is cor-

relational, and ignores the possibility that individuals who form good

alliances may have good outcomes without therapy.

Methods: We evaluated the causal effect of therapeutic alliance using

instrumental variable (structural equation) modelling on data from a

three-arm, randomized controlled trial of 308 people in an acute first or

second episode of non-affective psychosis. The trial compared CBT

over 6 weeks plus RC versus supportive counseling plus RC versus

RC alone. We examined the effect of therapeutic alliance, measured

by the client-rated CALPAS, on the primary trial 18-month outcome of

symptom severity (PANSS), assessed blind to treatment allocation.

Results: Both adjunctive CBT and SC improved 18 month outcomes,

compared to RC. For both psychotherapies, improving therapeutic

alliance improved symptomatic outcome. With a good therapeutic

alliance, attending more sessions causes a significantly better PANSS

total outcome (effect size i.e., change in treatment effect (PANSS

score) per session attended -2.91, 95 % CI -0.90 to -4.91), With a

poor therapeutic alliance, attending more sessions is detrimental

(effect size +7.74, 95 % CI +1.03 to +14.45).

Conclusion: This is the first ever demonstration that therapeutic

alliance has a causal effect on symptomatic outcome, and that poor

therapeutic alliance is actively detrimental. This has implications for

training and quality assurance, at least with respect to psychosis.

Policy of full disclosure: None.

O-06-002
Family Motivational Intervention: effectiveness, feasibility
and 15 months follow up

R. Keet (GGZ-Noord-Holland-Noord Community Mental Health,

Heiloo, The Netherlands)

Objective: Cannabis use is common in people with schizophrenia and

has been associated with an adverse course of the illness. Previous

research found no or only modest benefits of psychosocial interven-

tions to reduce cannabis use in patients with schizophrenia, and little

attention has been paid to the involvement of patients’ caregivers.

Methods: This study examined whether a specific intervention for

parents, based on motivational interviewing and interaction skills

(Family Motivational Intervention, FMI), was more effective than

routine family support (RFS) in reducing cannabis use in patients with

recent-onset schizophrenia. In a trial with 75 patients who used

cannabis and received treatment for recent-onset schizophrenia, 97

parents were randomly assigned to either FMI (n = 53) or RFS

(n = 44). Assessments were conducted at baseline and 3 and

15 months after completion of FMI by an investigator who remained

blind throughout the study about the assignment of the parents.

Results: From baseline to the 15-month follow-up, there was a sig-

nificant greater reduction in FMI compared to RFS in patients’

quantity (p = 0.01) and frequency (p\ 0.01) of cannabis use.

Patients’ craving for cannabis use was also significantly lower in FMI

at 15 months follow-up (p\ 0.01). At the 3-month follow-up, there

was an improvement in both groups in parental distress and sense of

burden; however, only in FMI parents’ appraisal of patients’ symp-

toms had further improved at the 15-month follow-up (p\ 0.05).

Conclusion: Training parents in motivational interviewing and

interaction skills is feasible and effective in reducing cannabis use

among young adults with recent-onset schizophrenia. Findings were

not consistent with regard long-term superiority of FMI in reducing

parents’ distress, although this advantage was not obtained on all

measures.

Policy of full disclosure: None.

O-06-003
Mindfulness and schizotypy: magical thinking
without suspiciousness characterises mindfulness meditators

E. Antonova (Kings College London, London, United Kingdom;

A. Hamid, B. Wright, V. Kumari)

Objective: The objective was to explore the relationship between

mindfulness practice within Buddhist tradition and schizotypy

dimensions. Some of the Buddhist beliefs and experiences that can

arise through meditation practice closely resemble Out of Ordinary

Experiences (OOEs) and Psychotic Like Experiences (PLEs) that are

considered to be a core feature of high-risk or prodromal state.

Despite growing evidence for demonstrated efficacy of mindfulness in

various mental and physical disorders, particularly in reducing
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depression and anxiety, there are limited data examining the efficacy

of mindfulness interventions for people with psychosis. Furthermore,

there is a concern (based on the single case studies) that mindfulness

practice might trigger psychotic symptoms in vulnerable individuals.

We hypothesised that individuals practicing mindfulness meditation

within Buddhist tradition will hold unusual beliefs pertaining to the

dimension of schizotypy, but this will not be accompanied by any

increases in paranoid ideations or social anxiety.

Methods: The study involved 56 healthy men: 28 meditation-naı̈ve

(no experience of mindfulness-related practices) and 28 experienced

mindfulness practitioners recruited through Buddhist centers. Medi-

tators had at least 2 years of consistent mindfulness practice defined

as a minimum of 45 min per day, at least 6 days a week. All par-

ticipants completed the Schizotypal Personality Questionnaire (SPQ,

Raine, 1991, Schiz Bull), a self-report scale containing 9 subscales:

ideas of reference, excessive social anxiety, magical thinking, unusual

perceptual experiences, odd/eccentric behaviour, no close friends, odd

speech, constricted affect, and suspiciousness.

Results: Experienced mindfulness practitioners scored higher on

magical thinking (p = 0.02), but lower on suspiciousness (p = 0.05)

and excessive social anxiety (p = 0.056) subscales compared to

meditation-naı̈ve individuals. The two groups did not differ signifi-

cantly on other SPQ subscales or the total SPQ score.

Conclusion: Mindfulness practice does not result in an overall

schizotypal profile and may help to reduce suspiciousness and

excessive social anxiety in people with psychosis.

Policy of full disclosure: None.

O-06-004
REFLEX: a metacognitive group treatment to improve insight
in psychosis and to reduce self-stigma

M. Pijnenborg (University of Groningen, Groningen,

The Netherlands; A. de Vos, L. van der Meer, C. Bockting,

M. van der Gaag, A. Aleman)

Objective: Many people with schizophrenia (50–80 %) demonstrate

impaired insight. A number of interventions aiming to improve

insight have been proposed and evaluated, for example cognitive

behavioral therapy and psycho-education. Results of these interven-

tions leave room for improvement. Therefore, we proposed a new

intervention to improve insight in people with schizophrenia:

REFLEX. REFLEX focuses on insight in one’s functioning in

everyday life and changes in general functioning after psychosis by

improving metacognitive acts necessary for insight (self-reflective-

ness, idiosyncratic self-certainty) and reducing stigma-sensitivity. The

primary objective was to improve insight. By improving insight, we

hoped to improve functional outcome and symptoms.

Methods: 134 patients diagnosed with schizophrenia with poor insight

were included in a multicenter randomized controlled trial. REFLEX

was compared to an active control condition consisting of group wise

simplified drill and practice cognitive remediation training (CRT).

Results: Clinical insight improved significantly in the REFLEX

condition, but also in the control group. Self-stigma remained stable

in both conditions. Self-reflectiveness, idiosyncratic self-certainty did

not change during treatment. Improved insight was associated with

significantly less depression.

Conclusion: REFLEX leads to better insight, but this effect was not

specific. Given that previous studies have shown that insight usually

not improves with treatment as usual, it may be that simplified CRT

also stimulates insight. Probably due to our recruitment strategy (i.e.,

selecting people with impaired insight), baseline self-stigma was

already low, which may have left little room for improvement.

Policy of full disclosure: None.

O-06-005
Improving functional competence, neurocognition, social
cognition and negative symptoms in schizophrenia: randomized
controlled trial

N. Ibarretxe-Bilbao (University of Deusto, Bilbao, Spain; J. Peña,

P. Sanchez, E. Elizagarate, J. Ezcurra, M. Gutierrez, N. Ojeda)

Objective: To examine the efficacy of a cognitive training program

(REHACOP) to improve cognition, social cognition, clinical symp-

toms and functional outcome of patients with schizophrenia.

Methods: One hundred and one patients with schizophrenia were

randomly allocated into experimental or control groups. The patients

allocated on the experimental group (N = 52) received a group

cognitive rehabilitation treatment using REHACOP. They attended 36

sessions of 90 min during three months. During the same time and

frequency, patients under control condition (N = 49) received occu-

pational activities. Patients underwent pre-treatment and post-

treatment assessments, including: Positive and Negative Syndrome

Scale (PANSS), a neuropsychological battery using Hopkins Verbal

Learning Test (HVLT); digit span and digit symbol subtests from

Wechsler Adult Intelligence Scale-III; and Stroop Test. A total neu-

rocognitive score was created (Cronbach́s alpha = 0.80). Theory of

mind was assessed with Happé Strange Stories Test; Emotional per-

ception with Mayer-Salovey-Caruso Emotional Intelligence Test

(MSCEIT); Attributional style with Attributional Style Questionnaire

(ASQ) and Social perception with Social Featuring Recognition Test

(SFRT). Functional outcome was evaluated with the UCSD Perfor-

mance-Based Skills Assessment (UPSA).

Results: No baseline group differences were found. Significant dif-

ferences were found in the mean change between the REHACOP

group and control group in neurocognition [0.18 (SD = 0.32) vs. -

0.15 (SD = 0.38), p =\0.001], social perception [2.29 (SD = 9.14)

vs. -0.24 (SD = 15.86), p = 0.009], theory of mind [1.41

(SD = 0.18) vs. -0.26 (SD = 1.30), p = 0.001], emotional percep-

tion [4.57 (SD = 11.61) vs. -0.60 (SD = 14.11), p = 0.046],

negative symptoms [-5.43 (SD = 6.64) vs. -2.84 (SD = 4.33),

p = 0.029], emotional distress [-2.80 (SD = 3.50) vs. -0.74

(SD = 2.72), p = 0.001], and functional competence [53.57

(SD = 3.94) vs. 0.26 (SD = 3.94), p = 0.001].

Conclusion: Patients receiving REHACOP demonstrated statistically

significant and clinically meaningful changes in neurocognition,

social cognition, negative and functional disability.

Policy of full disclosure: This study was supported by the Health

Department of the Basque Government (2010111136, 2011111102).

N.O. and J.P. are co-authors and copyright holders of the REHACOP

cognitive rehabilitation program, published by Parima Digital, S.L.

(Bilbao, Spain).

O-06-006
Beat victimization! Psychomotor assertiveness training
with elements of kickboxing for people with psychotic disorders

E. van der Stouwe (University of Groningen, Clinical Psychology,

Groningen, The Netherlands; B. de Vries, M. Pijnenborg,

J. van Busschbach, A. Aleman)

Objective: Contrary to what is generally thought, people with a

psychotic disorder are more likely to be the victim of a crime, than the

offender (Brekke et al. 2002). Research has revealed several factors to

be associated with victimization in patients with psychotic disorder.

Impaired social cognition, decreased insight and problems in

aggression regulation may lead to inadequate social behavior which

increases the risk of victimization. In turn, victimization can increase
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self-stigma resulting in reduced self-esteem, diminished assertiveness

and lack of empowerment making patients more vulnerable again to

victimization. In order to decrease the risk of victimization, we

developed a psychomotor assertiveness training with elements of

kickboxing, which addresses these risk factors and may help patients

to emerge from the vicious victimization cycle. In preparation of a

multicenter randomized controlled trial (RCT), the psychomotor

assertiveness training was evaluated and outcome measures were

explored by means of a feasibility study. It was hypothesized that the

training has a positive effect on social behavior and on the risk factor

aggression regulation.

Methods: Twenty-four psychotic patients were recruited from the

department of psychotic disorders of GGZ-Drenthe. Social behavior

was assessed by means of a Dutch Social Functioning Inventory

(IOA; Dam-Baggen & Kraaimaat 1999), aggression regulation was

assessed with a Dutch Self-expression and Control scale (ZECV; van

Elderen, Verkes, Arkesteijn, & Komproe 1996). Differences pre- and

post-intervention will be determined by means of repeated measures

analyses.

Results: Results will be presented in the presentation and the pilot’s

implications for the RCT will be discussed.

Policy of full disclosure: None.

O-07 Neuropsychology

O-07-001
Verbal memory and the primary/secondary negative symptoms
distinction following a first episode of psychosis

M. Lepage (McGill University, Douglas Mental Health, University

Institute, Verdun, Quebec, Canada; M. Bodnar, R. Joober, A. Malla)

Objective: Negative symptoms have been strongly linked to a poorer

functional outcome in both enduring schizophrenia and early psy-

chosis. Several studies examining the association with

neuropsychological measures have repeatedly observed a significant

link between verbal memory impairment and negative symptoms

severity. No studies however have explored whether primary (or

idiopathic) and secondary negative symptoms share the same asso-

ciation with verbal memory.

Methods: Overall, 236 patients with a first episode of psychosis (FEP)

and 146 healthy control subjects took part in this study. FEP patients

were grouped as a function of symptom profiles. A first group

(n = 79) included patients with primary negative symptoms (PNS)

defined as having a global rating of moderate or more on at least one

negative symptom as measured by the SANS. To ensure symptoms

were primary in nature, patients also had to have mild or less positive

symptoms, a score below threshold for depression and not present

with extrapyramidal symptoms. All criteria had to be maintained for

at least six consecutive months. Another group (n = 55) included

patients with secondary negative symptoms (combining PNS and

presence of confounding factors such positive, depressive, and/or

extra-pyramidal symptoms. A third group (n = 46) included fully

remitted patients and a last group (n = 56) included patients with

non-remitted transient symptoms. All participants were assessed on

an exhaustive neuropsychological battery that included a measure of

episodic verbal memory.

Results: Data from the healthy controls were used to transform the

patient data into z-scores. Patients with PNS significantly performed

worst (z = -1.54) than remitted patients or transient symptoms

patients (all ps\ .01) on verbal memory. PNS and secondary PNS

(z = -1.31) patients did not significantly differ.

Conclusion: This study provides evidence that both PNS and sec-

ondary PNS share a significant association with episodic verbal

memory impairments suggesting that treatment of one may improve

the other.

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

Canadian Institutes of Health Research. M. Lepage has received

research grants from Otuska, Lundbeck, Janssen, Roche, and Bristol-

Myers Squibb and honorariums from Janssen, Lilly, and Roche.

O-07-002
Facial emotion identification in first-episode psychosis: severity
and pattern of impairment differs for schizophrenia
versus affective psychoses

S. Barkl (The University of Sydney, Psychology, Sydney, New South

Wales, Australia; A. Harris, L. Williams, A. Brennan, C. Gott, S. Lah)

Objective: Facial emotion identification (FEI) deficits are common in

patients with chronic schizophrenia and related to impaired function-

ing. This study aimed to determine whether FEI deficits (i) are present

and emotion specific in people experiencing first-episode psychosis

(FEP), (ii) differ in the severity and pattern of impairment in patients

with first-episode schizophrenia psychoses (FESz) and first-episode

affective psychoses (FEAP), and (iii) relate to current functioning.

Methods: Patients with FEP (n = 84, mean age = 20.52, 52 %

female, FEAP 18 %) recruited from mental health services in Sydney,

Australia, and healthy controls (HC, n = 159, mean age 19.97, 51 %

female) completed a task of FEI and measures of current functioning.

Repeated measures ANOVAs with planned contrasts compared

groups on FEI accuracy and response time. Confusion matrices were

generated to analyse patterns of errors. Pearson correlations were run

to assess relationships between FEI task performance and functional

measures.

Results: Relative to HC, patients with FEP (i) had significantly lower

accuracy for identifying all facial expressions of emotion, except for

happy, (ii) were more likely to misattribute expressions as fear,

sadness, anger and neutral, and (iii) were significantly slower at

accurately identifying all emotions. Critically, while relative to HC

patients with FESz showed a significantly reduced accuracy across all

emotions, patients with FEAP showed deficits in identification of

angry facial expression only. Accuracy for identifying angry facial

expressions discriminated between diagnostic groups, with FESz

performing more poorly. Lower accuracy for identifying disgust

expressions was related to poorer functioning.

Conclusion: Deficits in FEI are evident in FEP. Nevertheless, the

study demonstrates a differential impairment in FEI severity and

pattern contingent on the type of psychosis. Findings underscore the

importance of investigation of FEI in patients with FEP, as deficits are

related to functioning. Results support the hypothesis that FEI deficits

reflect a trait susceptibility marker rather than a sequela of illness and

suggest the need for social cognitive remediation treatments.

Policy of full disclosure: Dr Williams has been awarded research
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O-07-003
Neurocognitive deficits according to norms in adolescents
with and without clinical high risk states of psychosis

C. Michel (KJP Bern, Forschung, Bern, Switzerland;

B. G. Schimmelmann, A. Martz-Irngartinger, P. Walger,

M. Franscini, F. Schultze-Lutter)

Objective: In the early detection of psychosis, neurocognitive pre-

dictors have been suggested to enhance predictive accuracy of current

risk criteria. While mainly sample-dependent means of adult samples

were used so far, a recent study of an adult sample used neurocog-

nitive deficits defined according to test norms in order to facilitate use

in individual prediction. Yet, data on child and adolescent samples are

missing.

Methods: We aim to investigate the discriminative power of neu-

rocognitive deficits defined according to norms in a child and

adolescent sample (age 8–17). At the time of writing, 84 outpatients

at-risk for psychosis (AtRisk; mean age = 15 ± 2, 39 % male), 134

non-psychotic inpatients (ClinS; mean age = 14 ± 2, 38 % male)

and 124 subjects of a general population sample (GPS; mean

age = 14 ± 3, 48 % male) had been assessed with and compared on

a neurocognitive test battery, including a verbal fluency (VF) test, the

Digit-Symbol Test, TMT A and B, the Auditory Verbal Learning Test

(AVLT) and the Subject Ordered Pointing Task.

Results: The GPS group was slightly younger than AtRisk and ClinS

(Kruskal–Wallis test: Chi2(2) = 7.656, p = 0.022); no group differ-

ences were found with regard to gender and verbal IQ as a measure of

premorbid general IQ. Compared to the other two groups, AtRisk

more frequently exhibited deficits according to normative data in

verbal memory (AVLT learning capacity; 22.4 % vs. 10.7 %; odds

ratio, OR = 2.4, 95 % CI 1.3–4.6) and VF (48.8 % vs. 34.1 %;

OR = 1.8, 95 % CI 1.1–3.0), while ClinS and GPS did not differ.

Conclusion: Partly in line with findings from adult samples, deficits in

verbal memory and verbal fluency might be specifically associated

with an at-risk mental state in children and adolescents—even when

compared to a more severely ill inpatient group. Yet, the discrimi-

native ability of these deficits and their predictive power needs further

examination in larger samples and longitudinal studies.

Policy of full disclosure: This work is supported by a project funding

grant from the Swiss National Science Foundation (320030_133120).

O-07-004
Jumping to conclusions in first episode psychosis

A. Catalan Alcantara (Basque Country University, Neuroscience,

Leioa, Spain; V. Angosto, F. Aguirregomescorta, C. Valverde,

S. Bustamante, A. Madrazo, A. Fernandez, M. Gonzalez de Artaza,

M. A. Gonzalez-Torres)

Objective: Jumping to conclusions is commonly associated with

psychotic patients. Nevertheless, the underpinning mechanism of

jumping to conclusions still remains unclear. The question if jumping

to conclusions is a trait or state in psychotic patients is unknown. As a

trait could contribute to the formation of delusions and be part of the

vulnerability of psychosis and as a state could be a factor mediating

the maintenance of delusional symptoms. We want to analyze this

trait in a group of first episode psychosis patients.

Methods: We have analyzed the prevalence of jumping to conclusions

in 2 groups (patients with first episode psychosis and controls) using

beads task. Sociodemo-graphic variables were collected. PANSS,

SIS-R and CAPE scales were used to assess positive symptoms.

WAIS III subtest was used to assess IQ. A lineal regression was

conducted to determinate relation between positive symptoms, IQ and

jumping to conclusions.

Results: A total of 61 first episode psychosis patients and 150 controls

were evaluated. 44.3 % of first episode psychosis demonstrated

jumping to conclusions reasoning bias versus 8.7 % of controls

(OR = 2.3, 95 % CI 1.5–3.7, p\ 0.0001). These differences main-

tained independent of positive symptoms, sex, years of studies and

abuse of cannabis. A lower IQ was related with jumping to conclu-

sions bias but after adjusted for other variables this relation lost

strength.

Conclusion: So jumping to conclusions bias could be a trait of vul-

nerability to develop psychotic symptoms previous of onset of

psychosis and independent of positive symptoms.

Policy of full disclosure: None.

O-07-005
When one’s sense of agency goes wrong: overall decreased
estimation of intervals and absent intentional binding in passivity
symptoms of schizophrenia

K. Graham-Schmidt (School of Medicine & Pharmacology,

University of Western Australia, Crawley, WA, Australia;

M. Martin-Iverson, N. Holmes, F. Waters)

Objective: Individuals with passivity symptoms feel that they are no

longer in control of their actions, thoughts and other somatic expe-

riences and often describe these processes as being under the control

of an external agent. The dysfunctional mechanisms underlying pas-

sivity symptoms are still poorly understood. Internal timing

mechanisms and intentional binding are both closely linked to action

perception and both have previously been shown to be altered in

schizophrenia, with some evidence for more severe timing dysfunc-

tions in passivity symptoms. The aim of this study was to assess time

perception and intentional binding in people with schizophrenia, in 15

people with passivity symptoms, 24 people without passivity symp-

toms and 43 healthy controls.

Methods: This was achieved using an interval estimation procedure

with 200, 400 and 600 ms intervals between a button press and a tone

played through headphones and three movement conditions: inten-

tional movements (active), externally-induced movements (passive)

and observed movements of another agent (other).

Results: The slope of the perceived interval across intervals was

significantly lower in people with schizophrenia. Both controls

and people without passivity symptoms, but not those with pas-

sivity symptoms, reported an increase in the perceive interval

after active movements as compared to passive movements.

Controls, but not people without passivity symptoms, perceived

intervals to be longer after active movements compared to other-

generated movements. People with passivity symptoms did not

display any modulation of time perception by movements (inter-

vals after active, passive and other movements perceived as the

same).

Conclusion: Altogether, the results indicate an important role of time

perception and intentional binding in schizophrenia. The absence of

intentional binding in passivity symptoms may lead to an overreliance

on external agency cues and, together with the reduced perception of

intervals, lead to the subjective loss of agency over self-produced

actions.

Policy of full disclosure: None.
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O-07-006
Environmental noise effects on emotional stroop interference
in schizophrenia

B. Wright (King’s College London, Psychology, London,

United Kingdom; E. Peters, B. Wright, D. Osborne, V. Kumari)

Objective: Environmental noise has been found to impair memory

and sustained attention in healthy adults. The evidence is less con-

sistent for executive function tasks, such as the Stroop task, and there

is limited study of noise effects in populations with psychosis. The

present research aimed to (1) develop a novel face-word Stroop

(FWS) task involving facial expressions and words (happy, angry, and

neural (study 1) and (2) assess the impact of environmental noise on

FWS interference in individuals with schizophrenia and healthy

controls (study 2).

Methods: Study 1 involved 43 healthy controls tested on one occasion

on the novel FWS task. Study 2 involved 18 individuals with

schizophrenia and 18 controls; all of whom were tested on FWS on

three occasions: under no (quiet), social, and non-social (urban) noise.

Study 1 data were analysed using a 2 (Stimulus: congruent/incon-

gruent) 9 2 (Block: word/face) repeated measures ANOVA on RT

and a paired t test on Stroop interference in the two blocks. Study 2

data were analysed using a 2 (Group: patient/control) 9 3 (Noise:

social/urban/quiet) 9 2 (Block: face/word) mixed model ANOVA on

Stroop interference, followed by relevant post hoc tests.

Results: Study 1 replicated the classical Stroop effect in the FWS task

(greater RTs for incongruent vs. congruent trials) and found greater

interference in the face vs. word block. Study 2 demonstrated the

expected Block effect, a Group effect (more interference in patients

vs. controls), and a Noise 9 Block interaction (greater word inter-

ference under social and urban, relative to quiet, noise; and reduced

face interference under social, relative to quiet, noise).

Conclusion: FWS interference is similarly sensitive to the effects of

moderately loud environmental noise in people with schizophrenia

and healthy people. Interference by emotional face and word stimuli

are differentially affected by noise.

Policy of full disclosure: This research was funded by the Medical

Research Council and King’s College London.

P-01 Epidemiology and health services research

P-01-001
Ageing in schizophrenia: a systematic review

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

Finland; I. Isohanni)

Objective: The number of older adults with schizophrenia is expected

to double during the next two decades. Schizophrenia is generally a

lifelong condition. Our aim is to advance understanding of the course

of schizophrenia and highlight interventions that improve outcomes

and even achieve a state of wellbeing in later life and systematically

review longitudinal studies of old age, focusing on cognition, func-

tioning, co-morbidity, mortality, and treatments.

Methods: Electronic search of PubMed, PsychINFO and Scopus.

Search terms: (ageing OR ‘‘older adult’’ OR elderly OR geriatric OR

‘‘late life’’) AND (schizophrenia OR schizoaffective OR

schizophreniform’’). Articles and books searched manually.

Results: Few prospective studies have analysed trajectories from

early-mid adulthood into old age. Many remain symptomatic and

mortality and somatic comorbidity increase. Higher rates of decline in

cognitive functioning affect ability to function independently. How-

ever, 18–27 % achieve recovery in old age. Inequalities remain in the

quality and range of treatment interventions available to older people

with schizophrenia. Medication sensitivity is more pronounced in the

elderly, largely due to age-related changes in CNS and capacity to

metabolise antipsychotics. Most algorithms recommend reduced

doses in the elderly. Growing evidence base for interventions that

alleviate symptoms, improve social and cognitive functioning and

quality of life.

Conclusion: Despite reduced life expectancy, most schizophrenia

individuals survive into old age. Early introduction of regular psy-

chiatric and somatic assessments and prompt and adequate treatment

of symptoms and comorbidities throughout the life course are

essential. Cases of remission/recovery are often excluded in clinical

and naturalistic research. This risks presenting a biased, somewhat

pessimistic description of the illness course into later life. Evidence

base for interventions needs improvement and future trials must

include older participants. Identification of the critical variables

associated with improved functioning, cognition, quality of life and

successful ageing is a crucial step in designing targeted services and

interventions.

Policy of full disclosure: None.

P-01-002
Prevalence of clinical high risk states of psychosis in the Swiss
general population between 16 and 40 years

C. Michel (KJP Bern, Forschung, Bern, Switzerland;

B. G. Schimmelmann, F. Schultze-Lutter)

Objective: Questionnaires cannot be considered a valid assessment of

clinical high risk (CHR) symptoms and tend to greatly overestimate

their prevalence. Thus, the prevalence and pathological value of CHR

symptoms in the general population, when assessed in the same way

as in help-seeking persons, is still rather unclear.

Methods: We studied the prevalence of ultra-high risk (UHR) and

basic symptom (BS) criteria assessed with the ‘Structured Interview

for Psychosis-Risk Syndromes’ and the ‘Schizophrenia Proneness

Instrument, Adult version’ in a random Swiss general population

sample of 16–40-year-olds. Telephone interview were conducted by

trained clinical psychologists.

Results: 2682 interviews with young adults were completed. An

interim analysis of 1229 interviews had shown that 2.8 % of the

young adults acknowledged the presence of any one CHR criterion

(0.4 % UHR criteria, all APS, and 2.4 % BS criteria). Further, 25.2 %

reported at least 1 lifetime CHR phenomenon, thereby ‘‘perceptual

abnormalities/hallucinations’’ of the SIPS, mainly on APS level, were

the most frequent phenomena. Presence of any CHR criterion or

phenomenon was related to lower psychosocial functioning and

presence of any non-psychotic axis-I disorder.

Conclusion: While CHR phenomena occur in a quarter of young

adults of the general population at least temporarily and seem to

possess already some clinical significance by themselves, only a

minority reports sufficient recency, frequency or change in

severity of these phenomena to meet present CHR criteria. This

highlights the importance of the recency, frequency or behav-

ior-/conviction-related change-in-severity criteria included in

CHR criteria.
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P-01-003
The financial crisis in Greece and the impact on psychiatric
patients

E. Neroutsos (General Hospital Thriasion, Psychiatric,

Magoula Elefsina, Greece; M. Fiste, S. Foteli, E. Kontomina,

E. Bisbiki, A. Zachariadis)

Objective: The implementation of austerity policies has important

implications on the provision of mental health services in Greece,

since the public health budget has been cut substantially. We intro-

duce the consequences of this crisis in nursing and social security of

psychiatric patients, mainly with schizophrenia, in Thriasio hospital.

Methods: Statistics of the Psychiatric and Social Service Department

of the Automation section of Triasio Hospital.

Results: Although, in theory, Greece has a healthcare system which is

funded by employers, employees and the government, unemployed

patients, who owe the government money for taxes, are being denied

free of charge treatment. Moreover, people with very low income

don’t have access to public healthcare services. Under these cir-

cumstances, the situation is even worse for people who have both

mental health problems and very low income. The number of psy-

chiatric patients, lacking basic health insurance coverage, has risen

dramatically. In every day practice we encounter and try to overcome

the effects of the lack of access to mental health services. According

to our findings, the number of psychiatric patients who lack access so
free of charge mental health services, is increasing substantially.

During 2010, the referrals of uninsured patients from the psychiatric

ward to the social service department were 57 out of 165 patients

(34.54 %), during 2011 the number was elevated to 77 out of 216

patients (35.68 %), during 2012 the uninsured patients were 103 out

of 244 (42.21 %), during 2013 there were 126 out of 285 (44.21 %)

and in 2014 the number of uninsured patients was 149 out of 308

patients (48.2 %).

Conclusion: Through the above mentioned years, the proportion of

psychiatric patients lacking basic health insurance coverage has risen

greatly. Policy makers need to take immediate measures for the good

not only of these patients but also for the good of the whole society.

Policy of full disclosure: None.

P-01-004
Prevalence, employment rate and cost of schizophrenia in a high
income welfare society: a population-based study using
comprehensive welfare and healthcare registers

S. Evensen (Oslo University Hospital, Oslo, Norway; T. Wisløff,

H. Bull, J. Lystad, T. Ueland, E. Falkum)

Objective: Prevalence, employment rate and cost estimates of

schizophrenia vary greatly across studies. To date there is no accurate

estimate of these closely related factors in Norway. The objective of

this study is to establish a population-based 12 month prevalence,

employment rate and cost estimate of schizophrenia in Norway.

Methods: Prevalence, employment rate and cost estimates are based

on comprehensive registry data from The Norwegian Patient Register

(NPR), Statistics Norway, The Norwegian Health Economics

Administration (HELFO), The Norwegian Prescription Database

(NorPD), The IPLOS register (register of municipality health and care

services) and the Norwegian Labour and Welfare Administration

(NAV). We used a population based design where we obtained data

through national registers for the period 1st January through 31st

December 2012. This study estimates both direct and indirect costs

associated with schizophrenia. Costs related to premature mortality

and informal care costs are not estimated. Schizophrenia was defined

by ICD-10 codes F20—schizophrenia and F25—schizoaffective

disorder.

Results: 12 month prevalence of schizophrenia was found to be

0.17 % with an employment rate of 10.24 %. Total costs of the illness

over 12 months were USD 1.05 billion with hospitalisations and lost

productivity costs being the largest contributing factors.

Conclusion: Schizophrenia generates significant costs, both to the

individial and the greater society. Policy-makers need to recognise the

breadth of economic impacts, in particular the lost productivity costs

associated with 90 % of the schizophrenia population being

unemployed.

Policy of full disclosure: None.

P-01-005
High school dropout rate in patients with schizophrenia spectrum
disorders

E. Ullevoldsaeter (Oslo, Norway; M. Aas, I. Melle)

Objective: Our first aim was to investigate if patients with

schizophrenia spectrum disorders had an increased risk of dropping

out of school during the first year of high school, compared to ado-

lescents from the same area. Our second aim was to investigate if

cognitive functioning in childhood was associated with increased high

school dropout rate. Our final aim was to investigate if current psy-

chotic symptoms at the time of attending high school were associated

with increased high school dropout rate.

Methods: 226 patients with a broad DSM-IV schizophrenia spectrum

disorder (mean age: 26.8 ± 8.5; gender: 57 % males) were recruited

from the Early Treatment and Intervention in Psychosis Study (TIPS),

carried out in Norway. All patients were assessed with the Premorbid

Assessment Scale. In addition, 39 first-episode psychosis patients

with an illness onset during high school were assessed with the

Positive and Negative Syndrome Scale (PANSS). A statistical over-

view from The Norwegian Directorate of Education and Training was

used as a control group.

Results: In the whole sample, the dropout rate during the first year of

high school was five times higher in the schizophrenia group com-

pared to the general population in Norway. There was a significant

relationship (z = -3.0, p = 0.002) between poor academic level in

childhood and high school dropout rate. In the subsample, patients

who dropped out during the first year of high school had significantly

more negative symptoms as measured by the PANSS (t = 3.1,

p = 0.005), compared to patients with schizophrenia who did not

drop out.

Conclusion: Our results demonstrate that patients with a

schizophrenia spectrum disorder are at risk of becoming ‘‘high school

dropouts’’. Our findings also suggest that poor academic functioning

in childhood, as well as negative symptoms at the time of attending

high school are associated with an increased risk of becoming a high

school dropout.

Policy of full disclosure: None.

P-01-006
The Moray psychosis survey: prevalence, demographics
and treatment characteristics in a rural cohort of patients
diagnosed with schizophrenia

A. Macbeth (University of Edinburgh, Clinical Psychology,

Edinburgh, United Kingdom; H. Greaves, T. Hacker)
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Objective: There is a paucity of contemporary data on prevalence,

demographics and treatment characteristics of psychotic disorders in

rural areas. We identified a cohort of individuals with a lifetime

diagnosis of schizophrenia on the caseload of mental health teams in

rural North Scotland. We sought to estimate prevalence and to

measure demographic and treatment characteristics across the natural

course of the disorder.

Methods: The study used a proforma to extract casenote data

(n = 139). Demographic variables measured included employment,

housing and age at onset, Treatment characteristics including

admission at onset, medication changes and access to psychological

therapies were also measured. Data were extracted for selected time

points up to 15 years post diagnosis and at time of audit. Measures of

symptomatic and functional recovery were also measured.

Results: We identified n = 139 cases. The prevalence rate for a

schizophrenia diagnosis within the working age population was 2.48

cases per 1000. The gender ratio was 60:40 (M:F). The average age of

onset was 28.98 years (range 14–54). With regard to treatment, 67 %

of cases were admitted to hospital at onset. The average number of

medication changes was 11 (Range = 0–44). For psychological

therapies 33 % were offered psychological input, and 12 % of the

sample were offered CBT. With regard to recovery rates it was found

that 15 % (n = 21) were employed, 1 % (n = 2) were in education or

training and the remaining 84 % of the sample were unemployed. For

symptomatic recovery 33 % (n = 46) were in full recovery, 25 %

(n = 35) were in partial recovery, 1 % were in relapse at point of

audit and 39 % (n = 55) presented with chronic symptoms of

schizophrenia.

Conclusion: This case-note study provides an overview of patient

characteristics and treatment of schizophrenia in rural Scotland. Our

data are comparible with urban datasets and can also be compared

with Scottish Schizophrenia surveys from the early 1980’s. Findings

can inform the treatment pathway for individuals with schizophrenia

living in rural areas.

Policy of full disclosure: None.

P-01-007
Why using gender-sensitive methods in schizophrenia research is
vital

A. Levinsson (Sahlgrenska Academy Department of PublicHealth &

Community Medicine, Gothenburg, Sweden)

Objective: Epidemiologists are increasingly often required to carry

out their research by a gender-sensitive design, but often the gender-

sensitivity of the analyses halts at adjusting the statistical model for

sex. Past schizophrenia research frequently included only men, even

though schizophrenia occurs in both men and women. This commu-

nication aims at highlighting why gender must be taken into account

in the particular setting of schizophrenia research.

Methods: A search algorithm aimed at identifying published articles

on gender differences in schizophrenia was used on the PubMed

database.

Results: Traditionally it was believed that schizophrenia was more

common in men than in women, but recent research has shown that

schizophrenia rather presents differently in men and women, and at

different ages. When adjusting a model for sex, it reduces gender to a

neutral dichotomous variable while in fact gender is simultaneously

biological, social, psychological, interpersonal and cultural. e.g., the

method of using household income to measure socio-economic status

is not equally valid for men and women. If household status is used, it

often does not reflect the amount of money the woman has access to.

As for biology, studies have shown that estrogen may augment the

course of schizophrenia, which is potentially why the course of

disorder is often milder in women. Further, one study showed that the

difference in neurocognitive function between schizophrenic men and

a healthy control group was much larger than between schizophrenic

women and healthy controls.

Conclusion: Schizophrenia is a complex disorder, affecting both

cognitive and social functioning of the afflicted individual. To reduce

the risk of gender bias, all aspects of gender relevant to the health

problem at hand must be considered at each step of the research

process: defining the research question, designing the study, planning

the data collection, analyzing the data and interpreting the results.

Policy of full disclosure: None.

P-01-008
Day-hospital: comprehensive treatment for psychosis

L. Mata Iturralde (Fundación Jimenez Dı́az, Psiquiatria, Madrid,

Spain; L. Rodriguez Blanco, A. Vian, R. Álvarez, S. Ovejero,

M. Iza, S. Sánchez, L. Muñoz Lorenzo)

Objective: The aim of this is study is to assess the impact of Day-

Hospital treatment in a sample of patients with recent diagnosis of

Severe Mental Illness.

Methods: We examined sociodemographic and clinical data from 35

patients who attended our Day-Hospital during 18 months. Wilcoxon

test was conducted to determine mean differences.

Results: The sample consisted of 18 men (51.4 %) and 17 women

(48.5 %). Most common marital status was single, 82.9 %, followed

by married, 11.4 %. 57.1 % of the sample was living with their family

of origin. 34.3 % of the sample had a first-degree relative affected by

psychosis. The most frequent admission diagnosis was Psychotic

Disorder Not Otherwise Specified (NOS), 42.8 %; followed by

Schizophrenia, 40 %; Delusional Disorder, 11 %; Bipolar Disorder,

5.7 %, and Schizoaffective Disorder, 2.8 %. Diagnostic instability at

discharge appeared in 45.7 % of the sample. The most frequent

change was from Psychotic Disorder NOS to Schizophrenia 25 %.

The Duration of Untreated Psychosis (DUP) was 13.17 months on

average. The rate of clinical remission at 6 months, according to

Andreasen and Van Os criteria, was 48 %. Relapse rate was 5.7 %.

Rehospitalization rate while attending Day Hospital treatment was

5.7 %. Rehospitalization rate after 6 months was 0 %. Suicide rate

was 0 %. Drop-out rate was 11.4 %. Work and academic reintegra-

tion rate was 40 %. There were significant differences between

income average 6 months before admission (0.7) and 6 months after

discharge (0), (p\ 0.01). The most frequent employment status at

admission was ‘‘unemployed’’. The most frequent employment status

after 6 months was ‘‘employed’’.

Conclusion: Resuts from our Day-Hospital show effectiveness in the

treatment and diagnosis of patients with Severe Mental Illness. Day-

Hospital treatment is associated with higher rates of socio-labour

functioning, relapse prevention and decrease on number of

hospitalizations.

Policy of full disclosure: None.

P-01-009
Factors related to long-term hospitalization of patients
with chronic schizophrenia in Korea

Y. Chung (Pusan National University, Psychiatry,

Yangsan, Republic of Korea; O.-J. Jang, B.-D. Lee)

Objective: Long-term hospitalization has been known to affect sig-

nificant disruption of social function in patients with chronic
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schizophrenia. The purpose of this study is to examine the factors

affecting long-term hospitalization of schizophrenic patients in Korea.

Methods: The subjects were inpatients with schizophrenia who were

continuously hospitalized for more than 12 months and their care-

givers. They were compared with schizophrenic patients with no

previously history of sustained hospitalization for more than 12 months

and their caregivers. Demographic and clinical data, scores of PANSS

and Functional Disability and Family Burden Scale were analyzed.

Results: In this study, long-term hospitalization of schizophrenic

patients was influenced by the following factors: (1) the relationship

between schizophrenic patients and their caregivers including whether

they live together; (2)the severity of negative symptoms including

passivity, social withdrawal, and lack of spontaneity and fluency of

conversation; (3) regularity of visiting a hospital and taking medica-

tion; (4) functional disability in using public transportation/facilities;

and (5) whether caregivers blame themselves for schizophrenic illness.

Conclusion: Given the above factors affecting long-term hospital-

ization of schizophrenic patients, it is important to understand the

schizophrenic symptoms, the associated functional disability, and the

need for caregiver which should be reflected in the treatment and the

overall mental health system such that unnecessary long-term hos-

pitalization can be avoided and medical resources can be deployed

more efficiently.

Policy of full disclosure: None.

P-01-010
Risk factors for tremor in a population of patients with severe
mental illness: an 18-year prospective study in a geographically
representative sample The Curacao Extrapyramidal Syndromes
study XI

C. Mentzel (GGZ Centraal Innova, Amersfoort, The Netherlands;

R. Bakker, J. van Os, M. Drukker, M. van den Oever, G. Matroos,

H. Hoek, M. Tijssen, P. van Harten)

Objective: To assess incidence, prevalence and risk factors of medi-

cation-induced tremor in African-Caribbean patients with severe

mental illness (SMI).

Methods: A prospective study of SMI patients receiving care from the

only mental health service of the previous Dutch Antilles. Eight

clinical assessments, over 18 years, focused on movement disorders

and medication use. Incidence and prevalence of resting tremor (RT)

and (postural) action tremor (AT) were assessed, as were current and

previous, time-lagged, risk factor associations.

Results: Yearly tremor incidence rate was 2.9 % and mean tremor

point-prevalence was 18.4 %. Over a third of patients displayed tre-

mor during the study. AT was less prevalent and less persistent (5.2 %

and 25.0 %, respectively) than RT (17.1 % and 65.3 %). Having RT

was associated with age (OR = 1.07 per year; 95 % CI 1.03–1.11),

sex (OR = 0.17 for males; 0.05–0.78), cocaine use (OR = 10.53;

2.22–49.94), dyskinesia (OR = 0.90 per unit; 0.83–0.97), and

bradykinesia (OR = 1.16 per unit; 1.09–1.22). Developing RT was

strongly associated with previous measurement RT (OR = 9.86;

3.45–17.94), as also with previous measurement RT severity

(OR = 1.22 per unit; 1.05–1.41) and higher anticholinergic load

(OR = 1.24 per point; 1.08–1.43) Having AT was associated with

tremor-inducing medication (OR = 4.54; 1.90–10.86), cocaine use

(OR = 14.04; 2.38–82.96) and bradykinesia (OR = 1.07 per unit;

1.01–1.15). Developing AT was associated with, previous AT

severity (OR = 2.62 per unit; 1.64–4.18) and tremor reducing med-

ication (OR = 0.08; 0.01–0.55).

Conclusion: Long-stay SMI patients are very prone to developing

tremors, which show a relapsing-remitting course. Differentiation

between RT and AT is important as risk factors differ and they require

different prevention and treatment strategies.

Policy of full disclosure: None.

P-01-011
Prevalence and clinical differences between cannabis and non-
cannabis users in a sample of subjects at risk for developing
psychosis

M. Pardo Gallego (Hospital Sant Joan de Déu, Barcelona, Spain;

J. Tor, D. Muñoz, M. Rodriguez, E. De la Serna, G. Sugranyes,

I. Baeza, M. Dolz)

Objective: To determine the prevalence of cannabis use in a group of

PRS subjects and we study the differences in clinical characteristics at

baseline in PRS patients with and without history of cannabis use.

Methods: A prospective longitudinal study with PRS patients of child

and adolescent population (age 10–17). Help-seeking subjects were

recruited from Hospital Clinic and Hospital Sant Joan de Déu (Bar-

celona, Spain). Two groups were compared: CNN users PRS patients

(PRS +) and non CNN users PRS patients (PRS -). Inclusion criteria:

(1) Attenuated positive or negative symptoms in the previous

12 months; (2) Brief intermittent psychotic symptoms; (3) First or

second degree relative with schizophrenia or schizotypical disorder

plus impairment of functioning. Exclusion criteria: IQ\ 70 and a

diagnosis of neurodevelopmental disorder. The Semitructured Inter-

view for Prodromal Syndromes (SIPS/SOPS) were administered.

SPSS 19.0 were used to analyze data performance.

Results: 46 PRS subjects (mean age 15.15; range 11–17; 39 % male)

were included, 10 PRS + patients (age 16.3 range 14–17, 30 % male)

and 36 PRS—patients (age 14.83 range 11–17; 41.7 % male). Only 1

patient met DSM-IV-TR criteria of substance abuse. We found sig-

nificant differences between groups in gender and age with more

female (p\ 0.001) and an older age (p = 0.013) in the PRS + group.

We found significant differences in prodromal symptoms between both

groups in grandiosity (P3) (p = 0.049), disorganized communication

(P5) (p = 0.016) and ideational richness (N5) (p = 0.051). All of them

were more sever in the PRS-group. We also found a positive correla-

tion between a younger age at onset of cannabis use and a younger age

at onset of symptoms (p\ 0.001, r = 0.919).

Conclusion: With the available data, we have found differences in the

severity of symptoms only in a few prodromal symptoms. We can’t

determine a different profile of clinical characteristics of the sample

in relation to the cannabis use.

Policy of full disclosure: None.

P-02 Diagnosis and classification

P-02-001
Subtyping schizophrenia: a comparison of positive/negative
and system-specific approaches

M. Jäger (Ulm University, Psychiatry and Psychotherapy, Günzburg,

Germany; L. Fabian)

Objective: Schizophrenia is a heterogeneous disorder. Different

approaches have been proposed to approach this heterogeneity by

categorising symptom patterns over the years. Our study aimed to

compare positive/negative and system-specific approaches to sub-

typing schizophrenic disorders.
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Methods: The Positive and Negative Syndrome Scale (PANSS) and

Bern Psychopathology Scale (BPS), which consists of subscales for

three domains (language, affect and motor behaviour) that are

hypothesized to be related to specific brain circuits, were used to

assess cross-sectional psychopathological characteristics in a sample

of 100 inpatients with schizophrenia spectrum disorders. We then

categorised participants into positive/negative and system-specific

subgroups to allow comparisons of the two approaches.

Results: The analyses revealed correlations between the PANSS

positive subscore and the BPS affective subscore (r = .446, p\ .001)

and between the PANSS negative subscore and the BPS motor

behaviour subscore (r = .227, p = .023). As regards the positive and

negative subtype, more participants were classified as positive in the

language-dominant subtype (30.3 %) and affect-dominant subtype

(30.3 %), whereas more were classified as negative in the motor

behaviour-dominant subtype (44.4 %). However, most patients met

the criteria for the mixed subtype.

Conclusion: Our results suggest that the positive/negative and system-

specific approaches can be regarded as complementary. Future studies

should examine both approaches in a longitudinal assessment of

psychopathological symptoms and link them with qualitative-phe-

nomenological approaches.

Policy of full disclosure: F. U. Lang has received financial support

and remunerations for congresses from AstraZeneca, Janssen-Cilag

and Lundbeck. M. Jäger has received remunerations and financial

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

P-02-002
Which symptom dimensions of schizophrenia are predictors
of clinical and demographic variables?

M. Bajouco (University of Coimbra, Psychological Medicine,

Coimbra, Portugal; A. T. Pereira, C. Roque, V. Nogueira,

M. J. Soares, J. Valente, N. Madeira, L. A. Oliveira, C. Pato,

P. Michele, A. Ferreira de Macedo)

Objective: 1. To investigate the symptom dimensions of

Schizophrenia using factor analysis (FA) of lifetime symptoms of a

sample of Portuguese patients with diagnosis of Schizophrenia; 2. To

analyze which symptom dimensions are significant predictors of

clinical and demographic variables.

Methods: FA of the OPCRIT items (42 signs and symptoms) of 506

Schizophrenia patients assessed with the Diagnostic Interview for

Genetic Studies. Only the items occurring in at least 10 % of patients

were included. Spearmen correlations were performed first, in order to

select the potential dependent variables (demographic and clinical) to

be included in the linear regression/logistic binary regression models

to obtain Beta values/Odds-Ratio (OR).

Results: 1. Following the Kaiser and the Cattel’s Scree Plot criteria, a

three-factor structure was selected, with an explained variance (EV)

of 40.28 %. Based on items content, the meaningful three factors

were denominated F1 Depression (EV 6.64 %; a = .91); F2 Positive

symptoms (5.73 %; a = .86); F3 Disorganization and Negative

symptoms (4.54 %; a = .84). 2. Age of onset (Beta = -.166) and

Mode of onset (-.127) were predicted by F3; Course of disorder by F1

(-.105), F2 (-.140) and F3 (.403) and Deterioration only by F3

(1.596); Being single by F1 (OR .966) and F3 (1.081); Poor pre-

morbid work (.902) and Social (.928) adjustment by F2 and

Premorbid personality disorder by F1 (1.064); Family history of

Schizophrenia by F3 (.919); Lifetime diagnosis of alcohol abuse/de-

pendence (1.036) and of Other drug than cannabis (1.082) by F1 and

F2, respectively; Alcohol (1.070) and Other drug than cannabis

(1.084) abuse/dependence with psychopathology by F1 and F2,

respectively. Also Cannabis abuse/dependence with psychopathology

was explained by F2 (1.066) (all p\ .005).

Conclusion: This factorial structure is in accordance with other

reports. Encompassing an approach based on individual clinical fea-

tures and quantitative traits these results contribute to a better

phenotypic refinement of Schizophrenia.

Policy of full disclosure: None.

P-02-003
Insight, depression and compliance in schizophrenia

G. Hamdi (Razi Hospital, Manouba, Tunisia; H. Ben Ammar)

Objective: The aim of our study was to measure the insight, depressive

experience and treatment adherence in patients treated for schizophre-

nia and to study the correlations between these three variables.

Methods: This is a cross-sectional study of a sample of 30 outpatients

from ‘‘F’’ psychiatric department of RAZI hospital, who were diag-

nosed with schizophrenia according to the criteria of the DSM V (the

Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition).

All patients were in a remitted state seen at a regular monthly con-

sultation. With their consent, the subjects were asked to answer a

questionnaire containing items specifying the socio-demographic and

clinical characteristics; associated with three other scales: Q8 to

measure the insight, Calgary to measure depressive experience and

scale of Mars to assess adherence to treatment.

Results: 12 patients (40 %) met the criteria for depression. Among

depressed patients, 66 % had a good insight. The disorder awareness

scores were positively correlated with depression (p\ 0.05). Suicide

attempts in the psychiatric history were more likely in patients with

depressive symptoms. Our results reveal a positive correlation

between the level of insight and good adherence.

Conclusion: Insight is a multidimensional and complex field. Psycho-

educational measures targeting the improvement of insight are useful

but must be accompanied by monitoring depressive complications.

Thus, the clinician must understand the different aspects inherent to

the knowledge of schizophrenia disorder in order to adapt the long-

term management of patients.

Policy of full disclosure: None.

P-02-004
How to measure negative symptoms? A review of observer-rated
and self-report instruments and challenges for future research

K. Burckhardt (Hamburg, Germany; M. Engel, T. Lincoln)

Objective: Negative symptoms of schizophrenia have been associated

with poor functional outcome and have usually not responded well to

available treatments. In order to enhance the understanding and

treatment of negative symptoms, accurate assessment scales are

needed.

Methods: We provide an overview of standardized scales used to rate

negative symptoms that were published between 1980 and 2015. The

scales are reviewed and compared with regard to content, format

(observer- versus self-rated), scope, target group and psychometric

properties.

Results: The database-search revealed a total of nine standardized

scales, of which seven were observer-rated instruments and three

were self-report instruments. Differences between the scales were

found with regard to length and duration, interview form (e.g., semi-

structured interview or rapid screening), assessment training, sample,

differentiation from depressive symptoms, and psychometric
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properties. Further comparison of instruments revealed that the con-

cept of negative symptoms has changed. Older scales show greater

inconsistencies regarding item content and factor structure. They also

tend to rate performance deficits rather than negative symptoms as

such. Newer scales were developed following a National Institute of

Mental Health consensus meeting. They include items on pleasure,

affiliation, interest, and motivation, and show a two factor model of

negative symptoms with an expression and an experience factor.

Conclusion: The attempts have increased to not only assess expres-

sion, but also the internal experience of negative symptoms.

Remaining challenges are that the available instruments do not dif-

ferentiate between primary and secondary symptoms even though this

distinction does have therapeutic implications. Moreover, some

instruments are relatively long, which may limit their clinical prac-

ticability. Finally, more research is needed to build upon and further

develop psychometrically sound self-report tools that can serve to

improve the understanding of the internal experience of negative

symptoms.

Policy of full disclosure: None.

P-02-005
The acceptance and action scale for delusions: development
and preliminary results

M. J. Martins (University of Coimbra Psychological Medicine,

Coimbra, Portugal; P. Castilho, C. Carvalho, A. T. Pereira,

A. Macedo)

Objective: Our aims were: (a) to develop a new measure to assess

both experiential acceptance of delusions and action towards valued

living directions (in spite of delusional thoughts); and (b) to validate

this measure in a clinical population with a diagnosis of a psychotic-

spectrum disorder.

Methods: The sample comprised 44 participants (91 % male, 89 %

single, 66 % living with parents, 39 % unemployed) with a non-af-

fective psychotic disorder (75 % schizophrenia), between 20 and

49 years old (M = 34.27). The participants had on average 9.89 years

of education and 2.35 hospitalizations. 54.5 % reported delusions

(past week). Participants were assessed with: Acceptance and Action

Scale for Delusions (AAS-D); Satisfaction with Life Scale. 19 par-

ticipants filled the Paranoia Checklist.

Results: The items of the AAS-D were generated by the authors in

order to measure the concepts of acceptance and action with com-

mitment to valued living directions as defined by the acceptance and

commitment therapy model (Hayes et al. 2006). A beta version was

tested in a sample of 50 students who evaluated language clarity.

The final version comprised 20 items: the participant was asked to

rate each item on a 0 (‘‘disagree’’) to 3 (‘‘totally agree’’) scale. Two

subscales were proposed: acceptance (11 items) and action (9

items). Considering sample size, acceptable internal consistency was

found for both subscales (.56 and .82) and total (.78). Significant

correlations were found with paranoid ideation (distress and total -

.54; and distress and action -.52; distress and acceptance -.50;

conviction and acceptance -.51) and satisfaction with life (.45 with

total; and .53 with action subscale). Both subscales were correlated

(.57).

Conclusion: This is an on-going study therefore the results are pre-

liminary and in need of further replication with a larger sample and

with more sophisticated statistical analysis (e.g., confirmatory factor

analysis). Nevertheless, preliminary results indicate the reliability and

validity of the AAS-D.

Policy of full disclosure: None.

P-02-006
The Bern Psychopathology Scale: comparison of symptom
dimensions in patients with schizophrenia and major depressive
disorder

S. Steinau (UPD Bern, Psychiatry, Bern, Switzerland; K. Stegmayer,

H. Horn, N. Razavi, W. Strik, S. Walther)

Objective: In order to assess clinical symptoms of psychoses and

categorize specific subgroups based on a system-oriented approach

the Bern Psychopathology Scale (BPS) was established. Our study

focused on three specific symptom domains (language, affectivity and

motor behavior) comparing patients with affective and non-affective

endogenous psychoses.

Methods: 146 patients with schizophrenia spectrum disorders (77

men, 69 women) and 58 patients with major depressive disorder

(MDD) were investigated. Inclusion criteria were MDD or psychotic

episode due to schizophrenia, schizoaffective disorder or

schizophreniform disorder. We assessed global scores for each of the

symptom dimensions language (GSL), affectivity (GSA) and motor

behavior (GSM) as indicated by the BPS. Ratings were done on a

seven-point Likert scale (-3 to -1: Inhibition, 0: Normal, +1 to +3:

Disinhibition). Additionally, patients with distinct inhibition or dis-

inhibition behavior (less than -2 or more than +2) were categorized

as patients with extreme scores. Statistics included Chi-squared-tests

and ANOVAs.

Results: The majority of patients endorsed normal or slightly abnor-

mal ratings (-1, 0, +1), irrespective of the diagnostic entity. In MDD,

more pronounced negative ratings of affect were seen, indicating a

stronger tendency to inhibition. Yet, comparison of GSL- and GSM-

severity yielded no differences between SZ and MDD. Further anal-

yses showed an increased endorsement frequency of extreme scores in

the motor and language dimension in patients with SZ, whereas in the

GSA almost half of the MDD patients presented extreme ratings.

Extreme ratings in all dimensions occurred only in schizophrenia.

Conclusion: Patients with schizophrenia spectrum disorders and

MDD share many psychopathological features as assessed by the

BPS, supporting a dimensional approach to psychopathology in

endogenous psychoses. However, the groups differ in the severity of

affect ratings as well as in the distribution of language, affectivity and

motor ratings with more variance among the group of non-affective

psychoses.

Policy of full disclosure: None.

P-02-007
Can basic symptoms be reliably assessed in a self-rating
questionnaire?

C. Michel (KJP Bern, Forschung, Bern, Switzerland;

B. G. Schimmelmann, F. Schultze-Lutter)

Objective: Assessments of risk criteria for psychosis generally require

intensive training and several hours of clinician’s time. Thus

screening instruments, in particular for ultra-high risk criteria, were

developed as a first selection step. Yet, so far no screening for basic

symptom (BS) criteria was proposed, although their subjective nature

might make them a good target for self-assessments.

Methods: We therefore explored the concurrent and convergent

validity of the ‘Frankfurt Complaint Questionnaire’ (FCQ) as a

screening for BS criteria assessed in a clinical interview (=gold

standard) with the ‘Schizophrenia Proneness Instruments’ (SPI-A/

SPI-CY). The sample consisted of 81 patients of an early detection of

psychosis service.
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Results: Compared to the gold standard of interview assessment, the

concurrent and convergent validity of the questionnaire was poor.

Only two perception-related FCQ-items reached a sufficient level of

agreement beyond chance. For all other 69 FCQ-items, the level of

agreement with their clinician-assessed counterpart was only slight

and, therefore, insufficient. Moreover, an only insufficient level of

agreement between assessment modes was found for the BS criteria

‘cognitive perceptive basic symptoms’ (kappa = 0.228) and ‘cogni-

tive disturbances’ (kappa = 0.130). With regard to the concurrent

validity, diagnostic accuracy measures for the total FCQ as well as for

the subset of criteria-relevant BS were also unsatisfactory.

Conclusion: These results indicate a poor criterion validity of self-

rated BS compared to their assessment of a clinical interview. Results

suggest that FCQ should not be used in its present form as a screening

instrument for BS criteria and that the convergent validity—and

thereby the specific item wording—should be carefully assessed

beyond face validity in potential future developments of screenings.

Policy of full disclosure: None.

P-02-008
Movement disorders in psychiatry: novel instrumental devices

T. Mentzel (GGz Centraal Innova, Amersfoort, The Netherlands;

R. Lieverse, H. Daanen, P. van Harten)

Objective: Motor symptoms are expected to become more prominent

in diagnosis and prognosis of mental disorders alongside mental and

cognitive symptoms, because motor symptoms are presumed pheno-

types of neurodevelopmental vulnerability. Several studies have

reported that subtle motor symptoms are accurate predictors for

conversion to psychosis in Ultra High Risk individuals. Moreover, the

assessment of motor symptoms has become easier and more objective

thanks to the development of sensitive and reliable devices. Examples

of devices and tools that have been developed to measure movement

disorders and motor symptoms are; a pressure sensitive spatula and

button for lingual and body dyskinesia, a motion capture set-up for

bradykinesia, a depth-camera for orofacial dyskinesia, and an app for

motor abnormalities and neurological soft-signs (NSS).

Methods: An overview is provided of several devices and tools for

assessing movement disorders and motor symptoms, including the

results of studies in which these devices were investigated.

Results: Studies have shown that the variability of force exerted on a

pressure sensitive button or spatula, respectively with finger or ton-

gue, is a sensitive (sensitivity 82 % and specificity 75 %) and reliable

measure for dyskinesia (ICC = 0.85, p\ 0.01). Valid and reliable

(ICC = 0.90, p\ 0.01, N = 25) assessment of bradykinesia was

achieved with a wearable motion capture set-up (XSENS technol-

ogy�), measurements with the device were strongly associated with

scores on the Unified Parkinson Disease Rating Scale (r2 = 0.55,

p\ 0.01, N = 64). Furthermore, details are provided on promising

devices/tools for assessing orofacial dyskinesia using a depth-camera

(Kinect, Microsoft) and an app for NSS.

Conclusion: There are several devices capable of valid and reliable

measurement of motor symptoms. The diagnostic value of motor

symptoms in mental disorders and the relation to prognosis and

treatment will be discussed.

Policy of full disclosure: None.

P-02-009
Twin brothers with a shared delusional disorder

C. Bonadio (CAISM Santa Casa de São Paulo, Psiquiatria, São Paulo,

Brazil; L. Campagnaro, E. Calfat, V. Otani)

Objective: To report the case of twin brothers with a shared delusional

disorder (folie à deux). To list the principal psychopathological

aspects of the case progression. To carry out a brief literature review

on the subject.

Methods: Anamnesis of the patients and their relatives, and review of

the medical file.

Results: Thirty years ago, CM, a 51-year-old male, started to present

erotomanic delusions related to an ex-girlfriend and persecutory

delusions related to his own family. His twin brother, PM, started to

share the same delusions and together they set fire the house they were

living in. This led to their first hospitalization. There was an attempt to

separate the twins, but they showed a worsening in behavior. They

never received a regular psychiatric treatment, but had a follow-up

with a neurologist for the last 4 years regarding ‘‘memory deficit’’ and

‘‘spinal cord degeneration’’ complaints. The twins were referred to our

service a year ago and treated with risperidone. CM presents a richer

psychotic content (hypochondriac and grandiose delusions) and PM

presents a more submissive behavior than CM, copying his brother’s

speech and attitude. To date, the patients did not show any improve-

ment of their condition and CM began to use olanzapine. They refused

treatment at the day hospital. Since early childhood, they are very

close and rarely perform daily activities without each other.

Conclusion: We worked with the diagnostic hypothesis of

schizophrenia for CM and simple schizophrenia for PM. The litera-

ture is divided regarding the treatment of this disorder, considering

that the behavioral measure of separating the patients was successful

in some cases and detrimental in others. The drug treatment is limited

and the use of antipsychotics is still recommended.

Policy of full disclosure: None.

P-02-010
The importance of a causative underlying medical condition

E. Neroutsos (General Hospital Thriasion, Psychiatric, Magoula

Elefsina, Greece; S. Foteli, A. Zachariadis, M. Fiste)

Objective: Mr. P., a 18-year-old man, was brought into the emergency

psychiatric department of Thriasio Hospital by his family, after

having his first episode of psychosis. We present the therapeutic

procedures we followed to assist the patient.

Methods: Presentation of a clinical case, Medline research.

Results: He was admitted in the emergency department with delusion

of persecution, delusion of self-accusation, olfactory hallucinations,

psychomotor agitation and mood irritability. He was suspiciously

looking around the examination room, appeared frightened, and was

responding to internal stimuli. He received an injection of haloperidol

and lorazepam. Initially confused, distracted, and agitated, he became

cooperative and compliant. The patient’s physical examination was

unremarkable, with no evidence of focal neurological signs, move-

ment disorder or soft neurological signs. Laboratory values such as

routine blood tests (CBC), elecrtrolytes, iron studies (iron saturation,

serum ferritin), serum B12, serum folate, reticulocyte count, periph-

eral blood smear, THS (for hypothyroidism), LFT’s (liver disease),

BUN and creatinine (renal disease) were within normal ranges. In

addition an electroencephalogram, a brain computed tomography scan

and an electrocardiograph were made, without revealing any abnor-

malities. His toxicology screen was negative. In the psychiatric unit,

treatment with olanzapine 15 mg per day was initiated. The patient

responded well to the medication, however the olfactory hallucina-

tions were not reduced and because of them an ENT specialist

examined him. He was diagnosed with a Rhinolith in his left nostril.

The olfactory hallucinations were attributed to Rhinolithiasis. After

the operative treatment of Rhinolithiasis the olfactory hallucinations

were eliminated.
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Conclusion: Although, the psychopathology of a patient has diag-

nostic value, a causative underlying medical condition may be a

factor and should not be overlooked. Therefore, it is always important

to evaluate the symptoms of the patient in order to exclude any kind

of underlying medical cause.

Policy of full disclosure: None.

P-02-012
Differential relationships of the two subdomains of negative
symptoms in chronically ill psychotic patients

A. Stiekema (Lentis Rehabilitation, Zuidlaren, The Netherlands;

R. Bruggeman, E. Liemburg, L. van der Meer, S. Castelein,

R. Stewart, J. van Weeghel, A. Aleman)

Objective: Research suggests a two factor structure for negative

symptoms in patients with psychotic disorders: social amotivation and

expressive deficits. Applying this two-factor structure in clinical

settings may provide valuable information with regard to outcomes

and target treatments. We aimed to investigate (1) whether the factor

structure of negative symptoms is also supported in chronically ill

patients with a psychotic disorder and (2) the relationship between

these factors and quality of life, depressive symptoms, overall func-

tioning and residential status.

Methods: 1157 patients with a psychotic disorder and duration of

illness [5 years were included in the study (data selected from the

Pharmacotherapy Monitoring Outcome Survey; PHAMOUS). A

confirmatory factor analysis was performed using items of the Posi-

tive and Negative Syndrome Scale (PANSS) that were previously

identified to reflect negative symptoms (N1-4, N6, G5, G7, G13 and

G16).

Results: Results showed support for the distinction between social

amotivation (N2, N4, G16) and expressive deficits (N1, N3, N6, G5,

G7, G13) in chronically ill patients. Subsequent regression analysis

revealed higher scores for social amotivation predicted more

depressive symptoms and worse quality of life. While both factors

predicted worse overall functioning as measured with the Health of

the Nation Outcome Scales (HoNOS), expressive deficits uniquely

predicted residential living status.

Conclusion: In conclusion, the scores on social amotivation most

importantly predict level of social-emotional functioning, while the

scores on expressive deficits are most predictive of level of everyday

functioning (living status). This suggests that not only may this

subdivision be useful for research purposes, using the scores may also

be a valuable additional tool in the treatment development.

Policy of full disclosure: None.

P-03 Drug and somatic treatment I

P-03-001
Venous compared to capillary blood sampling with a point-of-
care device in clozapine treatment: patients’ preferences

J. Bogers (MHO Rivierduinen High Care Clinics, Oegstgeest,

The Netherlands; D. Cohen)

Objective: White blood cell (WBC) monitoring, initially weekly, later

monthly, is obligatory in clozapine treatment, because clozapine, drug

of last resort in therapy-resistant schizophrenia, can induce potentially

fatal leukopenia and agranulocytosis. Probably both the increased risk

and obligatory WBC-monitoring contributes to the current low

clozapine prescription rates. Recently a point of care devise (POCD)

for WBC-count plus differentiation from capillary blood has become

available. If acceptable to and preferred by the patients, it could form

a breakthrough in blood sampling methods in clozapine therapy and

positively contribute to motivation for clozapine therapy. Therefore

the preference of patients on clozapine therapy for conventional

sampling or for blood sampling with a POCD, and the influence of the

method on motivation for clozapine therapy were investigated.

Methods: Patients on clozapine maintenance therapy were asked to

fill a Visual Analogue Scale (VAS) ranging from 0 to 10, right after

monthly blood sampling, 2 times after conventional blood sampling

and 2 times after testing with a POCD. Patients were asked about

domains as pain perception, worries, nasty feelings and anxiety

around the sampling, and psychotic experiences (‘feeling sucked

out’). The total burden was calculated by adding all outcomes. Two

additional questions were asked: What they preferred, either venous

or capillary sampling; and whether their experience influenced their

motivation for clozapine use.

Results: 31 outpatients and 39 inpatients gave their informed consent.

In all domains separately, and on the composite item total-burden,

capillary point-of-care sampling was favourite. Patients preferred

point-of-care sampling, inpatients even more than outpatients. The

method of sampling moderately influenced patients’ motivation for

clozapine therapy.

Conclusion: Capillary blood sampling in clozapine maintenance

therapy is feasible and preferred by the patients. The method could

influence motivation for clozapine therapy and by this clozapine

prescription numbers.

Policy of full disclosure: Funded by an unrestricted grant by Hemocue

Sweden.

P-03-002
Glycopyrronium bromide for clozapine induced nocturnal
drooling in patients with a psychiatric disorder: a randomized,
cross-over, double-blind placebo controlled trial (QUITSPIT-
study)

P. Schulte (MHO North-Holland North Specialised Treatment,

Alkmaar, The Netherlands; J. Colen-de Koning, W.-H. Man,

I. Wilting, H. Doodeman, W. Cahn, R. Heerdink, T. Egberts,

I. van Haelst)

Objective: Clozapine induced nocturnal drooling (CIND) occurs in

30 % to 90 % of psychiatric clozapine users and may dissatisfy

patients with their clozapine treatment. No medication is licensed

for treatment of CIND. Glycopyrronium bromide is an anticholin-

ergic which does not pass the blood–brain barrier and therefore

causes less central side-effects than other anticholinergics. We

intended to investigate in a randomized, cross-over, double-blind

trial the effect of glycopyrronium bromide in comparison to placebo

on CIND in patients with a psychiatric disorder. Secondary out-

comes were patient satisfaction with clozapine and frequency of

side-effects.

Methods: After a baseline measurement during week 1 psychiatric

in- and outpatients with CIND were randomized to 6 days 5 ml

Glycopyrronium bromide solution 0.2 mg/ml before night or

placebo during week 2 and 4 and wash-out during week 3 and 5.

After each week the patient filled in the Patient Global Impres-

sion of Improvement Questionnaire (primary outcome: proportion

of patients with (very) much improvement), Nocturnal Hyper-

salivation Rating Scale and Medication Satisfaction

Questionnaire (secondary outcomes). Patients who wished to do

so and showed good tolerance to the medication were offered an

open-label trial with Glycopyrronium bromide 2 mg before night

in week 6.
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Results: Results will pre presented at the conference.

Conclusion: There is a dearth of treatments for CIND which may lead

to non-compliance with clozapine. Glycopyrronium bromide may

appear to be an effective and well-tolerated option.

Policy of full disclosure: None.

P-03-003
Use of paliperidone in acute psychoses

S. Ovejero Garcia (Fundacion Jiminez Diaz, Psychiatry, Madrid,

Spain; L. Mata, R. Alvarez, M. Iza, S. Sanchez-Alonso)

Objective: A naturalistic study on the use of paliperidone in patients

with acute psychosis in a brief hospitalization unit (BHU) is

presented.

Methods: This study included 25 inpatients with acute psychotic

symptons treated with paliperidone. They are divided into two groups:

(group 1) patients in whom treatment was started in the BHU with

oral paliperidone as main antipsychotic (n = 17); (group 2) patients

on maintenance treatment with paliperidone palmitate (n = 8) with

relapsed and is added in the BHU concomitant treatment with oral

paliperidone. A descriptive analysis of the sample and a comparison

of different parameters in the two groups that have been defined is

performed.

Results: 32 % patients are diagnosed of schizophrenia (n = 8), 4 %

schizoaffective disorder (n = 1), 16 % delusional disorder (n = 4),

20 % psychosis NOS (n = 5) and 28 % of manic episode with psy-

chotic symptoms (n = 7). The average hospitalization stay (HS)

hospitalization is 12.84 days. Significant differences were observed

between the two groups: (group 1) 10.06 days; (group 2) 18.75 days.

(t test, p = 0.046). The mean dose of oral paliperidone at discharge is

12 mg/day; the same dose is reported in patients with liver disease

(n = 2). There are no significant differences between groups: (group

1) 12.18 mg/d; (group 2) 11.63 mg/d. (t test, p = 0.818) In (group 1)

94.1 % of patients are treated at discharge from the BHU with oral

paliperidone in antipsychotic monotherapy.

Conclusion: In this simple, patients with acute psychosis treated with

oral paliperidone have a short hospital stay. In addition, oral

paliperidone is associated with a high rate of antipsychotic

monotherapy. Paliperidone oral use in acute psychotic patients is

presented as a therapeutic option.

Policy of full disclosure: None.

P-03-004
Use of paliperidone palmitate in acute inpatients

S. Ovejero Garcia (Fundacion Jiminez Diaz, Psychiatry, Madrid,

Spain; M. Iza, R. Alvarez, L. Mata, S. Sanchez-Alonso)

Objective: A naturalistic study on the use of paliperidone palmitate

(PP) in an acute care is presented.

Methods: In this study, 256 inpatients (145 men, 111 women) are

treated with paliperidone palmitate; in 4 patients this treatment was

removed before discharge. Schizophrenia are shown in 47.3 % of

patients (n = 121).

Results: The average hospital stay is 15.24 days. The hospital stay

(HS) is significantly smaller in proportion to the day that the first dose

of paliperidone palmitate (linear regression; p\ 0.001) was admin-

istered. The mean dose of paliperidone palmitate at discharge is

112.6 mg. When the second dose of PP is administered at an interval

of 5 days or less, an antipsychotic monotherapy in 68.3 % of cases is

reported, compared when administered over 5 days difference, 50 %

(t test; p = 0.023).

Conclusion: In this sample, inpatients in treatment with paliperidone

palmitate have a short average hospital stay. The use of paliperidone

palmitate from the hospitalization unit offers a new therapeutic

option.

Policy of full disclosure: None.

P-03-005
Percentage of use of biperiden in clinically stable patients treated
with paliperidone

S. Sánchez Alonso (Madrid, Spain; S. Ovejero, L. Mata,

R. Álvarez, M. Iza)

Objective: The aim of this study is to assess the need for use of

biperiden in patients treated with paliperidone.

Methods: A descriptive study of 61 clinically stable patients for at

least 6 months treated with paliperidone, both oral formulation (ER,

n = 23) and intramuscular (PALM, n = 38) is performed. Diagnoses

of schizophrenia (n = 45), schizoaffective disorder (n = 4) and

delusional disorder (n = 12) were included. 60.7 % of patients are

treated with doses within the recommended data sheet (less than or

equal to 12 mg) while 39.3 % remain doses above data sheet. The

percentage of use of biperiden is measured by comparing the differ-

ences between the two formulations (PALM and ER) and use

according to the recommended doses.

Results: The average dose in milligrams of oral paliperidone is

11.46 mg. The percentage of patients who require the use of biperiden

is 16, 4 % (n = 10). If the use of biperiden between the two

paliperidone formulations is compared, less use in the oral formula-

tion (ER = 13 %) is observed compared to the intramuscular

formulation (PALM = 18.4 %), although the results are not statisti-

cally significant (p = 0.58). If the use of biperiden is compared

according to the use above recomended dosage, we did not find sta-

tistically significant difference (p = 0.17), although the percentage of

use in patients with doses above 12 mg oral is lower (8.3 %) com-

pared to patients at doses equal to or less than 12 mg oral (21.6 %).

Conclusion: Paliperidone has a limited need for use of biperiden. The

need for use of biperiden is equally low in both oral and intramuscular

formulation. The use of biperiden is low even in patients with high

doses of drug over data sheet. The limited use of biperiden marks the

scarce presence of extrapyramidal symptoms with paliperidone

regardless of its formulation and the doses used.

Policy of full disclosure: None.

P-03-007
Continuation rates in patients treated with paliperidone palmitate

S. Sánchez Alonso (Madrid, Spain; S. Ovejero, L. Mata, M. Iza,

R. Álvarez)

Objective: Dropout rates of oral antipsychotics in schizophrenia vary

from 26 % to 44 %, and up to two-thirds of patients have a partial

drug compliance. The aim of this study is to describe the contiuation

rates after six months, 1 and 2 year follow-up in patients treated with

paliperidone palmitate.

Methods: This is a non-interventional study that starts from a sample

of 163 patients who started treatment with paliperidone palmitate.

Maintenance rates were measured at 6 months. The same measure-

ment was repeated in patients who could confirm one (n = 147) and
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2 year follow-up (n = 80). The relationship with the years of illness

evolution and the reason for withdrawal was measured.

Results: 95.7 % of patients who started the sample maintained the

treatment at six months. 85.7 % of patients discontinue treatment

(n = 4), because of suffering from side effects. 71.5 % of patients who

discontinue have 5 or fewer years of illness evolution. After 1 year of

follow up, the number of patients who discontinue treatment is the

same as at 6 months (n = 7), obtaining a continuation rate of 95.2 %.

After 2 years of follow up, the number of patients who discontinued

expands to 10, obtaining a continuation rate of 87.5 %. 70 % (n = 7)

of patients discontinued the treatment because of the presence of side

effects and 2 of them (20 %) do so at their request. Discontinuation

distribution in relation to the years of illness evolution remains higher

in patients with 5 or fewer years of evolution (70 %).

Conclusion: Paliperidone palmitate gets very high continuation rates.

Most patients discontinued treatment in the first 6 months of treat-

ment. The main cause of discontinuation is the presence of side

effects. Patients with 5 or fewer years of illness evolution appear to be

more likely to discontinue treatment.

Policy of full disclosure: None.

P-03-008
Evaluation of the use of long-acting injectable antipsychotics
in an inpatient psychiatric unit

L. Garcı́a González (Hospital Universitario Central, Oviedo, Spain;

C. Rodrı́guez Mercado, S. Bestene Medina, A. González Fernández,

M. Jalón Urbina, L. Pérez Gómez)

Objective: To describe and to evaluate the use of long-acting inject-

able antipsychotics in an inpatient psychiatric unit.

Methods: This is a retrospective cross-sectional study of a sample of

43 inpatient diagnosed with schizophrenia admitted during a period of

6 months. Clinical and sociodemographic variables were analyzed.

Database program (SPSS 19 software) were used for statistic analyze.

Results: The 67.4 % (n = 29)of the sample were men and mean age

was 47.53 years (SD = 15.68). Long-acting injectable antipsychotics

were used in 51.2 % of the patients. Paliperidone palmitate was

prescribed in the 27.9 % of the cases. At the moment of discharge

only 30.2 % of the patients were being treated with a single

antipsychotic. In 75 % of the patients treated with paliperidone

palmitate, using an additional antipsychotic was needed. In 61.5 % of

the patients without long-acting injectable antipsychotic treatment

were used more than one antipsychotic drug. Paliperidone palmitate

was used in the age range of younger patients (\45 years).

Conclusion: As in other studies schizophrenia is more prevalent in

males. First-line treatment is the antipsychotics. Over half of the

patients in the sample were treated with long-acting injectable

antipsychotics; long-acting injectable atypical antipsychotics were

those more commonly used, with doses within the provisions of the

leaflet. The association of more than one antipsychotic was common

both in patients treated with long-acting injectable antipsychotic and

in those with oral treatment.

Policy of full disclosure: None.

P-03-009
Trends in the antipsychotic treatment of psychiatric outpatients

R. Alvarez Garcia (Hospital Rey Juan Carlos, Psychiatry,

Mostoles Madrid, Spain; L. Mata Iturralde, S. Sanchez Alonso,

S. Ovejero Garcia, M. Iza Cia, L. Muñoz Lorenzo, P. Puras Rico,

M. Agudo Urbanos, J. J. Carballo Belloso, E. Baca Garcia)

Objective: To detect antipsychotic doses and polypharmacy used at

psychiatric outpatients.

Methods: 7577 adult outpatients received psychiatric care at the

Department of Psychiatry of Fundacion Jimenez Diaz (Madrid,

Spain), from June/2014 to January/2015. A mental state tracker (

www.memind.net) was used to assess the patients. The research was

approved by the Institutional Review Board and Granting Agency.

After complete description of the study to the subjects, written

informed consent was obtained. The prescribed drugs were classified

according to The Anatomical Therapeutic Chemical (ATC)—Defined

Daily Dose (DDD) classification. The Prescribed Daily Dose (PDD)

and PDD to DDD ratio was calculated.

Results: The main diagnoses were anxiety disorders (n = 3878,

51.2 %), Schizophrenia and other psychosis (n = 773, 10.2 %), Mood

disorders (n = 1827, 24.1 %), Personality disorders (n = 845, 11.2 %)

and Behavioural and emotional disorders with onset usually occurring

in childhood and adolescence (N = 1561, 20.6 %). The most frequent

pattern of prescriptions were: one antidepressant (n = 1434, 18.3 %),

one antipsychotic (n = 339, 4.3 %), two antipsychotics (n = 117,

1.5 %), one antipsychotic + one antidepressant (n = 201, 2.6 %), one

anxiolytic (n = 327, 4.2 %), one anxiolytic + one antidepressant

(n = 503, 6.4 %), one anxiolytic + two antidepressants (n = 177,

2.3 %), one hypnotic + one antidepressant (n = 131, 1.7 %), two

antidepressant (n = 338, 4.3 %). There were 1478 total antipsychotic

prescriptions, 1068 of them were on antipsychotic monotherapy and

410 on antipsychotic politherapy: two antipsychotics (n = 329), three

antipsychotics (n = 59), four antipsychotics (n = 17), five antypsy-

chotics (n = 5). The PDD to DDD ratio was close to 1 in almost all the

antipsychotics except long-acting injection antipsychotics.

Conclusion: In our sample, antipsychotic doses used at outpatients

facilities are similar to Defined Daily Dose (DDD) except long-acting

injection antipsychotics. Polypharmacy, including combination of two

or more antipsychotics, is a common practice in this setting. It is a

priority to change the culture of prescriptions and develop specific

interventions to improve efficiency in clinical practice.

Policy of full disclosure: None.

P-03-010
Evidence of role of dopamine supersensitivity psychosis
in treatment-resistant schizophrenia: an analysis of multi-factors
predicting long-term prognosis

H. Yamanaka (Chiba Psychiatric Medical Center, Department

of Psychiatry, Chiba, Japan; N. Kanahara, T. Suzuki, M. Takase,

T. Moriyama, H. Watanabe, T. Hirata, M. Asano, M. Iyo)

Objective: Although a variety of factors are known to be significantly

related to poor prognosis in schizophrenia, their interactions remain

unclear. Dopamine supersensitivity psychosis (DSP) is a clinical

concept related to long-term pharmacotherapy and could be one of the

key factors contributing to the development of treatment-resistant

schizophrenia (TRS).

Methods: Two-hundreds and sixty-five patients were classified into

either a TRS or Non-TRS group based on retrospective survey and

direct interview. The key factors related to prognosis, including the

presence or absence of DSP episodes, were extracted, and each factor

was compared between the two groups.

Results: All parameters except for the duration of untreated psy-

chosis (DUP) were significantly worse in the TRS group

compared to the Non-TRS group. In particular, the TRS group

presented with a significantly higher rate of DSP episodes than the

Non-TRS group. Regression analysis supported the notion that

DSP plays a pivotal role in the development of TRS. In addition,
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deficit syndrome was suggested to be a diagnostic subcategory of

TRS.

Conclusion: Our data confirmed that the key predicting factors of

poor prognosis would affect somehow the development of TRS. In

addition, the occurrence of a DSP episode during pharmacotherapy

was also shown to promote treatment refractoriness.

Policy of full disclosure: None.

P-03-011
Glucose-6-phosphate dehydrogenase activity as a biomarker
of negative metabolic outcome in schizophrenic patients
after treatment with traditional antipsychotics

M. Uzbekov (Research Institute of Psychiatry, Brain Pathology,

Moscow, Russia; S. Ivanova, L. Smirnova, N. Bokhan, A. Semke)

Objective: Glucose-6-phosphate dehydrogenase (G-6-PD) plays a

very important role in metabolic processes. But its role in patho-

genetic mechanisms of schizophrenia is investigated poorly. Aim: To

investigate G-6-PD and catalase activities in red blood cells (RBC) of

schizophrenic patients under pharmacotherapy with traditional

antipsychotics.

Methods: There were investigated 26 patients with chronic

schizophrenia (F.20 according to ICD-10) before and after 6 weeks of

pharmacotherapy with traditional antipsychotics (haloperidol, chlor-

protixen or chlorpromasin). G-6-PD and catalase activities were

estimated in RBC spectrophotometrically.

Results: There was revealed significantly reduced G-6-PD and

increased catalase activities at admission before pharmacotherapy as

compared with controls. There were observed normalization of

catalase activity and improvement of clinical status of patients after

six weeks of antipsychotics therapy while G-6-PD activity continues

to decline (P = 0.05).

Conclusion: Our results point out on paradoxical situation—nor-

malization of oxidative status (catalase activity) and clinical

improvement after pharmacotherapy are followed by continuing

decrease of G-6-PD activity. We hypothesized that this can happen

as a result of normalization of reduced glutathione concentration,

decrease of oxidized glutathione concentration and increase in

reduced NADP (NADPH) concentration. Excess of NADPH

inhibits G-6-PD activity and that results in inhibition of pentose-

phosphate pathway with subsequent disturbances in biosynthetic

processes and nucleotide biosynthesis. The first time in the liter-

ature we have found the decrease of G-6-PD activity after 6 weeks

of pharmacotherapy against a background of clinical

improvement.

Policy of full disclosure: No conflict of interest.

P-03-012
Social adjustment in the outpatients treated with long-acting
antipsychotics

M. C. Pirlog (UMPh of Craiova, Medical Sociology, Craiova,

Romania; A. L. Chirita, M. Mutica)

Objective: The poor social adjustment is more frequent in schizo-

phrenic patients than other individuals with psychiatric disabilities,

and its clinical consequences are represented by loosing of adherence

and compliance to medication, and an unfavorable evolution of the

disease. The objectives of our research are to find possible correlation

between levels of social adjustment, clinical and social-demographi-

cal factors and different antipsychotic therapy.

Methods: Retrospective study realized on a sample of 52 patients

diagnosed with schizophrenia (ICD-10 and DSMIVTR criteria), aged

between 25 and 60 years, treated with long-acting antipsychotics

(haloperidol decanoate—6 patients, flupenthixole decanoate—14

patients, and risperidone long acting injection—32 patients) and

monitored in the Center of Mental Health Craiova, Romania, in the

period of 1 January 2009–31 December 2014. The tools used were

PSP, CGI-I, and GAF. This study was realized in accordance to all the

ethical norms of scientific research.

Results: Social-demographic data: average age 47.89 ± 9.28 years,

urban areas 90.38 %, married 69.23 %, retired from professional

activities 88.46 %, medium level of education 51.92 %. Consume of

alcohol was present in 48.08 %, and 25 % of them were smokers,

while suicidal behavior was present just in three cases. Adjuvant

therapy was represented by benzodiazepines (36.54 %), mood stabi-

lizers (55.77 %), and antidepressants (28.85 %). Social adjustments

and performances (GAF[ 61, PSP[ 60) were positive for 61.54 %

of patients (68.75 %—risperidone, 18.75 %—flupentixol, 12.50 %—

haloperidol), and improvement (CGI-I\ 3) was obtained in 78.85 %.

Conclusion: The high level of social adjustment and social perfor-

mances was more frequent on patients treated with long acting

antipsychotics from second generation, and combined with a good

social and familial integration represent the background for a favor-

able evolution of the disease.

Policy of full disclosure: None.

P-04 Neuropsychology I

P-04-001
Cognitive functions in a large sample of patients
with schizophrenia and first degree relatives

M. Chieffi (University of Naples, SUN Department of Psychiatry,

Naples, Italy; S. Galderisi, A. Mucci, A. Rossi, P. Rocca,

A. Bertolino, M. Mai)

Objective: Neurocognitive functioning may represent an indicator of

genetic risk and poor outcome in schizophrenia patients. Recent

studies suggested that neuro-cognition contribute substantially to

psychosocial functioning and it has been suggested that cognition

predicts social and occupational functioning. Furthermore, evidence

that the cognitive performance of first-degree relatives is intermediate

to the performance of patients and controls suggests that neurocog-

nitive impairment may represent a marker of the genetic vulnerability

to the disease. This study is aimed to examine neuropsychological and

social cognition performance of patients, unaffected relatives and

healthy controls, evaluating the impact of these factors on real life

functioning.

Methods: The sample was comprised of 922 schizophrenia patients,

379 healthy first-degree relatives and 780 healthy controls. All groups

completed a cognitive test battery and were assessed with the Facial

Emotion Identification Test (FEIT) and the Awareness of Social

Inference Test (TASIT), which assessed emotional processing and

social perception. Social functioning was evaluated by the Personal

and Social Performance Scale (PSP).

Results: Patients scored significantly worse in all domains of social

and neurocognition, compared with relatives and healthy controls.

As regard the relationship between the social cognition and social

functioning, patients showed that the index of social cognition

most associated with real life functioning is the ability of recog-

nition of basic emotions expressed by other individuals, followed

by the ability to recognize emotions expressed by static images of

faces.
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Conclusion: These results suggest that schizophrenia patients and

their unaffected first-degree relatives display similar patterns of

social and neurocognition processing. Social cognition has become

an interesting object of study, especially in how it relates to global

functioning, bringing new elements to be considered in the early

detection and in comprehensive treatment. Its conceptualisation as

trait variable, the consideration of a theoretical continuum

between patients and relatives are hypotheses that require further

research.

Policy of full disclosure: Acknowledgements: The study was carried

out within the project ‘‘Multicenter study on factors influencing real-

life social functioning of people with a diagnosis of schizophrenia’’ of

the Italian Network for Research on Psychoses.

P-04-002
Social cognition in offspring schizophrenia and bipolar disorder

C. A. Jerlang Christiani (Mental Health Centre, Copenhagen,

Gentofte, Denmark; J. R. Møllegaard Jepsen, A. Thorup, N. Hemager,

B. i. Klee Burton, D. Ellersgaard, K. S. Spang, A. Greve, O. Mors,

K. Plessen, M. Nordentoft)

Objective: To describe possible social cognitive impairments in

children, 7 years of age, born of parents’ diagnosed with either

schizophrenia (SZ) or bipolar disorder (BD). The hypothesis is that

children with familial risk for developing SZ will show worse

impairments in their social cognitive functions than children with

familial risk for developing BD. Both offspring SZ and BD will show

worse social cognitive impairments compared to the control group

without the increased familial risk. Also, possible associations

between aspects of social cognition (emotion recognition/empathy)

and the speed of emotion recognition will be assessed. This Ph.D. is

part of The Danish High Risk and Resilience Study VIA7.

Methods: A stratified cohort of 500 children, age 7, with 1, 2, or 0

parents with SZ or BD will be drawn from the Danish Civil Regis-

tration System/Danish Psychiatric Central Register: Cohort 1:

Children with two parents (SZ) (N = 20) Cohort 2: Children with one

parent (SZ) (N = 180) Cohort 3: Children with two parents (BD)

(N = 20) Cohort 4: Children with one parent (BD) (N = 80) Cohort

5: Children with parents with no contact with the MHS ever

(N = 200) Social cognition will be assessed with Emotion Recogni-

tion Task (CANTAB) and Happés Strange Stories—Revised.

Response time will be measured in ERT and Happes Strange Sto-

ries—Revised.

Results: Data collection started December 2012. By April 2015 we

have included 367 families. Preliminary data on social cognition will

be presented.

Policy of full disclosure: None.

P-04-003
Emotional intelligence in schizophrenia patients, first-degree
relatives and healthy controls. A study with the Mayer-Salovey-
Caruso Emotional Intelligence Test (MSCEIT)

F. Contreras (Bellvitge University Hospital Idibell, ĹHospitalet de

Llobregat, Spain; À. Albacete, N. Custal, J. M. Menchón)

Objective: Emotion processing seems to be impaired in schizophrenia

patients affecting their daily live functionality associated to a poor

social and community functioning. Deficits in their healthy relatives

might suggest this component of social cognition as a new

endophenotype in schizophrenia. Therefore, the aim of the present

study was to compare emotion processing between schizophrenic

patients, non-psychotic first-degree relatives and healthy controls

using an emotional intelligence test.

Methods: 28 schizophrenia outpatients (DSM-IV-TR criteria), 30

first-degree relatives and 34 controls completed the Spanish adapta-

tion version of the Mayer-Salovey-Caruso Emotional Intelligence

Test (MSCEIT). Total score and four subtests were assessed: Iden-

tifying, Using, Understanding and Managing Emotions. Participants

were matched by gender, age, education and handedness. Finally, we

explored whether any of these scores was related to any socio-de-

mographic or clinical variables. Socio-demographic and MSCEIT

scores were compared across groups using the ANOVA test for

continuous variables and Chi square test for categorical variables.

Four linear regression models were performed for the MSCEIT

scores. Statistical Analysis was performed using the statistical pack-

age SPSS Version 18.0.

Results: Significant differences were found between groups on the

total MSCEIT score and the subtests Understanding and Managing

Emotions. Patients and relatives performed worse than controls,

although relatives obtained better results than schizophrenic patients,

suggesting a continuum between groups. Moreover, among three

groups, higher level of education significantly correlated with higher

MSCEIT scores, which could mean that education might be working

as positive factor.

Conclusion: Schizophrenic patients show impairments in different

emotion processing domains as well as their first-degree relatives,

supporting the hypothesis of a new cognitive endophenotype. Further

research is required to understand its link with general cognition,

clinical variables and global functionality.

Policy of full disclosure: None.

P-04-004
The relationship of two social cognition concepts as measured
by Thematic Apperception Test in paranoid schizophrenia

K. Hosakova (Palacky University, Department of Psychology,

Olomouc, Czech Republic; M. Lecbych)

Objective: The purpose of this study was (1) to compare the results of

two different concepts of social cognition that can be measured by

Thematic Apperception Test (TAT)—Interpersonal Decentering (ID)

and Social Cognition and Object Relations Scale (SCORS)—and (2)

to find out demographic factors that may be associated with the results

of both concepts in paranoid schizophrenia.

Methods: 42 people diagnosed with paranoid schizophrenia (F20.0

according to ICD-10) were administered ten cards of TAT. Their

stories were assessed according to ID and SCORS scoring systems.

Statistical analyses were performed to find correlations between the

results of both concepts and between the results and selected demo-

graphic factors of the participants.

Results: Results of ID moderately positively correlate with 2 sub-

scales of SCORS, specifically with Complexity of representation of

people (COM) and Understanding of social causality (SC). The

SCORS subscale Emotional investment in relationships (EIR) corre-

lates with both age (r = -.32) and education (r = .54) of the

participants. An important demographic factor seems to be relation-

ship status and length of the relationship. People with a romantic

partner score higher on SCORS subscales EIR and SC. The length of

the relationship, however, strongly negatively correlates with results

of ID and the SCORS subscale SC.

Conclusion: The results indicate that ID and SCORS—concepts of

social cognition that have different theoretical background but can be

both measured by TAT—share and reflect some common aspects.

Interesting correlations of both concepts and demographic factors
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were found. Especially the role of romantic partnership needs further

research.

Policy of full disclosure: This project was supported by targeted

support for specific academical research granted in 2015 to Palacky

University in Olomouc by the Ministry of Education, Youth and Sport

of the Czech Republic (IGA_FF_2015_022).

P-04-005
Theory of mind in females with schizophrenia compared
to females with borderline personality disorder

A. Vaskinn (Department of Psychology, University of Oslo, Oslo,

Norway; B. T. Antonsen, R. A. Fretland, K. Sundet, T. Wilberg)

Objective: Social cognitive impairments are present in a number of

different mental disorders, but comparisons across diagnostic cate-

gories are few. Schizophrenia and borderline personality disorder,

although notably different mental disorders, share problems with

social cognition and interpersonal relations. The aim of this study was

to compare abilities within a social cognitive sub-domain, theory of

mind (ToM), in schizophrenia and borderline personality disorder. A

comparison across these diagnostic categories can shed light on the

nature of the social cognitive impairments of the respective disorders.

Methods: In a study at Oslo University Hospital in Norway, ToM was

assessed in females with schizophrenia (n = 25), females with bor-

derline personality disorder (n = 25), and healthy females (n = 25)

using the ecologically valid video-based measure MASC (Movie for

the Assessment of Social Cognition). The MASC test yields an

overall ToM score as well as scores for three different error types:

overmentalizing and undermentalizing (reduced ToM or no ToM).

Overall performance as well as error patterns were compared using

analyses of variance.

Results: The group difference for overall ToM ability was significant

(F (2,75) = 12.93, p\ 0.001, g2 = 0.26) with the schizophrenia

group scoring markedly below healthy females. The error type 9 -

group interaction effect was statistically significant (F (2.674,

96.260) = 3.3, p = 0.028, g2 = 0.08) indicating differences in error

patterns across groups.

Conclusion: Females with schizophrenia had a large ToM deficit

(Cohen’s d = -1.87), and made both overmentalizing and under-

mentalizing errors. Females with borderline personality disorder

had subtle, non-significant ToM problems (Cohen’s d = -0.37).

However, females with borderline personality disorder made

almost exclusively overmentalizing errors. Our results are in line

with the existence of different magnitude and pattern of social

cognitive impairments in schizophrenia and borderline personality

disorder.

Policy of full disclosure: The authors declare no conflict of interests/

have no disclosures.

P-04-006
Counterfactual thinking is impaired in non-psychotic first-degree
relatives of schizophrenia patients

À. Albacete (Bellvitge University Hospital, Psychiatry,

ĹHospitalet de Llobregat, Spain; F. Contreras Fernandez, C. Bosque,

J. M. Menchón)

Objective: Counterfactual Thinking (CFT) is a mental process about

spontaneous alternatives to past outcomes usually evoked as in a ‘‘if

only’’ type of response. In schizophrenia there is a global impairment

in CFT, which might be the expression of a general cogntive

impairment. In the present study we explored CFT in biological first-

degree non-psychotic relatives of schizophrenia patients (SCZ-RELs)

and healthy control subjects (HCs) through a experimental paradigm

in a bottom-up design.

Methods: The ability to generate counterfactual thoughts in front of a

hypothethical scenario with a negative outcome was assessed in 30

SCZ-RELs and 36 HCs. We further explored whether socio-demo-

graphic variables predicted performance in the experiment.

Participants were matched by gender, age and educational level.

Differences between groups were assessed using the Student’s-t

parametrical test and the U-Mann–Whitney non-parametrical test for

continuous variables, and the v2 or p-Fisher tests for categorical

variables. In multivariate analyses, binary, ordinal or linear regression

models were used depending on whether the dependent variable was

considered categorical, ordinal or continuous, respectively. Statistical

analysis was performed using the statistical package SPSS Version

18.0.

Results: Results suggested that SCZ-RELs generated less counter-

factual thoughts than HCs. As well as schizophrenia patients, realtives

seem to have difficulties activating alternatives that could help them

face reality transforming a negative outcome into a positive through

conditional reasoning. Moreover, only employment status was found

to be statistically related, having retired subjects more probabilities of

generating less counterfactual alternatives.

Conclusion: These findings indicate that SCZ-RELs CFT perfor-

mance is rather similar to schizophrenia patients than to HCs. These

results may be supporting the hypothesis of a new cognitive

endophenotype for schizophrenia. Further research with a larger

sample its required in order to confirme and extent these results, and

also to understand its link with general, social cognition and global

functionality.

Policy of full disclosure: None.

P-04-007
Context dependent differences in learning between patients
with depressive episode and schizophrenia

O. Listunova (Universitätsklinikum Heidelberg, Arbeitsgruppe

Neuropsychologie, Heidelberg, Germany; M. Bartolovic,

M. Weisbrod, D. Roesch-Ely)

Objective: This study investigates whether there are context depen-

dent differences in learning between patients in remission with

nonpsychotic major depressive episode or Schizophrenia.

Methods: Seventy nonpsychotic major depressive episode and 78

schizophrenia patients in remission underwent a neuropsychological

testing at the psychiatric outpatient unit for cognitive training

(PACT) of the Psychiatric Department at the University Hospital

Heidelberg. Context dependent memory was assessed with the

subtest ‘‘Logical memory’’ from the Wechsler Memory Scale-Re-

vised Edition (WMS-R) and context independent memory with the

Verbal Learning Memory Test (VLMT). Analyses of covariance

(ANCOVAs) were used to compare means of the both patient

groups.

Results: Schizophrenia patients showed significantly poorer perfor-

mance in the recall of context dependent as well as the context

independent verbal tasks in most word memory parameters, except for

the immediate memory span (Supra span) than depressed patients.

Exploratory analyzes of percentile ranks and T-scores also indicated

that this parameter seems to be not impaired in comparison to the

healthy population in both patient groups. Moreover depressed

patients showed impaired delayed recall.

Conclusion: The results support the assumption that different memory

tests and test parameters reflect different mnestic functions. The use
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of different types of tests is therefore important for a more compre-

hensive and differentiated diagnosis of memory deficits of patients. A

differentiated analysis of memory functions of different patient

groups could be also useful for the development of specific, cus-

tomized training interventions.

Policy of full disclosure: None.

P-04-008
Schizophrenia patients show abnormal serial position effects
in a working memory visual motion task

M. Stäblein (Goethe University, Department of Psychiatry,

Frankfurt am Main, Germany; L. Sieprath, C. Knöchel,

A. Landertinger, C. Schmied, D. Ghinea, J. Mayer, R. Bittner,

A. Reif, V. Oertel-Knöchel)

Objective: Working memory (WM) deficits are a fundamental neu-

ropsychological impairment in schizophrenia (SZ) and include

deficient WM for serial order and abnormalities in serial position

effects (i.e., primacy and recency effects). However, little is known

about WM processes that involve dynamic visual movements. We

investigated WM performance and serial position effects with a

modification of the classic Sternberg recognition paradigm –using

visual motion stimuli and incorporating a distractor stimulus– and

examined a range of cognitive domains and its association with

psychopathology in SZ.

Methods: 24 patients with paranoid SZ and 24 matched healthy

control subjects were included in the study. All participants under-

went neuropsychological testing using a set of standard instruments

(TMT-A, HVLT-R, WMS-III SS, BVMT-R, MWT-B), partly taken

from the MATRICS Consensus Cognitive Battery. The Sternberg-

type WM visual motion task used sequentially presented random dot

kinematograms (RDKs) as stimuli. Each RDK consisted of about 200

red dots that were coherently moving inside a circular window of

visibility (see Fig. 1). Psychopathology was examined using SCID,

PANSS and RHS.

Results: Our study showed that WM for visual motion direction is

prone to interruption in SZ and coupled with a missing recency

effect, when sequentially presented stimuli are used. This defi-

ciency is associated with more severe general psychopathological

symptoms. The examination of WM with a standardized neuropsy-

chological test (WMS-III SS) revealed a further association of poorer

WM performance with more severe negative symptoms. In addition,

we found that the cognitive domains psychomotor speed, verbal

learning, visual learning and verbal/crystallized intelligence are

impaired in SZ.

Conclusion: Our results suggest that processing for serial order is

impaired in SZ and that visual representations of motion direction are

highly fragile and prone to interruption and are related to general and

negative psychopathological symptoms.

Policy of full disclosure: None.

P-04-009
Semantic priming in schizophrenia: the effect of associative
strength

J. C. Ruiz (University of Valencia, Faculty of Psychology,

Valencia, Spain; C. Dası́, M. J. Soler, P. Tomás, I. Fuentes)

Objective: To examine implicit semantic memory in schizophrenic

patients studying the semantic priming effect of directly related

stimuli with different associative strength (semantic ‘‘distance’’).

Studies on semantic memory in schizophrenia using semantic priming

tasks have shown increased, decreased or normal priming depending

on the direct/indirect relation between the stimuli used in the task. At

the same time, the question of how strength of association between

concepts affects semantic priming remains unresolved.

Methods: Nineteen schizophrenic patients and nineteen healthy con-

trol participants performed a lexical decision task using a short

Stimuli Onset Asynchrony (SOA) (200 ms). Strong, weak and

semantically unrelated word pairs were used in the task.

Results: In both groups reaction times were faster for strong related

pairs than for weak related pairs (patient group p\ 0.05; control

group p\ 0.001) and than for non related pairs (priming effect)

(patient group p\ 0.01; control group p\ 0.001). However,

responses to weak related pairs were faster than responses to unre-

lated pairs in the control group (p\ 0.001) but didn’t reach

significance in the patient group (p = 0.832). Priming values for

strong related pairs were the same for patients (97.89 ms) and con-

trols (116.86 ms). In the case of weak related pairs priming only

appeared in the control group (43.00 ms).

Conclusion: The data suggest that schizophrenia is unimpaired in

implicit semantic processing when there is a strong association

between the prime and the test. However the priming effect disap-

pears when the prime-tests association is weak, suggesting that the

spreading of activation do not extends far from strongly related word

pairs. These results are discussed in relation with studies using indi-

rect related stimuli in schizophrenia that show enhanced indirect

priming, and hypothesize a failure in inhibition processes in the

spreading of activation in the network.

Policy of full disclosure: None.

P-04-010
Cognitive impairment in children and adolescents at high risk
for psychosis

J. Tor (Hospital Sant Joan de Déu, Child and Adolescent psychiatry,

Barcelona, Spain; M. Dolz, A. Sintes, O. Puig, C. Espelt, M. Pardo,

M. Rodriguez, D. Muñoz, E. De la Serna, I. Baeza)

Objective: The aim of this study is to compare cognitive profiles of

child and adolescent at high risk patients with a healthy control group.

Methods: This is a prospective longitudinal study in patients at clinical

high risk for psychosis and control subjects of child and adolescent

population (age 10–17). Help-seeking subjects were recruited from

Child and Adolescent Psychiatry and Psychology departments of

Hospital Clinic and Hospital Sant Joan de Déu (Barcelona, Spain).

Inclusion criteria were: (1) Attenuated positive or negative symptoms;

(2) Brief intermittent psychotic symptoms; (3) First or second degree

relative with schizophrenia or schizotypical disorder plus functional

impairment. Exclusion criteria were: IQ\ 70 and a diagnosis of neu-

rodevelopmental disorder. The Semitructured Interview for Prodromal

Syndromes (SIPS) and a neurocognitive battery were administered to

asses prodromal and cognitive baseline data. A multivariant analysis

(MANOVA) was carried out using SPSS 19.0.Fig. 1 WM task
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Results: A total of 75 patients were included (60 % females; age

15.42 ± 1.48; range 11–17) and 30 healthy controls (65 % females;

age 15.07 ± 1.75; range 12–17). No age and gender differences were

found between the two samples. General intelligence was signifi-

cantly different (p = 0.006). High risk group show significant less

scores compared to controls in immediate and late logical verbal

memory (p = 0.008; p = 0.002), perceptual organization (p = 0.26;

p = 0.010), visual memory (p = 0.006), working memory

(p = 0.017), sustained attention (p = 0.010, p = 0.004, p = 0.055,

p = 0.003) and executive function (p = 0.032). No differences were

observed in speed processing and verbal learning.

Conclusion: Children and adolescents show several cognitive

impairments compared to healthy control group in concordance with

previous literature in young and adult population. Longitudinal

studies are necessary to establish which specific cognitive domains

are related to psychosis transition in child and adolescent population.

Policy of full disclosure: None.

P-04-011
Cognitive deficit in female patients with chronic schizophrenia

M. Mutica (Elisabeta Doamna Psychiatry H PS II, Galati, Romania;

M. C. Pirlog, I. Marinescu, D. Marinescu)

Objective: Schizophrenia has an estimated 1-year prevalence rate of

0.6–1 % in individuals with age over 45 years, of which 75 % have a

chronic course of the disease associated with cognitive deficit.

Women tend to be more frequent among this category of patients. The

objective of our study was to highlight the relationships between

clinical and social-demographic characteristics, presence of cerebral

abnormalities, and level of cognitive impairment.

Methods: Study realized on a sample of 40 female patients diagnosed

with schizophrenia (ICD-10 and DSMIVTR criteria), aged between

41 and 83 years, over 20 years of evolution, admitted in the Clinical

Hospital Elisabeta Doamna Galati, Romania, in the period of 1 Jan-

uary 2013–31 December 2014. The tools used were CGI-S, GAF,

MMSE, and Computer Tomography (CT). All the patients were

included in this study based on their informed consent and in

accordance to all the ethical norms of scientific research.

Results: Social-demographic data: average age 62.32 ± 7.93 years,

urban areas 46.34 %, lack of social relationship 85.37 %, medium

level of education 41.46 %. 34.15 % were institutionalized in long-

term hospital settings during the course of the disease. Test average

scores: CGI-S 4.10 ± 0.86, GAF 31.68 ± 9.46, and MMSE

22.39 ± 2.60 (below the cut-off point for mild cognitive impairment).

Cortical atrophies were revealed at 82.5 %. Therapy with atypical

antipsychotics was found only in 29.27 % of patients, for all the rest,

classical neuroleptics being the main option for treatment.

Conclusion: The intensity of cognitive deficit was associated with

presence of cortical abnormalities, unfavorable evolution of the dis-

ease on long term, therapy with first generation antipsychotics and

low level of social support and autonomy.
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P-04-012
Dimensions of attention impairment and negative syndrome
in schizophrenia: a multidimensional approach using Conners’
Continuous Performance Test in Spanish population

J. C. Sanz (Mérida, Spain; V. Gómez, M. L. Vargas)

Objective: The aims of this study were to assess the specific features

of attention impairment in schizophrenia patients and the correlation

between those features and patients’ clinical status.

Methods: The sample was composed of 40 Spanish schizophrenia

inpatients and 40 healthy participants. Conners’ Continuous Perfor-

mance Test (CPT-II) with cognitive and clinical scales was

administered with a cross-sectional design to study differences in the

CPT-II performances of the two groups. Correlations between the

different measures were identified, and multiple regression analyses

were used to develop models of the contributions of attention

impairment to clinical status.

Results: Schizophrenia patients showed significant poor performance

in five CPT-II measures which loaded prevalently on focused atten-

tion. Moreover, a significant association between CPT-II measures

mainly linked to focused attention and negative symptoms was found

and these CPT-II measures predicted 37 % of the variability of the

negative symptoms in the regression model. A more modest rela-

tionship between CPT-II with disorganized symptoms, global

functioning and general cognitive performance was observed.

Conclusion: The core attention impairment in schizophrenia primarily

involves a difficulty in focusing attention, whereas sustained and

vigilance factors appear to be only collaterally affected. This specific

impairment is mainly associated with negative symptoms.

Policy of full disclosure: None.

P-04-013
Factors affecting the structure of cognitive deficit in patients
with schizophrenia

M. Dorofeikova (St. Petersburg State University, Medial Faculty,

St. Petersburg, Russia; N. Petrova)

Objective: 50 patients (25 males, 25 females, age 33.1 ± 9.5 years,

disease duration 6.5 ± 3.2 years) with ‘stable’ paranoid schizophrenia.

Methods: Assessments included the PANSS and PSP scales, Calgary

Depression Scale for Schizophrenia, the Rey-Osterrieth Complex

Figure Test and the Embedded Figures Test.

Results: Significant deficits in constructive praxis, short-term and

long-term visuospatial memory were demonstrated. Less impaired

constructive praxis correlated with less severe psychopathological

symptoms. Visuospatial memory impairment was linked to the dis-

organized thinking. Side effects of neuroleptics exacerbated cognitive

deficits. Social functioning impairment correlated only with long-term

visuospatial memory deficits. Field-dependent perceptual style is

typical for patients with paranoid schizophrenia. The Embedded

Figures Test results correlated with ratings of cognitive and social

functioning. Post-schizophrenic depression (50 % of patients) was of

mild to moderate severity (10.1 ± 1.7 points) and led to constructive

praxis impairment due to anergy. Field dependence–independence,

cognitive and social functioning measures were found to be correlated

with younger age and lower exacerbation frequency.

Conclusion: Cognitive and social functioning of patients with

schizophrenia may be improved through minimizing side effects of

medication, diagnosing and treatment of post-schizophrenic depres-

sion, psychological correction of cognitive style.

Policy of full disclosure: None.
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Exome-sequencing in severely affected patients
with schizophrenia

F. Degenhardt (Bonn, Germany; L. Winkler, F. Neukirch,

J. Strohmaier, K. U. Ludwig, F. Schroeder, M. Lang, S. H. Witt,

H. Thiele, M. Rietschel, M. Nöthen)
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Objective: Schizophrenia is a multifactorial disorder. Established

genetic risk factors include common single nucleotide polymorphisms

and rare copy number variants. The availability of next-generation

sequencing technologies has shifted the scientific focus towards the

identification of very rare, highly-penetrant DNA-sequence variants.

Each individual in the general population carries a large number of

variants. Therefore, the majority of mutations identified among

patients with schizophrenia will not have contributed to increasing the

patients’ liability towards schizophrenia. In order to untangle the

‘‘schizophrenia neutral’’ variants from the ‘‘schizophrenia relevant’’

variants, exome sequencing data from large cohorts are warranted.

Another promising approach is enriching the study cohort for patients

with a very severe phenotype. Genetic factors are likely to have

contributed to the development of schizophrenia in these patients. The

aim of this study was the identification of new putative schizophrenia

candidate genes in a patient cohort enriched for the severeness of the

disorder.

Methods: In total, 115 patients with a DSM-IV diagnosis of

schizophrenia were included in our study. All individuals were of

German origin according to self-reported ancestry. Exome-Sequenc-

ing was performed on either Illumina’s HiSeq 2000 or Illumina’s

HiSeq 2500. The Varbank pipeline v.2.1 and interface were used for

data analysis and filtering. Additionally, all individuals were geno-

typed on Illumina’s PsychArray BeadChip. The allele frequency of

the identified variants was checked in the publically available data

from the 1000 Genomes Project, the Exome Variant Server, and the

Exome Aggregation Consortium. Scores from MutationTaster,

PROVEAN, SIFT, PolyPhen-2, and LRT were used to predict in

silico the functional relevance of the identified variants. Selected

variants will be verified using Sanger-Sequencing.

Results: Our first analysis focuses on mutations that were identified

within genes that were already reported by exome-sequencing studies

for schizophrenia, intellectual disability, and autism spectrum disorder.

The analysis is ongoing and the results will be presented at the meeting.
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P-05-002
Using genome-wide association studies to investigate genetic
overlap between personality traits and schizophrenia and bipolar
disorder

O. B. Smeland (NORMENT, KG Jebsen Centre for Psychosis

Research, Oslo University Hospital, Oslo, Norway; M.-T. Lo,

A. Witoelar, M. T. Tesli, D. A. Hinds, Y. Hu, J. Y. Tung, S. Djurovic,

A. M. Dale, C.-H. Chen, O. A. Andreassen)

Objective: Despite the close relationship between personality traits

and neuropsychiatric disorders like schizophrenia (SCZ) and

bipolar disorder (BIP), little is known about potential shared eti-

ology. While recent genome-wide association studies (GWAS)

have identified several single nucleotide polymorphisms (SNPs)

for SCZ and BIP, few variants have convincingly been associated

with personality traits. By leveraging the polygenic nature of

complex phenotypes, we have previously demonstrated genetic

pleiotropy between SCZ and BIP using the conditional false dis-

covery rate approach.

Methods: Here we applied the same statistical framework to inves-

tigate pleiotropy between personality traits and SCZ and BIP,

comparing GWAS of personality traits in the 23andMe cohort with

GWAS of SCZ and BIP. Personality was assessed using the Revised

Neuroticism-Extraversion-Openness Personality Inventory, summa-

rizing the five broad dimensions neuroticism, extraversion, openness,

conscientiousness and agreeableness.

Results: Preliminary results indicate genetic pleiotropy between neu-

roticism and SCZ. No striking other pleiotropic signal was detected

between the other personality traits and neuropsychiatric disorders.

Conclusion: The results may point to shared genetic vulnerability for

neuroticism and SCZ, and demonstrate the feasibility of genetic

pleiotropy-informed methods to assess overlapping genetic mecha-

nisms between traits and disorders.

Policy of full disclosure: The work was supported by the Research
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P-05-003
Adverse childhood experiences, COMT and BDNF genes:
an examination of gene-environment interplay on psychosis
proneness

P. Cristóbal-Narváez (UAB Psicologia Clı́nica i Salut, Barcelona,

Spain; T. Sheinbaum, A. Rosa, S. Ballespı́, M. Mitjavila,

M. de Castró-Català, T. R. Kwapil, N. Barrantes-Vidal)

Objective: Mounting evidence indicates that exposure to psy-

chosocial stressors, such as Childhood Trauma Experiences (CTE),

is associated with an increased risk for clinical and subclinical

psychosis phenotypes. Similarly, research suggests that psy-

chosocial stress may interact with single nucleotide

polymorphisms (SNPs) in the Catechol-O-Methyltransferase

(COMT) and Brain-derived Neurotrophic Factor (BDNF) genes,

which have been implicated in the development of psychosis. The

present study examined the effects of CTE, COMT-Val158Met and

BDNF-Val66Met genotypes, and their interaction, on a spectrum

of subclinical psychotic phenomena assessed by both questionnaire

and interview measures.

Methods: A total of 214 non-clinically ascertained young adults were

genotyped for COMT-Val158Met and BDNF-Val66Met and com-

pleted measures of CTE (Childhood Trauma Questionnaire),

subclinical psychotic experiences (Community Assessment of Psy-

chic Experiences), paranoid beliefs (suspiciousness subscale of the

Schizotypal Personality Questionnaire) and psychometric schizotypy

(Wisconsin Schizotypy Scales). They were also interviewed for

schizophrenia-spectrum personality disorders (Structured Clinical

Interview for DSM-IV Axis II Disorders). The data were analyzed

using hierarchical linear regression models.

Results: CTE were associated with psychotic experiences, suspi-

ciousness, positive and negative schizotypy, and schizophrenia-

spectrum personality disorder traits. The COMT Val allele predicted

positive psychotic experiences, whereas the BDNF Met allele pre-

dicted positive schizotypy and depressive experiences. Additionally,

a significant two-way interaction effect was found between CTE and

BDNF Met allele on schizotypal personality disorder traits. No

interaction effects were found between CTE and the COMT

genotype.

Conclusion: CTE were associated with both interview and question-

naire measures of the subclinical psychosis phenotype. Although

more studies are needed to assess the gene-environment interplay on

psychosis proneness, the findings highlight the relevance of examin-

ing how genetic factors may affect susceptibility to psychotic

phenomena in individuals exposed to childhood interpersonal

adversities.
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P-05-004
Effects of the T-786C, G894T, and C774T polymorphisms
of the endothelial nitric oxide synthase gene on the risk
of schizophrenia in Russian subjects

N. Fattakhov (Mental Health Research Institute, Laboratory

of Molecular Genetic, Tomsk, Russia; L. Smirnova, D. Parshukova,

D. Kulikov, L. Litvinova, A. Semke, S. Ivanova)

Objective: To assess the association between endothelial nitric oxide

synthase (eNOS) gene T-786C, G894T, and C774T polymorphisms

and susceptibility to schizophrenia in Russian subjects.

Methods: 148 Caucasian patients with schizophrenia (87 males and 61

females; mean age: 31 ± 10 years) from Mental Health Research

Institute (Tomsk, Russia) and 48 healthy controls (21 males and 27

females; mean age: 35 ± 7 years) were recruited in this case–control

study. Peripheral blood samples were obtained from the subjects and

genomic DNA was extracted using kits from Syntol (Russia).

Genotyping was performed by real-time polymerase chain reaction.

Results: The obtained frequencies of eNOS G894T genotypes for the

patients with metabolic syndrome were GG (41.9 %), GT (50 %), and

TT (8.1 %). The allele distributions of G and T were 66.9 % and

33.1 %, respectively. In the control group, the genotype frequencies

were 62.5 % for GG, 31.3 % for GT, and 6.3 % for TT, and the

frequencies of G and T alleles were 78.1 % and 21.9 %, respectively.

The allele frequencies and genotype distributions in patient group

were significant different from those of the controls (p = 0.04 and

0.04, respectively). Compared with GG genotype, GT and TT geno-

type could significantly increase the risk of developing metabolic

syndrome (OR = 2.2, 95 % CI 1.1–4.39 and OR = 1.32, respectively

CI = 0.36–4.9). Significantly increased risk of schizophrenia was

associated with T allele of this polymorphism. We found no statistical

association between schizophrenia and T-786C and C774T poly-

morphisms of eNOS gene.

Conclusion: These data suggest a potential role of G894T polymor-

phism of eNOS gene as a candidate marker for susceptibility to

schizophrenia in Russian population. It would be important in future

studies to increase the sample size to measure the impact of this

polymorphism at the clinical and biochemical abnormalities in

schizophrenia.
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P-05-005
Moderating effect of the candidate gene p250GAP
in the association between childhood trauma and psychosis
liability

E. Peña (Universitat de Barcelona, Barcelona, Spain;

N. Barrantes-Vidal, M. de Castro-Catala, T. R. Kwapil,

T. Sheinbaum, P. Cristóbal-Narváez, A. Rosa)

Objective: The p250GAP gene is a recently identified NMDA

receptor-interacting RhoGAP which links NMDA receptor activity

with spine morphology and plasticity, being crucial for synaptic

functions. The p250GAP variation was found to increase suscepti-

bility not only for schizophrenia but also for schizotypal traits in the

only published study (Ohi et al. 2012). Childhood trauma (CT) has

been found to increase clinical and subclinical psychotic symptoma-

tology, although it is hypothesized that genetic factors might

moderate this association (gene-environment interaction). The aim of

this study was two-fold: (1) to study the association between the

variability of the p250GAP gene and psychosis liability [i.e.,

schizotypy and psychotic-like experiences (PLEs)], and (2) to test

whether such variation interacts with CT to predict schizotypy and

PLEs.

Methods: Four SNPs within the p250GAP gene (rs2298599,

rs546239, rs3740829, rs3796668) were analysed in a sample of 808

nonclinical young adults. They completed self-reported question-

naires assessing schizotypy (Wisconsin Schizotypy Scales), PLEs

(Community Assessment of Psychic Experiences) and CT (Childhood

Trauma Questionnaire).

Results: Multiple regression analyses indicated an association

between CT and the positive and negative dimensions of schizotypy

and PLEs. No association was found between the p250GAP vari-

ability and the schizotypy and PLEs dimensions analyzed. In the

interaction study, we observed that a 3-marker haplotype moderated

the association between both dimensions of schizotypy and childhood

neglect (positive: b = -0.02 p = 0.04 and negative: b = -0.02

p = 0.02). Similar results were found for PLEs and, specifically,

neglect (positive: b = -0.18 p = 0.003 and negative: b = -0.14

p = 0.03).

Conclusion: Our results do not support a direct role of the p250GAP

gene on schizotypy and PLEs but seem to suggest a moderating effect

in their association with CT. Given the pivotal function of this gene in

neuronal morphology and plasticity, more studies should be done to

elucidate its interaction with environmental adversity to understand

the effect on psychosis proneness.
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The FKBP5 and its moderating role on the psychosis-inducing
effects of childhood trauma: new evidences from GxE studies

M. de Castro-Catala (Universitat de Barcelona, Barcelona, Spain;

N. Barrantes-Vidal, E. Peña, T. Sheinbaum, P. Cristóbal-Narváez,

T. R. Kwapil, A. Rosa)

Objective: There is mounting evidence supporting an association

between childhood trauma (CT) and an increased risk for both psy-

chotic symptoms in clinical samples and subclinical psychosis (i.e.:

psychotic-like experiences, PLEs). However, there is large individual

variation in response to early stress that has been suggested to be

moderated by genetic factors. The FK506 binding protein 51

(FKBP5) plays a central role in determining the sensitivity of the

glucocorticoid receptors and constitutes a key mechanism for termi-

nating the hypothalamic–pituitary–adrenal (HPA) axis response.

Recent previous studies have suggested that the variability within this

gene can moderate the relationship between CT and PLEs in the

general population. The present study aimed to explore whether the

variability in FKBP5 moderates the association between CT and PLEs

in a large nonclinical sample.

Methods: A total of 808 nonclinical young adults completed self-

reported questionnaires assessing PLEs (Community Assessment of

Psychic Experiences) and CT (Childhood Trauma Questionnaire).

Five polymorphisms in the FKBP5 gene were genotyped. Linear

regression was used to study: (1) the main effects of CT (abuse,

neglect and total trauma) and FKBP5 variation on PLEs and (2) the

FKBP5 9 CT interaction effect on PLEs.

Results: Abuse, neglect and total trauma were associated with positive

and negative PLEs. Single marker analyses showed a significant

interaction effect between neglect and rs3800373 on negative PLEs,

and between rs4713916 and neglect, as well as total trauma, on

negative PLEs. A diplotypic approach confirmed this result.

Conclusion: Our data support that variability in the FKBP5 gene

moderates the association of CT with psychosis liability. The inter-

action effect was found specifically with negative PLEs, which was

surprising given the more established role of HPA malfunctioning in
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the pathway to positive PLEs. However, measurement issues of the

negative dimension will be discussed relevant to this finding. The

identification of moderating genes and the pathways in which they are

involved is essential to understand associations between psychosis

and early stress.
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P-05-007
Genetic association of dopamine D2 receptor gene polymorphisms
and dopamine supersensitivity psychosis

M. Takase (Chiba University, Department of Psychiatry, Chiba,

Japan; N. Kanahara, Y. Oda, H. Watanabe, M. Iyo)

Objective: Dopamine supersensitivity psychosis (DSP), clinically

characterized by unstable and severe psychosis or tardive dyskinesia,

is often categorized as treatment-resistant schizophrenia (TRS). Prior

studies suggested that an up-regulation of dopamine D2 receptor

(DRD2) caused by treatment with high-dose antipsychotic(s) under-

lies DSP. DRD2/ANKK1 gene polymorphisms were suggested to

influence the response to antipsychotics, and clinical positron emis-

sion tomography investigations indicated both a relationship between

these polymorphisms and DRD2 density and a possible role of these

polymorphisms in DRD2 up-regulation and the development of DSP.

We conducted a genetic association study examining the association

between DRD2/ANKK1 polymorphisms and DSP.

Methods: We compared the single nucleotide polymorphisms (SNPs)

of -141C Ins/Del (rs1799732) in DRD2 and Taq1A (rs1800497) in

ANKK1 in patients with schizophrenia (n = 421) and controls

(n = 341). We also examined these SNPs between the 131 patients

with DSP episodes and the 231 patients without, classified clinically

by their treatment histories. Genotyping was performed with a Taq-

Man assay. This study was supported by the SENSHIN Medical

Research Foundation in Japan.

Results: The allelic distribution and the genotyping distribution of

SNPs of -141C and Taq1A showed no significant differences

between the patients and controls or between the patients with and

without DSP episodes. However, a further analysis of the 160 patients

under high-dose antipsychotic treatment (C 600 mg chlorpromazine

equivalent dose; the general threshold for TRS) revealed that the

proportion of the Del allele carrier of -141C in DSP group (35.1 %;

n = 27) was significantly higher than that of the Del allele carrier in

non-DSP group (19.3 %; n = 16) (p = 0.032, Chi square test).

Conclusion: These results show the Del allele of -141C is related to

higher-dose treatment in DSP patients, suggesting a possible risk

allele in the development of DSP. Our present findings may provide

clues to the further elucidation of the biological mechanisms of DSP.
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Telomere length in blood cells is related to the chronicity, severity
and recurrence rate of schizophrenia

T. Pawelczyk (Medical University of Lodz, Affective and Psychotic,

Lodz, Poland; B. Szymanska, M. Grancow, M. Kotlicka-Antczak,

A. Pawelczyk)

Objective: Telomere shortening is strongly associated with higher

mortality rates and has been shown in a number of age-related dis-

eases, such as cardiovascular disorders, diabetes mellitus,

Alzheimer’s disease and psychiatric disorders. Oxidative stress is

known to induce DNA breaks and genome instability. Telomeric

DNA rich in guanosine is particularly sensitive to such oxidative

damage. Psychosis is associated with a disequilibrium between free

radical production and antioxidative defense. Although telomere

attrition has been demonstrated in schizophrenia, no relationship has

been reported between telomere length and severity of schizophrenia.

The aim of the present study was to identify differences in telomere

length in peripheral blood cells between patients with chronic (C-

SCZ) and early (E-SCZ) schizophrenia, and to identify any relation-

ship between telomere length and disease chronicity and severity.

Methods: Relative average telomere lengths were determined using

qPCR assay in patients with E-SCZ (n = 42) and C-SCZ (n = 44)

hospitalized due to schizophrenia exacerbation. Early schizophrenia

was diagnosed when less than 2 years had passed since the beginning

of psychotic symptoms. The severity of symptoms was assessed using

appropriate scales.

Results: The severity of schizophrenia symptoms, as well as the

number of psychotic episodes and hospital admissions, correlated

significantly with telomere length in univariate analyses. Regression

analysis revealed that a model incorporating study group (early or

chronic schizophrenia), sex and age, as well as the combined number

of documented psychotic episodes and hospital admissions, can sig-

nificantly predict the length of telomeres in patients with

schizophrenia, with over 50 % of variance in telomere length

explained by the model (adjusted R2 = 0.512).

Conclusion: The results of the current study indicate that the recurrence

of psychotic symptoms as well as their intensity and chronicity may be

correlated with telomere attrition, which is well known to contribute to

the development of premature senescence and age-related diseases.
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The possible role of let-7, mir-98 and mir-181 as biomarkers
for the low cancer risk in schizophrenic patients

E. Rizos (Athens Medical School, 2nd Psychiatric Department,

Filothei Athens, Greece; N. Siafakas, V. Salpeas, E. Katsantoni,

C. Papageorgiou, V. Zoumpourlis)

Objective: Recent evidence supports a role of microRNAs in cancer

and psychiatric disorders such as schizophrenia and bipolar disorder,

through their regulatory role on the expression of multiple genes. The

rather rare co-morbidity of cancer and schizophrenia is an old

hypothesis which needs further research on microRNAs as molecules

that might exert their oncosuppressive or oncogenic activity in the

context of their role in psychiatric disorders.

Methods: The expression pattern of a variety of different microRNAs

was investigated in patients (N = 6) suffering from schizophrenia

termed control, patients with a solid tumor (N = 10) and patients with

both schizophrenia and tumor (N = 8). miRNA profiling was per-

formed on whole blood samples using the miRCURY LNATM

microRNA Array technology (6th & 7th generation).

Results: A subset of 3 microRNAs showed a statistically significant

differential expression between the control and the study groups.

Specifically, significant down-regulation of the let-7p-5p, miR-98-5p

and of miR-183-5p in the study groups (tumor alone and tumor and

schizophrenia) was observed (p\ 0.05).

Conclusion: The results of the present study showed that let-7, miR-

98 and miR-183 may play an important oncosuppressive role through

their regulatory impact in gene expression irrespective of the presence

of schizophrenia, although a larger sample size is required to validate

these results. Nevertheless, further studies are warranted in order to

highlight a possible role of these and other micro-RNAs in the

molecular pathways of schizophrenia.
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Recurrent psychoses and atypical antipsychotics in 22q11.2
microdeletion syndrome

W. Verhoeven (Vincent van Gogh Centre of Excellence, Venray,

The Netherlands; J. Egger)

Objective: The 22q11.2 deletion syndrome (22q11DS) presents with a

highly variable phenotype encompassing among others endocrine dys-

functions and an array of psychopathological features including

symptoms from the schizophrenia, autistic, affective and anxiety spec-

trum. Concerning its neuropsychological phenotype, impaired

visuoperceptual functionng and deficits in problem solving and planning

as well as in abstract and social thinking are manifest and psychiatric

symptoms are likely originating from these deficiencies, particularly

diminished comprehension of abstract and symbolic language.

Methods: Over the past years, a total of 28 patients with genetically

proven 22q11DS were referred because of (chronic relapsing) mostly

therapy resistant psychotic symptoms. In all, a systematic inventari-

sation of treatment history was carried out and efficacy of previous

interventions with antipsychotics was recorded. In addition, extensive

neuropsychiatric and cognitive examination was performed.

Results: The histories of the patients showed an array of psychiatric

diagnoses for which various psychotropics were prescribed. Their

psychopathological profile was characterized by psychotic features

accompanied by anxieties and mood instability. In two, early-onset

Parkinson disease (PD) was present. Nearly all patients had been

treated with more than one antipsychotic, frequently in combination

with an antidepressant. In none, any effect of conventional antipsy-

chotics, including risperidone, was recorded. All patients, except those

with PD, were treated with the atypical antipsychotic clozapine or

quetiapine and, in case of mood instability, in combination with val-

proate. This regimen often resulted in long-term remission.

Conclusion: Apart from scarce case reports, no systematic studies are

available on the effectiveness of antipsychotics in 22q11DS. From the

current series, it is tentatively concluded that, dependent on individual

tolerance, 22q11DS-psychoses are preferentially treated with queti-

apine or clozapine. Since in these patients limited experience with

aripiprazole exists, the role of this atypical antipsychotic cannot be

specified yet. Reference: Pharmacopsychiatry, doi:10.1055/s-0034-

1398612, 2015.
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Poster cancelled at short notice

P-05-012
Replicative association analysis of 45 SNPs in Kazakh patients
with schizophrenia

A. Bocharova (Institute of Medical Genetics, Tomsk, Russia; A.

Marusin, K. Saduakasova, G. Svyatova, G. Berezina, V. Stepanov)

Objective: Schizophrenia (SCZ) is a devastating mental illness with

a worldwide prevalence of approximately 1 %. Although the clinical

features of the disorder were described over one hundred years ago,

its genetics is still largely elusive despite several decades of

research. A large number of studies for SCZ have been conducted

mainly in the Caucasoid population. However, it is desirable to

researcher similar studies in different ethnic groups to reaffirm the

status of the association identified. The aim of this study was to

analyze associations of 45 SNPs GWAS reported in Kazakh patients

with SCZ.

Methods: In this study 102 patients with SCZ and 190 healthy con-

trols, matched to the patients by age, gender, and ethnicity were

included. 15 SNPs were genotyped by real-time PCR using TaqMan

assay (Applied Biosystems) and 30 SNPs were genotyped by

MALDI-TOF mass-spectrometry using MassARRAY Analyzer 4

(Sequenom). Allele-specific ORs and associated p-values were

calculated.

Results: We found 5 significant associations of SNPs with SCZ in

Kazakh patients: rs2312147 at VRK2 gene (OR = 0.58, p = 0.008),

rs2247572 at KCNB2 gene (OR = 0.65, p = 0.03), rs2252521 at

CPVL gene (OR = 1.46, p = 0.037), rs138880 at BRD1 gene

(OR = 0.55, p = 0.03), and rs6859 at PVRL2 gene (OR = 0.65,

p = 0.03). These genetic markers were previously reported in

GWAS associated with cognitive performance (rs2247572 KCNB2

gene, rs2252521 CPVL gene), SCZ (rs2312147 ueya VRK2 gene,

rs138880 ueya BRD1 gene) and Alzheimer’s disease (rs6859 PVRL2

gene).

Conclusion: Genetic markers of VRK2, KCNB2, CPVL, BRD1 and

PVRL2 are associated with SCZ but their role in pathogenesis of the

disease is not clear. Our findings also demonstrate that genetic vari-

ability in schizophrenia, Alzheimer’s disease and cognitive

performance has overlapping genetic background.

Policy of full disclosure: None.
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So called D-neuron (=trace amine neuron): a new clue
for schizophrenia research

K. Ikemoto (Iwaki Kyoritsu General Hospital, Psychiatry, Iwaki,

Japan)

Objective: Mesolimbic dopamine (DA) hyperactivity is a well-doc-

umented pathophysiological hypothesis of schizophrenia. Molecular

basis of this hypothesis has not yet been proposed. The author

intended to show a new hypothesis underlying mesolimbic DA

hyperactivity of schizophrenia.

Methods: PTC patent- required histochemical methods were used to

show D-neuron (trace amine (TA) neuron) decrease in the nucleus

accumbens (Acc) of postmortem brains with schizophrenia. Related

published literatures, in Pubmed, Medline etc. were referred.

Results: D-neuron decrease and consequent TAAR1 stimulation

reduction on terminals of midbrain VTA DA neurons is supposed to

induce mesolimbic DA hyperactivity of schizophrenia. Dysfunction of

subventricular NSC, located partially overlapping Acc is likely to be a

cause of D-neuron decrease in Acc. DA hyperactivity, which may

inhibit NSC proliferation, causes disease progression of schizophrenia.

Conclusion: The ‘‘D-cell hypothesis (TA hypothesis) of schizophre-

nia’’ links NSC dysfunction hypothesis with DA hypothesis.

Exploration of NSC- and D-neuron-pathophysiology of neuropsy-

chiatric illnesses is critical for further elucidating molecular basis of

neuropsychiatric illnesses.
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P-06-002
First episode of schizophrenia is followed by conformational
and functional disturbances of serum albumin

M. Uzbekov (Research Institute of Psychiatry Brain Pathology,

Moscow, Russia; T. Syrejshchikova, T. Babushkina, N. Smolina,

V. Kalinina, G. Dobretsov, T. Klimova, A. Peregudov, S. Shikhov)

Objective: Conformational changes of human serum albumin binding

sites in pathology can disturb its main functions. Aim: To reveal

serum albumin molecule disturbances using the high-tech approaches

in first episode of schizophrenia.

Methods: First-episode drug-naı̈ve schizophrenic (FES) patients were

investigated. Time resolved laser subnanosecond fluorescence spec-

troscopy (TRLSFS), high resolution nuclear magnetic resonance

(NMR) 1H spectroscopy and chemical evaluation of albumin thiol

groups were used.

Results: There were revealed 3 binding sites with fluorescent decay

time of 1, 3 and 9 ns (named as A1, A3 and A9, respectively) in

healthy volunteers using TRLSFS. There were found significant

decrease of fluorescent decay time of probe bound with albumin A3

sites of FES patients as compared with controls. It points out on

conformational changes in albumin molecule of FES patients. There

were shown clear differences in high resolution NMR 1H spectra of

blood serum and its albumin fraction between healthy donors and

FES patients that indicates to the conformational changes in albumin

molecule in FES and disturbances in albumin transport functions.

Reaction ability of thiol groups of albumin molecules in FES

patients was significantly lower in comparison with controls whereas

concentration of thiol groups between these two groups did not

differ significantly. It also points out on conformational changes in

albumin molecule and disturbances of its antioxidant properties in

FES.

Conclusion: Detection of such kind of changes using high-tech

approaches can be useful for the development of new diagnostic and

predicting methods and methods for the evaluation of the efficacy of

different types of therapy of mental disorders.
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Abnormal C-reactive protein (CRP) levels in schizophrenia
and schizoaffective disorders. Results from the FACE-SZ data-set

G. Fond (Université Paris Est-Créteil, Schizophrenia Expert Center,

Creteil, France; O. Godin, P.-M. Llorca, M. Leboyer)

Objective: Elevated levels of C-Reactive Protein (CRP) have

repeatedly been observed in Schizophrenia (SZ) and related disorder

but without clear description of the associated clinical variables. The

objectives of this study were: (1) to determine the prevalence of

abnormal CRP levels in an observational sample of patients with SZ

or schizoaffective disorders (2) to identify the clinical variables

associated with elevated CRP levels as well as the effects of

treatments.

Methods: 219 stable patients with schizophrenia or schizoaffective

disorder (mean age = 31.6 years, 75.3 % male gender) were sys-

tematically included in the network of FondaMental Expert Center for

schizophrenia and assessed validated scales for depressive and psy-

chotic symptomatology. High sensitivity CRP (hs-CRP) was

measured with an assay using nephelometry (Dade Behring).

Abnormal CRP level was defined by levels[3 mg/L.

Results: Overall, 63 patients (28.8 %) were found to have abnormal

CRP levels. In univariate analysis, abnormal CRP levels were found

to be significantly associated with the DSM-IV-TR schizophrenia

diagnosis compared to schizoaffective disorder (32.6 vs. 10.5 %,

p = 0.006). This association remained significant after adjustment for

BMI (p = 0.007) and antidepressants (p = 0.043). Abnormal CRP

levels were also found to be significantly associated with BMI

(p\ 0.0001), hypertriglyceridemia (p = 0.0015), high waist cir-

cumference (p\ 0.0001), metabolic syndrome (p = 0.0011) and

abdominal obesity (p\ 0.0001), while current tobacco status,

hypertension or high fasting glucose were not (all p[ 0.05). All

patients were treated by antipsychotics. Patients treated by antide-

pressant were found to have less abnormal CRP levels than others

(p = 0.01), contrary to those treated by mood stabilizing agents

(p[ 0.05).

Conclusion: CRP may be considered as a biomarker of interest to

differentiate schizophrenia from schizoaffective disorder, and as a

marker of inflammation induced by perivisceral fat. Treatment with

antidepressant appears as a protective anti-inflammatory agent.
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Cycloid psychoses versus schizophrenia: different biochemical
profiles?

N. van der Kerkhof (Vincent van Gogh Institute, Venray,

The Netherlands; D. Fekkes, F. Van der Heijden, W. Verhoeven)

Objective: Research into schizophrenia has broadened from the

dopamine hypothesis to other underlying mechanisms, such as glu-

tamatergic neurotransmission via the NMDA receptor. NMDA

receptor dysfunction can give rise to positive psychotic symptoms,

but also to cognitive symptoms. Cycloid psychoses (CP) differ from

schizophrenia with respect to course and outcome and show a specific

symptomatology with absence of cognitive symptoms. This study

aimed to investigate if these clinical differences are related to dif-

ferent underlying biochemical profiles.

Methods: The study group consisted of 33 patients with

schizophrenia and 10 patients with CP, who were admitted for

psychotic symptoms and treated with antipsychotics. Patients were

assessed by means of the Comprehensive Assessment of Symptoms

and History, the Positive and Negative Syndrome Scale and Clinical

Global Impression at baseline and after six weeks of treatment.

Blood levels of the dopamine metabolite homovanillic acid, Brain

Derived Neurotrophic Factor and amino acids related to glutamate

neurotransmission were measured at both time points and compared

to healthy controls.

Results: In the total patient group, a modest treatment effect was

found. Patients with CP had lower PANSS cognitive scores at both

time points as compared to schizophrenia. Compared to controls,

BDNF levels were lowered in patients with schizophrenia, but not in

CP. Glutamate levels were significantly elevated in both patient

groups as compared to controls. In patients with CP, higher levels of

glycine and lower levels of tryptophan were measured as compared to

both schizophrenia patients and controls.

Conclusion: Clinical outcomes are better in patients with CP than

in patients with schizophrenia. This difference might be explained

by means of better neuroplasticity and the ability to compensate for

disturbed glutamatergic neurotransmission in patients with CP. The

lower tryptophan levels in CP might be indicative for different

pathophysiological mechanism in CP and schizophrenia.
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Spironolactone inhibits Nrg1-ErbB4 signalling to improve
schizophrenia-relevant endophenotypes in Nrg1 transgenic mice

M. Wehr (Ludwig-Maximilians-University, Department

of Psychiatry, Munich, Germany; W. Hinrichs, M. Brzozka,

T. Unterbarnscheidt, S. Wichert, M. Schwab, M. Rossner)

Objective: Schizophrenia (SZ) is as severely debilitating and pheno-

typically as well as genetically complex neuropsychiatric disorder

(Insel 2010). SZ is characterised by positive symptoms, i.e., halluci-

nations and delusions, negative symptoms, i.e., lack of motivation, as

well as cognitive symptoms. Genetic association studies have iden-

tified NRG1 and its cognate receptor ERBB4 as SZ risk genes, and

NRG-ERBB4 signalling has been associated with both positive and

negative symptoms (Li et al. 2006; Nicodemus et al. 2006; Norton

et al. 2006; Silberberg et al. 2006; Stefansson et al. 2002). However,

treatment strategies that target this pathway in the context of

schizophrenia remain elusive.

Methods: Here, we applied a cell-based screening assay using the split

TEV technique (Wehr et al. 2006, 2008) to simultaneously monitor

several steps of NRG1-ERBB4 signalling. In the co-culture assay

presented, one cell population expresses the ligand NRG1, whereas the

second population expresses the receptor ERBB4 and the genetically

encoded tools needed for split TEV assays. To exploit the potential of

drug repurposing, which aims at approved drugs for their second use,

we used this assay to screen a library of 727 FDA-approved com-

pounds and identified spironolactone as an inhibitor of ERBB4.

Results: We showed that spironolactone reverted phosphorylation of

activated ERBB4 to baseline levels, and a target specificity analysis

revealed spironolactone’s bias towards ERBB4 inhibition within the

ERBB family. When Nrg1 transgenic mice, which display a broad

spectrum of SZ-relevant endophenotypes, were treated with

spironolactone, Erbb4 phosphorylation levels were moderately

decreased and behavioural alterations in hyperactivity, working

memory, and sensorimotor gating were rescued.

Conclusion: As spironolactone is a clinically approved drug, our

findings support the notion to repurpose this drug by exploiting its

therapeutic potential for new treatment options in schizophrenic

patients.
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P-06-006
Distribution of neuropeptide Y in the frontal cortex of, a model
mouse of schizophrenia, DISC1 knockout mouse

S. Morosawa (Nagoya University, School of Medicine, Psychiatry,

Nagoya Aichi, Japan; S. Iritani, T. Marui, K. Umeda, H. Sekiguchi,

Y. Torii, H. Fujishiro, K. Kuroda, K. Kaibuchi, N. Ozaki)

Objective: Neuropeptide Y (NPY) is a 36-amino acids peptide and

acts as a neurotransmitter or neuromodulator and involved with the c-
aminobutyric acid (GABA)-ergic system. NPY has been thought to

regulate many sites of behavioral and physiological functions and this

peptide have been thought to be implicated in psychiatric disorders

including schizophrenia. However, only a few studies have been

reported on the potential role of NPY in schizophrenia. Also, it is still

unclear whether the alternation of NPY neuronal network would exist

or not in schizophrenic brain. Thus, in this study, we observed the

distribution of the NPY containing neurons and fibers in the brain of

genetically modified model mouse of schizophrenia, DISC1 knockout

mouse (KO), which is known to exhibit schizophrenia-associated

behavioral deficits.

Methods: Five 12-week-old DISC1 KO(-/-) mice and the same

number of age-matched Disc1(+/+) mice littermate (wild-type) mice

as control were used, and brains were fixed under perfusion of 4 %

paraformaldehydd under deep anethtesia. Brains were cut into 40 lm

thickness by a cryostat. The sections were stained immunohisto-

chemically using anti-NPY antibody. We observed the distribution of

NPY-immunopositive neurons and fibers in frontal cortex of the

model mouse brain under a light microscope compared to those of

wild mice.

Results: The density of NPY positive neuron in the frontal cortex of

model mouse was tended to decrease compared to those of wild type

especially in the superficial layer of cortex. Also, the immunopositive

fibers tend to be less appear in the model mouse.

Conclusion: These results indicate that the defect in GABAergic

neurotransmission and also NPY itself would be concerned with the

pathogenesis of schizophrenia.
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The role of alpha-2 adrenergic receptors on prepulse inhibition
of acoustic startle reflex in rats

T. Uzbay (Usküdar University, Neuropsychopharmacology, Istanbul,

Turkey; A. Ozcetin, B. Cevreli)

Objective: Alpha-2 adrenergic receptors target several behavioral

functions in central nervous system (CNS). These receptors may

connect with the brain pathways mediating sensorimotor gating sys-

tem that associate with psychoses, and the literature that investigate

the relationship between alpha-2 receptors and sensorimotor gating

system is very limited and some results are controversial. Thus, we

aimed to investigate the role of alpha-2 adrenergic receptors on pre-

pulse inhibition (PPI) of acoustic startle reflex which is a measure of

sensorimotor gating and an animal model for screening antipsychotic

activity.

Methods: Adult male Wistar rats were subjects. PPI was measured

as the per cent inhibition of the startle reflex produced by a startling

pulse stimulus. The average PPI levels were used in the further

analyses. Clonidine (1 mg/kg), a specific agonist of alpha-2 recep-

tors, idazoxane (10 mg/kg), a specific antagonist of alpha-2

receptors and saline were injected to rats intraperitoneally. PPI was

evaluated at two different startle intensity levels (78 and 86 dB,

respectively). Statistical analyses were done by ANOVA followed

by post hoc tests.

Results: Treatments produced some significant changes on PPI of

acoustic startle reflex at all two levels of startle intensity

[F(3,28) = 13.82 and F(3,28) = 20.82, ps\ 0.001, ANOVA]. While

clonidine (1 mg/kg) disrupted significantly PPI (p\ 0.001), idazox-

ane (10 mg/kg) did not produce any significant effect on PPI at both

startle intensity levels (p = 0.72 and p = 0.76, respectively). How-

ever, pretreatment with idazoxan reversed significantly clonidine-

induced disruption of PPI (p\ 0.001).

Conclusion: Our results clearly suggest that alpha-2 adrenergic

receptors are associated with PPI of acoustic startle reflex in rats.

Stimulation of alpha-2 adrenergic receptors may cause sensorimotor

gating disturbances. Thus, this receptor system merits investigation as

a potential target for developing new drugs for the treatment of

psychoses such as schizophrenia.

Policy of full disclosure: This study has been supported by Scientific

and Technological Research Council of Turkey (TUBITAK) (Pro-

ject No: SBAG—110S344). We have no conflict of interest to

declare.
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P-06-008
New approach for the synthesis of analgetic
2-azabicyclo[3.3.1]nonane scaffolds

V. Palchikov (Dnipropetrovsk National University, Organic

Chemistry, Dnipropetrovsk, Ukraine)

Objective: As part of our alkaloid-like drug discovery program, we

aim to develop efficient synthetic pathways that allow quick and

simple access to alkaloid-like analgetic chemical scaffolds that can be

used to produce a combinatorial library of alkaloid-like compounds

for drug discovery and development. This research present an effec-

tive method for the synthesising compounds containing the

2-azabicyclo[3.3.1]nonane (2-ABN, marked on figure as bold) core

structure basis on industrially available and cheep dicyclopentadiene

diepoxide (DCPD DE). The 2-ABN framework (morphan) is found in

over 300 natural products, belonging to several biogenetic types, and

including two of the best-known bioactive alkaloids, morphine and

strychnine.

Methods: organic synthesis, column chromatography, HRMS, IR

spectroscopy, 1H, 13C and 2D NMR correlation spectroscopy

(COSY, HSQC), X-ray analysis.

Results: Many synthetic routes involve epoxides as intermediates,

because such compounds are extremely versatile and hence valuable

precursors in the manufacture of various synthetically useful prod-

ucts. We screened a number of possible conditions of DCPD DE

aminolysis and ultimately developed a simple approach toward two

new heterocyclic structures—representatives of octahydro-1H-2,5-

epimino-4,7-methanoindene and decahydro-2,4-methanopental-

eno[1,6-bc]pyrrole polycyclic systems (compounds 4–6). The best

results have been obtained using water as the solvent. Stereo-, regio-

and chemoselectivity of the process showed on figure in detail.

Stereochemistry of all new compounds 2–6 was confirmed by com-

plex spectral methods and for the product 2 in addition using X-ray

analysis.

Conclusion: Synthesis of perspective building-blocks 4–6 with three

available variable points (two hydroxy- and one amino group) was

successfully carried out in a stereoselective manner via DCPD DE

domino aminolysis using benzylamine and ammonia. This approach

opens up broad prospects for the targeted synthesis of many 2-ABN

containing analogues, and a detailed study of their biological prop-

erties in future.

Policy of full disclosure: None.

P-06-009
The novel antipsychotic PGW5, a sarcosinyl-linked Olanzapine,
exhibits high efficacy in rodent schizophrenia models,
without metabolic side-effects

I. Gil-Ad (Tel-Aviv University, Felsenstein Institute, Petah-Tikva,

Israel; M. Portnoy, M. Taler, A. Weller, A. Weizman)

Objective: Schizophrenia is a chronic disease associated with hypo-

function of glutamate transmission. Atypical neuroleptics induce

weight gain and metabolic syndrome associated with the development

of medical comorbidities. We have developed a novel antipsychotic

drug, PGW5, possessing an Olanzapine moeity linked to sarcosinyl, a

glycine tranporter 1 inhibitor, a positive modulator of glutamate

NMDA receptors. We tested its efficacy and metabolic side-effects in

rodents. 1. Evaluate the efficacy of PGW5 in mice models of

schizophrenia. 2. Determine spatial memory in the morris water maze

[MWM] 3. Determine the metabolic profile of PGW5 compared to

Olanzapine in a rat model of weight gain.

Methods: PGW5(10–50 mg/kg po) was used in all trials. Efficacy

studies were performed in C57/Bl male mice exposed to the anti-

NMDA agent MK-801or amphetamine in the open field. MWM was

performed in male SD rats alone or following exposure to MK-801,

and weight gain was tested in female rats exposed for 16 days to oral

Olanzapine (4.0 mg/kg) or PGW5 (25 mg/kg). After sacrification

GAD67, NPY5 and POMC levels in the hippocampus and the

hypothalamus were determined.

Results: In the open field PGW5 dose dependently antagonized MK-

801 and amphetamine -induced hyperactivity. PGW5, but not Olan-

zapine, improved spatial cognitive performance in the MWM. In adult

female rats, PGW5 unlike Olanzapine ingested daily (over 16 days),

did not induce weight gain or alteration in lipid profile. Olanzapine,

but not PGW5, increased the hippocampal expression of the orexi-

genic NPY5 receptor, and decreased the expression of the

anorexigenic peptide POMC in the hypothalamus.

Conclusion: PGW5 shows neuroleptic-like activity without the

sedative side effects typical to Olanzepine. PGW5 is a potential

candidate for the treatment of positve and negative symptoms of

schizophrenia. The possible mechanisms underlying the differential

effects of PGW5 and Olanzepine may be related to brain GAD67,

NPY and POMC regulation.

Policy of full disclosure: The development of PGW5 was lisenced to

Mental-Heal. For more information please contact Dr. Irit Gil-Ad

(iritgil@post.tau.ac.il).

P-06-010
Identification of a novel molecular pathway for cannabidiol’s
antipsychotic properties in the mesolimbic pathway: role
of mTOR/p70S6 kinase signalling

J. Renard (University of Western Ontario, Anatomy and Cell Biology,

London, Ontario, Canada; M. Loureiro, L. Rosen, W. Rushlow,

S. Laviolette)

Objective: Emerging evidence points to the involvement of a

specific phytochemical component of marijuana called cannabidiol

(CBD) which possesses promising therapeutic properties for the

treatment of schizophrenia-related psychoses. However, the neuronal

and molecular mechanisms through which CBD may exert these

effects are entirely unknown. Thus, the aim of this study is to
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characterize the actions of CBD directly in the nucleus accumbens

shell (NASh), a brain region that is the current target of most

effective antipsychotics.

Methods: Using amphetamine (AMPH)-induced sensitization, a

classical animal model of schizophrenia-related psychosis, combined

with in vivo electrophysiological recordings and molecular analyses,

we first determined if intra-NASh CBD may counteract neuronal

VTA dopamine sensitization effects. We next evaluated the effects of

intra-NASh CBD on AMPH-induced psychomotor sensitization.

Finally, we analyzed expression levels of Akt/Wnt-related (i.e., b-

Catenin, GSK-3, Akt) or mTOR signalling pathways (i.e., p70S6

Kinase and mTOR expression) comparing intra-NASh VEH vs. intra-

NASh CBD AMPH-sensitized rats.

Results: We report that intra-NASh CBD powerfully blocks

AMPH–induced sensitization, both in terms of DAergic neuronal

activity measured in the VTA and psychotomimetic behaviours.

We further report that CBD activates downstream phosphoryla-

tion of mTOR/p70S6 Kinase signalling directly within the

NASh.

Conclusion: We demonstrate antipsychotic properties of CBD in the

mesolimbic circuitry and identify for the first time the mTOR/p70S6

Kinase signalling as functional molecular pathways underlying the

antipsychotic effects of CBD. These findings have critical implica-

tions not only for understanding how specific phytochemical

components of marijuana may differentially impact neuropsychiatric

phenomena, but demonstrate an effective mechanism for therapeutic

effects of marijuana derivatives in the treatment of dopamine-related,

psychiatric disorders.

Policy of full disclosure: None.

P-06-011
The antipsychotic-like effects of LSP4-2022 in positive, negative
and cognitive symptoms in schizophrenia

M. Wozniak (Institute of Pharmacology Polish Academy of Sciences,

Cracow, Poland; J. Wieronska, F. Acher, A. Pilc)

Objective: Variety of the previous research showed that the role of

glutamatergic system in the pathology of schizophrenia and other

mental disorders is very important. Our main interest is the role

of the metabotropic glutamate receptors in schizophrenia, and the

involvement of their neurotransmitters in the action of their

ligands.

Methods: Here, we assessed the action of LSP4-2022 in several

behavioral tests for positive, negative and cognitive symptoms of

schizophrenia. As a model for positive symptoms we used MK-

801-induced hyperactivity and DOI-induced head twitches test in

mice. As a models of negative symptoms we used modified

swim test in mice and social interaction test in rats, while

cognitive dysfunction was investigated in the novel object

recognition test.

Results: In our research, LSP4-2022 dose-dependently (0.5–2 mg/kg)

inhibited MK-801-induced hyperactivity and DOI-induced head

twitches, In mGlu4 knockout mice the compound was not active.

LSP4-2022 antagonized the MK-801-induced deficits in modified

swim test and in the social interaction test in the similar range of

doses (0.5–2 mg/kg). In the novel object recognition, the compound

reversed MK-801-induced disturbances in the highest investigated

dose of 2 mg/kg.

Conclusion: The present studies clearly indicate, that activation of

mGlu4 receptors by selective orthosteric agonist—LSP4-2022 is

promising step to a novel antipsychotic drugs.

Policy of full disclosure: None.

P-06-012
The ergoline 2-bromoterguride produces antipsychotic-like
effects in rats

J. Brosda (FU Berlin, Institute of Pharmacology & Toxicology,

Berlin, Germany; R. T. Franke, A. E. Tarland, H. H. Pertz, H. Fink)

Objective: The therapy of schizophrenic patients with antipsychotic

drugs that are currently available is of limited efficacy. 2-Bromoter-

guride, a dopamine D2 receptor partial agonist, has previously been

shown to have antipsychotic-like activity in rats (reversal of amphe-

tamine-induced locomotion) without inducing adverse side effects (no

changes in body weight/body fat composition and cataleptic beha-

viour, respectively). The conditioned avoidance response (CAR) and

the prepulse inhibition (PPI) of the acoustic startle response were

conducted to verify the antipsychotic potential of 2-bromoterguride.

Methods: In male Sprague–Dawley rats, the effect of 2-bromoter-

guride (0.1 and 0.3 mg/kg; i.p.) on the avoidance behaviour in the

CAR was examined in two shuttle boxes 30, 90, 270 min and 24 h

post-injection. In addition, the ameliorating effect of 2-bromoter-

guride (0.1 and 0.3 mg/kg; i.p.) on apomorphine- or phencyclidine

(PCP)-induced PPI-deficits was investigated. Established antipsy-

chotics (haloperidol, clozapine, aripiprazol) were used as positive

controls.

Results: Preliminary results reveal that 0.3 mg/kg 2-bromoterguride

significantly decreased CAR at 30 and 90 min post-injection in a

comparable manner to haloperidol and aripiprazole. Furthermore,

0.3 mg/kg 2-bromoterguride antagonised apomorphine- but not PCP-

induced sensorimotor gating deficits in the PPI-paradigm, results that

are similar to those of haloperidol and clozapine, respectively.

Conclusion: In the present study, the CAR test revealed that 2-bro-

moterguride, haloperidol and aripiprazole decreased avoidance levels,

which is indicative for antipsychotic activity. Additionally, 2-bro-

moterguride ameliorated PPI-deficits induced by the dopamine D2

agonist apomorphine but not those induced by the non-competitive

NMDA antagonist PCP, which is in agreement with the effect of

various atypical antipsychotics on drug-induced PPI-deficits. Due to

the in vitro properties and the in vivo antipsychotic-like effects of

2-bromoterguride, the terguride derivative may be a promising can-

didate for the treatment of schizophrenia with a low risk to induce

adverse side effects.

Policy of full disclosure: This study was supported by the DFG (BR

3723/3-1).

P-07 Outcome

P-07-001
Treatment outcomes of patients with severe schizophrenia
undergoing specific severe mental illness programme. A 6-year
follow-up

J. J. Fernandez Miranda (AGC SM V-SESPA Centro de Tratamiento

Integral, Gijon, Spain; S. Diaz-Fernandez)

Objective: To know the retention in treatment (and reasons for dis-

charge) of people with severe schizophrenia enrolled in a specific

programme for them and also treatment (clinical and functional)

outcomes.

Methods: A 6-year prospective, observational study of patients with

severe schizophrenia (IDC 10: F 20; CGI-S =[5) undergoing specific

severe mental illness programme (N = 200). Assessment included the

Clinical Global Impression severity scale (CGI-S), the Camberwell

Assessment of Needs (CAN) and the WHO Disability Assessment
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Schedule (WHO-DAS). Time in treatment and reasons of discharge

were measured. Laboratory tests (haematology, biochemistry and

prolactin levels), weight, medications prescribed and adverse effects

were reported. Hospital admissions in the previous six years and

during the follow-up were measured. Main statistical analyses were to

compare scale scores and laboratory test results before and after

6 years of treatment (CI = 95 %).

Results: CGI at baseline was 5.86 ± 0.7. After 6 years 48 % of

patients continued under treatment (CGI = 4.31 ± 0.8; p\ 0.01);

31 % were medical discharged (CGI = 3.62 ± 1.6; p\ 0.001) and

continued treatment in mental health units; WHO-DAS decreased in

the four areas (self-care and employment p\ 0.01; family and social

p\ 0.005) and also CAN (17.2 ± 2.8 vs. 9.1 ± 3.2; p\ 0.01); 7 %

had moved to other places; 8 % were voluntary discharges. Eight

patients dead; three of them committed suicide (1.5 %). 45 % of all of

them were treated with atypical long-acting antipsychotics, with good

tolerability and few side effects or relevant biological parameters

alterations (among them, only 4 % were voluntary discharges). There

were significantly less hospital admissions than during the previous

6 years: 1.9 ± 1.8 vs. 0.3 ± 0.2 (p\ 0.001).

Conclusion: Retention of severe mentally ill patients with

schizophrenia in a specific programme was really high, getting

remarkable clinical and functional outcomes. Long-acting medication

seemed to be useful in improving treatment adherence.

Policy of full disclosure: None.

P-07-002
Objective predictors of outcome in forensic mental health
services: a systematic review

O. Sedgwick (King’s College London, Department of Psychology,

London, United Kingdom; S. Young, M. Das, V. Kumari)

Objective: This systematic review aimed to examine whether neuro-

biological methods, or other methods independent of clinical

judgement, have been investigated to assist decision-making in

forensic mental health services (in which the majority of service users

are diagnosed with schizophrenia-spectrum disorders), and if so,

whether this may be a useful strategy for predicting outcomes.

Methods: OVID-Medline, Embase and PsychInfo (inception-January

2015) were searched, limiting to English and human studies, using

terms relating to ‘‘predict’’, ‘‘outcome’’, ‘‘psychiatry’’ and ‘‘forensic’’

to identify primary research articles reporting on predictors of out-

come in forensic mental health services not reliant on clinical

judgement/self-report.

Results: 50 studies investigating demographic, neuropsychological/

neurophysiological and biological predictors were identified, report-

ing on three, broad outcomes: (1) inpatient violence, (2) length of

stay, (3) reoffending. Factors associated positively, negatively, and

showing no relationship with, each outcome were extracted and

compiled across studies. Of various demographic predictors exam-

ined, most consistent associations were between previous psychiatric

admissions and inpatient violence; a more ‘severe’ offence and a

longer length of stay; and young age and reoffending. Poor perfor-

mance on tests of cognitive-control and social-cognition predicted

inpatient violence whilst a neurophysiological measure of impulsivity

showed utility predicting reoffending. Serum cholesterol and creatine

kinase emerged as biological factors with potential to predict future

inpatient violence.

Conclusion: Research in this field is in its infancy, but investigations

conducted to date indicate that using objective markers is a promising

strategy to predict clinically significant outcomes.

Policy of full disclosure: None.

P-07-003
Comparison of experienced burden and distress among families
of patients with schizophrenia and bipolar disorder

S. M. Samimi Ardestani (Imam Hossein Hospital, Psychiatry, Tehran,

Islamic Republic of Iran; M. Radmanesh)

Objective: The burden of severe psychiatric disorders like bipolar

disorder and schizophrenia on society and families of these patients

are well known. With closing down and limiting the residential homes

and long stay psychiatric wards, this burden is becoming more and

more devastating for families and caregivers of these long enduring

disorders. There is limited data available about the comparison of the

burden of bipolar disorder and schizophrenia, due to the rapidly

evolving face of the bipolar disorder.

Methods: This study was conducted at the psychiatric outpatient
clinic of Imam Hossein Hospital, Tehran, Iran. The sample size was

70 caregivers of bipolar (n = 35) and schizophrenia (n = 35)

patients. The participants then were asked to fill out Family Experi-

ence Inventory Schedule (FEIS) and the 21 item form of Depression,

Anxiety and Stress Scale (DASS-21).

Results: The mean score and standard deviation of FEIS in caregivers

of bipolar and schizophrenia patients were 126.9 ± 19.6 and 113.5

± 20.2 (p-0.004). The mean score and standard deviation of DASS-21

in caregivers of bipolar and schizophrenia patients were 33.7 ± 10

and 21.3 ± 10.6 respectively (p\ 0.001). The rate of moderate or

higher depression, anxiety and stress in the caregivers of bipolar

patients were 91.4, 71.5 and 80 %, and in the caregivers of

schizophrenia patients were 82.9, 34.3 and 25.8 % respectively.

Conclusion: the experienced burden and the severity of depression,

anxiety and stress were higher in the caregivers of bipolar patients in

the clinical settings. Further investigations are required to accurately

discover and define the effective factors causing high burden on

caregivers of bipolar disorder.

Policy of full disclosure: The author has participated in some sci-

entific conferences sponsored by some pharmaceutics as guest or

speaker (Sanofi, Novartis, Astra Zeneca, Actover, Cobel,

Lundbeck).

P-07-004
Determinants of meaning in life in patients with severe mental
disorders

P. Huguelet (University Hospitals of Geneva, Mental Health

and Psychiatry, Geneva, Switzerland)

Objective: Being recovered from a severe mental disorder implies to

restore a sense of meaning in life. Despite its undisputable impor-

tance, the issue of meaning remains neglected in research on

recovery. Values can be defined as ‘‘motivations that guide opinions

and actions’’. Theoretically, meaning would depend on the fit between

the values, goals and needs of the individual and the context of the

social structure within which he/she lives. In this perspective we

recently developed a general framework linking one’s biopsychoso-

cial context with values and meaning. We hypothesized that (1)

Psychological state of patients, as well as social determinants would

influence values; (2) Values would be associated with meaning, and

(3) In turn meaning would have an influence on symptoms.

Methods: We tested this model with 182 subjects (79 with

schizophrenia, 40 with borderline personality disorder, 30 with eating

disorders, and 33 with bipolar disorder) who were assessed for

symptoms, self esteem, religiousness, values and meaning.

Results: Using a mediation analysis, we found that the relationships

between ‘‘self-esteem, importance of religion/spirituality, the number
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of relevant relationships, and the current psychological distress’’, and

‘‘meaning in life’’ were significantly mediated by values. In return (in

a vicious circle) meaning in life directly influenced the current psy-

chological distress without any mediating effect. The mediation

analysis did not work in the other way round (namely taking meaning

in life as the original point and going backward).

Conclusion: Meaning in life is undoubtedly a major issue for human

beings. Yet, it has up to now only been mostly considered in the field

of existential psychotherapy. Our data show that a model involving

symptoms, values and meaning can be confirmed by an experimental

design. Clinical implications involved by these findings will be dis-

cussed. Further research (e.g., in the qualitative field) is needed to get

a better understanding of how subjects reframe their meaning in life

when facing long-term adversities such as severe mental disorders.

Policy of full disclosure: None.

P-07-005
The impact of apathy on vocational outcome on vocational
rehabiltation

H. Bull (Oslo University Hospital, Department of Research, Oslo,

Norway; T. Ueland, J. Lystad, S. Evensen, E. Falkum)

Objective: The majority of people with schizophrenia wish to work

while employment rates remain consistently low. Apathy is found to

have an independent negative impact on vocational functioning when

studied in clinical settings. In order to improve vocational outcome

we have examined the impact of apathy on vocational outcome in a

vocational rehabilitation study. We expected the level of baseline

apathy to predict hours worked during the study, and work behavior at

ten month follow-up.

Methods: Adults with schizophrenia-spectrum disorders in the Job

Management Program (JUMP) (n = 148) received vocational reha-

bilitation, including close collaboration between health and vocational

services, employers and employment specialists. Apathy was assessed

at baseline with the Apathy Evaluation Scale, self-report form (AES-

S), work behavior at ten month follow-up with the Work Behavior

Inventory (WBI), and hours worked were registered weekly. We

applied a cut off of 39 on the AES-S. The vocational outcomes were

entered as dependent variables in a multivariate analysis of covari-

ance (MANCOVA), AES-S as the factor, and age, gender, duration of

illness, education and work experience as covariates.

Results: There was no significant difference in employment rates

between the apathy/no-apathy groups at baseline or at ten month

follow-up. Employment rates increased from 11 to 76 % for the

apathy group and from 12.5 to 81 % for the no-apathy group. The

MANCOVA showed no predictive value of baseline apathy on any of

the the vocational outcome measures.

Conclusion: There was no significant difference between the apathy

and no-apathy group in employment rates, in hours worked or work

behavior at ten month follow-up. The negative impact of apathy on

vocational outcome may be modified in a vocational rehabilitation

setting.

Policy of full disclosure: None.

P-07-006
The effect of thought disorders on remission of symptoms
in schizophrenia

K. Alptekin (Dokuz Eylul University, School of Medicine

Department of Psychiatry, Izmir, Turkey; B. Yalinçetin, H. Ulas,

T. Binbay, B. B. Akdede)

Objective: Thought disorders in schizophrenia that deteriorate in

acute episodes usually persist during the illness chronically in a vague

form. The aim of this study is to investigate the effect of thought

disorders on the course of symptomatic remission in schizophrenia.

Methods: The study was carried out with the sample consisted of 117

patients (40 female, 77 male) diagnosed with schizophrenia according

to DSM-IV. The patients were assessed with the Positive and Nega-

tive Syndrome Scale (PANSS) and the Thought and Language Index

(TLI). Using remission criteria developed by the Andreasen group, 45

patients were evaluated as ‘‘remitted’’ and 72 patients as ‘‘not-

remitted’’. The Thought and Language Index comprises of impover-

ishment of thought and disorganization of thought subscales. We used

logistic regression to determine the effect of thought disorders on

symptomatic remission while controlling for sociodemographic and

and other clinical characteristics.

Results: Logistic regression analyses revealed that poverty of speech

(odds ratio: 1.62, p = 0.001) and peculiar logic (odds ratio: 1.58,

p = 0.04) contribute to the prediction of symptomatic remission in

patients with schizophrenia. Regarding the two subscales of the

Thought and Language Index, impoverishment of thought was found

to be related to symptomatic remission (odds ratio: 1.48, p = 0.001).

There was no association found between disorganization of thought

and remission of symptoms.

Conclusion: These findings suggest that course of symptomatic

remission is influenced by thought disorders in patients with

schizophrenia. Poverty of speech and peculiar logic might have

specific associations with symptomatic remission in schizophrenia.

Impoverishment of thought might be a predictive factor rather than

disorganization of thought in remission of the symptoms. Disorga-

nization of thought representing positive thought disorder seems to be

unrelated to the course of remission. Since impoverishment of thought

implies negative thought disorder, our finding supports the consid-

eration of negative thought disorder as a good prognostic indicator.

Policy of full disclosure: None.

P-07-007
The impact of negative symptoms on psychopathological status,
social functioning and quality of life during long-term follow-up
of the first episode of schizophrenia

K. Gorna (University of Medical Sciences, Neurological

and Psychiatric, Pozna, Poland; J. K. Rybakowski, K. Jaracz,

J. Jaracz, J. Kiejda, B. Grabowska-Fudala, M. Wilkiewicz,

A. Suwalska)

Objective: The negative symptoms of schizophrenia make an

important feature of the disorder and have long been recognized as a

significant factor of poor clinical and functional outcome. This has

been confirmed in many previous studies, however, most of them

covered relatively short observation periods. The aim of the present

study was to evaluate an impact of persisted negative symptoms

(PNS) on a long-term psychosocial functioning in first –episode (FE)

schizophrenia.

Methods: The study included 56 FE schizophrenia patients, among

them 11 (20 %) had PNS. PNS were defined as the presence of at least

one negative symptom according to the Positive and Negative

Symptoms Scale—PANSS (N 1, N 2, N3, N 4 or N 6[ 3 points)

within a year after hospitalization due to the first schizophrenic epi-

sode. Patients were examined at three time points: after 4–6, 7–11 and

12–15 years after the first hospitalization. The assessment of psy-

chopathological status was made by means of the PANSS, social

functioning by the Social Functioning Scale (SFS) and quality of life

by the WHO Quality of Life (WHOQoL–Bref) scale.
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Results: Patients with PNS had significantly worse psychopathologi-

cal status compared to patients without PNS at all three time points

(112 vs. 79, 105 vs. 80, and 105 vs. 79 points, respectively) and lower

social functioning (98 vs. 109, 98 vs. 109, and 98 vs. 107 points,

respectively). Their quality of life was significantly worse at

4–6 years after the first hospitalization (76 vs. 89).

Conclusion: The results obtained during up to 15 years of the follow-

up observation of FE schizophrenia patients confirm those of other

studies showing that, persistent negative symptoms at the early period

of schizophrenia significantly contribute to an increased psy-

chopathology and poorer psychosocial functioning of the patients.

Policy of full disclosure: None.

P-07-008
The functioning puzzle in schizophrenia: chronicity, symptoms,
cognition. What is the key factor?

A. Brañas (Prı́ncipe de Asturias, University Hospital, Alcalá de

Henares, Madrid, Spain; M. Vicens, A. Ruiz, A. Orozco, G. Lahera)

Objective: To analyze correlations between functioning and

sociodemographic, clinical and cognitive variables in patients with

Schizophrenia. To compare performance on cognitive tasks of

schizophrenia patients with high and low level of functionality. To

weigh each variable in a general predictive model showing the

functioning of patients.

Methods: The sample consists of 57 outpatients between 18 and

65 years, diagnosed with schizophrenia, based on the DSM-V, in

monotherapy treatment and with a minimum a 3 months period of

clinical stability. Sociodemographic and clinical data were collected:

PANSS scale, Akathisia Scale Simpson-Angus Scale, State-Trait

Anxiety Inventory (STAI) and Global Functioning Scale (GAF). The

following variables were measured: Processing speed (PS). Evaluated

with Trail Making Test, part A; subtest of symbol coding of the Brief

Assessment of Cognition in Schizophrenia (BACS); Verbal fluency

(animals); Sustained Attention (SA): measured with Continuous

Performance Test (CPT) Face Emotion Identification task (FEIT, Kerr

& Neale 1993).

Results: Functioning of patients was correlated to chronicity (duration

of illness), positive, negative and general symptoms, extrapyramidal

side effects, processing speed (encoding symbols) and social cogni-

tion. But it was NOT significantly correlated to anxiety, score on the

Trail Making Test, verbal fluency and pharmacological dose. A linear

regression model was developed with all cognitive variables studied.

In the following step model, the only variable not excluded was

emotional recognition (FEIT).

Conclusion: Functioning of patients with schizophrenia results from

the contributions of many sociodemographic, clinical and cognitive

variables. Our results underscore the importance of (positive, negative

and general) symptoms, social cognition and extrapyramidal motor

effects.

Policy of full disclosure: None.

P-07-009
Surviving schizophrenia in the family: four case studies

P. P. Espinosa (Woosong College Nursing, Daejeon,

Republic of Korea)

Objective: This study was conducted to describe the coping strategies

and problem solving skills of four families with a schizophrenic

member.

Methods: Qualitative Research-Case Study Approach Family Mem-

bers of Four Schizophrenics Key Informant Interviews, Observations,

and Personal Journal Face-to-face, Unstructured interview Hol-

loway’s Strategy.

Results: The types of problems reported include illness-related prob-

lem, eating and sleeping problems, and hygienic problem. It was noted

that the extent of problems reported ranges from minimally disruptive

to extremely disruptive to family life. Most of the family members had

coped effectively to having schizophrenic family member.

Conclusion: The appearance of schizophrenia in a family member is

invariably a disaster to the whole family, a disaster in which all are

victims of the event and its sequelae. It was noted then, that family

members are helping with each other to meet the needs of schizo-

phrenic member. Moreover, parents, children, and siblings feel the

effects of direct involvement. Most of them are directly involved in

the care and have shared the responsibility of the schizophrenics. It

was concluded that schizophrenia touches everyone, affecting atti-

tudes toward self and toward life, producing symptoms in other

members, altering family structure, influencing life choices, and

more.

Policy of full disclosure: None.

P-07-010
Attitudes towards patients with psychosis and depression
in the general population: effects of labeling

C. Michel (KJP Bern, Forschung, Bern, Switzerland;

B. G. Schimmelmann, F. Schultze-Lutter, N. Schnyder)

Objective: Good mental health literacy (MHL) is thought to improve

help-seeking and compliance. Yet it was cautioned for psychosis that

it might also increase the desire for social distance, especially when

linked to biological causal explanations. Therefore, we investigated

attitudes towards patients with psychosis and depression in a general

population sample in relation to labeling.

Methods: At the time of writing, 1’061 (89.6 %) German-speaking

participants of a telephone survey (age 16 to 40) agreed to answer a

questionnaire on MHL and attitudes whose two versions vary in their

diagnostically unlabeled case vignette (schizophrenia or depression),

645 (60.8 %) questionnaires were returned.

Results: The type of the case vignette had significant small to mod-

erate effects on the desire for social distance increasing with closeness

of the relationship (Rosenthal’s r: 0.115 (colleague) to 0.373 (looking

after children)). The depression vignette was generally much better

received than the schizophrenia vignette. Furthermore, the higher the

wish for social distance, the larger tended to be the effect of the

vignette. Correct labeling of the case vignette or adoption of a bio-

logical illness model had at most only small effect on the desire for

social distance. As regards the effect of a biological causal attribution,

no effect was found in case of the depression vignette. For the

schizophrenia vignette, only a small, not quite significant effect

towards an increase in the desire for social distance in case of a

biological illness model emerged when the care of one’s own children

was concerned (Rosenthal’s r = 0.101).

Conclusion: While good MHL seems to improve social acceptance of

persons with depression, it seems to extend an opposite effect on

psychoses irrespective of a possibly biological main causal attribu-

tion. This has major implications for public information campaigns in

psychoses that will have to be most carefully designed to avoid

converse effects.

Policy of full disclosure: None.
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P-07-011
Improving media depiction about schizophrenia and mental
illness: evaluation results of workshops for screenwriters
and journalists

H. Becker (Heinrich-Heine-University, Duesseldorf, Germany;

H. Zäske, A. Ramge, W. Gaebel)

Objective: Media representatives are an important target for anti-

stigma interventions. Two anti-stigma workshops were conducted

within the framework of the German alliance for mental health, a

German association of 80 member associations in the field of mental

health including users’ and relatives’ organisations, research, care, and

professional bodies. The workshops included personal contact with

users and family members, mental illness symptoms and treatment,

and practical advice from media projects that had realistically por-

trayed people with schizophrenia and other mental illnesses. The first

workshop addressed journalists; the second workshop screenwriters.

Methods: Both workshops were evaluated with pre-post assessments.

The journalist workshop’s evaluation comprised Link’s Perceived

Discrimination/Devaluation Scale (PDDQ) and new instruments

assessing the endorsement and perceived personal professional

capacities of actions to prevent stigmatizing depictions. The screen-

writer workshop’s evaluation included the Mental Health Knowledge

Schedule (MAKS), a social distance scale, and the assessment of

personal professional capacities to prevent stigmatizing depictions.

Results: N = 39 journalists participated at the journalist workshop.

Perceived stigma did not change significantly, but endorsement of

actions and perceived capacities improved significantly (Wilcoxon

Tests: p = .024/p = .022). The screenwriter workshop had 51 partic-

ipants. Perceived personal capacities improved (Wilcoxon test p =

.015). No changes emerged for knowledge (MAKS) and social distance.

Conclusion: The production of mass media is a very specialized field.

Nevertheless it is possible to reach media representatives and to

encourage them to scrutinize their reporting about and presentation of

people with mental illness with regard to a more positive and less

stigmatizing way. Limits of the study concern the small and selective

sampling and the lack of long-term assessments.

Policy of full disclosure: This work has been developed within the

media project of the German Alliance for Mental Health (Medien-

projekt, reference number: II A 5—2512 FSB 051) and has been

funded by the German Federal Ministry of Health (BMG). There is no

financial conflict of interest.

P-07-012
Mental health literacy: is psychosis as well recognized
as depression?

C. Michel (KJP Bern, Forschung, Bern, Switzerland;

B. G. Schimmelmann, F. Schultze-Lutter, N. Schnyder)

Objective: Earlier reports on mental health literacy reported that the

knowledge about depression was much better than that about psy-

choses, yet increasing between 1990 and 2001. Mental health literacy,

however, is assumed to influence help-seeking and, thus might be

crucial in the early detection of psychosis. Therefore, we investigated

the current knowledge about psychosis in comparison to that about

depression in a general population sample.

Methods: At the time of writing 1184 German-speaking participants

of a telephone survey (age 16 to 40) were asked to answer a ques-

tionnaire on mental health literacy and attitudes whose two versions

vary in their diagnostically unlabeled case vignette (schizophrenia or

depression). 1061 (89.6 %) agreed to participate, 645 (60.8 %)

questionnaires were returned: 331 with a schizophrenia, 314 with a

depression case vignette.

Results: Type of vignette had a near moderate effect on correctly

recognizing the disorder in an open question with depression being

recognized by 77.6 %, psychosis by just 48 % (Cramer’s V = 0.269).

A larger effect of the vignette was observed for the main causal

attribution to be chosen from 18 categories (Cramer’s V = 0.406):

For depression, 51.2 % gave any psychosocial and 10.5 % any bio-

logical factor; for schizophrenia, 36 % named any biological and

17.5 % any psychosocial factor. When correct recognition of the

vignette was considered, the difference between the perceived impact

of biological and psychosocial factors became even more pronounced.

Persons recognizing the correct disorder (Cramer’s V = 0.484) opted

more often for a biological cause for the schizophrenia and a psy-

chosocial cause for the depression vignette than those using incorrect

labels (Cramer’s V = 0.317).

Conclusion: Within the last 20 years, a continuous increase in the

correct recognition of depression and psychosis can be observed with

psychosis still being more frequently under-recognized. Furthermore,

the trend towards adopting causal explanations approved of by psy-

chiatrists continued.

Policy of full disclosure: None.

P-08 Psychosocial factors and interventions

P-08-001
Emotional changes in a group of recent onset psychotic patients
receiving a metacognitive intervention (MCT)

E. Lorente-Rovira (Clinic Hospital and CIBERSAM Psychiatry,

Valencia, Spain; A. Luengo, A. Guasp, B. Llacer, J. M. Carot,

J. Sanjuan, Spanish metacognitive group)

Objective: The purpose of this study is to assess the effects of

metacognitive training (MCT) on emotional process in a sample of

recent onset psychotic patients.

Methods: The study consists of a multicenter randomized clinical

trial. A sample of 122 patients with a diagnosis of schizophrenia

spectrum disorders, with less that 5 years from the onset of the dis-

order, who also present a score during the previous year C3 in item

delusions, grandiosity or suspicion of PANSS positive subscale, were

randomized to a MCT intervention (N = 65) or to psychoeducational

intervention (N = 57). Patients were assessed in three different

moments (basal, post-treatment and 6 months follow-up) in the fol-

lowing measures: Beck Depression Inventory (BDI-II), Rosenberg

Self-esteem Scale, and PSYRATS-Delusion subscale (with special

attention to emotional dimensions of delusions: items 1 and 2, amount

and duration of preoccupation, and items 4 and 5, amount and

intensity of distress). A t test comparison for repeated measures was

performed comparing basal results with those obtained in post-treat-

ment and follow-up.

Results: The experimental group receiving MCT improved in the

follow-up in depression (BDI-II basal = 12.71 vs. BDI-II follow-

up = 9.65; p = 0.03), self-esteem (Rosenberg basal = 27.71 vs.

Rosenberg follow-up = 29.07; p = 0.02) and duration of preoccu-

pation about delusions (psyrats-2 basal = 0.81 vs. psyrats-2 follow-

up = 0.39; p = 0.03).

Conclusion: It is the first study that explores the impact of MCT in

emotional process in recent onset psychotic patients. We obtain that

MCT provide benefits in the emotional processes that have been

described to predispose and maintain delusions.

Policy of full disclosure: None.
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P-08-002
Complex approaches to social cognitive interventions in patients
with schizophrenia

O. Papsuev (Moscow Research Institute of Psychiatry Outpatient

psychiatry, Moscow, Russia; N. Semenova, L. Movina,

M. Minyaycheva, O. Limankin, A. Naryshkin, M. Sheifer,

I. Gurovich)

Objective: Lack of motivation, social cognitive biases and their

influence on social functioning have been in the middle of

schizophrenia research lately. New methods of assessments of these

phenomena and therapeutic approaches have been developed. An

interventional study was performed in order to investigate impact of a

complex program (motivation enhancement therapy followed by

metacognitive training) in patients with schizophrenia and

schizophrenia spectrum disorders.

Methods: In 4 regional groups 65 patients with schizophrenia and

schizophrenia spectrum disorders were screened with a number of

scales (PANSS, CDSS). 44 patients fulfilled inclusion criteria and

proceeded into the program. Motivation enhancement therapy (6–8

60-min sessions twice a week was followed by eight 60-min sessions

of metacognitive training (MCT). Patients were assessed with a

number of scales and measures: AIHQ, Hinting Task, Ekman-60 Test,

BACS, PSYRATS, Apathy Evaluation Scale (AES). Statistical anal-

ysis performed with Wilcoxon criterion for non-parametric samples.

Results: 37 patients completed the program. Drop-out rate was as low

as 15 %. Positive dynamics was registered in clinical part of assess-

ments, social cognitive scales and neurocognition. All subscales of

PANSS showed better score (p\ 0.002) after intervention, as was

delusional part of the PSYRATS (p\ 0.05). Normalization was

detected in Theory of mind domain, measured by Hinting task

(p\ 0.001) and positive dynamics—in Emotion processing domain,

measured with Ekman-60 (p = 0.001). AES scores (both clinician

and self-assessed) were better upon completion of the program

(p = 0.001; p = 0.04). BACS composite score showed positive

dynamics basically by means of verbal fluency and spatial perception.

Conclusion: Implementation of modern psychosocial and metacog-

nitive interventions carries a positive experience to regional mental

health system and offers an optimistic perspective to new rehabili-

tation forms of psychiatric care in Russia. Motivation enhancement

therapy as an add-on to standard psychosocial and cognitive therapy

may reduce drop-out rates and play a positive role in group dynamics

during interventions.

Policy of full disclosure: None.

P-08-003
Enhancing motivation in persons with schizophrenia: general
guidelines, starting points and issues of evaluation

N. Semenova (Moscow Institute of Psychiatry Outpatient Psychiatry,

Moscow, Russia)

Objective: There is a strong demand for methods of enhancing

motivation in persons with schizophrenia, which are applicable and

effective in clinical practice. The objective is—to present an approach

for developing motivation-based intervention for those with

schizophrenia. The paper deals with the transposition of results from

basic research on motivation in schizophrenia to therapeutic action.

Methods: The paper deals with the transposition of results from basic

research on motivation in schizophrenia to therapeutic action. This

paper is restricted to general guidelines on enhancing motivation

approach, which have to be transformed into concrete therapeutic

action. General guidelines, starting points and issues of evaluation are

outlined.

Results: An intervention is based on three distinct conceptual foun-

dations: Empirical results of motivation in schizophrenia research,

knowledge concerning specific functional impairments in patients,

and theoretical arguments derived from rehabilitation psychology—a

separate specialty area of practice that appreciates the complex

interaction of cognitive, emotional and environmental variables in the

recovery process. A programme is described for working with groups

of patients, where motivational issues related to the three conceptual

bases are developed by systematic application of different techniques

of intervention. An illustration is given, describing a programme

conducted in clinical practice and comprising 10 sessions. For guiding

the implementation of the programme and for testing its efficacy,

different approaches of evaluation are proposed: Process evaluation

using naturalistic data, evaluation of general effectiveness at different

levels and estimation of differential effects with regard to the problem

of differential indications.

Conclusion: The programme presented here was developed on the

conceptual basis described above, and has been utilized in clinical

practice in recent years. The term ‘‘programme’’ does not imply a

highly structured sequence of single methods and techniques, but

rather the consequent application of the principles outlined above. It

is currently being implemented in a rehabilitation unit.

Policy of full disclosure: None.

P-08-004
Functional resource of the family as a biopsychosocial predictor
of adaptive behaviour of schizophrenic patients

E. Gutkevich (Mental Health Research Institute, Endogenous

Disorders Department, Tomsk, Russia; A. Semke, Y. Maltseva)

Objective: Psychosocial features of schizophrenic patients and their

relatives disturb balance of family interrelations; family system

changes its regime of functioning and adaptation. Objective: To

identify functional resource of the family for improvement of family

functioning in schizophrenia.

Methods: Materials and methods: 27 families of patients with schi-

zophrenic disorders (ICD-10 F 2), 27 probands and 24 relatives,

methods: clinical, genealogical, psychological [test ‘‘Functional

resource of the family’’ (Lavrova N.M., Lavrov V.V. 2007)],

statistical.

Results: Results: Schizophrenic patients in 50 % of cases attributed

their families to group with high positive resource (scores from 80

to 72), 50 %—with middle positive resource (scores from 68 to 60).

As main basis strategies of behaviour, patients with schizophrenic

disorders chose strategies of avoidance and search for social sup-

port, practically not using strategy of problem resolution. Among

situatively conditioned behavioural strategies the dysfunctional

ones predominated: non-perception of the stressor, confrontation

against microsocial environment, transfer of their own emotions to

other people. Within strategy of behaviour, conditioned by char-

acterology, probands chose functional strategy of optimism in all

situations including overwhelming ones. Relatives of patients

(mother, father, spouse) attributed their families in 14.3 % of cases

to families with high positive resource (76 scores), and 42.85 %

each with middle (scores from 68 to 60) and low positive resource

(scores from 54 to 44), that is typical for assessment by spouses of

probands. Differently from probands, their relatives chose basis

strategies of behaviour such as problem resolution, search for social

support, more seldom—avoidance. Situatively conditioned beha-

vioural strategies in relatives included functional. However, in
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strategies conditioned by characterology the dysfunctional one

predominated.

Conclusion: Conclusion: We have identified quantitative criteria (in

scores) of functional qualities of family members of schizophrenic

patients which show recovery rate of the family to improvement of

functioning in the process of psychosocial adaptation.

Policy of full disclosure: None.

P-08-005
Self-disgust and fear of compassion: new approaches to paranoid
ideation

P. Castilho (University of Coimbra, Coimbra, Portugal; M. J. Martins,

D. Carvalho, C. Pascoal)

Objective: Disgust has been identified as a basic emotion activated

by the threat system with the intent to avoid external or self-related

stimulus. Compassion has been proposed as a regulation strategy

that can be useful in deactivating the threat system. We aimed at

understanding the predictive role of self-disgust and fear of com-

passion in the frequency and distress associated with paranoid

ideation.

Methods: The sample comprised 19 participants (95 % male, 79 %

single, 58 % living with parents, 58 % unemployed) with a non-af-

fective psychotic disorder (68 % schizophrenia), between 20 and

49 years old (M = 34.95). 68.4 % reported delusions (past week).

Participants were assessed with: Multidimensional Self-Disgust

Scale; Fear of Compassion Scale and Paranoia Checklist.

Results: Frequency of paranoid thoughts was significantly associ-

ated with self-disgust (cognitive-emotional and defensive

activation) and with all forms of fear of compassion (towards

others; from others; and self-compassion). Distress elicited by

paranoid ideation was significantly associated with defensive acti-

vation and fear of compassion (all forms). Self-disgust (both

dimensions) significantly predicted frequency (43 %) and distress

(50 %) with defensive activation being the best predictor. Con-

sidering the small sample size (only allowing for two predictors at

the same time) we performed a series of regression analysis with

each combination possible including one self-disgust variable and

one related to fear of compassion. Fear of receiving compassion

and self-compassion significantly predicted frequency of paranoia

(self-disgust variables loosed significance when adding a fear of

compassion variable). Defensive activation, fear of receiving

compassion and fear of self-compassion significantly predicted

distress.

Conclusion: This is an on-going study therefore the results are pre-

liminary and in need of further replication. Nevertheless, our results

seem to indicate the important role of self-disgust and fears of

compassion in the frequency and distress elicited by paranoid idea-

tion. Such results can inform clinical practice in psychosis,

highlighting new intervention targets such as cultivating compassion.

Policy of full disclosure: None.

P-08-006
Feasibility and effects of a brief compassion-focused imagery
intervention in psychotic patients with paranoid ideation:
a randomized experimental study

L. Ascone Michelis (University of Hamburg, Clinical Psychology,

Hamburg, Germany; J. Sundag, B. Schlier, T. Lincoln)

Objective: Paranoid delusions are defined by a lack of perceived

social safeness. Interventions focusing on affiliative self-relating and

emotions might be particularly helpful for patients with paranoia. A

large body of evidence shows that lacking self-esteem and negative

emotions are causally involved in paranoid symptom formation. It is

likely, that interventions targeting affiliation will also have an impact

on these causal variables. The present study focused on the feasibility,

appraisal and perceived benefit of a brief compassion-focused ima-

gery intervention derived from Compassion Focused Therapy (Gilbert

2009) in a patient sample with a history of paranoid delusions

(N = 51). Furthermore, we tested specific intervention effects on self-

relating, emotions, and paranoia.

Methods: Patients were randomly assigned to a 10-min compassion-

focused (CF) imagery condition, inducing warmth, affiliation and

care, versus a neutral control (NC) imagery condition (neutral object).

Previous to the intervention, we induced negative emotions. Paranoia,

afiiliative (self-reassurance and self-compassion) vs. negative (self-

criticism) self-relating and emotions (happiness vs. negative emo-

tions) were assessed before and after the intervention. At the end of

the study, we assessed patients’ subjective intervention benefit and

briefly interviewed them about their personal experience of the

imagery.

Results: There was a trend towards the CF intervention being per-

ceived as more beneficial than the NC intervention, and CF imagery

was perceived significantly more often positively than the NC inter-

vention. Self-reassurance increased significantly for CF relative to

NC. There was a significant increase in happiness for CF relative to

NC. There was no effect on negative affect, negative self-relating

(self-criticism) and paranoia.

Conclusion: Patients with paranoia benefit from compassion-focused

imagery in terms of increased positive affect and positive self-relat-

ing. Further investigation of interventions targeting affiliation appears

promising. Longitudinal designs and training might help to clarify

whether the intervention has effects on established causal mecha-

nisms of paranoid symptom formation—namely negative emotions

and negative self-relating.

Policy of full disclosure: None.

P-08-007
Correlations between cardiorespiratory fitness, physical activity
and symptoms of disease in patients with schizophrenia:
preliminary results

S. Ginsel (CVO University of Oldenburg, Institute of Sport Science,

Oldenburg, Germany; M. Brandes, C. Figge)

Objective: Schizophrenia (SZ) as a serious mental illness is aligned

with numerous somatic morbidities. The low fitness level and

sedentary lifestyle of these patients are associated with physical

comorbidities. Objective was to determine the influence of SZ

symptoms on cardiorespiratory fitness (CRF) and daily physical

activity (PA).

Methods: Severity of SZ in eleven men (40.6 ± 11.9 years, BMI

28.1 ± 4.5, ICD-10: F20/F25) was determined by a psychiatric

interview concerning symptoms of SZ (PANSS-score). Participants

completed questionnaires regarding quality of life (SF-36) and psy-

chological distress (SCL-90). CRF was measured by bicycle-

ergometry until subjective peak performance and expressed by rela-

tive physical work capacity at heart-rate 120/min (PWC120). Daily

PA was measured by a step activity monitor. Activity related energy

expenditure (EE) was evaluated by triaxial accelerometry. Level of

maximum exhaustion was calculated (by (220-age)-heart ratemax).
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Results: Individuals achieved an average PWC120 of 1.3 watt/kg,

7967 steps/day (2686–13690) and 293.1 METs/day. Average PANSS-

score reached 28 %, SCL-90 35 %, physical functioning-score 69 %.

Reduced CRF significantly correlated with severity of SZ (r = 0.89;

p\ 0.05) and psychological distress (r = 0.99; p\ 0.05). Pro-

nounced severity of SZ correlated with lower EE (r = 0.95;

p\ 0.05). Physical functioning correlated with less psychological

distress (SCL-90; r = 0.82, p\ 0.05). Exhaustion level correlated

negatively with severity of SZ (r = -0.77; p\ 0.05).

Conclusion: SZ patients show lower fitness level with increasingly

poor symptomatology. According to these findings, interventions to

promote health and develop physical activity have to be identified.

One aspect for the low subjective peak performance in correlation

with symptom severity could be bodily sensations which they find

difficult to stand. This is supported by the fact of tolerating higher

heart rates after some training sessions. Further research will inves-

tigate the effects of an program including physical activity promotion.

Policy of full disclosure: None.

P-08-008
Mechanism of improvement in functional competence
in schizophrenia after cognitive rehabilitation

N. Ojeda (Department of Methods, University of Deusto, Bilbao,

Spain; J. Peña, N. Ibarretxe-Bilbao, P. Sanchez, E. Elizagarate,

J. Ezcurra, M. Gutierrez)

Objective: To examine the mechanisms through which cognitive

remediation improves functional competence in schizophrenia.

Methods: One hundred and one patients with schizophrenia were

randomly allocated into experimental or control groups. The patients

allocated on the experimental group (N = 52) received a cognitive

rehabilitation treatment using REHACOP. They attended 36 sessions

of 90 min during three months. During the same time and frequency,

patients under control condition (N = 49) received Occupational

activities. Patients underwent pre-treatment and post-treatment

assessments, including: Positive and Negative Syndrome Scale

(PANSS), a neuropsychological battery using Hopkins Verbal

Learning Test (HVLT); digit span and digit symbol subtests from

Wechsler Adult Intelligence Scale-III; and Stroop Test. A total neu-

rocognitive score was created (Cronbach’s alpha = 0.80). Theory of

mind was assessed with Happé Strange Stories Test; Emotional per-

ception with Mayer–Salovey–Caruso Emotional Intelligence Test

(MSCEIT) and Social perception with Social Featuring Recognition

Test (SFRT). Functional competence was evaluated with the UCSD

Performance-Based Skills Assessment (UPSA).

Results: A mediation analysis was performed to stablish if the effect

of cognitive remediation on functional competence was mediated by

the change in neurocognition or social cognition. In the first step,

group (rehabilitation vs. control group) significantly predicted the

change in functional competence (B = .33, p\ .05). Secondly, the

mediator (change in neurocognition) was regressed on group

(B = .38, p\ .01). Thirdly, group (B = .24, p\ .05) and change in

neurocognition (B = .22, p\ .05) were entered simultaneously in the

equation as predictor variables. Sobel’s equation result was significant

for change in neurocognition (z = 2.81, p\ .01), suggesting partial

mediation of treatment effect in change in functional competence in

schizophrenia. Social cognition did not mediate this relationship.

Conclusion: The effect of treatment on functional competence change

was partially mediated by the effect of treatment on the neurocog-

nitive change. Change in social cognition did not mediate the effect of

cognitive remediation.

Policy of full disclosure: This study was supported by the Health

Department of the Basque Government (2010111136, 2011111102);

N.O. and J.P. are co-authors and copyright holders of the REHACOP

cognitive rehabilitation program, published by Parima Digital, S.L.

(Bilbao, Spain).

P-08-009
Current but not past social defeat is associated with psychotic
symptoms

E. Jaya (University Hamburg, Clinical Psychology, Hamburg,

Germany; T. Lincoln)

Objective: According to the social defeat hypothesis, the long-term

experience of social exclusion and social defeat are common

denominators of major risk factors of psychosis. To test this theory,

this study examines the effect of social defeat on psychotic symptoms,

controlling for its effect on depression and anxiety. It also tested the

competing hypothesis that psychotic symptoms increase the likeli-

hood of experiencing social defeat (social selection or drift

hypothesis).

Methods: A cross-sectional online survey was conducted in a com-

munity sample (N = 2350) consisting of 786 participants from

Germany, 844 from Indonesia and 720 from the United States. School

bullying victim and child abuse experiences indicated past social

defeat. Experiences of being a victim of work and home bullying,

discrimination, or ostracism, social network and support, social

undermining, minority status, and socio-economic status indicated

current social defeat. Psychotic symptoms were measured with the

Community Assessment of Psychic Experience, depression with the

Patient Health Questionnaire-9 and anxiety with the General Anxiety

Disorder-7. Path analysis with structural equation modelling was used

to test the hypotheses.

Results: The fits for both models were acceptable. Current but not past

social defeat was significantly associated with psychotic symptoms in

both the social causation and the reverse causation model. The

standardized estimate of assuming that current social defeat influ-

ences psychotic symptoms (.74, p B .001) was larger than assuming

the reverse direction (.55, p B .001).

Conclusion: Overall, the results support the social defeat hypothesis.

Although the competing social drift hypothesis was not rejected, its

effect was smaller. As the samples stem from different countries and

cultural backgrounds the findings seem to suggest a universal phe-

nomenon. However, current indicators of social defeat appear to be

much more relevant in this process than past experiences. Thus, early

interventions need to place more emphasis on helping people to

change environmental factors and the way they respond to them.

Policy of full disclosure: None.

P-08-010
Cognitive remediation in schizophrenia

J. Cañete Crespillo (Hospital de Mataró, Mental Health, Mataró,

Spain; C. Palma, C. Torres, C. Corte)

Objective: Evaluating the effectiveness of a program of cognitive

telerehabilitacion in patients diagnosed with schizophrenia in terms of

improving neurocognitive functions (including social cognition),

social adaptation and clinical situation.

Methods: Randomized controlled, prospective, open, randomized

Multicenter in two catalan Hospitals; Taulı́ Park Hospital, Hospital de

Mataró comparing cognitive remediation with Neuropersonnel Trai-

ner�, a specific neurocognive devolopment of Guttmann Fundation

with non specific rehabilitation programm.

S104 Eur Arch Psychiatry Clin Neurosci (2015) 265 (Suppl 1):S1–S138

123



Results: 86 patients completed the trial. Intervention gropu showed

significative augmentation in attention and executive measures in

comaprison to control group. Secondary improvements in global

functioning and in social cognition were also registered.

Conclusion: In our study, Neuropersonal Trainer platform� Use is

effective in the treatment of cognitive, functional and social cognition

present in patients with schizophrenia or schizoaffective disorder at

early stages.

Policy of full disclosure: None.

P-08-011
Implementation of a new psychosocial training ‘‘Social Cognition
Individualized Activities Lab’’: a pilot study

D. Palumbo (Naples, Italy; G. Piegari, M. Chieffi, A. Mazza,

R. Giugliano, F. De Riso, V. D́Alise, A. Mucci, S. Galderisi)

Objective: The purpose of this pilot study was to assess the efficacy of

a new social cognition (SC) remediation intervention, the Social

Cognition Individualized Activities Lab (So.C.I.A.L.) for subjects

with schizophrenia. A comparison with a validated cognitive reme-

diation intervention, the Social Skills and Neurocognitive

Individualized Training (SSANIT), was conducted to verify the effi-

cacy of the So.C.I.A.L in improving SC.

Methods: Twenty stabilized patients, among those consecutively

enrolled for a study on functional outcome of patients with

schizophrenia, were asked within one month to participate in this pilot

study. Nine patients accepted to participate in this study. Five patients

were randomized to So.C.I.A.L. and 4 to SSANIT. The two programs

were matched for the overall treatment duration (20 weeks) as well as

frequency and duration of the sessions. The So.C.I.A.L. intervention

includes an individual session of neurocognitive individualized

training (NIT) and a group session of SC training on Emotion

recognition and Theory of Mind, using ad hoc developed materials

(photographs and videos involving professional actors). SSANIT

includes an individual session of NIT and a group session of Social

Skills Individualized Training (SSIT).

Results: Patients who did not accept to participate were comparable to

the enrolled ones with respect to neurocognition, social cognition and

psychopathology. No difference was observed at baseline between

patients assigned to So.C.I.A.L. and those assigned to SSANIT. No

group difference was found for changes in neurocognition, while a

significant group effect was observed for changes in SC, due to

improvement only in the So.C.I.A.L. group.

Conclusion: A specific effect on SC was observed with the

So.C.I.A.L. program: in fact, although a neurocognitive training was

applied to both groups, only patients trained on emotion recognition

and theory of mind showed SC improvement.

Policy of full disclosure: None.

P-09 Neuropsychology II

P-09-001
Visual attention deficits in 7-year-old children of parents
with schizophrenia or bipolar disorder: part of the Danish high
risk and resilience study via 7

N. Hemager (Mental Health Services, CPH Research Unit,

Hellerup, Denmark)

Objective: The aim of this substudy is to measure attentional func-

tioning in children at genetic high risk for developing schizophrenia

(SZ) or bipolar disorder (BD). We expected that children at genetic

high risk for SZ would show more severe impairments than children

at genetic high risk for BD and that the latter group would show more

deficits in visual attention compared to children of parents without

these disorders.

Methods: We are currently establishing a stratified cohort of 500

7-year-old children with either 0, 1, or 2 parents with SZ or BD. This

substudy is focusing on visual attention in 133 subjects of this cohort

(SZ: N = 56; BD: N = 32; Controls: N = 45). Based on Bundesen’s

Theory of Visual Attention (TVA) (Bundesen 1990), visual attention

was assessed using the instrument TVA-based Whole Report. Three

parameters of attention were calculated: The storage capacity of

visual short-term memory (K), the speed of visual processing (C), and

the threshold for conscious visual perception (t0).

Results: The children of parents with SZ showed significantly lower

visual processing speed than the control group (p\ .001). The chil-

dren of parents with BD also showed lower processing speed than the

control group (p = .03). The two high risk groups did not differ in

processing speed (p = 0.29). In terms of visual short-term memory

capacity, we found a lower capacity in children of parents with BD

than in children of parents with SZ (p = .05) and the control group

(p = .02), whereas the capacity of the children of parents with SZ and

the control group did not differ (p = .87). There were no significant

differences between any of the three groups in terms of perceptual

threshold.

Conclusion: This finding supports the evidence suggesting that off-

spring of parents with SZ and offspring of parents with BD may share

a neurocognitive profile of overall impairments but with distinct

variations across the cognitive domains.

Policy of full disclosure: None.

P-09-002
The predicted value of clinical symptoms on the cognitive
performance in adolescents at risk for schizophrenia or affective
psychosis results from the Harvard adolescent family high risk
study

R. Del Pino Saez (University of Deusto, Methods and Experimental

Psychiatry, Bilbao, Spain; J. Peña, R. Mesholam-Gately, W. S. Stone,

N. Ojeda del Pozo, M. T. Tsuang, S. Faraone, L. J. Seidman)

Objective: This study seeks to analyze the predicted value of clinical

symptoms on the cognitive performance in Adolescents at Risk for

Schizophrenia or Affective Psychosis and explore the schizotaxia

group prediction by symptomatology.

Methods: The sample was comprised of 119 adolescents from the

Harvard Adolescent Family High Risk (HR) Study, including 41

individuals with high risk for schizophrenia (HR-SCZ), 24 with HR

for affective psychosis (HR-AFF), and 54 healthy controls (HCs).

Hierarchical regression analysis was used to analyze the predicted

value of demographics characteristics and symptomatology on eight

cognitive factors (motor and processing speed, motor strength, vigi-

lance-working memory, verbal and visual memory, verbal

comprehension, and visual-perceptual organization). A binomial

logistic regression was performed to ascertain the effects of symptoms

(obsessive–compulsive, phobic anxiety, psychoticism and psychical

anhedonia) on the likelihood that HR groups had genetic risk for

having schizophrenia or affective psychosis in the future.

Results: The results analyzed in the entire sample showed that age,

sex and some symptoms such as psychoticism, global severity index

(GSI;SCL-90) and physical anhedonia acted as predictor variables in

all factors, except for the motor strength. The symptoms logistic

regression model was statistically significant for both HR groups.

Symptomatology explained 13.7 % of the variance in the
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classification in the model of HC versus HR-SCZ and 63.2 % of

participants were correctly classified. In the model of NC versus HR-

AFF, symptoms explained 26.5 % of the variance and 73.1 % of

participants were correctly classified.

Conclusion: Our findings support that symptomatology acted as

predictor of the cognitive performance. Participants with high level of

symptoms performed worse in all cognitive domains, except for the

motor strength. Likewise, the results confirmed that the presence of

symptomatology was associated with an increased likelihood of being

defined as a HR groups. Therefore, schizotaxia group could be pre-

dicted by symptomatology.

Policy of full disclosure: None.

P-09-003
Interactive decision-making in patients with schizophrenia:
a systematic review

A. Kaltenboeck (Medical University of Vienna, Vienna, Austria;

B. Hinterbuchinger, F. Friedrich, N. Mossaheb)

Objective: Recently, interactive decision-making has been studied in

patients with psychiatric disorders by use of games from experimental

economics and neuroeconomics. Impaired social cognition is an

important feature in schizophrenia, it therefore seems likely that

affected patients also exhibit impaired interactive or social decision-

making. The ultimatum game is a game in which the proposer has to

offer a split of a certain amount of money to the responder. If the

responder accepts, the money is split as agreed. In case the responder

rejects, neither player receives anything. The aim of our study was to

systematically summarize results of studies that use the ultimatum

game to examine interactive decision-making in patients with

schizophrenia.

Methods: A systematic literature search in MEDLINE, Embase,

PsycINFO, CCRCT, PASCAL and PSYNDEX was conducted. Only

studies that examined patients with schizophrenia compared to heal-

thy control subjects and that were published in peer-reviewed journals

were included.

Results: Our literature search revealed three original papers published

in peer-reviewed journals that matched the inclusion criteria. Addi-

tionally we could identify several conference abstracts reporting

results from similar experiments or studies already published. Dif-

ferences in patients with schizophrenia compared to healthy controls

were described for both roles, as responders as well as proposers.

Patients with schizophrenia seem to play in a less strategic manner,

make hyperfair offers, accept more unfair offers and also misjudge

bargaining situations. However, as studies varied in design, compa-

rability was very limited.

Conclusion: Patients with schizophrenia seem to show substantial

differences in their behavior in the ultimatum game compared to

healthy individuals. However, to date there is still little information

about the detailed characteristics and extent of this altered behavior.

Nevertheless, since the growing field of neuroeconomics provides the

potential of increasing the understanding of dysfunctions of social

cognition in schizophrenia, further research on this topic is needed.

Policy of full disclosure: None.

P-09-004
Effects of age and educational level on cognitive functioning
in schizophrenia

K. Pantelis (University of Thessaly, Larisa, Greece; K. Bonotis,

V. Chatzi, E. Kita, S. Karaoulanis, D. Kremeti)

Objective: Cognitive impairment is one of the main characteristics of

schizophrenia. Despite the progress that was made in understanding

the condition, studies still extensively examine the cognitive func-

tioning of schizophrenia sufferers.

Methods: A neuropsychological battery was administered to 28 sub-

jects diagnosed with schizophrenia. This set of tests consisted of the

following assessments: Rey Auditory Verbal Learning Test, Rey-

Osterrieth Complex Figure Test, Trail Making Test (A & B Trials),

Stroop Colour Test, Verbal Fluency Test & Digit Span Test. Subjects’

scores were compared to the existing Greek normative data.

Results: When age was examined, the results indicated statistically

significant differences in executive functioning between patients with

schizophrenia and the general population. Particularly, patients scored

significantly lower in tasks examining visual attention and short-term

auditory-verbal memory. It is noteworthy that when comparing the

educational level with neuropsychological tests scores no significant

differences were highlighted between patients and the general popu-

lation for the educational group ‘13–21 years in education’. In the

Stroop Colour Test, patients provided significantly lower scores than

the normative data; nonetheless no significant differences were indi-

cated in the management of interferences. For the constriction of

semantic memory, solely the age group 40–59 that had 10–12 years in

education indicated significant differences when compared to the

general population. Finally, patients’ mean scores did not provide

significant differences when compared with the normative data during

the assessment of numerical storing (short-term memory).

Conclusion: Our study found to be in line with previous finding

suggesting that cognitive impairment is present in schizophrenia.

Additionally, it has been highlighted that cognitive abilities are

associated with age and educational level.

Policy of full disclosure: None.

P-09-005
Course of cognitive impairment in psychosis according to time
of evolution after diagnosis

L. Rodriguez Blanco (Fundación Jimenez Diaz, Madrid, Spain;

L. Mata Iturralde, L. Dorado Jimenez, A. Vian, L. Muñoz Lorenzo)

Objective: The aim of this study is to assess neuropsychological

performance in a sample of psychotic patients who differ in time of

evolution after diagnosis. Our purpose is to study the direction of our

results towards neurotoxicity theory or neurodevelopmental theory of

psychosis for explaining cognitive impairment in these patients. The

theory of neurotoxicity suggests that cognitive impairment in psy-

chotic disorders, especially in prefrontal-executive functioning, is

produced by psychotic symptomatology. According to this theory, the

time of evolution of the disorder would have a direct negative

influence in cognitive impairment. Nevertheless, according to the

neurodevelopmental theory, new psychotic episodes or time after

diagnosis wouldn’t influence cognitive impairment, since the disorder

is understood as an early brain development affectation.

Methods: 30 patients diagnosed with psychotic disorder (18–52 years

old) were recruited from our Outpatient Mental Health Services and

Day Service Hospital. They completed Wisconsin Card Sorting Test

(WCST: Heaton, Chelune, Talley, Kay y Curtiss 1993) as a measure

of executive functions, and D2 Test of Attention (Brickenkamp 2002).

They were divided into two groups of 15 patients according to the

time since first diagnosis (B5 or[5 years). T test analysis was con-

ducted to compare performance in selected test scores between

groups.

Results: We found poor cognitive performance in all selected scores.

There were no statistically significant differences in any of the scores

between groups.
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Conclusion: The results suggest that cognitive impairment is not

related to evolution time of disorder. These results are closer to

neurodevelopmental theory than to neurotoxicity theory. Moreover,

the results are in accordance with current studies which state that

cognitive impairment is a primary and independent symptom of

schizophrenia. Future research studying the direct influence of clinical

symptomatology in schizophrenia is warranted.

Policy of full disclosure: None.

P-09-006
Neurocognition and occupational functioning in schizophrenia
spectrum disorders: the MATRICS Consensus Cognitive Battery
(MCCB) and workplace assessments

J. Lystad (Oslo University Hospital, Mental Health and Addiction,

Oslo, Norway; E. Falkum, V. Øksendal Haaland, H. Bull, S. Evensen,

T. Ueland)

Objective: Occupational impairment is prominent in schizophrenia

and neurocognition is a key predictor of functional outcome. Occu-

pational status may not be an optimal proxy for occupational

functioning. As supported employment programs gain momentum,

there is a need for assessment tools measuring functioning on-the-job

to help clients enhance occupational skills. The Vocational Cognitive

Rating Scale (VCRS), Complexity Scale (CS) and Work Behavior

Inventory (WBI) provide comprehensive work assessments of persons

with schizophrenia. The purpose of the current study was to explore

the relationships between neurocognition and these measures at the

beginning of vocational rehabilitation. We examined the predictive

value of neurocognitive performance on occupational functioning and

whether neurocognition was reflected in task complexity and type of

work.

Methods: 131 participants were examined using the MCCB, WBI, CS

and VCRS. Type of work (sheltered versus competitive) was

registered.

Results: There were significant correlations between the VCRS total

score and all MCCB domains, except verbal learning. Regression

analysis yielded gender and employment history as significant pre-

dictors. None of the MCCB domains predicted the total score.

Processing speed (p = .03) and attention (p = .02) were most pow-

erfully related to and predictive of the WBI. With regard to

complexity, participants in the ‘‘low-complexity’’ group performed

significantly worse than participants in the ‘‘high-complexity’’ group

regarding processing speed (p = .07), working memory (p = .007),

visual learning (p = .02) and the composite score (p = .002). The

same pattern emerged for participants working sheltered compared to

those with competitive jobs.

Conclusion: The VCRS, WBI and CS may be useful in vocational

rehabilitation. They bridge an important gap between test- and

occupational-setting, providing valuable information about impair-

ments related to occupational functioning. We found the MCCB to be

sensitive to occupational functioning with neurocognition accounting

for a small but significant proportion of the variance in different

measures of occupational functioning.

Policy of full disclosure: None.

P-09-007
Emotional processing in acute psychosis

A. González-Barroso (Prı́ncipe de Asturias, University Hospital,

Alcalá de Henares, Madrid, Spain; A. Ruiz, B. Martı́nez, M. Garcı́a,

G. Lahera)

Objective: The aim of the present study is to study the emotional

response in acute phases. The objective is to analyze the subjective

response pattern to emotional pictures and its relationship with

symptomatology.

Methods: 49 patients diagnosed of schizophrenia, bipolar disorder,

schizoaffective disorder, brief psychotic disorder or non-specified

psychotic disorder in a psychotic decompensation (DSM IV TR) were

asked to assess subjectively 24 images of the International Affective

Picture System in valence and arousal using the Self Assessment

Manikin. The pictures were selected on the basis of their valence

(positive, negative and neutral). An emotion recognition task was

carried out using the Emotion Recognition Test. Clinical variables

were also assessed using PANSS, and BRPS scales.

Results: There is a relationship between response to IAPS and

symptomatology. Scores in PANSS-PG correlate with valence and

arousal in negative pictures: higher scores are related to more arousal

(r = 0.317; p = 0.026) and less valence (r = -0.293; p = 0.041).

Scores in BPRS correlate with subjective valence of positive and

negative pictures. Higher scores in BPRS correlate with less valence

in positive and negative pictures (r = -0.334 p = 0.019; r = -0.350

p = 0.014). However, the opposite response is found with neutral

pictures. Higher scores in BPRS mean more positive valence in

neutral images (r = 0.404 p = 0.004). Finally, higher scores in BPRS

are related to a poorer performance in the emotion recognition task.

Conclusion: An aberrant pattern of emotional processing could

underlie the development of positive symptoms in psychosis.

Policy of full disclosure: None.

P-09-008
Emotional intelligence in subjects with a first psychotic episode
and its correlation with premorbid intelligence quotient

D. Treen (Parc de Salut Mar Barcelona, Psychiatry, Barcelona, Spain;

R. Cortizo, D. Berge, A. Mane)

Objective: Emotional intelligence (EI) has been described as a com-

ponent of social cognition, defined as the ability to recognize,

identify, understand and manage emotions. This component is thought

to be impaired in schizophrenia patients and strongly related to poor

psychosocial adjustment. This type of intelligence is considered dif-

ferent from the classic cognitive intelligence although several studies

have demonstrated small but positive correlations between EI and

general intelligence. The aim of this preliminary study is to evaluate

the association between Premorbid Intelligence Quotient and Emo-

tional Intelligence Quotient in patients with a first psychotic episode.

Methods: In the present study we have included 12 patients attended

at psychiatric emergency services at Parc de Salut Mar Barcelona who

met Diagnostic and Statistical Manual of Mental Disorders criteria for

a first psychotic episode. We recruited these subjects by consecutive

sampling. We evaluated clinical, neuropsychological and emotional

intelligence measures. To assess premorbid Intelligence we used the

Vocabulary subtest from the Wechsler Adult Intelligence Scale III

(WAIS-III) as it has been described as a useful measure of premorbid

intelligence and presents positive correlation with main general

intelligence measures. We used Mayer-Salovey-Caruso Emotional

Intelligence Test (MSCEIT) to evaluate Emotional Intelligence

Quotient. We have studied the relationship between both measures

with a Pearson Correlation Coefficient using IBM PASW Statistics

Data Editor.

Results: Our results show a significant positive association between

general intelligence and emotional intelligence (r = 0.650;

p = 0.031).

Conclusion: Present results confirm positive correlation between

premorbid Intelligence and Emotional intelligence in subjects with a
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first psychotic episode. These outcomes could be higher by increasing

sample size. We can hypothesize that a positive relation between

these two types of intelligence indicates a mutual influence, sug-

gesting that programs addressed to Cognitive rehabilitation could also

have an effect on Emotional Intelligence and vice versa.

Policy of full disclosure: None.

P-09-009
Decreased right-handedness and cerebral asymmetry in youth
at ultrahigh risk for psychosis

D. Dean (University of Colorado Boulder, Psychology

and Neuroscience, Boulder, Colorado, USA; J. Orr, V. Mittal)

Objective: A body of work focusing on language dominance, motor

laterality, and neuroimaging research suggests that reduced cerebral

hemispheric asymmetry is a core feature of schizophrenia. However,

there is little consensus about whether reduced dextrality (right-

handedness) is present in those at ultrahigh risk (UHR) for psychosis.

Examining cerebral dominance in the years immediately preceding

the onset of psychosis can significantly inform etiological conceptions

of psychosis—highlighting novel biomarkers and treatment targets.

Methods: A total of 95 demonstrated right-handed neuroleptic free

UHR (n = 39) for psychosis and matched healthy control participants

(n = 56) were assessed with structured clinical interviews, completed

an innovative handwriting task using a digital tablet computer to

assess dextrality, and structural neuroimaging to assess hemispherical

asymmetry. Laterality quotients for frequency of pen stroke

(LQFREQ) and number of peak acceleration points (LQNPAP) were

calculated using kinematic variables from the participant’s right and

left hands and used to assess relationships to positive and negative

symptoms.

Results: The LQFREQ for the UHR group (M = -.28, SD = .46) was

significantly closer to zero compared to healthy controls (M = -.4,

SD = .32), z = -2.35, p B .01. Similarly, the UHR LQNPAP

(M = .10, SD = .43) was significantly less lateralized compared to

controls (M = .26, SD = .29) LQNPAP z = -2.3, p B .01.

Decreased dextrality was significantly related to elevated positive

symptoms within the UHR group for both LQFREQ r(37) = .26,

p B .05 and LQNPAP r(37) = -.33, p B .05. Forthcoming neu-

roimaging analysis will examine cerebral hemisphere asymmetry.

Conclusion: The current results suggest that disrupted cerebral

dominance and decreased right-hand laterality using an innovative

instrumental measure of handwriting is present prior to the onset of

psychosis. Decreased dextrality may serve as a novel biomarker for

psychosis risk.

Policy of full disclosure: None.

P-09-010
Dimensions of schizotypy in relation to different types
of predictive processing and source-monitoring

C. Humpston (Cardiff University, School of Psychology, Cardiff,

United Kingdom; L. Evans, C. Teufel, J. Ingram, D. Wolpert,

D. Linden)

Objective: Adopting an individual-differences approach and a

dimensional conceptualisation of psychosis, the current study inves-

tigates the relationships between schizotypy, different types of

predictive processing, and source-monitoring. This study is still

ongoing (due to complete before September 2015) and any results

reported here are preliminary and exploratory.

Methods: 34 healthy volunteers (2 males, mean age 21.53 years)

participated in a battery of five behavioural tasks that index dif-

ferent types of predictive processes and source monitoring: force-

matching (sensory prediction), Kamin blocking (cognitive predic-

tion), reversal learning (motivational prediction) and source-

monitoring of both actions and words. Performance in these tasks

was related to three questionnaires that measure different dimen-

sions of schizotypy: the 21-item Peters et al. Delusions Inventory

(PDI-21), the Cardiff Anomalous Perceptions Scale (CAPS) and

the Oxford-Liverpool Inventory of Feelings and Experiences (O-

LIFE).

Results: The preliminary dataset indicates a specific relationship

between different types of predictive processes and different dimen-

sions of schizotypy. At trend levels, sensory prediction as measured

by the force-matching task was negatively related to perceptual

dimensions of schizotypy as measured by the CAPS. A logistic

regression model showed that, at trend level, the preoccupation sub-

scale of the PDI-21 was the highest contributory predictor for the

absence of blocking (disrupted cognitive prediction). Motivational

prediction was associated at trend level with PDI-21 scores as indi-

cated by lower accuracy in post-reversal and higher accuracy in post-

probabilistic error trials in reversal learning. No relationship was

found between any of the measures of source-monitoring and any

dimension of the schizotypy scales.

Conclusion: Due to incomplete data collection, conclusive remarks

cannot be made; however, the current data shows a trend towards

specific links between separate forms of predictive processing and

dimensions of schizotypy. If confirmed, some of the current results

might shed new light onto the dimensional conceptualisations of

psychosis.

Policy of full disclosure: None.

P-09-011
Measuring aberrant salience attribution in patients
with schizophrenia

F. Dammering (Otto-von-Guericke University Magdeburg, Institute

of Psychology, Magdeburg, Germany; T. Katthagen, A. Heinz,

N. Kathmann, F. Schlagenhauf)

Objective: Schizophrenia patients have been hypothesized to

attribute aberrant salience to irrelevant events that might con-

tribute to the formation of psychosis (Heinz 2002; Kapur 2003).

The Salience Attribution Test (SAT; Roiser et al. 2009) assesses

implicit and explicit adaptive and aberrant salience on a beha-

vioural level. This study explores the construct validity of salience

attribution with cognitive and clinical variables in schizophrenia

patients.

Methods: Thirty-eight patients with schizophrenia and 38 healthy

controls completed the SAT and a novel salience paradigm. In both

learning tasks, implicit aberrant salience is measured by reaction time

differences between irrelevant stimuli. For the SAT, we ran analysis

of variances to test for group differences and performed a maximum

likelihood factor analysis in patients. For the latter, we included the

salience measures from both tasks, as well as cognitive variables and

measures of instrumental learning. In a final step we conducted

regressions of SANS, SAPS and PANSS scores with factor scores.

Results: Patients with schizophrenia showed higher values on implicit

aberrant salience measures compared to healthy controls (F = 5.88,

p = .018), but did not differ on explicit measures (F = 1.22,

p = .273). The factor analysis in schizophrenia patients emerged

distinct factors for aberrant and adaptive salience. After performing

cluster analysis of factor scores, we found that higher values of
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aberrant salience had a significant impact on thought insertion

(t = 2.260, p = .037) measured by SAPS.

Conclusion: We found increased implicit aberrant salience in

schizophrenia patients compared to healthy controls. Besides an

adaptive salience factor, we found a common factor for implicit

aberrant salience in schizophrenia patients. The correlation of the

latter factor with positive symptoms is consistent with the aberrant

salience hypothesis in psychosis (Heinz 2002; Kapur 2003). Overall,

our results support the validity of aberrant salience construct and

underline its relevance for psychopathological symptoms.

Policy of full disclosure: None.

P-09-012
Assessment the suicide and violence potential indices using
the Personality Assessment Inventory (PAI) in a forensic
schizophrenic patient sample

I. S. Chee (Department of Psychiatry, Chungnam National University,

Daejeon, Republic of Korea; S.-K. Wang, J. H. Kwon, J. L. Kim)

Objective: Assessing the risk of self and others is very important in

treatment of schizophrenia. The purpose of this study was to evaluate

Suicide and Violence Potential indices in Korean criminal offenders

with schizophrenia.

Methods: The participants included 177 inpatients with schizophrenia

who committed crimes. All participants filled out Personality

Assessment Inventory (PAI) and Psychopathic Personality Inventory-

Revised (PPI-R). PAI is widely used in assessing the general psy-

chopathology and suicide and violence risk. PPI-R is used to assess

the psychopathy. SPI and VPI was evaluated in several different

ways. Firstly. mean of SPI and VPI were obtained and correlation

with suicide and aggression was evaluated in total group. Secondly,

We evaluated group with and without a psychopathy, a history of

previous conviction. Finally, SPI and VPI were calculated according

to the gender and education.

Results: SPI and VPI were found to correlated significantly (r = 0.798,

p = 0.001). SPI (r = 0.640. p = 0.001, r = 0.539, p = 0.001) and

VPI (r = 0.570, p = 0.001, r = 0.567, p = 0.001) were found to be

significantly related Suicide and Aggression of the PAI. SPI (t = 4.500,

p = 0.001), and VPI (t = 5.709, p = 0.001) of the psychopathic group

were higher than non-psychopathic group. SPI was not different (t = -

1.882, p = 0.62), but VPI was significantly different (t = -2.460,

p = 0.017) in the previous conviction group than non-previous con-

viction group. SPI in the male was higher than the female (t = 2.110,

p = 0.036), but VPI was not different (t = 1.434, p = 0.153). SPI and

VPI were significanlty higher in the low educated group than high

educated group (t = -4.007, p = 0.001, t = -3.3402, p = 0.001).

Conclusion: SPI and VPI of the PAI may be useful for the assessment

of risk in a forensic schizophrenic patient sample.

Policy of full disclosure: The authors have indicated no conflict of
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P-09-013
Aberrant speech illusions in first episode psychosis

V. Angosto (Basurto University Hospital, Bilbao, Spain;

A. Catalan Alcantara, C. Valverde, F. Aguirregomescorta,

S. Bustamante, A. Madrazo, A. Fernandez, M. A. Gonzalez-Torres)

Objective: We wished to replicate evidence that an experimental

paradigm of speech illusions is associated with psychotic experiences.

Methods: 43 patients with a first episode of psychosis and 50 healthy

subjects were examined in an experimental paradigm assessing the

presence of speech illusion in neutral white noise. Socio-demo-

graphic, cognitive function and family history data were collected.

The Positive and Negative Syndrome Scale was administered in the

patient group and the Structured Interview for Schizotypy-Revised

and the Community Assessment of Psychic Experiences (CAPE) in

the control group.

Results: Patients had a much higher rate of speech illusions (46.5 %

versus 20 %, OR = 3.48, CI 95 % 1.4–8.7) independently of other

variables (IQ, age, sex). Differences were particularly marked for

signals in random noise that were perceived as affectively salient (20

vs. 10 %) although differences don’t reach statistical significance

(due to low number of subjects). Speech illusion tended to be asso-

ciated with positive symptoms in patients but not in controls.

Conclusion: Experimental paradigms indexing the tendency to detect

affectively salient signals in noise may be used to identify liability to

psychosis.

Policy of full disclosure: None.

P-10 Neuroimaging I

P-10-001
Aberrant salience is related to dysfunctional self-referential
processing in psychosis

T. Katthagen (Charité-Universitätsmedizin, Psychiatry &

Psychotherapy, Berlin, Germany; A. Pankow, S. Diner, L. Deserno,

R. Boehme, T. Gleich, M. Gaebler, H. Walter, A. Heinz,

F. Schlagenhauf)

Objective: The aberrant salience hypothesis of psychosis assumes that

positive symptoms arise from an attribution of meaning to otherwise

irrelevant stimuli accompanied by the feeling of self relevance. Self-

referential processing relies on activation of cortical midline struc-

tures which is thought to be impaired in psychosis. In the present

study, we explored aberrant salience attribution, the neural correlates

of self-referential processing, and the relationship between these two

measures in psychosis.

Methods: Following a dimensional approach of psychosis, we

investigated 29 schizophrenia patients, 24 healthy delusion-prone

individuals, and 50 healthy individuals without delusional ideation.

Aberrant salience was assessed behaviorally in terms of reaction time

differences to task irrelevant cues (SAT; Roiser et al. 2009). Partic-

ipants performed a self-reference task during fMRI where they judged

about the applicability of neutral trait words to themselves or to others

(Kelley et al. 2002). The correlation between aberrant salience attri-

bution and self-referential processing was tested.

Results: Schizophrenia patients displayed increased aberrant salience

attribution compared to healthy controls and delusion-prone individuals

(F(2,99) = 3.521, p = 0.033). The latter group displayed an interme-

diate aberrant salience score between the other two groups (p[ 0.1). In

the self-reference task, schizophrenia patients showed reduced activation

in the ventromedial prefrontal cortex (vmPFC; (9/38/1, t = 5.14, pFWE

for task effect = 0.001; -6/47–2, t = 4.61, pFWE for task

effect = 0.008)), while delusion-prone individuals did not differ from

healthy controls (t = 3.19; pFWE for task effect[0.5). In schizophrenia

patients, the activation of the vmPFC correlated negatively with the

aberrant salience attribution (9/38/1, r = -0.464, p = 0.039).

Conclusion: Higher aberrant salience attribution in schizophrenia

patients related to reduced vmPFC activation during self-relevance

suggests that the shift of attention towards irrelevant events may

impede the processing of self-relevant stimuli.
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P-10-002
Impaired insight and affective theory of mind in patients
with schizophrenia: an fMRI study

A. de Vos (GGZ Drenthe, Psychotic Disorders, Assen,

The Netherlands; M. Pijnenborg, D. Larabi, L. Steenhuis, C. Hooker,

L. van der Meer, A. Aleman)

Objective: Impaired insight affects 50–80 % of the patients with

schizophrenia. Many studies have related impaired insight to a worse

course of illness, making insight an important target for research. It

has been related to affective theory of mind, which is the ability to

take perspective and predict other people’s emotions based on a belief

state. Several studies found less brain activation in patients with

schizophrenia during affective theory of mind. In this study, we

investigated the relationship between impaired insight and brain

activation during affective theory of mind.

Methods: Thirty-four participants diagnosed with schizophrenia per-

formed an affective theory of mind task previously used by Hooker

et al. (2008) in a 3T fMRI scanner. The task consisted of forty static

social scenes which all comprised a false belief or true belief. Par-

ticipants were asked to identify or infer the emotion. Clinical insight

was measured using the Schedule of Assessment of Insight—Ex-

panded (SAI-E) and cognitive insight with the Beck Cognitive Insight

Scale (BCIS).

Results: No relationship was found between affective theory of mind and

insight on behavior level. On neural level, we found better clinical insight

to be related to increased activation in the right putamen and right middle

temporal gyrus. For cognitive insight, we found better insight to be related

to increased activation in the left inferior temporal gyrus, right supra-

marginal gyrus and decreased activation in the left anterior insula.

Conclusion: Our results demonstrated that brain areas involved in

TOM and self-processing were related to insight. This relationship

may reflect an inability to predict and infer other people’s emotions

by perspective taking and using that information to correct faulty self-

evaluations.
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P-10-003
Common and distinct neural effects of risperidone and olanzapine
during procedural learning in schizophrenia

V. Kumari (King’s College London, Institute of Psychiatry, London,

United Kingdom; U. Ettinger, S. Lee, C. Deuschl, A. Anilkumar,

A. Schmechtig, P. Corr, D. Ffytche, S. Williams)

Objective: Most cognitive domains show only minimal improvement

following typical or atypical antipsychotic treatments in schizophre-

nia, and some may even worsen. One domain that may worsen is

procedural learning (PL), an implicit memory function relying mainly

on the integrity of the fronto-striatal system. In this study, we

investigated, using functional magnetic resonance imaging (fMRI),

whether switching to atypical antipsychotics would improve PL and

task-related activation in patients on stable doses of typical antipsy-

chotics. Furthermore, we explored differential effects of the atypical

antipsychotics risperidone and olanzapine.

Methods: Thirty schizophrenia patients underwent fMRI during a

5-min PL (sequence learning) task on two occasions: at baseline and

6 weeks later. Of 30 patients, 10 remained on typical antipsychotics

and 20 were switched randomly in equal numbers to receive either

olanzapine or risperidone for 6 weeks.

Results: At baseline, patients (all on typicals) showed no PL. At

follow-up, patients who remained on typical antipsychotics con-

tinued to show lack of PL whereas those switched to atypical

antipsychotics displayed significant PL, and increased activation

in the superior-inferior frontal gyrus, anterior cingulate and

striatum. These neural effects were present as a linear increase

over five successive 30-s blocks of sequenced trials. A switch to

either risperidone or olanzapine resulted in comparable PL

improvement but with both overlapping and distinct task-related

activations.

Conclusion: Atypical antipsychotics are effective in restoring PL

deficits and associated neural activity in schizophrenia. Furthermore,

different atypical antipsychotics produce idiosyncratic task-related

neural activations and this specificity may contribute to their differ-

ential clinical profiles in the longer term.

Policy of full disclosure: None.

P-10-004
Is it me? Self-monitoring neural network and insight
in schizophrenia

A. Sapara (King’s College London, IOPPN Dept of Psychology -

PO78, London, United Kingdom; D. Ffytche, M. Cooke,

S. C. R. Williams, V. Kumari)

Objective: Self-monitoring, defined as the ability to distinguish

between self-generated stimuli from other-generated ones, is known to

be impaired in schizophrenia. This impairment has been theorised as

the basis for many of the core psychotic symptoms, in particular, poor

insight. The aim of this study was to investigate verbal self-monitoring

related neural substrates of preserved and poor insight in schizophrenia.

Methods: This study involved 40 stable schizophrenia outpatients, 20

with preserved and 20 with poor insight, and 20 healthy participants.

The three groups were preselected to match on age and sex, and the

two patient groups to have distinct insight levels. All participants

underwent functional magnetic resonance imaging (fMRI) during a

verbal self-monitoring task. Performance and fMRI data were anal-

ysed to determine how the two patient groups differed from each

other and healthy participants.

Results: Healthy participants showed higher performance accuracy

and greater thalamic activity than both preserved insight and poor

insight patient groups. Preserved insight patients showed higher

activity in the anterior cingulate cortex and medial frontal gyrus,

compared to healthy participants, and greater activity in the putamen,

compared to poor insight patients. Poor insight patients did not show

greater activity in any brain area compared to other two groups

(Fig. 1).

Conclusion: Intact or superior functioning of the anterior cingulate

and medial frontal areas promotes preservation of insight by sup-

porting self-awareness. Future studies may pursue therapeutic

avenues, such as cognitive interventions to promote self-monitoring

or targeted stimulation of relevant brain areas, as means of enhancing

insight in schizophrenia.
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Neural correlates of intentional behaviour in a healthy population
with high and low apathy

C. Kos (UMCG, NeuroImaging Center Cognitive Neuropsychiatry,

Groningen, The Netherlands; N. Klaasen, E. Opmeer, H. Knegtering,

M.-J. van Tol, A. Aleman)

Objective: Intentional behavior, one aspect of apathy, can be subdi-

vided into two categories, namely ‘what’ and ‘when’; choosing

appropriate behavior and the moment of execution. We investigated

the neural activation underlying these concepts in a subclinical pop-

ulation with high and low apathy.

Methods: The studied population consists of 40 healthy participants

scoring high or low on apathy. The neural correlates of intentional

behavior were investigated by means of the ‘self-initiative’ fMRI-task

(Hoffstaedter et al. 2012)., which elicits self-initiated behavior by

allowing participants to choose the content and timing of an action.

We applied the GLM in SPM12 to analyze the data. A flexible fac-

torial was made with group as between-subject factor and condition as

within-subject variable. Contrasts were made to compare the groups

on a ‘‘what-contrast’’ and a ‘‘when-contrast’’.

Results: Firstly, we replicated task effects across the whole sample.

Neural activation in relation to the ‘‘what-condition’’ was found in the

right supplementary motor cortex extending into the right superior,

middle and inferior frontal regions including the frontal operculum

and insula. In addition the right supramarginal gyrus and left inferior

parietal region, left superior temporal pole and bilateral calcarine

regions were activated. In relation to the ‘‘when-condition’’ the frontal

left superior, right middle, and inferior regions extending into the

right frontal operculum were activated. Also bilateral inferior parietal

regions and the bilateral cerebellum (crus) were activated in this

contrast. No differences between the high and low apathy groups on

the what- and when- conditions were observed.

Conclusion: Neural effects related to deciding what to do were pri-

marily found in the right frontal and parietal regions. In relation to

deciding when to act, similar areas were found but bilateral

involvement was observed. Although our population reported quite

high levels of apathy, no group differences were found.

Policy of full disclosure: None.

P-10-006
Is subclinical apathy related to neural alterations during set-
shifting?

N. Klaasen (UMCG NeuroImaging Center, Groningen,

The Netherlands; C. Kos, A. Aleman, E. Opmeer)

Objective: Apathy, a reduction in voluntary and purposeful behavior,

is a prominent and debilitating symptom of schizophrenia. Spalletta

et al. (2013) found subclinical levels of apathy in healthy adults as

well. Apathy may be due to alterations in cognitive control processes

such as set shifting (Levy and Dubois 2006). In this study, we

examined whether brain activation during set shifting is altered in

healthy adults with subclinical apathy.

Methods: Forty right-handed healthy participants were included in the

study. Apathy was evaluated using the Apathy Evaluation Scale

(AES; Marin 1991). Based on their AES scores participants were

divided into a low or high apathy group. During scanning, participants

performed a set shifting task (adapted from Shafritz et al. 2005) in

which they were presented with geometric shapes and were asked to

determine whether the shape was a target or non-target shape. The

target was changed several times during the task, so participants had

to maintain or switch cognitive set. Brain activation during the con-

trast target shift[ target maintain was examined and compared

between groups (threshold p\ 0.05, FWE cluster corrected, initial

threshold p = 0.001).

Results: Preliminary results showed that the participants in the low

apathy group experienced less apathy (M = 29.05, SD = 1.79) than

those in the high apathy group (M = 38.05, SD = 3.55, t(38) = -

10.131, p\ 0.001). The groups did not differ on age, gender and level

of education. Overall, set switching was associated with activation in

the left middle frontal gyrus (MiFG; (BA9, extending into BA8 and

BA6). People with low levels of apathy showed more activation in the

MiFG/supplementary motor area (BA6) during set switching.

Conclusion: Higher levels of apathy were related to decreased acti-

vation in the supplementary motor area, which is involved in

movement control. This may implicate that cognitive control of

behavior is altered in people with apathy.
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Schizophrenia patients with high negative symptoms show altered
fronto-parietal activation during working memory

J. Kaminski (Charité Campus Mitte Department of Psychiatry, Berlin,

Germany; L. Shayegan, Y. Fukuda, T. Katthagen, L. Deserno,

A. Heinz, F. Schlagenhauf)

Fig. 1 Group-difference activation patterns
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Objective: One candidate domain for identifying significant sub-

groups in schizophrenia by neurobiological mechanisms is cognitive

deficits. Cognitive deficits are present very early and very stable

during the course of the disease. Another stable parameter that is not

yet completely understood is negative symptoms (Galderisi et al.

2015). Here we tested differences in fMRI-activation during the

numeric n-back working memory task between schizophrenia patients

with strong negative symptoms compared to patients with low neg-

ative symptoms.

Methods: In a first step, standard univariate SPM analyses were

conducted to define local regional activation during the 2-back

working memory and the 0-back target detection task. Primary

regions of interest include the prefrontal- and parietal cortex. A

repeated-measures ANOVA was used to test the between subject

effect of negative symptoms measured by the scale for the assessment

of negative symptoms (SANS) on regional activation during working

memory measured by extracted parameter estimates from fron-

toparietal volumes of interest for the contrast ‘2-back–0-back’. In a

sample of N = 35 patients diagnosed with schizophrenia a median

split on the SANS was used to define two subgroups. The two sub-

groups did not differ in age, positive symptoms (PANSS, SAPS), in

neuropsychological measures or in medication measured by CPZ-

equivalences.

Results: We found no difference in task performance measured by d’

as accuracy measure for correct hits and false alarms. On a neuronal

level we found a significant effect of negative symptoms groups

(F = 4.354 p = 0.045) and a trend for the interaction region by

negative symptoms group (F = 3.124 p = 0.86). Post-hoc t test

indicate that subjects with strong negative symptoms show a larger

difference in 2-back–0-back activation in right parietal (T = -2.483

p = 0.018) and right prefrontal cortex (T = -2.276 p = 0.029).

Conclusion: Our results indicate a possible link between strong negative

symptoms and regional inefficiency during working memory.
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Improved correspondence of cortical working memory networks
in patients with schizophrenia after macro-anatomial alignment
of functional magnetic resonance imaging data

R. Bittner (University Hospital Frankfurt, Department of Psychiatry,

Frankfurt am Main, Germany; D. Linden, A. Kolomiiets, M. Frost,

R. Goebel, C. Haenschel)

Objective: Reduced activation observed in many functional magnetic

resonance imaging (fMRI) studies of patients with schizophrenia may

partly be caused by a larger degree of cortical anatomical hetero-

geneity. This would lead to a greater spatial variability of functional

activation clusters. Standard spatial normalization procedures which

align structural and functional data to a volume-based coordinate

system, e.g., MNI or Talairach space, cannot correct for this con-

found. Here we used a surface-based alignment method, which

operates in a cortical coordinate system and aligns brains using the

curvature information of the cortex. We investigated the effects of

this technique on the strength of cortical activation during working

memory (WM) in healthy controls and patients with schizophrenia.

Methods: We assessed brain activation during the performance of a

WM task in 17 patients with early-onset schizophrenia and 17 mat-

ched controls using fMRI. Anatomical scans were segmented,

reconstructed and morphed into spherical representations. We then

aligned the folding pattern of each cortical hemisphere to a

dynamically updated group average through iterative morphing fol-

lowing a coarse-to-fine matching strategy. We mapped the functional

data into a spherical coordinate system and analyzed them using a

random-effect GLM. We compared the results with those of a stan-

dard analysis in Talairach space.

Results: Our method reliably aligned cortical landmarks in all par-

ticipants. The overlap of functional activation increased in both

groups. However, this effect was more pronounced in patients,

leading to a larger increase of activation. Accordingly, while pre-

frontal hypoactivation in patients was still observed after cortex-based

alignment, it was less prominent.

Conclusion: Our findings indicate that activation differences between

patients with schizophrenia and healthy controls are in part attribu-

table to the patients’ higher degree of anatomical variability. Cortex-

based alignment corrects for this confound to a considerable degree.

This method appears to provide more reliable results in fMRI studies

of cognitive dysfunction in schizophrenia.
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Inefficient DLPFC recruitment in delusion-prone subjects
during a working memory task

Y. Fukuda (Psychiatry & Psychotherapy, Berlin, Germany;

T. Katthagen, L. Deserno, F. Schlagenhauf)

Objective: Reduced efficiency in prefrontal contribution to working

memory processing is a key finding in schizophrenia patients (De-

serno, Sterzer, Wüstenberg, Heinz & Schlagenhauf 2012). Subclinical

psychotic experiences also appear in the general population sup-

porting the notion of a psychosis continuum (van Os, Linscott, Myin-

Germeys, Delespaul, & Krabbendam 2009). However to date it has

not been investigated if delusion-prone individuals show similar

inefficient prefrontal activation as it has been observed in

schizophrenia patients. Therefore, DLPFC activation during working

memory was compared between delusion prone subjects and healthy

controls. We expected the delusion-prone individuals to show

increased DLPFC activation reflecting a decreased efficiency of

cortical activation.

Methods: During fMRI scanning 24 healthy subjects and 24 delusion

prone subjects performed a numeric n-back WM task that contained

of two conditions (‘‘0-back’’ and ‘‘2-back’’). Delusion prone subjects

were identified using the PDI with a cutoff of 10. Mean parameter

estimates were extracted from two literature-based unilateral DLPFC

masks and analysed using a repeated-measures ANOVA with the

factors hemisphere, condition and group.

Results: Performance did not differ between the two groups

(task 9 group interaction (2 9 2 ANOVA): F = 0.19, p = 0.667).

For the fMRI data, we found a significant hemisphere by condition by

group interaction [(-50 -12 34), t = 3.58, p FWE corrected for

DLPFC left VOI = 0.063]. Compared to healthy controls, delusion-

prone individuals displayed increased DLPFC activation in the left

hemisphere during the working memory task.

Conclusion: Investigating a subclinical delusion-proneness group, we

found increased DLPFC activation in a working memory task. Based

on previous studies on schizophrenia patients (Manoach 2003), we

interpret this alternated activity pattern as inefficient recruitment of

prefrontal regions for working memory processing. These neurocog-

nitive similarities in clinical and subclinical samples support the

notion of a psychosis continuum.
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Interactions between visual attention and spatial working
memory encoding in schizophrenia: an fMRI study

J. Mayer (Goethe University, Psychology, Frankfurt am Main,

Germany; F. Fußer, C. Rickmeyer, R. Bittner, L. Rösler,

C. Haenschel)

Objective: Behavioral findings suggest that working memory encod-

ing is abnormal in schizophrenia, which might be due to deficits in

selective attention. Furthermore, common processing limitations for

visual working memory encoding and attention have been localized in

visual, parietal, and premotor regions in healthy participants. In this

study we tested the hypothesis that working memory deficits in

schizophrenia are due to impaired processing capabilities shared by

working memory encoding and attention in these regions.

Methods: Nineteen schizophrenic patients and twenty-one healthy

controls underwent functional magnetic resonance imaging (fMRI)

while performing a task that combined visual search and delayed

discrimination of spatial locations. Participants were presented with a

search array, performed an easy or difficult visual search, and enco-

ded the locations of either one or three target items into working

memory. The fMRI analysis focussed on the encoding phase.

Results: Patients performed worse than controls when working

memory load was high. In patients, we observed a reduced working

memory load effect (higher activation for 3 vs. 1 location) at high

compared with low attentional demand (i.e., an interaction between

working memory load and attentional demand), specifically in pre-

motor and posterior parietal regions. This effect was less evident in

controls.

Conclusion: Competition for shared resources between visual work-

ing memory encoding and attention in posterior brain regions appears

to be increased in patients with schizophrenia, suggesting less effi-

cient recruitment of attentional mechanisms in the service of working

memory encoding. These disturbances may be one of the factors

contributing to working memory impairment in schizophrenia.
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P-10-011
Fronto-limbic novelty processing in acute psychosis: inefficient
hippocampal encoding and potential implications for delusions

B. Schott (Charité Berlin, Psychiatry and Psychotherapy, Berlin,

Germany; M. Voss, B. Wagner, T. Wüstenberg, E. Düzel, J. Behr)

Objective: Recent concepts have highlighted the role of the hip-

pocampus and adjacent medial temporal lobe (MTL) in positive

symptoms like delusions in schizophrenia. In healthy individuals, the

MTL is critically involved in the detection and encoding of novel

information.

Methods: Here, we aimed to investigate whether dysfunctional nov-

elty processing by the MTL might constitute a potential neural

mechanism contributing to the pathophysiology of delusions, using

functional magnetic resonance imaging (fMRI) in 16 unmedicated

patients with paranoid schizophrenia and 20 age-matched healthy

controls. All patients experienced positive symptoms at time of par-

ticipation. Participants performed a visual target detection task with

complex scene stimuli in which novel and familiar rare stimuli were

presented randomly intermixed with a standard and a target picture.

Results: Presentation of novel relative to familiar images was asso-

ciated with hippocampal activation in both patients and healthy

controls, but only healthy controls showed a positive relationship

between novelty-related hippocampal activation and recognition

memory performance after 24 h. Patients, but not controls, showed a

robust neural response in the orbitofrontal cortex (OFC) during pre-

sentation of novel stimuli. Functional connectivity analysis in the

patients further revealed a novelty-related increase of functional

connectivity of both the hippocampus and the OFC with the rostral

anterior cingulate cortex (rACC) and the ventral striatum. Notably,

delusions correlated positively with the difference of the functional

connectivity of the hippocampus versus the OFC with the rACC.

Conclusion: Taken together, our results suggest that alterations of

fronto-limbic novelty processing may contribute to the pathophysi-

ology of delusions in patients with acute psychosis.
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Why are help-seeking subjects at ultra-high risk for psychosis
help-seeking?

I. Falkenberg (Philipps-University, Psychiatry & Psychotherapy,

Marburg, Germany; L. Valmaggia, M. Byrnes, M. Frascarelli,

C. Jones, M. Rocchetti, B. Straube, S. Badger, P. McGuire,

P. Fusar-Poli)

Objective: Besides attenuated psychotic symptoms, individuals at

high clinical risk of developing psychosis display a wide range of

psychopathological features. Some of these may be subjectively

perceived as more troubling than others and may therefore be more

likely to trigger help-seeking behavior. We aimed at investigating the

nature and prevalence of symptoms subjectively considered most

distressing by high-risk individuals at the time of their presentation to

early recognition services and to determine their impact on baseline

and longitudinal functional and clinical outcomes.

Methods: The clinical records of 221 clients meeting ultra-high risk

(UHR) criteria and receiving care at a specialized early intervention

service (‘‘Outreach and Support in South London’’) between 2001 and

2011 were reviewed. Main outcome measures were reason to seek

help as subjectively reported by the clients, comorbid DSM-IV SCID

diagnoses, transition to psychosis, psychosocial functioning at base-

line and after a median follow-up period of 4.5 years.

Results: Affective symptoms, i.e., depression and/or anxiety were the

most commonly reported subjective reasons to seek help (47.1 %).

Sub-threshold psychotic symptoms were reported by 39.8 %. There

was no significant association between subjective complaints at pre-

sentation and transition to psychosis. However, the group reporting

affective symptoms as their main subjective reason to seek help at

baseline had a significantly poorer longitudinal outcome in psy-

chosocial functioning relative to the group reporting sub-threshold

psychotic symptoms.

Conclusion: Assessment of subjective complaints in UHR individuals

at initial presentation may help to identify predictors of future func-

tional outcome and tailor treatments accordingly.
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P-11-002
Patterns of risk status in repeated measures over time: to what
degree do they inform about conversion risk?

F. Schultze-Lutter (University of Bern, Child & Adolescent

Psychiatry, Bern, Switzerland; S. Ruhrmann, B. G. Schimmelmann,

J. Klosterkötter, S. J. Schmidt)
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Objective: The basic symptom criterion ‘‘cognitive disturbances’’

(COGDIS) and ultra-high risk (UHR) criteria, in particular attenuated

psychotic symptoms (APS) but also the less frequent transient psy-

chotic symptoms (BIPS), are commonly used for the prediction of

psychosis. However, their predictive value has been assessed so far

only by survival analyses using one-time baseline ratings and time-to-

conversion. Thereby, potentially risk status-informative fluctuations

in risk criteria ratings over time remained unaccounted for. Therefore

we studied if and how the predictive value of COGDIS and APS and

their combination might be influenced by their presence across dif-

ferent assessment times.

Methods: In a naturalistic 24-month study funded by a research grant

of the German Research Foundation (DFG), 146 patients at risk for

‘‘cognitive-perceptive basic symptoms’’ were repeatedly examined

(monthly assessments until month 6, thereafter 3-monthly) for

COGDIS and APS with the Schizophrenia Proneness Instrument,

Adult version, and the Structured Interview of Prodromal Syndromes.

Joint latent class analysis was applied to identify different patterns of

risk criteria over time and to detect the degree of their association

with risk for conversion to psychosis.

Results: The final model included 4 classes: neither COGDIS nor

APS, exclusively COGDIS, exclusively APS, and the combination of

COGDIS and APS. Class-specific trajectories and survival functions

were associated with an increased risk for the conversion to psychosis

from a mild to an intense degree, demonstrating a superior perfor-

mance of the combination of COGDIS and APS.

Conclusion: This result reinforces earlier results of a clearly superior

psychosis-predictive value of the combination of APS and COGDIS

at baseline and shows that the superior performance of this combi-

nation is maintained over time, i.e., independent of when it occurs.

Thus, patients with an increased symptomatic risk for psychosis

should be repeatedly monitored for APS and COGDIS to assess shifts

in risk status.
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P-11-003
Mechanisms of transmission of health and risk in parents
with schizophrenia or bipolar disorder and their offspring
(The WARM Study)

A. Macbeth (University of Edinburgh, Clinical Psychology,

Edinburgh, United Kingdom; K. Davidsen, J.-M. Lundy, K. Røhder,

C. Høier Trier, M. Nyström-Hansen, A. Gumley, S. Harder)

Objective: Approximately half of infants of parents with complex

mental health problems such as psychosis and mood disorder develop

mental disorders themselves and thus have a markedly increased risk

compared to the normal population. The purpose of this study is to

establish the feasibility of developing a cohort of pregnant women

with severe mental disorder and to identify biological and psy-

chosocial transmission mechanisms involved in the development of

‘risk’ and ‘resilience’ in the offspring. A High-Risk developmental

trajectory in infants is likely to be caused by a complex interaction

between multiple biological, psychological and social factors. The

WARM study focuses specifically on examining the impact of

physiological stress-sensitivity (cortisol), attachment, care-giving and

the familial/social context on care-giving and infant development.

Methods: The project is a longitudinal cohort study, identifying and

recruiting women during pregnancy presenting in four groups: (1)

lifetime DSM-V diagnosis of schizophrenia (n = 50); (2) lifetime

diagnosis bipolar disorder (n = 50); lifetime diagnosis of moder-

ate/severe depression (n = 50); non-clinical control (n = 50). The

cohort will be recruited in Denmark and Scotland. After baseline

assessment antenatally, mother’s and their infant’s will be followed

up at 1–7 days, 4-, 16-weeks and 12-months postnatally. We will

measures symptoms (PANSS, Bech, MADRS), stress-sensitivity

(maternal and infant salivary cortisol), maternal intelligence (Rey-

nolds Intellectual Screening Test), maternal attachment (Adult

Attachment Interview, Adult Attachment Projective, Psychosis

Attachment Measure), neonatal behaviour (NNNS), mother-infant

interaction (Caregiving Inventory, Still Face procedure) and social

factors (significant others, childhood trauma, demographics) .

Results: Recruitement in both Scotland and Denmark commenced in

November 2014.

Conclusion: The WARM study will establish feasibility of developing

a cohort of pregnant women with severe mental disorder. We will also

develop the research evidence base for improved treatment frame-

works for this clinical group.

Policy of full disclosure: None.

P-11-004
Mediation models from childhood adversity to depressiveness
in patients at-risk for psychosis and in help-seeking controls

F. Schultze-Lutter (University of Bern, Child & Adolescent

Psychiatry, Bern, Switzerland; S. Ruhrmann, B. G. Schimmelmann,

J. Klosterkötter, S. J. Schmidt)

Objective: Childhood adversity (CA) is associated with poor mental

health outcomes including psychotic symptoms. However, the

mechanisms linking CA to the development of psychosis are still

poorly understood—in both their nature and the specificity of links

for psychosis development. Possible links (mediators) are an

excessive use of external attributions, dysfunctional coping pat-

terns, and depressive symptoms that were associated with CA in

healthy subjects but have not been studied in patients at-risk for

psychosis.

Methods: Pathways models from CA to depressiveness were gener-

ated based on literature and examined separately in two samples by

structural equation modeling: 137 patients at-risk for psychosis and

228 help-seeking controls. Mediators between CA (Trauma and

Distress Scale) and depressiveness (BDI II) were attribution style,

self-efficacy (Competence and Control Beliefs Questionnaire) and

coping strategies (Stress-Coping-Questionnaire).

Results: As expected, both final models showed 3 pathways running

from CA to external attributions and low-self-efficacy, from these

beliefs to maladaptive coping strategies and from there to depres-

siveness (CFI[ 0.9, RMSEA\ 0.1). In addition to these 3 direct

pathways, the at-risk group displayed an alternative effect of CA on

maladaptive coping.

Conclusion: Our findings suggest that CA generally increases the risk

for mental health problems by the development of dysfunctional

attributions and low self-efficacy that lead to maladaptive coping

strategies and heightened levels of depressiveness with an additional

effect of CA on maladaptive coping in at-risk patients. Thus, inte-

grated interventions targeting these factors may enhance resilience

and, thereby, prevent both the persistence of distressing symptoms

and their progression to mental disorders, including psychosis.
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P-11-005
Insecure attachment styles as mediators between poor childhood
care and schizophrenia-spectrum phenomenology: an interview
study

T. Sheinbaum (UAB, Clinical and Health Psychology, Barcelona,

Spain; A. Bifulco, S. Ballespı́, M. Mitjavila, T. R. Kwapil,

N. Barrantes-Vidal)

Objective: Insecure attachment styles have received theoretical

attention and some initial empirical support as mediators between

childhood adverse experiences and psychotic phenomena, but further

specificity needs investigating. The current interview study examined

(1) whether two forms of poor childhood care, namely parental

antipathy and role reversal, were associated with subclinical positive

and negative symptoms and schizophrenia-spectrum personality dis-

order (PD) traits, and (2) whether such associations were mediated by

specific insecure attachment styles.

Methods: A total of 214 nonclinical young adults were interviewed

for poor childhood care (Childhood Experience of Care and Abuse

Interview), attachment style (Attachment Style Interview), subclinical

symptoms (Comprehensive Assessment of At-Risk Mental States),

and schizophrenia-spectrum PDs (Structured Clinical Interview for

DSM-IV Axis II Disorders).

Results: Parental antipathy and role reversal were associated with

subclinical schizophrenia-spectrum phenomenology. Angry-dismis-

sive attachment mediated associations between antipathy and

subclinical symptoms and both angry-dismissive and enmeshed

attachment mediated associations of antipathy with paranoid and

schizotypal PD traits. Enmeshed attachment mediated associations of

role reversal with paranoid and schizotypal PD traits.

Conclusion: Attachment theory can inform lifespan models of how

adverse developmental environments may increase the risk for psy-

chosis. Insecure attachment provides a promising mechanism for

understanding the development of schizophrenia-spectrum phe-

nomenology and may offer a useful target for prophylactic

intervention.
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P-11-006
Association of early psychosis patients’ and relatives’ attachment
style with clinical and functional presentation

L. Hinojosa-Marqués (Universitat Autònoma Barcelona,

Psicologia Clı́nica i Salut, Bellaterra, Spain; T. Sheinbaum,

P. Cristòbal-Narváez, M. Monsonet, T. R. Kwapil,

T. Domı́nguez-Martı́nez, N. Barrantes-Vidal)

Objective: Research is increasingly indicating that patient attachment

style impacts on psychosis symptom expression and functional

adaptation. However, the role of relatives’ attachment style is cur-

rently understudied. This study examined whether attachment styles

of both early psychosis patients and their unaffected relatives were

associated with patients’ clinical and functional presentation.

Methods: Participants were 31 patients in the early stages of psy-

chosis (including 20 ARMS and 11 FEP) and their respective

relatives. Relatives and patients completed the Psychosis Attachment

Measure; patients were also assessed with the Positive and Negative

Syndromes Scale and two complementary measures of social func-

tioning, one based on the clinicians’ perspective (the Global

Functioning—Social Scale) and another based on the patients’ per-

spective (the short version of the Social Functioning Scale).

Correlation analyses examined the associations of patient and relative

attachment dimensions (anxiety and avoidance) with patient symptom

dimensions (positive, negative and general psychopathology) and

functioning.

Results: Patients’ attachment anxiety was positively associated with

general psychopathology, whereas no association was found with

attachment avoidance. Self-reported social functioning was positively

associated with patients’ attachment anxiety and negatively associ-

ated with patients’ attachment avoidance. As for relatives’ attachment

dimensions, relatives’ attachment anxiety was inversely related to

patients’ negative symptoms. No significant associations were found

with relatives’ attachment avoidance. Of note, all significant associ-

ations were of medium effect size.

Conclusion: The preliminary findings suggest the relevance of con-

sidering the role of the relatives’ attachment style, given that

attachment styles of both patients and relatives may affect the

expression of symptoms/functioning in the early stages of psychosis.

Future studies may consider examining how patients’ and relatives’

attachment styles interact with other components of the family

environment (e.g., relatives’ expressed emotion and illness attribu-

tions) in affecting the course of early psychosis.
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P-11-007
Attention hyperactivity phenotype in children and adolescents
offspring of schizophrenia and bipolar disorder: a controlled
study

V. Sanchez-Gistau (Hospital Clinic, Child and Adolescent psychiatry,

Barcelona, Spain; S. Romero, E. de la Serna, G. Sugranyes, I. Baeza,

D. Moreno, E. Rodriguez, C. Moreno, J. Castro-Fornieles)

Objective: Previous offspring studies of Schizophrenia (SZ) and

Bipolar (BP) have reported higher rates of Attention Deficit Hyper-

activity Disorder (ADHD) compared to controls. However there is a

lack of studies comparing psychopathological and subthreshold psy-

chotic symptoms in children BP-offspring (BpO) and SZ-offspring

(SzO). We hypothesize that both genetic risk subjects will present

higher rates of psychopathology, specially ADHD and higher pro-

portion of subsyndromal prodromal symptoms than community

control offspring (CcO). Moreover, these rates will be higher in SzO

than BpO. Finally, genetic high risk subjects with ADHD will present

more prodromal psychotic symptoms than without ADHD.

Methods: BP and SZ parents with children aged between 7 and 17

were recruited through two adult mental health services in Spain. 90

BpO, 41 SzO and 107 CcO were assessed by a qualified psychiatrist

blinded to parental status. Psychopathology and prodromal symptoms

were evaluated by K-SADS-PL and Structured Interview for Pro-

dromal Symptoms, respectively. To account for the effects of sibling

correlation, binary Generalised Estimating Equations were performed.

Results: Both SzO and BpO presented higher rates of ADHD than

CcO. ADHD was also more prevalent in SzO than BpO (OR (CI) 2.17

(1.02–4.61) p\ 0.5). SzO scored higher than both BpO and CcO in

all subscales of the SOPS and BpO scored higher than CcO in neg-

ative, disorganized and general subscales. Genetic risk subjects with

ADHD scored higher in all subscales of the SOPS and presented

lower functioning than non-ADHD subjects.

Conclusion: We suggest a gradient of clinical severity between SzO,

BpO and CcO. ADHD was the most common clinical phenotype,

being more frequently diagnosed in SzO. ADHD children presented

more prodromal psychotic symptoms than non ADHD, however any

of them fulfilled criteria for an attenuated psychotic syndrome. The

longitudinal follow-up might help to elucidate the meaning of ADHD

phenotype in genetic risk children.
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P-11-008
Associations of different measures and facets of self-esteem
with paranoia in early psychosis

M. Monsonet (Universitat Autònoma Barcelona, Psicologia Clı́nica i

Salut, Bellaterra, Spain; P. Cristóbal-Narváez, T. Sheinbaum,

T. Domı́nguez-Martı́nez, T. R. Kwapil, B.-V. Neus)

Objective: Paranoia and self-esteem have been widely associated in

the literature, but the precise nature of their association remains

unclear. The current study investigated whether (a) global and specific

facets of self-esteem (positive and negative self-beliefs) show dif-

ferential associations with paranoia, and (b) whether such distinction

holds for momentary (Experience Sampling Methodology; ESM) and

psychometric measures of trait self-esteem and paranoia.

Methods: 28 early psychosis (18 At-Risk Mental State and 10 First-

Episode Psychosis) patients were signaled randomly eight times daily

for one week to complete questionnaires about their thoughts, feel-

ings, behaviors, and psychotic-like symptoms (momentary or ESM-

paranoia and self-esteem measures). Psychometric measures com-

prised the Rosenberg Self-Esteem Scale (RSES) and the Positive and

Negative Syndromes Scale (PANSS).

Results: ESM-paranoia was associated with low ESM global self-

esteem. When both facets of self-esteem were considered separately,

ESM paranoia was associated with ESM negative self-beliefs and

inversely associated with ESM positive self-beliefs. ESM paranoia

was also associated with total RSES. When the facets were considered

separately, ESM paranoia showed an association with RSES positive

self-beliefs, whereas no association was found with negative self-

beliefs. Finally, paranoia as assessed by the PANSS was not associ-

ated with total RSES or its facets.

Conclusion: ESM and questionnaire assessments of self-esteem and

its facets showed distinct patterns of associations with momentary

paranoia and clinician ratings of paranoia. It has been proposed that

different assessment methods may tap different aspects of the self

(e.g., ESM assessments would tap the ‘‘experiencing self’’). The

findings suggest that taking into account these different aspects of the

self, as well as the different facets of self-esteem, is relevant for

increasing our understanding of the role of the self in paranoia.

Policy of full disclosure: None.

P-11-009
Positive and negative schizotypy prediction of prodromal
symptoms and schizophrenia-spectrum personality disorder
traits: a 3-year prospective study

A. Racioppi (Universitat Autonoma Barcelona, Psicologia Clı́nica i

de Salut, Bellaterra, Spain; T. Sheinbaum, S. Ballespı́, M. Mitjavila,

G. M. Gross, T. R. Kwapil, N. Barrantes-Vidal)

Objective: Schizotypy, a multidimensional personality organization,

is a helpful construct for investigating the development of

schizophrenia-spectrum psychopathology. There is ample evidence

supporting the validity of the positive and negative schizotypy

dimensions; however, longitudinal investigations remain scarce. This

study examined the prospective associations of positive and negative

schizotypy with interview measures of prodromal symptoms and

schizophrenia-spectrum personality disorder (PD) traits.

Methods: Data were derived from an ongoing longitudinal project

examining risk for psychosis. At the first assessment, 547 nonclinical

Spanish young adults completed the Wisconsin Schizotypy Scales. At

the third assessment, approximately 3 years later, a selected subset of

these participants (n = 103), oversampled for high schizotypy, were

interviewed for prodromal symptoms (Comprehensive Assessment of

At-Risk Mental States) and schizophrenia-spectrum PDs (Structured

Clinical Interview for DSM-IV Axis II Disorders). A series of linear

regressions were computed to examine the variance accounted for by

positive and negative schizotypy in predicting symptoms and PD traits.

Results: Positive schizotypy predicted positive, behavioral, and gen-

eral psychopathology symptoms. Negative schizotypy predicted

emotional disturbance and schizoid PD traits. In addition, both

dimensions predicted motor/physical symptoms as well as paranoid

and schizotypal PD traits.

Conclusion: Positive and negative schizotypy showed meaningful

distinctive and overlapping prospective associations with prodromal

symptoms and schizophrenia-spectrum PD traits, providing evidence

of the predictive validity of these dimensions. The findings under-

score the notion that schizotypy provides a valid framework for

identifying risk for psychosis and the study of etiological mechanisms

and trajectories of risk and resilience that should inform prophylactic

interventions.
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P-11-010
Symptoms severity at admission is related to insight at discharge
in first episode of psychosis

J. L. Fernandez Gonzalez (Hospital San Juan de la Cruz, Inpatient

Psychiatric Unit, Ubeda, Spain; A. Lopez Diaz, I. Lara Ruiz-

Granados)

Objective: To determine whether there is significant correlation

between the severity of symptoms and insight in first episode psy-

chosis (FEP) inpatients. The study emerge from a perception in our

clinical practice: different psychopathological clusters diverge in the

strength they are related to insight.

Methods: Observational study of a pragmatic sample of 21 patients

over 18 years of both sexes admitted to an inpatient ward with FEP

diagnosis at discharge (schizophrenia spectrum disorders). The

severity of symptoms was assessed with the Brief Psychiatric Rating

Scale (BPRS) at admission and discharge. Patient insight was

assessed with the Scale to assess Unawareness of Mental Disorder

(SUM-D) at discharge. The analysis of the correlation between

BPRS total score, subscales score and insight was made using the

Pearson correlation coefficient and a p-value for a significance level

at p\ 0.05.

Results: There is a statistical significant correlation between the total

BPRS score at admission and SUMD score at discharge of r = 0.55

(p = 0.009). Among symptom subdomains, the negative subscale

score at admission displays a stronger correlation (r = 0.63,

p = 0.002). Moreover, there is also a statistical significant correlation

between the total BPRS score at discharge and SUMD score of r = 0.68

(p = 0.007) as well as in its negative subscale (r = 0.62, p = 0.002).

Conclusion: A statistical significant association between the overall

severity of symptoms and insight is observed as it was to be expected.

In this respect, negative symptomatology and cognitive impairment

appear to have a strong relationship with the awareness of illness.

These findings reinforce previous evidence in favour of the rela-

tionship between insight and severity of symptoms in psychosis and

contribute to support this hypothesis in FEP population.
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P-11-011
Predicting depressive symptoms in a recent onset psychosis
patient

Spanish Metacognition Study Group (Sant Joan de Deu Hospital,

Barcelona, Spain; A. Guasp Tortajada, E. Lorente-Rovira, A. Luengo,

B. Llacer, J. M. Carot, J. Sanjuan)

Objective: To study depressive symptoms prevalence in a sample of

recent onset psychosis and to identify its clinical and cognitive

predictors.

Methods: 122 cases with a recent onset psychosis and diagnosis of

schizophrenia spectrum disorder with ages between 16–45 were

assessed with Beck Depression Inventory (BDI-II) as main measure.

Other variables identified as potential predictors were: The Positive

Subscale from PANSS (PANSS P), the Psychotic Symptoms Rating

Scale (PSYRATS)-Hallucinations and Delusions, which include 11

and 6 dimensions respectively, the Rosenberg Self-Esteem Scale, the

Irrational Beliefs Test (TCI-R) that consist of 10 subscales, and

finally, a measure of attributional style (Internal, Personal and Situ-

ational Attributions Questionnaire (IPSAQ). A linear regression

model was used for predicting levels of depression from all the

variables described before, using a stepwise method.

Results: 64.8 % of patients present at least mild depressive symptoms,

7.4 % of them displaying severe symptoms. A 26.2 % of the patients

present clinical depression. A model including 6 variables was able to

predict the 63.8 % of depression variance: Self-esteem from Rosen-

berg Self-Esteem Scale (t = -6.82; sig = 0.00), PANSS P (t = 4.46;

sig = 0.00), Helplessness for change from TCI-R (t = 2.23;

sig = 0.03), Awareness of mental disorder from SUMD (t = -5.20;

sig = 0.00), Awareness of the social consequences of mental disorder

from SUMD (t = 3.99; sig = 0.00) and Dependency from TCI-R

(t = -3.46; sig = 0.00).

Conclusion: Depression is highly prevalent in young patients with

recent onset psychosis. Clinical and cognitive variables are able to

predict an important variance of depression: Higher severity of pos-

itive symptoms, helplessness for change and awareness of the social

consequences of mental disorder along with lower self-esteem,

awareness of mental disorder and dependency have been identified as

predictors.
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P-11-012
12 months follow-up of a child and adolescent sample at risk
for psychosis

M. Dolz (Hospital Sant Joan de Déu, Barcelona, Spain; J. Tor,

M. Pardo, D. Muñoz, E. De la Serna, V. Sánchez-Guistau, J. Álvarez,

G. Sugranyes, I. Baeza)

Objective: The aim of this study is to determinate clinical charac-

teristics and outcome of a child and adolescent sample at 12 months

follow-up.

Methods: Data has been collected from an on-going prospective,

naturalistic and multicentric study from Hospital Clinic and Hospital

Sant Joan de Déu of Barcelona. Help-seeking child and adolescent

(10–17 years) were recruited. Inclusion criteria: (1) Attenuated pos-

itive or negative symptoms in the previous 12 months (2) Brief

limited intermittent psychotic symptoms (3) First or second degree

relative with schizophrenia or schizotypical disorder plus impairment

of functioning. Exclusion criteria: IQ\ 70 and a diagnosis of neu-

rodevelopmental disorder. Prodromal symptoms were assessed by

The Semistructured Interview for Prodromal Syndromes (SIPS), and

functional outcome was assessed by the Global Assessment of

Functioning (GAF), by the Global Functioning Role Scale (GFRS)

and the Global Functioning Social Scale (GFSS).

Results: At 12 months follow-up, 32 high risk patients were assessed

(mean age 15.35 ± 1.83), 19 girls (59 %) and 13 boys (41 %). 28 %

of the sample has converted to fully psychotic disorder; 2 at the

6 months assessment and 7 at the 12 months assessment. 55.5 %

(n = 5) of the ones who have converted were girls and 44.5 %

(n = 4) were boys. Three converted to bipolar disorder and 6 to

psychotic disorder NOS. The non-converted group has improved in

all the clinical and functional scales: the attenuate positive symptoms

(p\ 0.001), the attenuated negative ones (p\ 0.001), the disorga-

nized subtype (p\ 0.001) and the general subscale (p\ 0.001). The

GAF, GFRS and GFSS also improve significantly.

Conclusion: Child and Adolescent population presents similar tran-

sition rates than adult and youth samples. Patients show a significant

reduction of prodromal symptoms and functional improvement

according recent literature. However, a larger sample should be col-

lected in order to generalize these results.
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P-12 Comorbidity

P-12-001
Schizophrenia and left eye maculopathy

E. Neroutsos (General Hospital, Thriasion Psychiatric, Magoula

Elefsina, Greece; S. Foteli, M. Fiste, A. Zachariadis)

Objective: A 25 years old patient was hospitalized in our psychiatric

clinic of Thriasio Hospital due to relapse on schizophrenia and can-

nabis use disorder. We present the diagnostic and therapeutic

procedures we followed to assist the patient.

Methods: Presentation of a clinical case, Medline research.

Results: Mr. P presented to our hospital with delusions of reference,

delusions of control, psychomotor agitation and mood irritability,

auditory and visual hallucinations but he also reported to see

shines. He did not experience suicidal thoughts and his sleep and

appetite were unchanged. The physical examination was unre-

markable, with no evidence of focal neurological signs, movement

disorder or soft neurological signs. Investigations included routine

blood tests, which were within normal ranges except from toxi-

cological urine. The electroencephalogram was also normal.

Because of the visual hallucinations an Ophthalmological exami-

nation with the use OCT took place and Maculopathy in the left

eye as well as Vitreous Condensation in the right eye were diag-

nosed. The Maculopathy was attributed to the fact that the patient

was staring at the sun for many hours per day. In the psychiatric

unit, treatment with Risperidone 6 mg per day and Valproic acid

1000 mg per day were initiated. The patient responded well. His

residual symptoms disappeared, and he was successfully discharged

home.

Conclusion: We must never forget that in every sign or symptom of

mental illness we should primarily exclude the organic agent.
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Oral health in persons with psychosis: a population-based study

K. Partti (National Institute of Health and Welfare, Mental Health

Unit, Helsinki, Finland; L. Suominen, J. Perälä, S. Saarni,

M. Vehkalahti, M. Knuuttila, J. Lönnqvist, J. Suvisaari)
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Objective: Persons with schizophrenia suffer from increased comor-

bidity and mortality from medical disorders. However, the oral health

of persons with psychosis has received less attention. Our study is the

first population-based study to assess oral health status in persons with

psychosis.

Methods: The study was based on a nationally representative sample

of 8028 Finns aged 30 or over. The DSM-IV psychiatric diagnoses

were based on a consensus procedure utilizing both the SCID-I

interview and medical records. Oral health status was assessed in a

comprehensive clinical oral examination; additional information was

collected by interviews.

Results: Persons with schizophrenia had 2.6 times the odds of having

lost all their teeth compared with the general population after

adjusting for age and gender (95 % CI 1.2–5.5). Moreover, the

number of decayed teeth was higher among individuals with

schizophrenia and affective psychosis (2.3 in both groups vs. 0.8 in

the general population, p = 0.006 and p = 0.022 respectively). No

significant differences were found for periodontal disease.

Conclusion: Tooth loss and decay are more common among persons

with schizophrenia compared with the general population. The poor

oral health of persons with psychosis deserves clinical attention

especially considering its negative impact on quality of life and

general health.
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P-12-003
Clinical-dynamic characteristics of schizophrenia in patients
of the somatic network

V. Lebedeva (Mental Health Research Institute, Tomsk, Russia;

A. Semke, E. Yurovskaya)

Objective: Relevance is conditioned by high prevalence of mental

diseases and disturbances in the somatic network, with representation

of all nosological groups, including schizophrenia. To study clinical-

dynamic characteristics of patients with schizophrenia and to develop

forms and methods of the specialized care.

Methods: Clinical-epidemiological, clinical-dynamic, statistical.

Material: Patients with mental disorders revealed in the somatic

network (n = 680).

Results: Among the contingent of groups of patients needing systematic

therapy, patients with schizophrenia made 7.4 % (0.6 on 1000 of the

population served by the policlinic). Comorbidity with somatic pathol-

ogy was revealed in 28.4 % that was reliably less (p\0.5), than in

patients with borderline mental disorders. Mean age of onset of diseases

was 26.5 ± 3.1 years, mean age of seeking for help of psychiatrist of the

policlinic was 31.6 ± 3.2 years. Clinical forms of schizophrenia

revealed were as follows: simple schizophrenia —42 %, paranoid—

37 %, schizotypal—10.5 %, schizophrenia-like—10.5 %. Comorbid

somatic pathology was represented by mild register of the disease and

was only the reason to seek for help of physicians of the somatic net-

work. In current state during primary visit to the psychiatrist patients had

mental symptoms in 84.2 % of cases, somatic and vegetative—in

10.5 %, mixed (mental and somatic-vegetative)—5.3 %. Pre-policlinic

stage was 4.0 ± 0.7 years that was reliably (p\0.5) shorter than in

patients with schizophrenia but without comorbid somatic pathology in

whom pre-policlinic stage was up to 10 years and more.

Conclusion: Only complex assessment of the state of health (somatic,

mental, and psychological) allows diagnosing at earlier stages not

only borderline mental disorders, but also schizophrenia spectrum

disorders at different stages of the disease, including the most

important stage—out-patient one.
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P-12-004
First episode of schizophrenia is characterized by pronounced
metabolic disturbances

M. Uzbekov (Research Institute of Psychiatry, Brain Pathology,

Moscow, Russia; E. Misionzhnik, A. Shmukler, N. Smolina,

T. Syrejshchikova, S. Shikhov)

Objective: Aim. The aim of the study was to investigate the state of

parameters characterizing different sites of metabolism and the degree

of endogenous intoxication in first-episode drug-naı̈ve schizophrenic

(FES) patients.

Methods: Methods. Platelet monoamine oxidase (MAO) and serum

semicarbazide-sensitive amine oxidase (SSAO) activities, serum

concentrations of middle-mass endotoxic molecules (MMEM),

malondialdehyde and parameters of the serum albumin functional

state—‘‘effective albumin concentration’’ and ‘‘reserve of albumin

binding’’ (using steady-state fluorescent spectroscopy) were measured

in 26 FES patients (F20.0 according ICD-10 criteria) and 15 age-

matched healthy controls.

Results: Results. Severity of disorder prior the treatment was 75.5 ± 2.2

according to PANSS score. FES patients were characterized by signifi-

cant increase in MAO activity (99 %) and MMEM concentration

(124 %) and significant decrease in SSAO activity (26 %) as compared

with controls. Changes of all other parameters were insignificant.

Regression analysis showed a significant relationship between three

variables—MAO (p = 0.01), SSAO (p = 0.01) and MMEM (p = 0.02)

with PANSS score (index of the severity of disease).

Conclusion: Conclusion. Factor analysis has shown that monoamine

oxidase and semicarbazide-sensitive amine oxidase are intrinsic com-

ponents of, and most closely connected with, pathogenetic mechanism

of FES. Endogenous intoxication is already formed in FES patients.

Disturbances in albumin functional state can be detected only using

method of pulse laser fluorescent spectroscopy with subnanosecond

resolution. Comparing our earlier data on chronic schizophrenic

patients with present data we hypothesize that FES patients are at the

stage that leads to a stable, pathological state of metabolism.
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P-12-005
Comorbid intellectual disability in a schizophrenic framework:
case report

C. Bonadio (CAISM Santa Casa de São Paulo, Psiquiatria, São Paulo,

Brazil; B. Tasso, J. Maldos)

Objective: To report the case of a patient with schizophrenia and

intellectual disability. To list the main features of the etiology and

development of the two disorders. To highlight treatment challenges

and the relevance of an early diagnosis.

Methods: Collection of the anamnesis from the patient and its rela-

tives, and review of the medical chart.

Results: Tr, 29 years old, male, hospitalized in December 2014 for

psychomotor agitation. The patient had a follow-up in day hospital

when he became confused about his medication and did not take it for

a whole week (olanzapine 20 mg/day). He was complaining about

abdominal pain and saying that insects were walking through his

body. The psychiatric treatment started at the school’s request when

he was 16 years old. During this period, he was presenting prodromal

symptoms like interpersonal difficulties, aggressivity and learning

disabilities. At 21 years old, he was hospitalized for his first episode

of psychosis. The patient had a second hospitalization in 2011, when

he stopped taking his medication and experienced coenesthetic
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hallucinations. During this hospitalization, we reintroduced olanzap-

ine and the patient had a partial remission of symptoms and an

improvement in the illness insight. He was referred to the day hospital

care. No impairment of affectivity was observed throughout the

hospitalization, the patient showing a wide range of interests and

interacting with his environment and the multidisciplinary team.

Conclusion: Evidence suggests a common genetic etiology between

schizophrenia and intellectual disability. The comorbidity infers a worst

prognostic. However, during the evolution of that case, a significant

remission of symptoms during inter-critical periods occurred, which

suggests that the intellectual disability could be a protective factor to the

development of a thorough negative syndrome. More studies are needed

to have a better understanding of the comorbid intellectual disability in a

schizophrenic framework, as well as to overcome the remaining gaps in

the diagnostic and treatment of both disorders.

Policy of full disclosure: None.

P-12-006
Possible predictors and consequences of alcohol abuse
in schizophrenic patients

S. Djordjevic (SBPB Psychiatry, Kovin, Serbia; S. Kijac,

D. Kernican)

Objective: The purpose of study was to compare group of schizo-

phrenic patients with and without co morbidity of alcohol abuse

according to the possible predictors, as well as consequences of

alcohol abuse co morbidity.

Methods: The study was conducted in the Special Hospital For Psy-

chiatric Disorders ,,Kovin‘‘Serbia, and included population of a 50

patients. The experimental group consisted of patients with two

diagnoses (schizophrenia and alcohol abuse), while in the control

group were patients with a diagnosis of schizophrenia only. We

observed them 2 years. All data were tested using logistic regression,

corelation, Krascal–Wollis test.

Results: We found statistically significant difference when heredity of

alcoholism was observed (experimental group 77.78 % and 4.35 %

control group). Frequency of early neurotic disorders was found in

44.44 % of experimental and 56.52 of control group. Maladaptive

behavior forms during the adolescence were found in 82.61 % of

experimental and 44.44 %. Suicide attempts were more frequent in

experimental group (55.56 %) comparing to control (17.39 %).

Cognitive impairment had significantly higher rates in group with co

morbidity as expected, but general rate was unexpectedly low—below

15 % in both compared subgroups.

Conclusion: Findings indicate that behavioral disorders in adoles-

cence have impact on the prediction of co morbidity of alcohol abuse

in schizophrenic patients, while early neurotic symptoms have the

effect of ‘‘paradoxical protection factor’’. Based on this research,

specific predictor of co morbidity could be positive family history of

alcohol. When it comes to the consequences of co morbidity should

be highlighted attempted suicide, while the organic decay was sig-

nificantly expressed in sub populations schizophrenic patients with co

morbidity of harmful use of alcohol, as expected.

Policy of full disclosure: None.

P-12-007
Pattern and prevalence of psychiatric consultations in other non-
psychiatric in–patient facilities in the University of Port Harcourt
Teaching Hospital (UPTH): A 5-year review

A. K. Nkporbu (Department of Neuropsychiatry, University of Port

Harcourt, Teaching Hospital, Port Harcourt, Nigeria; L. O. Ugboma,

P. C. Stanley)

Objective: The tendency of other medical conditions to co-morbid or

present with psychiatric complications is on the increase. Several

studies have put the prevalence of psychiatric co-morbidity with

medical conditions at about 10–20 %, with an unmatched diagnostic

ability by most clinicians. This has resulted in poor management and

unfavourable outcomes. The aim of this study was to determine the

pattern and prevalence of psychiatric co-morbidity with other medical

conditions in other non-psychiatric wards in UPTH.

Methods: Approval for the study was obtained from the ethical

committee of the hospital. A record was kept of all the consultations

to psychiatry from every other unit in the hospital over 5 years. Both

the psychiatric and non-psychiatric diagnoses made were all noted.

Cases selected included any clinical conditions with co-morbid psy-

chiatric disorders while patients with only psychiatric diagnosis seen

especially in the Accident and Emergency Department were all

excluded from the study. The cases were reviewed by consultant

neuropsychiatrists and psychiatric diagnoses were made using the

DSM-IV TR diagnostic criteria. The total admissions in each unit of

the hospital over the period under review was also determined.

Results: The study showed that out of a total admission of 54,745 in

all the clinical department within the period, 3217 consultations

(representing 5.9 %) were made to psychiatry. Out of this figure, 2778

cases of psychiatric co-morbidities were diagnosed (representing

86.4 % of total consultations). This shows a prevalence of psychiatric

co-morbidity (consultations) of 5.1 %. (p = 0.0001, Chi

value = 3330.10). Internal Medicine was the highest, 604(22 %)

followed by Surgery with 496 (17 %), Accident and Emergency, 320

(12 %), Obstetrics and Gynaecology 280(10 %), Orthopaedic

267(9 %), Burns and Plastics 266(9 %), Paediatrics 244 (9 %),

Ophthalmology 147(5.3 %), ENT 102(4 %) and ICU the least with

27(1 %). The observed differences in psychiatric consultations among

the department were statistically significant (p = 0.001).

Conclusion: The prevalence of psychiatric co-morbidity is 5.1 % in

UPTH. There is need for sensitization among clinicians to increase or

widen their clinical acumen to enable them recognize cases needing

psychiatric attention and equally increase their willingness to make

necessary and timely consultations and/or referrals.

Policy of full disclosure: None.

P-12-008
Socio-demorgraphic and clinical determinants of psychiatric
co-morbidity in persons with essential hypertention attending
the university of Port Harcourt Teaching Hospital

A. K. Nkporbu (Department of Neuropsychiatry, University of Port

Harcourt, Teaching Hospital, Port Harcourt, Nigeria; G. Eze,

P. C. Stanley)

Objective: Essential hypertension, a non-communicable disease, is

assuming an epidemic dimension, of the nature of a communicable

condition. A number of socio-demograhic and clinical variables may

however serve as key determinant of the extent to which it is asso-

ciated with psychiatric co-morbidity. The aim of this study therefore,

was to determine the socio-demographic and clinical factors that may

influence the level of psychiatric co-morbidity associated with

essential hypertensives attending the general out-patient clinic of

UPTH.

Methods: Following ethical approval from the appropriate committee

of the hospital and informed consent from the participants, 360 sub-

jects making up the study group were recruited based on the study’s

inclusion and exclusion criteria. A pilot study was carried out. Sub-

jects were further administered with the study’s instruments including

the socio-demographic/clinical questionnaire, GHQ-12, and WHO

Composite International Diagnostic Interview (WHO CIDI). The
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socio-demographic/clinical questionnaire and GHQ-12 were self-ad-

ministered while the WHO CIDI was based on interview by the

researcher. The data were analyzed using the SPSS version 16 sta-

tistical package. Confidence interval was set at 95 % while P- value

of less than 0.05 was considered statistically significant.

Results: The study found a prevalence of psychiatric co-morbidity of

(52.2 %) among the hypertensives. Depressive illness had the highest

prevalence of 47(29.4 %). Within the study group, there was no

significant relationship between the presence of psychiatric co-mor-

bidity and age groups (p = 0.350), gender (p = 0.22), level of

education (p = 043), income class (p = 0.81) and occupation. Per-

sons who were married were significantly more likely to have a

psychiatric co-morbidity (p = 0.001). Also, persons who reacted

adversely or who ‘wished to die’ when they received the diagnosis of

the medical conditions were more likely to have psychiatric co-

morbidity (p = 0.001). There was also no significant relationships

between age of onset of illness (p = 0.60), duration of illness

(p = 0.73), duration of treatment (p = 0.82), and self stigma

(p = 0.15).

Conclusion: The findings of this study support the impression that

essential hypertension is a chronic debilitating illness, associated with

psychiatric co-morbidity, that are largely significantly influenced by a

number of socio-demographic and clinical factors. The results support

the call that the management of patients with essential hypertension

should include attention to not only their mental health status, but also

the psychosocial and other clinical factors they may present with in

order to enhance the quality of care.

Policy of full disclosure: None.

P-12-009
Association of severity of essential hypertension and psychiatric
co-morbidity in patients attending the cardiovascular out-patients
clinic in University of Port Harcourt Teaching Hospital (UPTH)

A. K. Nkporbu (Department of Neuropsychiatry, University of Port

Harcourt, Teaching Hospital, Port Harcourt, Nigeria; P. C. Stanley)

Objective: Essential hypertension, a non-communicable disease, is

assuming an epidemic dimension, of the nature of a communicable

condition, with associated psychiatric co-morbidity in the sufferers.

The aim of this study, therefore, was to determine the relationship

between the severity of hypertension and psychiatric illness as well as

quality of life of hypertensives.

Methods: In this comparative cross-sectional study, following ethical

approval from the appropriate committee of the hospital and informed

consent from the participants, 360 subjects making up the study group

(hypertensives) were recruited based on the study’s inclusion and

exclusion criteria. This was after a pilot study. Subjects were further

administered with the study’s instruments including the socio-de-

mographic questionnaire, GHQ-12, the brief version of the WHO

Quality of Life instrument (WHOQOL-Bref) and WHO Composite

International Diagnostic Interview (WHO CIDI). The socio-demo-

graphic questionnaire, GHQ-12 and WHOQOL-Bref were self-

administered while the WHO CIDI was based on interview by the

researcher. The data were analyzed using the SPSS version 16 sta-

tistical package. Confidence interval was set at 95 % while P- value

of less than 0.05 was considered statistically significant.

Results: The study found a higher prevalence of psychiatric co-

morbidity (52.2 %) among the hypertensives. Depressive illness had

the highest prevalence of 106(39.4 %), PLWHIV, 47(29.4 %). Also,

severity of hypertension was significantly correlated with psychiatric

co-morbidity in persons with essential hypertension. Furthermore,

GHQ-12 values were significantly correlated with psychiatric co-

morbidity.

Conclusion: The findings in this study indicate that essential hyper-

tension is a chronic debilitating illness, associated with psychiatric co-

morbidity, and its severity was significantly associated with higher

psychic distress as shown by GHQ-12 scores. The results indicate that

the management of hypertension should include attention to their

mental health status and subjective quality of life of these patients in

order to enhance the quality of care.

Policy of full disclosure: None.

P-13 Drug and somatic treatment II

P-13-001
Epidemiological study for the analysis of satisfaction
and treatment preferences in schizophrenia (PREFERE study)

B. Herrera Alvarado (JANSSEN CILAG Medical Department,

Madrid, Spain; M. Bernardo, F. Cañas)

Objective: Estimate the proportion of patients satisfied with their

therapeutic strategy after 6-months following a treatment change

because of dissatisfaction for any reason.

Methods: Observational, multicenter study including patients

(May08/Oct09) with schizophrenia/schizoaffective disorder with a

6-months follow-up period. Demographic-data, previous and new

treatment, and reason for treatment change were collected at baseline.

Satisfaction with treatment was collected at baseline and endpoint

(ad-hoc developed questionnaire for psychiatrists/caregivers and

DAI-30-scale for patients). Descriptive-statistic was used (mean,

standard deviation, confidence interval). Student t test was used to

compare quantitative data for unpaired data. Student–Newman–

Keuls-test was applied when differences between groups in the

ANOVA model were detected.

Results: A total of 3829 patients were included. For psychiatrists and

caregivers, main reasons for dissatisfaction with previous treatment

were lack of efficacy (45.98 %) and lack of insight (22.7 %). From

patientśperspectives, dissatisfaction was mainly associated with tol-

erability (43.31 %). After antipsychotic treatment change was done

(baseline) main antipsychotic-treatment was distributed as follows:

oral second-generation antipsychotic (31.08 %), long-acting second-

generation antipsychotic(64.66 %), oral first-generation antipsychotic

(1.72 %) and long-acting first-generation antipsychotic (2.53 %). At

the end of the follow-up period, DAI-30 score changed from a total

score (mean (± SD)) of 3.56 (± 14.79) to 10.92 (± 11.64)

p\ 0.0001. Patients who initiated a second generation long-acting

treatment had a significantly greater improvement in DAI scores from

baseline to end point compared to patients who initiated an oral

treatment or patients who initiated a first generation treatment

(p\ 0.0001).79 % of patients remained free from relapse/readmis-

sions at endpoint.

Conclusion: At baseline, there was a high degree of dissatisfaction

from the perspectives of patients, caregivers and psychiatrists. Rea-

sons for this dissatisfaction differed depending on the group. The

change in the therapeutic strategy possibly led to the improvement in

satisfaction.

Policy of full disclosure: The PREFERE study was sponsored by

funding from Janssen-Cilag, S.A. Berta Herrera is employee of

Janssen-Cilag S.A in Spain.
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P-13-002
Medication and aggressiveness in real-world schizophrenia.
Results from the FACE-SZ dataset

G. Fond (Université Paris Est-Créteil, Schizophrenia Expert Center,

Creteil, France; L. Boyer, M. Favez, P.-M. Llorca, A. Pelissolo)

Objective: The primary objective of this study was to determine if

second generation antipsychotic (SGA) administration was associated

with lower aggressiveness scores compared to first generation (FGA).

The secondary objective was to determine if antidepressants, mood

stabilizers and benzodiazepines administration were respectively

associated with lower aggressiveness scores compared to patients who

were not administered these medications.

Methods: 331 patients with schizophrenia (N = 255) or schizoaf-

fective disorder (N = 76) (mean age = 32.5 years, 75.5 % male

gender) were systematically included in the network of FondaMental

Expert Center for Schizophrenia and assessed with the Structured

Clinical Interview for DSM-IV Axis I Disorders and validated scales

for psychotic symptomatology, insight and compliance. Aggressive-

ness was measured by the Buss-Perry Aggression Questionnaire

(BPAQ) score. Ongoing psychotropic treatment was recorded.

Results: Patients who received SGA had lower BPAQ scores than

patients who did not (p = 0.01). More specifically, these patients had

lower physical and verbal aggression scores. On the contrary, patients

who received benzodiazepines had higher BPAQ scores than patients

who did not (p = 0.04). No significant difference was found between

BPAQ scores of patients respectively being administered mood sta-

bilizers (including valproate), antidepressant, and the patients who

were not. These results were found independently of socio-demo-

graphical variables, psychotic symptomatology, insight, compliance

into treatment, daily-administered antipsychotic dose, the way of

antipsychotic administration (oral vs. long acting), current alcohol

disorder and daily cannabis consumption.

Conclusion: The results of the present study are in favor of a superior

efficacy of second-generation antipsychotics in aggressiveness in

patients with schizophrenia, but these results need further investiga-

tion in longitudinal studies. Given the potent side effects of

benzodiazepines (especially dependency and cognitive impairment)

and the results of the present study, their long-term prescription is not

recommended in patients with schizophrenia and aggressive behavior.

Policy of full disclosure: None.

P-13-003
Akathisia: prevalence and risk factors in a community-dwelling
sample of patients with schizophrenia. Results from the FACE-SZ
dataset

F. Berna (University Hospital Strasbourg, Psychiatry, Strasbourg,

France; G. Fond, L. Boyer, D. Misdrahi, P.-M. Llorca)

Objective: The primary objective of this study was to determine the

prevalence of akathisia in a community-dwelling sample of patients

with schizophrenia, and to determine the effects of treatments and the

clinical variables associated with akathisia.

Methods: 372 patients with schizophrenia or schizoaffective disorder

were systematically included in the network of FondaMental Expert

Center for Schizophrenia and assessed with validated scales. Aka-

thisia was measured with the Barnes Akathisia Scale. Ongoing

psychotropic treatment was recorded.

Results: The global prevalence of akathisia in our sample was 18.5 %.

Patients who were administered second-generation antipsychotic

(SGA) were at lower risk of akathisia (adjusted odd ratio

(aOR) = 0.12, p = .025). Patients who received antipsychotic

polytherapy were at higher risk of akathisia (aOR = 2.49, p = .014).

No significant difference was found between akathisia scores of

patients respectively being administered benzodiazepines, antide-

pressant or anticholinergic drugs, and the patients who were not.

These results were obtained after controlling the influence of age,

gender, level of psychotic symptoms, substance use comorbidities,

current administration of antidepressant, and daily-administered

antipsychotic dose. No socio-demographic risk factor was identified

in our sample.

Conclusion: Our results suggest that SGA monotherapy should be

recommended in cases of akathisia. Long-term administration of

benzodiazepines or anticholinergic drugs does not seem to be advis-

able in cases of akathisia, given the potential side effects of these

medications.

Policy of full disclosure: None.

P-13-004
Symptoms severity as a predictor of antipsychotic maintenance
dose in first episode psychosis

J. L. Fernandez Gonzalez (Hospital San Juan de la Cruz, Inpatient

Psychiatric Unit, Ubeda, Spain; A. Lopez Diaz,

I. Lara Ruiz-Granados)

Objective: To determine whether there is significant correlation between

the severity of symptoms at admission and treatment dose at discharge in

first episode psychosis (FEP) inpatients. The study emerge from a per-

ception in our clinical practice: treatment dose is somehow driven in

different ways by different psychopathological clusters.

Methods: Observational study of a pragmatic sample of 21 patients

over 18 years of both sexes admitted in an inpatient ward with FEP

diagnosis at discharge (schizophrenia spectrum disorders). The

severity of symptoms was assessed with the Brief Psychiatric Rating

Scale (BPRS) at admission and neuroleptic treatment dose at the

discharge was calculated in chlorpromazine equivalents. The analysis

of the correlation between BPRS total score, subscales and neu-

roleptic dose at discharge was made using the Pearson correlation

coefficient and p-value for a significance level at p\ 0.05.

Results: There is a statistical significant correlation between the total

BPRS score and antipsychotic dose of r = 0.60 (p = 0.004). Among

symptom subdomains, the activation subscale displays better Pearson

correlation (r = 0.59, p = 0.004).

Conclusion: A statistical significant association between severity of

symptoms at admission and antipsychotic dose is observed in our

clinical practice with no scientific evidence to support this attitude.

There is consensus on the need to initiate antipsychotic treatment with

the lower approved doses, especially in FEP, regardless of clinical

severity at admission. The available evidence is limited at the moment.

Future studies under controlled conditions would be needed to advance

in the knowledge of the relationship that this research suggests.

Policy of full disclosure: None.

P-13-005
Evidenced based clinical practice guideline
and psychopharmacological tools for homeless adults
with schizophrenia and co-occurring alcohol use disorder

J. Cotton (Lutheran Medical Center, Psychiatry, Brooklyn, USA;

M. Potter, J. Bouchard-Burns)

Objective: Prior to this study, there were no evidenced based clinical

practice guidelines (CPG) for practitioners caring for homeless
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persons with serious mental illness (SMI) and co-occurring substance

use disorders (SUDs). The purpose of this project was to develop an

integrated CPG and medication tools using the best available evi-

dence. The study focused on clients who were homeless with

schizophrenia and alcohol use disorder.

Methods: A retrospective chart review completed on seventy-one

patients who reside in New York City homeless shelters presented that

schizophrenia and alcohol use disorder were the most prevalent psy-

chiatric disorders in this specific population (Cotton 2013). An extensive

literature review was conducted to create the CPG. A review of the

literature confirmed that it was important to focus on designing clinical

guidelines for the treatment of psychotic disorders in persons who are

homeless with SUDs (Cotton 2012). Evidenced based practices were

linked with these recommendations to create a CPG and evidenced

based medication tables for homeless adults with psychotic disorders.

The CPG was formatted with the Institute of Medicine standards.

Results: Chi squared tests were conducted on the clinical outcomes that

were examined including days sober and days housed. Evidenced based

practices were linked with the guidelines to promote improvements in

substance related outcomes, such as days sober and days housed.

Results of this study were the CPG and two evidenced based medi-

cation tables. These three tools can guide the clinician to properly care

for homeless persons with schizophrenia and alcohol use disorder.

Conclusion: The outcome of this project is expected to help bridge the

gap of scientific knowledge that currently exists in the provision of

care to this specific population. CPGs are needed to guide health care

for homeless persons with schizophrenia. Ultimately, improvements

may decrease the overall homelessness population when these evi-

dence based recommendations are implemented into practice.

Policy of full disclosure: None.

P-13-006
Omega 3 fatty acids suplementation in schizophrenia

C. Palma (Hospital de Mataró, Mataró, Spain; J. Cañete Crespillo, L.

Montesinos)

Objective: Clinical trial using ‘‘Omacor’’, a omega 3 fatty acids

containing EPA n (840 mg) and DHA (465 mg)as a suplement of

antipsychotic medication to evaluate the clinical impact in

schizophrenia patients.

Methods: Simple-randomized clinical trial with two groups of 30

Schizophrenic patients per group: control group with usual antipsi-

chotic treatment and experimental group in which 2.000 mg per day

of ‘‘Omacor’’ was added to antipsychotic treatment. The study had a

duration of 12 months. Main outcome was PANSS value at 6 and

12 months and the need of hopitalisation related to clinical worsenig

of schizophrenia. Other measures included depressive symptoms and

somatic measures (weight, blood presure).

Results: 53 patients were avaluated at the end of the trial; 29 from

intervention group and 24 from control. Results show a not signi-

ficative tendency to reduce PANSS puntuation, especially negative

and depressive symptoms in the Omacor group. Also somatic mea-

sures, as weight, blood presure and tryglicerids showed a significative

reduction in the Omacor group.

Conclusion: In our study, Omacor, a omega 3 fatty acid medication

used for hypertriglicidemia, added to standard antipsychotic traet-

ment, has shown some promising results specially in metabolic risk

variables. Limitations related to the sample size and the degree of

adherence during the trial must be considered.

Policy of full disclosure: None.

P-13-007
High-frequency repetitive transcranial magnetic stimulation
for treatment-refractory auditory hallucinations
in schizophrenia: a double-blind randomized sham-controlled
trial

N. Kanahara (Chiba University, Chiba City, Japan; H. Kimura,

M. Takase, T. Yoshida, H. Watanabe, M. Iyo)

Objective: Chronic auditory hallucinations (AHs) in patients with

schizophrenia are sometimes resistant to standard pharmacotherapy,

and they are a significant burden in the patients’ daily lives. Repetitive

transcranial magnetic stimulation (rTMS) may be a promising treat-

ment modality for AHs, but the best protocol has yet to be identified.

Methods: We used a double-blind randomized sham-controlled design

aimed at 40 patients (active group N = 20 vs. sham group N = 20)

with chronic AHs that were persistent regardless of adequate phar-

macotherapy. The protocol was a total of four sessions of high-

frequency (20 Hz) rTMS targeting the left temporoparietal cortex

(TP3 junction) with 80 % intensity of motor evoked potentials over

2 days (total 10,400 stimulations) administered to each patient. After

the rTMS session the patients were followed for 4 weeks and eval-

uated with the Auditory Hallucination Rating Scale (AHRS).

Results: We have treated 29 patients (active group N = 15; sham

group N = 14) as of March 2015. The AHRS score changes were

23.0 (baseline) to 18.5 (4th week) in the active group and 24.0

(baseline) to 21.8 (4th week) in the sham group, indicating no sig-

nificant difference (ANOVA).

Conclusion: Although these results are a progress report, our rTMS

protocol seems to be ineffective for the treatment of auditory hallu-

cinations. Further examinations of our protocol are required.

Policy of full disclosure: This study is supported by the donated fund

from Japan Foundation for Neuroscience and Mental Health.

P-13-008
Neurorehabilitation in schizophrenia

G. N. Jemar (A. Neuropsiquiática Argentina, Neuropsiquiatrı́a, Caba,

Argentina; G. Bartoli)

Objective: Neurorehabilitation in patients with Schizophrenia is a set

of activities capable of maximizing recovery capabilities through the

development of it in their family, work and social sphere, and mini-

mize the effects that arise from the chronicity and the natural course

of this disease. This process emphasizes all the cognitvas both indi-

vidual capacities as motor through an approach to vocational,

residential, recreational, social and educational support, tailored to the

unique demands of the patient, in every situation and custom mode.

Methods: For this, working through concepts such as social cognition

and insight, interdisciplinary way, so to set goals and accomplish

them with a specific planning.

Results: In this paper descriptively explains the techniques and

activities developed individually for each professional and interdis-

ciplinary area of building situational and individual patient diagnosis,

potential and limitations as well as the specific treatment that may

lead to improved cognitive and motor skills of the patient, and from it

an improvement in their social inclusion and quality of life.

Conclusion: Schizophrenia is a chronic disease that occurs in 1 to 2 %

of the world population, and causes social marginalization and

stigmatization in patients who have it. Be treated, then, since the

integration of multidimensional therapeutic resources.

Policy of full disclosure: None.
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P-13-009
Cardiovascular and cerebrovascular risk factors and events
associated with second-generation antipsychotic compared
to antidepressant use in a non-elderly adult sample: results
from a claims-based inception cohort study

B. Joffe (Columbia College, New York, USA; R. Joffe, C. Correll,

L. Rosen, T. Sullivan)

Objective: This is a study of the metabolic and distal cardiovascular/

cerebrovascular consequences of second-generation antipsychotics

(SGAs) compared to antidepressants (ADs) in non-elderly adults ages

18–65 years, using data from Thompson Reuters MarketScan�

Research Databases 2006–2010, a commercial U.S. claims database.

Methods: Interventions included clinicians’ choice treatment with

SGAs (allowing any comedications) versus antidepressants (not

allowing SGAs). The primary outcomes of interest were time to

inpatient or outpatient claims for the following diagnoses within

1 year of SGA or AD discontinuation: hypertension; ischemic and

hypertensive heart disease; cerebrovascular disease; diabetes mellitus;

hyperlipidemia; and obesity. Secondary outcomes included the same

endpoints at last follow-up time point, i.e., not censoring observations

at 365 days after SGA or AD discontinuation. Cox regression models

adjusted for age, sex, and number of medical comorbidities were run.

Results: Among 284,234 individuals days) within 1 year of exposure

to SGAs versus ADs showed a higher risk of essential hypertension

(adjusted hazard ratio (AHR) = 1.16, 95 % confidence interval (CI)

1.12–1.21, p\ 0.0001), diabetes (AHR = 1.43, CI 1.33–1.53,

p\ 0.0001), hypertensive heart disease (AHR = 1.34, CI 1.10–1.63,

p\ 0.05), stroke (AHR = 1.46, CI 1.22–1.75, p\ 0.0001), coronary

artery disease (AHR = 1.17, CI 1.05–1.30, p\ 0.01) and hyperlipi-

demia (AHR = 1.15, CI 1.07–1.17, p\ 0.0001). Unrestricted follow-

up results were consistent with within 1–6 year post-exposure results.

Conclusion: Increased risk for stroke with SGAs has previously only been

demonstrated in elderly patients, usually with dementia. This study doc-

uments, for the first time, a significant increased risk for stroke, transient

ischemic attack, myocardial infarction and coronary artery disease in a

non-elderly adult sample with SGA use. We also confirm a significant risk

for adverse metabolic outcomes. These findings raise concerns about the

longer-term safety of SGAs, given their widespread and chronic use.

Policy of full disclosure: Dr. Correll has been a consultant, advisor,

lecturer and/or data safety monitor to or has received honoraria from:
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Janssen/J&J, Otsuka, Pfizer, ProPhase, Roche, Schering-Plough,

Sepracor/Sunovion, Takeda, Teva and Vanda. He has received grant

support from Bristol-Myers Squibb, Feinstein Institute for Medical

Research, Janssen/J&J, National Institute of Mental Health (NIMH),

National Alliance for Research in Schizophrenia and Depression

(NARSAD), and Otsuka. He has been a Data Safety Monitoring Board

member for Bristol-Myers Squibb, Cephalon, Eli Lilly, Janssen,

Lundbeck, Otsuka, Pfizer, Takeda, and Teva. None of the other authors

have any conflicts of interest to declare.

P-13-010
Effectivenes of neuroleptic and antidepressant therapy
in schizoaffective disorders, depressive type

Z. Mitic (Skopje, Macedonia; A. Spasovska)

Objective: To determine the effects of neuroleptic and antidepressant

therapy on schizophrenic and depressive symptoms on schizoaffective

disorders, depressive type.

Methods: The present study included 30 male patients aged

34.2 ± 3.2 with Dg 25.1(ICD-10). We evaluated the effectiveness of

treatment by risperidone (neuroleptic) at doses 3–5 mgr/day and

zanfexa (antidepressant) at 150 mgr/day before treatment, after one

and three months of the treatment. The depressive symptoms were

screening by psychological clinical scales- Cung-Depression-Inven-

tory (CDI)- standardised instrument to screen the depressive

symptoms. All the patients were evaluated by indicators of psychotic

symptoms: frequency of delusions and disorganised thinking per

week. Evaluation of these indicators was performed before treatment,

after one month of treatment and after three months of treatment.

Results: The results were determined by student t test. We got the

beneficial effects of oral administration of risperidone and zanfexa in

treatment of psychotic and depressive symptoms after one month of

the treatment. The results show that score from Cung Depression

Inventory and frequency of delusion and disorganized thinking

decrease significantly after one month of the treatment (p\ 0.05). So,

treatment with risperidone and zanfexa after one month of the treat-

ment diminished schizophrenic and depressive symptoms.

Conclusion: Among patients with psychotic disorders we have a high

percentage patients with schizoaffective disorders, depressive type. In

these disorders, schizophrenic and depressive symptoms are both

prominent in the same episode of illness. Neuroleptic and antide-

pressant therapy may diminish symptoms in this both disorders.

Policy of full disclosure: None.

P-13-011
Effectivenes of neuroleptic therapy in methadone maintenance
patients with psychotic dysorders

A. Spasovska (Psychiatric Hospital Skopje, Skopje, Macedonia;

Z. Mitic)

Objective: To determine the effects of neuroleptic therapy on schi-

zophrenic symptoms (delusions).

Methods: The present study included 15 male patients on methadone

maintenance treatment (sol methadone 80–120 mgr/day) aged

24.2 ± 3.2 with Dg F.11.5 (ICD-10). We evaluated the effectiveness

of treatment by risperidone (neuroleptic) at doses 1–2 mgr/day before

treatment and after one and three months of the treatment. The psy-

chotic symptoms were determined by indicators of psychotic

symptoms: frequency of delusions peer week. Evaluation of these

indicators in these patients was performed before treatment, after one

month of treatment and after three month of treatment.

Results: The results were determined by student t test. We got ben-

eficial effects of oral administration of risperidone in treatment of

psychotic symptoms after one month of the treatment. The results

show that frequency of delusions decrease significantly after one

month of the treatment (p\ 0.05). So, treatment with risperidone

after one month of the treatment diminished symptoms of

schizophrenia in the patients of methadone maintenance treatment.

Conclusion: Several studies have examined the rate of other psychi-

atric disorders in patients with opioid dependence. Although relatively

uncommon, opioid-dependent patients in methadone treatment can

have evidence of other comorbid psychiatric disorders some of these,

such as schizophrenia, are relatively (current prevalence of 5–10 %).

Neuroleptic therapy maybe diminished symptoms in these disorders.

Policy of full disclosure: None.
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P-14 Psychophysiology

P-14-001
Reaction time, processing speed, sustained attention in patients
with schizophrenia: relationship with symptoms and treatment

G. Lahera (University of Alcalá, Medicine and Specialties, Madrid,

Spain; A. Orozco, A. Brañas, M. Vicens, A. Ruiz, M. Sillero)

Objective: To measure the performance of patients with

Schizophrenia in Reaction Time, Processing Velocity and Sustained

Attention tasks. To compare these three measures and to analyze its

impact on Functioning.

Methods: 57 outpatients (18 and 65 years old) diagnosed with

Schizophrenia, based on DSM-V criteria, treated in monotherapy and

with a mı́nimum of a 3 months of clinical stability, were assessed in a

Reaction Time (RT) task; Trail Making Test, part A; subtest of

Symbol Coding of the Brief Assessment of Cognition in

Schizophrenia (BACS); Verbal fluency (animals); and Continuous

Performance Test.

Results: Functioning was correlated to Elective Reaction Time (the

subject must react to different types of stimuli and to choose between

several possible answers) [P = -.265; p = .050], but NOT with

Simple Reaction Time (unique response to a previous known stimu-

lus) [P = .100; p = .4.67)]. Regarding Speed Processing,

Functioning was correlated to Symbols Codification (P = .313;

p = .018), but NOT with semantic fluency (P = .195; p = .146) nor

with the test of the outline (P = -.150; p = .264).

Conclusion: Reaction Time (Simple and Elective), Speed Processing

and Sustained Attention are different variables and each of them can

have a different impact on the Functionality. Our results suggest an

association between low Elective Reaction Time, high Speed Pro-

cessing and less negative symptoms with better Functioning.

Policy of full disclosure: None.

P-14-002
Deficits in agency in schizophrenia, and additional deficits in body
image, body schema and internal timing, in passivity symptoms

K. Graham-Schmidt (School of Medicine & Pharmacology,

University of Western Australia, Crawley, WA, Australia;

M. Martin-Iverson, N. Holmes, A. Jablensky, F. Waters)

Objective: Individuals with schizophrenia, particularly those with

passivity symptoms, may not feel in control of their actions, believing

them to be controlled by external agents. Cognitive operations that

contribute to these symptoms may include abnormal processing in

agency, as well as body representations that deal with body schema

and body image. However, these operations in schizophrenia are not

fully understood, and the questions of general versus specific deficits

in individuals with different symptom profiles remain unanswered.

Methods: Using the projected hand illusion (a digital video version of

the rubber hand illusion) with synchronous and asynchronous stroking

(500 ms delay), and a hand laterality judgment task, we assessed

sense of agency, body image and body schema in 53 people with

clinically stable schizophrenia (with a current, past, and no history of

passivity symptoms) and 48 healthy controls.

Results: The results revealed a stable trait in schizophrenia with no

difference between clinical subgroups (sense of agency), and some

quantitative (specific) differences depending on the passivity symp-

tom profile (body image and body schema). Specifically, a reduced

sense of self-agency was a common feature of all clinical subgroups.

However, subgroup compari-sons showed that individuals with

passivity symptoms (both current and past) had significantly greater

deficits on tasks assessing body image and body schema, relative to

the other groups. In addition, patients with current passivity symp-

toms failed to demonstrate the normal reduction in body illusion

typically seen with a 500 ms delay in visual feedback (asynchronous

condition), suggesting internal timing problems.

Conclusion: Altogether, the results underscore self-abnormalities in

schizophrenia, provide evidence for both trait abnormalities and state

changes specific to passivity symptoms, and point to a role for internal

timing deficits as a mechanistic explanation for external cues

becoming a possible source of self-body input.

Policy of full disclosure: None.

P-14-003
Access to body structural description is impaired in schizophrenia
and coincides with alterations in body image that worsen
with passivity symptoms

K. Graham-Schmidt (School of Medicine & Pharmacology,

University of Western Australia, Crawley, WA, Australia;

M. Martin-Iverson, N. Holmes, F. Waters)

Objective: Individuals with schizophrenia, and particularly in pas-

sivity symptoms, may no longer feel in control of their actions,

thoughts and somatic experiences, feeling as if they are controlled by

an external agent. Recent evidence has elucidated the important role

that the body representations, body schema and body image, play in

the aetiology of passivity symptoms, yet body structural description

has not yet been examined nor has body image been examined in a

natural setting. The specificity of body representations alterations to

individuals with and without passivity symptoms is also unclear.

Methods: Using tasks assessing the relationships of fingers to another

(the in-between task), the relationship of whole body parts relative to

another (matching body parts by location task) and a body distortion

questionnaire (with subscales assessing experiences of Loss of

Boundaries, Depersonalisation, Large body parts and Small body

parts), we assessed body structural description and body image in 53

clinically stable people with schizophrenia (with current, past and no

history of passivity symptoms) and 48 healthy controls.

Results: People with schizophrenia displayed more errors on the in-

between task, but not matching body parts by location task, compared

to controls, with no differences between schizophrenia groups. People

with a current experience of passivity symptoms reported more

experiences on all the subscales, while Loss of Boundary experiences

appeared to be a trait of people with any history of passivity

symptoms.

Conclusion: Altogether, the results indicate body representations are

altered in schizophrenia and in passivity symptoms, and are likely to

contribute to the emergence of passivity symptoms.

Policy of full disclosure: None.

P-14-004
Interpersonal distance regulation as marker of paranoia
in schizophrenia

G. Schoretsanitis (University of Bern, Psychiatry, Bern, Switzerland;

A. Kutynia, S. Walther, W. Strik)

Objective: The clinical presentation of schizophrenia is heteroge-

neous. Some patients suffer from psychotic anxiety associated with

paranoid threat. Interpersonal distance correlates with amygdala

activation. Yet, studies of interpersonal distance in schizophrenia
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remain controversial. Here, we test whether interpersonal distance is

altered as a function of paranoid anxiety.

Methods: We assessed 54 schizophrenia patients and 23 matched

controls using a stop-distance and a fixed distance paradigm. The

stop-distance paradigm evaluates the minimal tolerable interpersonal

distance. Distance between was assessed using a laser distance

measurer. Conditions included: active vs. passive approach and

approach with vs. without eye contact. Each of the four conditions

was tested five times in randomized order. The fixed-distance para-

digm assessed subjective evaluation of comfort at fixed interpersonal

distances of 0.5, 1, 1.5, 2 and 2.5 meters based on a visual analogue

scale (VAS). The Bern Psychopathology Scale was used to stratify

three groups: psychotic anxiety, psychotic elation and normal affect

range. Repeated measures ANCOVA for stop-distance was computed

with the factors trial, eye contact, and approach type, between groups

with the covariate gender. Repeated measures ANCOVA for fixed-

distance included the factors distance and group, covaried for gender.

Results: We found a main effect of eye contact (F = 6.1, p = 0.018),

group (F = 16.2, p\ 0.001), and an eye contact*group interaction

(F = 5.6, p = 0.002) in the stop-distance paradigm. Only in the

group with paranoid threat did interpersonal distance increase with

eye contact. In the fixed-distance paradigm a significant effect of

group (F = 7.1, p\ 0.001) and group*distance interaction (F = 2.8,

p = 0.014) were detected.

Conclusion: Patients with paranoid anxiety can be easily identified by

the self chosen interpersonal space, most clearly when the interaction

includes eye contact. This simple bed side test may reveal limbic

dysregulation in schizophrenia.

Policy of full disclosure: None.

P-14-005
Electrophysiological investigation of reward anticipation
and negative symptoms in schizophrenia

V. Montefusco (Naples, Italy; A. Vignapiano, A. Mucci, E. Merlotti,

G. M. Plescia, O. Gallo, G. M. Giordano, M. Rocco, P. Romano,

S. Galderisi)

Objective: Negative symptoms are the psychopathological domain

most associated to poor outcome in patients with schizophrenia

(SCZ). Insight into their pathophysiology might contribute to develop

innovative treatments for the syndrome. Over the years, only few

studies attempted to disentangle event-related potentials (ERPs)

abnormalities associated with different dimensions of negative

symptoms. Recently, it has been hypothesized that avolition is related

to a difficulty in anticipating reward or integrating value and action.

Our study aimed to verify the impairment of reward anticipation in

SCZ patients with schizophrenia, and its association with negative

symptom dimensions, using ERPs.

Methods: ERPs were recorded during the execution of ‘‘Monetary

Incentive Delay’’ task in 30 SCZ patients stabilized on second gen-

eration antipsychotics and in 23 healthy controls (HC). Measures of

anticipatory and consummatory pleasure, trait anhedonia and moti-

vation were obtained in all subjects. A measure of avolition

independent of anhedonia was obtained in patients with schizophrenia.

Results: SCZ patients with schizophrenia did not differ in hedonic

experience or anticipation from HC, but showed a deficit of motivation.

Unlike HC, P3 amplitude in patients did not discriminate stimuli rele-

vance in the early interval and was higher for the anticipation of loss in

the late interval. In SCZ, early P3 amplitude for loss and reward antic-

ipation was inversely related to social anhedonia but not to avolition.

Conclusion: Patients with preserved experience and anticipation of

reward seem unable to integrate the relevance and rewarding value of

future events in the context of their ongoing task and these

abnormalities are relevant only to anhedonia. In line with recent evi-

dence, our results suggest that anhedonia and avolition are partially

independent constructs and that SCZ patients might integrate better loss

than reward.

Policy of full disclosure: None.

P-14-006
Early auditory event-related potentials and poor functioning
in real-life: an electrophysiological study in patients
with schizophrenia

G. M. Plescia (University of Naples, SUN Department of Psychiatry,

Naples, Italy; A. Vignapiano, E. Merlotti, A. Mucci, G. Di Lorenzo,

A. Daverio, M. Ribolsi, C. Niolu, V. Montefusco, P. Romano,

S. Galderisi)

Objective: Prior studies found association between Mismatch Nega-

tivity (MMN), an event related potential response indexing early

auditory processing and impairment, of social cognition and real-life

functioning in patient with schizophrenia (SCZ). Our study aimed to

investigate early auditory discrimination components and their rela-

tionship with functioning in real-life in SCZ patients, in the context of

a multicentre study of the Italian Network for Research on Psychoses.

Methods: ERPs were recorded in 64 chronic, stabilized SCZ patients

during the presentation of standard, duration deviants and frequency

deviants tones while watching a silent cartoon. The Specific Level of

Functioning (SLOF) scale was used to measure real-life functioning,

Psychopathology, neurocognition and social cognition were measured

by state of art instruments. Regression analyses were carried out using

SLOF domains as dependent variables and MMN, psychopathology,

neurocognition, extrapyramidal symptoms and social cognition as

independent predictors.

Results: SCZ patients exhibited reduced MMN and P3a activity at

fronto-central leads compared to healthy controls. Within the

schizophrenia sample, the latency of MMN at Central lead entered the

regression equation only for the SLOF domain of common activities

explaining less variance than social cognition and positive symptoms.

Conclusion: In SCZ patients pre-attentive deficits, as showed in

MMN and P3a amplitude reduction, do not display any association

with psychopathology or functioning. Latency of MMN was an

independent predictor of some aspects of functioning with a smaller

effect than social cognition and psychopathology domains.

Policy of full disclosure: None.

P-14-007
Do reward-processing deficits in schizophrenia promote cannabis
use? An investigation of physiological and behavioral responses
to natural rewards and drug cues

C. Cassidy (Columbia University, Psychiatry, New York, USA;

M. Brodeur, M. Lepage, A. Malla)

Objective: To confirm deficits in electrophysiological response to

pleasant stimuli in schizophrenia and determine whether this deficit

predicts greater cannabis self-administration in daily life in patients

with schizophrenia and co-morbid cannabis use.

Methods: 35 schizophrenia patients and 35 non-psychotic controls

were divided into cannabis users (n = 20 per group) and non-users

(n = 15 per group). Response to emotional and cannabis-associated

visual stimuli was assessed using self-report, behavioural testing,

event-related potentials (using the late positive potential, LPP), facial

electromyography, and skin-conductance response.
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Results: Schizophrenia patients showed blunted LPP response to

pleasant stimuli compared to controls (p\ .01) and fewer incentive

motivated behavioural responses (p\ .05). Across measures, canna-

bis-using controls showed greater response to pleasant stimuli than to

cannabis stimuli while cannabis-using patients showed little bias

towards pleasant stimuli (Fig. 1). Subsequent cannabis use was pre-

dicted by reduced LPP response to pleasant stimuli (b = -.24,

p\ .05) and also by lower incentive responding (b = -.34, p\ .01).

Conclusion: Deficits that are present in schizophrenia such as

diminished motivated attention and motivated responding may confer

vulnerability to cannabis use.

Policy of full disclosure: None.

P-14-008
Neurophysiological correlate of mental workload in psychotic
patients: is there a specific pattern?

G. Favre (University of Fribourg, Department of Medicine, Fribourg,

Switzerland; S. Horat, P. Missonnier, F. Herrmann, M. Merlo)

Objective: The present study proposes to refine the understanding and

the characterization of specific neurophysiological patterns in patients

suffering of psychosis. Specifically, the allocations of attentional

resources are dependent on both mental workload and time-course of

a task. Because attention and capacity to store information in short-

term registers are impaired in psychosis, it is of great interest to detail

their disease-specific neurophysiological correlates.

Methods: We investigated mental workload using tasks with varying

difficulty during an auditory oddball target paradigm. For data analysis,

we applied an innovative method to compute event-related potentials

(ERPs) by intra-block epoch averaging of P2, P3a and P3b amplitude

components for the infrequent target stimuli. We obtained eight con-

secutive blocks of 5 epochs each, which allowed us to develop an

electrophysiological parameter to measure mental workload.

Results: In the easy constraining task, the amplitude of P2 decreased

beginning with the second block of the sequence while P3a and P3b

amplitude remained stable in both groups. In the more constraining

memory task, the amplitudes of P3a-P3b linearly decreased following

the repetition of the target in controls, although it was clearly not the

case for psychotic patients. There was even increase amplitude in P3a

and P3b components for the block 2 and 3 compared to the first block.

Conclusion: The analysis and categorization of pathological neuro-

physiological profiles are providing precious information about the

attentional and short-term information storage abilities of psychotic

patients and allow to identify patient-specific deficits. Moreover, the

use of neurophysiological component-specific analysis might orien-

tate the clinicians for diagnostic and even prognostic purposes.

Policy of full disclosure: None.

P-14-009
Poster cancelled at short notice

P-14-010
Decreased heart rate variability in schizophrenia: a meta-analysis

A. Clamor (University of Hamburg, Clinical Psychology &

Psychotherapy, Hamburg, Germany; T. M. Lincoln, J. F. Thayer,

J. Koenig)

Objective: Certain parameters of the heart rate variability (HRV), such

as high frequency HRV (HF) and the root mean square of successive

R-R-interval differences (RMSSD) reflect cardiac vagal activity. As

such, they may be interpreted as a proxy of the effectiveness of feed-

back mechanisms integrating central and peripheral physiology. These

mechanisms are proposed to be altered in schizophrenia (SZ) but the

literature on HRV in SZ shows differing results.

Methods: Seven computerized databases (PubMed, Medline, PSY-

NDEX, Embase, PsycINFO, Web of Science, CINAHL) were

searched for studies investigating HRV in individuals with SZ or

other psychotic disorders compared to healthy controls (HC). In total,

thirty-four studies were included. Random effect meta-analyses of the

standardized mean differences were calculated for HF (SZ: n = 1353,

HC: n = 1702) and RMSSD (SZ: n = 1016, HC: n = 1469).

Heterogeneity, publication bias, and potentially important covariates

(e.g., medication status) were assessed and subjected to meta-re-

gression or subgroup analyses.

Results: Overall, studies showed a significantly reduced vagal activity

in SZ when compared to HC. This was evident in a large effect for

both HF (p = .0008; Hedges’ g = -0.98, 95 % CI -1.56, -0.41;

k = 29) and RMSSD (p\ .0001; Hedges’ g = -0.91, 95 % CI -

1.19, -0.62; k = 24). The studies yielded considerable heterogeneity

but no covariate significantly accounted for the difference between SZ

and HC in either parameter.

Conclusion: We provide robust evidence that vagal heart rate vari-

ability is significantly lower in individuals with SZ compared to HC.

HRV has been proposed to be associated with threat-processing,

Fig. 1 Grand averages of ERP responses to the 4 stimulus types measured at electrode Cz in the 4 groups
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emotion regulation, and executive functioning. Thus, this relation

may explain the findings linked to psychotic symptoms. Future

studies should clarify possible mediating variables and identify fur-

ther important covariates.

Policy of full disclosure: None.

P-14-011
Modulation of auditory steady-state responses in schizophrenia:
eyes closed vs. eyes open

K. Dapsys (Republican Vilnius Psychiatric Electrophysiological,

Vilnius, Lithuania; S. Melynyte, A. Voicikas, A. Siurkute,

V. Maciulis, I. Griskova-Bulanova)

Objective: Auditory steady-state response (ASSR)—a response to

periodic stimulation (mostly at gamma frequencies)—has been pro-

posed to serve one of the biological markers of schizophrenia, being

consistently impaired in the disorder (O’Donnell et al. 2013). As the

patients with schizophrenia deviate in arousal regulation and resting

state brain activity, we investigated how ASSRs are modulated in

schizophrenia by experimental conditions.

Methods: Thirty-seven patient with schizophrenia (F20.0 in IDC)

and 30 controls participated in the study. ASSR to click stimuli at

40 Hz were recorded in eyes open (EO) and in eyes closed (EC)

conditions, each lasting around 4 min with 60 stimuli presented

binaurally. Phase-locking index (PLI) was extracted after the

wavelet transform of the data from F3, Fz, F4, C3, Cz, C4, P3, Pz,

P4 electrodes and further subjected to identification of topo-

graphically consistent activity, defined by peak time, frequency and

PLI. The window for decomposition was set at 200–500 ms,

30–46 Hz. Measures were subjected to repeated measures ANOVA

with Condition (EC vs. EO) and Group (patients vs. controls) as

factors.

Results: Peak entrainment to stimulation, estimated at Fz electrode,

did not differ between conditions, but was delayed in patients

(p = 0.05). Frequency of peak entrainment did not differ between

condition and between groups. Group effect was significant for PLI: it

was smaller in patient group (p = 0.006), but when evaluated sepa-

rately, PLI of patients was significantly lower than in controls

(p = 0.001) only in EO with no significant difference obtained in EC.

Significant interaction between Group and Condition occurred: PLI of

patients was increased in EC as compared to EO (p = 0.009); this

was not evident in controls. No relationship to clinical scales was

seen.

Conclusion: ASSR assessment during several experimental condi-

tions could contribute to the increased specificity and sensitivity of

the method serving as the biological marker.

Policy of full disclosure: None.

P-14-012
Small saccades during free viewing of natural images
in schizophrenia: a new perspective

R. Mayol (Universidad de Chile, Fisiologı́a y Biofı́sica, Santiago,

Chile; J. I. Egaña, C. Devia, J. Parrini, G. Orellana, A. Ruiz,

P. Maldonado)

Objective: The main objective of this study is to examine if patients

with schizophrenia do exhibit alterations in basic eye movements so

that we can better understand whether high or low-level neuronal

mechanisms are affected in this group.

Methods: We utilized free exploration of natural images and quanti-

fied visual exploration, scanpaths, saccades and visual fixation, using

the standard SR-Research eye tracker algorithm (SR) and compared

this result with a computation that include saccades and microsac-

cades: The Engbert Method (EM). We evaluate 8 schizophrenia

patients and corresponding healthy controls in a free viewing task and

tested whether the decrement in the number of saccades and fixations,

as well as their increment in duration reported previously in

schizophrenia patients, resulted from the increasing occurrence of

undetected small saccades.

Results: Resulted from the increasing occurrence of undetected small

saccades. We found that when utilizing the standard SR algorithm,

patients displayed shorter scanpaths as well as fewer and shorter

saccades and fixations, showing significant differences with the

control group. When we employed the EM algorithm, differences in

these parameters between patients and healthy controls were no

longer significant.

Conclusion: We conclude that a better knowledge of the cognitive

aspects involved in the visual exploration of the different categories

of natural images, combined with eye movement studies, can prove a

proficient combination in the search for biomarkers in schizophrenia

and other mental illness.

Policy of full disclosure: None.

P-14-013
Neurophysiological markers of audial pseudohallucinatoins

A. Arkhipov (IHNA and NP RAS Laboratory of Psychophysiology,

Moscow, Russia; A. Maslennikova, V. Strelets)

Objective: The objective of our study was to determine some physi-

ological factors that are responsible for disturbances of the processes

of perception and emotional sphere in patients with schizophrenia.

We investigated schizophrenic patients with the prevalence of pseu-

dohallucinations. As is well known, pseudohallucinations are the

main syndrome of schizophrenia, the so- called syndrome of the first

rank. Pseudohallucinations defined as a violation of sense (affective)

perception. We investigated the evoked potentials (ERP) on visual

brain neutral and emotionally meaningful (threatening) stimuli to

clarify the neurophysiological violation of affective perception in

schizophrenia patients with severe hallucinatory-paranoid syndrome

not receiving neuroleptic therapy.

Methods: The group of patients included non-medicated 39 people

with schizophrenia in acute psychotic period prevalence of halluci-

natory-paranoid syndrome, aged 18 to 37 years old. The diagnosis

was done by a psychiatrist department of acute psychosis, according

to the International Classification Disorders -10 category F20.0. As

stimulus material were used neutral and threatening image of IAPS.

ERP was recorded from 19 leads. The latency and amplitude of P200

component in all 19 leads was analyzed.

Results: Analysis of P200 component reveals in healthy subjects

increase of the amplitude and latency shortening of the wave to the

thretaning stimuli compared to neutral. In the group of patients with

schizophrenia, P200 component analysis revealed like in healthy

subjects an increase of the level of excitation to emotionally threat-

ening stimuli.

Conclusion: In patients with schizophrenia there also were identified

areas where the amplitude and latency is reduced or increased at the

same time. The obtained results point that patients with schizophrenia

have the pathological effect of having both parameters of both—the

processes of excitation and inhibition.

Policy of full disclosure: None.
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P-14-014
P100 and N170 of the verbal informational processing in norm
and in schizophrenia

V. Strelets (IHNA and NP RAS Laboratory of Psychophysiology,

Moscow, Russia)

Objective: The study is aimed at the investigation of the early coding

of visually presenting words and non-words using event-related

potentials (ERPs). We compared the characteristics of P100 and N170

in healthy subjects (30) and in patients with the first episode (32) of

schizophrenia during passive perception of verbal stimuli and under

conditions of relevant words and pseudowords.

Methods: All participants were presented by verbal stimuli (80 words

and 80 non-words) each consisting of 5–6 letters. Presenting time was

100 ms. Every 5 ms in individual potentials we found peaks of

maximal amplitude mostly close to the averaged components P100

and N170 and fixed their latency and amplitude, which then were

averaged for the groups. The differences between the control and

patient groups were analyzed by Wilkokson and within the groups—

by Manna-Witny criteria.

Results: During passive perception P100 Latency of words in patients

was shorter than in healthy subjects in P3; N170 Latency of words in

patients was shorter than in healthy subjects in P3, P4, O1 and O2

areas. P100 amplitude in this condition in patients was less than in

norm; N170 amplitude revealed no differences in the two groups.

N170 Latency in norm during passive perception was longer for

words than for non-words; in patients—vice versa. The equality was

upset In patients being more expressed to words than non-words. In

norm N170 amplitude was higher to words when they were relevant;

such difference was absent in this condition in patients. In patients

N170 amplitude was higher to non-words when non- words were

relevant.

Conclusion: Thus, the early stage of verbal information processing in

schizophrenic patients is isufficient in time. The time deficit of the

automatic processes and reversed of the stimuli meaning may lead to

defective processing of overall informatoin.

Policy of full disclosure: None.

P-15 Neuroimaging II

P-15-001
Using a novel diffusion magnetic resonance imaging method
to investigate microstructural gray matter changes
in schizophrenia

J. Seitz (Brigham and Womens Hospital, Department of Psychiatry,

Boston, USA; Y. Rathi, A. Lyall, O. Pasternak, E. del Re,

M. Shenton, I. Koerte, M. Kubicki)

Objective: Schizophrenia (SCZ) is believed to be a neurodevelop-

mental disorder where genetic susceptibility and early environmental

factors alter brain maturation, which ultimately leads to disease onset.

Additionally there is evidence indicating a progressive, neurodegen-

erative pathology. Though neuroimaging has widely been used to

study these models, most of the evidence comes from macrostruc-

tural, volumetric gray matter (GM) studies. Information about

microstructural cellular organization could prove useful in adjusting

the current models. Therefore, we are introducing a novel diffusion

tensor imaging (DTI) based measure, heterogeneity, to study

microstructural GM age-related changes in SCZ.

Methods: Magnetic resonance imaging and DTI were acquired on a 3

Tesla scanner in 52 patients with SCZ and 45 matched healthy

controls (HC). Structural data was processed with FreeSurfer. In order

to study the cellular microstructure of GM, extracellular free water

component was removed from diffusion data and heterogeneity (de-

scribing the ‘‘variability of tissue microstructure’’) was calculated for

the cortical regions. The relationship between age and heterogeneity

was analyzed for patients with SCZ and HC using correlations and

linear regressions and groups were tested for significant differences.

Afterwards, group differences between patients with SCZ and HC

were examined for younger versus older patients separately.

Results: Both groups showed a significant, positive association between

heterogeneity and age. Relative to the HCs, younger, but not older,

patients with SCZ exhibited increased heterogeneity in frontal areas.

Conclusion: Increased heterogeneity in the frontal lobe in early SCZ

might suggest a shift in maturation, possibly related to abnormalities in

synaptic reorganization and pruning that occur in adolescence and early

adulthood. Diminishing heterogeneity differences at later stages sug-

gest that neurodegenerative progression in SCZ (if present) is more

likely related to extracellular or white matter changes, rather than GM

cellular organization. Further (longitudinal) studies are needed to

establish heterogeneity as neuroimaging biomarker for SCZ risk.
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P-15-002
Gray matter changes in Japanese subjects with ultra-high risk
for psychosis and patients with first-episode psychosis

K. Abe (Tohoku University Hospital, Department of Psychiatry,

Sendai, Japan; A. Sakuma, T. Obara, M. Katsura, K. Iidsuka,

T. Kikuti, K. Kokubun, N. Ohmuro, H. Matsuoka, K. Matsumoto)

Objective: Neuroimaging studies of patients with psychosis have

shown gray matter volume changes in the frontotemporal and limbic

regions, and studies suggest morphological changes are already pre-

sent in first-episode psychosis (FEP). However, it is still unclear in

which phase of the illness the gray matter volume reduction begins,

and whether we could detect different brain abnormalities which

would appear after the onset of established psychosis and in the pre-

or peri-onset phase of the illness.

Methods: Study participants were 45 subjects with ultra-high risk for

psychosis (UHR), 46 subjects with FEP, and 33 healthy controls (HC).

Gray matter volume between 3 groups was analyzed by Voxel-based

morphometry approach, using Statistical Parametric Mapping (SPM12).

Results: UHR subjects when compared with the HC, showed gray

matter volume reduction in the right superior and middle temporal

gyrus. FEP subjects when compared with the UHR, showed volume

reduction in the left heschl gyrus and in the right precuneus. The FEP

when compared with the HC, showed significant volume reduction in

the left inferior frontal gyrus and in the right middle frontal gyrus.

Conclusion: Our findings suggest that subtle gray matter reductions

are already present in ultra-high risk state, and left heschl gyrus may

show volume reduction in the onset of psychosis. Further study is

needed to clarify whether reduction seen in UHR subjects reflect

vulnerability to psychosis or heterogeneous nature of UHR subjects.
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The neuropathological study of Myeline-Oligodendrocyte
in postmortem schizophrenic brain

T. Marui (Graduate School of Medicine, Psychiatry, Nagoya, Japan;

Y. Torii, S. Iritani, S. Morosawa, K. Oshima, K. Niizato, K. Masaki,

J. Kira, H. Fujishiro, N. Ozaki)
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Objective: Recent studies based on neuroimaging analysis, genomic

analysis and transcriptome analysis of postmortem brain indicate that

the pathogenesis of schizophrenia is hypothesized to be related with

myelin-oligodendrocyte abnormality. But, it is still remain to examine

the appearance of myelin-oligodendrocyte in postmortem brain tis-

sues of schizophrenic patients neuropathologically. Thus, in this

study, we observed the appearance of myeline protein in the superior

temporal gyrus of schizophrenia compared to those of control neu-

ropathologically to investigate how myelin-oligodendrocyte

associates with the pathogenesis of schizophrenia.

Methods: Brain specimens obtained from 10 schizophrenic patients and

9 age- and sex-matched normal control brain specimens were obtained

from autopsy based on the following criterion: age at death330 years

and 254 years for the younger groups (4 schizophrenic patients, 5

control subjects), and365 years and284 years for the older groups (6

schizophrenic patients, 4 control subjects). We identified the neocortex

(from layer 1 to 6), and measured the area of certain intensity stained

with anti-MOG antibody. We observed the appearance of MOG posi-

tive deposits in superior temporal cortex of schizophrenia compared to

those of normal control. This study was approved by the Nagoya

University of Medicine Ethical Review Board.

Results: There was no significant difference in the appearance of

MOG immunopositive deposits in each layer of the neocortex in

younger group. On the other hand, the appearance of MOG

immunopositive deposits in the middle layer of the neocortex is

significantly smaller in schizophrenia than those in control in older

group.

Conclusion: The findings indicate that there is difference in myeli-

nation in the superior temporal gyrus in schizophrenia, and aging has

greater effect on myelin in schizophrenia.

Policy of full disclosure: None.

P-15-004
White matter correlates of the DSM-5 schizophrenia symptom
dimensions

P. Viher (UPD Bern, Neurophysiology, Bern, Switzerland;

K. Stegmayer, A. Federspiel, B. Stephan, R. Wiest, W. Strik,

S. Walther)

Objective: Schizophrenia is characterized as a heterogeneous disor-

der. Whereas in the DSM-IV subtypes of schizophrenia provide poor

description of the heterogeneity, the DSM-5 uses psychopathological

dimensions. This approach captures the variation in the severity of

symptoms in 8 dimensions: Abnormal psychomotor behavior, nega-

tive symptoms, impaired cognition, depression, mania, delusions,

hallucinations and disorganized speech. It remains unkown, whether a

neuronal basis underlies these dimensions. We therefore investigated

white matter correlates of the 8 schizophrenia symptom dimensions in

the DSM-5.

Methods: In 40 patients with schizophrenia spectrum disorders, DSM-

5 was assessed. Structural brain imaging was acquired in all patients

using a 3-T MR Scanner. White matter integrity was correlated with

the ratings of the severity of symptoms in the 8 dimensions in the

DSM-5 using Tract-Based Spatial Statistics (TBSS) and age as

covariate.

Results: In 6 dimensions we found no correlations of the severity of

symptom dimensions with white matter ultrastructure. However, we

detected significant negative associations at p\ 0.05 (corrected) of

white matter with the dimensions abnormal psychomotor behavior

and negative symptoms. Abnormal psychomotor behavior was asso-

ciated with white matter ultrastructure in the superior and inferior

longitudinal fasciculus, internal and external capsule, cingulum, and

the corticospinal tract. Negative symptoms correlated with clusters in

the corona radiata, internal and external capsule and inferior frontal-

occipital and longitudinal fasciculus.

Conclusion: In 2 out of 8 dimensions, the severity of symptoms was

associated with aberrant white matter ultrastructure in schizophrenia.

Abnormal psychomotor behavior was associated with regions of the

motor tract and negative symptoms with relevant regions for moti-

vation and action planning. However, in 6 dimensions no correlations

with white matter were found. It is highly probable that the constructs

behind the DSM 5 in this 6 dimensions are too complex for simple

correlations with neurobiology.

Policy of full disclosure: None.

P-15-005
Identifying apathy in schizophrenia based on structural
neuroanatomical differences

E. Opmeer (University Medical Center Groningen, Neuroscience,

Groningen, The Netherlands; M.-J. van Tol, E. Liemburg,

H. Knegtering, G. Pijnenborg, R. Renken, A. Aleman)

Objective: The neuropathology underlying apathy in schizophrenia is

unclear. A multivariate approach would be best suited to investigate

this, given that in studies of neurodegenerative disorders several

regions have been associated with apathy, namely the orbitofrontal

cortex, dorsolateral prefrontal cortex, parietal cortex, thalamus and

basal ganglia. The aim was to identify a pattern of structural abnor-

malities that differentiates between different degrees of apathy in

schizophrenia with a multivariate pattern classification approach. To

investigate whether the basal ganglia were of specific importance,

because of their role in anticipation of reward and envisioning future

pleasant events, they were also investigated separately.

Methods: 93 patients diagnosed with schizophrenia or schizophrenia

spectrum disorder underwent magnetic resonance imaging. A mea-

sure of apathy was derived from the PANSS based on Liemburg et al.

(2014). The images were segmented and the grey matter (GM) images

were further processed with DARTEL and normalized to MNI space

(all in SPM12). The association between GM volume (GMV) and

apathy was investigated with multivariate kernel ridge regression

(KRR) implemented in PRoNTo. The relation between actual apathy

measures and predicted measures based on GMV was indexed by

Pearson correlation coefficient and mean square error (MSE) of the

difference.

Results: GMV in the areas of interest (orbitofrontal cortex, dorso-

lateral prefrontal cortex, parietal cortex, thalamus and basal ganglia)

could predict degree of apathy (r = .20, p = .08, MSE = 7.14,

p = .01). By only including the basal ganglia, apathy could not be

predicted (r = .08, p = .22, MSE = 9.12, p = .12). The ROIs

excluding the basal ganglia, showed the best classification of apathy

(r = .25, p = .03, MSE = 6.83, p = .002).

Conclusion: To conclude, the pattern of gray matter volume of areas

previously univariately associated with apathy in neurodegenerative

disorders was multivariately associated with degree of apathy in

schizophrenia. The basal ganglia did not improve classification of

apathy and therefore might not play such a large role in apathy as

hypothesized.
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Objective: Despite patients with schizophrenia showed the deficits in

the thalamo-cortical and fronto-temporal connectivity, the white

matter connectivity in patients with schizotypal personality disorder

had not been systemically investigated.

Methods: This study involved 29 neuroleptic-naı̈ve patients with

schizotypal personality disorder and 37 healthy controls, and scanned

on the 3T MRI scanner. Deterministic tractography was performed to

investigate fronto-temporal and thalamo-fronto-temporal pathways.

The target brain regions (bilateral lateral frontal, medial frontal,

orbitofrontal, lateral temporal, medial temporal, thalamus) were

extracted from the automated segmentation and cortical parcellation.

Cross-sectional comparisons in mean fractional anisotropy (FA) and

mean diffusivity, radial diffusivity, axial diffusivity performed on the

target brain regions. We also analyzed the relationship between the

white matter pathway and the Positive and Negative Syndrome Scale.

Results: The diffusion tensor imaging showed that the subjects with

patients with schizotypal personality disorder had altered white matter

connectivity. Structural connectivity in subjects with schizotypal

personality disorder showed significant positive relationship with

severity of Positive and Negative Syndrome Scale.

Conclusion: These results suggest that the deficits in white matter

connectivity may be a trait marker of schizophrenia spectrum disorder.

Policy of full disclosure: None.

P-15-007
Altered thalamo-cortical white matter connectivity: probabilistic
tractography study in clinical: high risk for psychosis and first
episode psychosis

K. I. Cho (Seoul National University, Natural Sciences, Seoul,

Republic of Korea; M. Shenton, M. Kubicki, W. H. Jung, T. Y. Lee,

J.-Y. Yun, S. N. Kim, J. S. Kwon)

Objective: Disrupted thalamo-cortical connectivity is regarded as a

core psychopathology in patients diagnosed with schizophrenia.

However, whether the thalamo-cortical white matter connectivity is

disrupted before the onset of psychosis is still unknown. To determine

this gap in knowledge, the strength of thalamo-cortical white matter

anatomical connectivity in subjects at clinical-high risk for psychosis

(CHR) was compared to that of subjects diagnosed with first episode

psychosis (FEP) and healthy controls.

Methods: A total of 37 CHR, 21 FEP and 37 matched healthy

controls underwent diffusion-weighted and T1-weighted magnetic

resonance imaging to examine the number of probabilistic trac-

tography ‘‘counts’’ between the thalamus and eight parcellated

cortical regions representing white matter connectivity. We also

investigated the relationship between white matter connectivity and

psychopathology.

Results: For FEP, the connectivity between the thalamus and parietal

cortex was significantly increased compared to that of healthy con-

trols. However, the connectivity between thalamus and orbitofrontal

cortex was considerably reduced compared to both healthy controls

and CHR. Interestingly, CHR exhibited a similar pattern as FEP when

comparing the thalamic connectivity to healthy controls, albeit with

slightly reduced magnitude. Further, in CHR there was a notable

increase in thalamo-parietal connectivity, but a substantial decrease in

thalamo-orbitofrontal connectivity. Also, the strength of the thalamo-

orbitofrontal connectivity was correlated with the Global Assessment

of Functioning score in CHR.

Conclusion: This observed pattern of white matter connectivity dis-

ruptions in first episode psychosis and in CHR suggests that this

pattern of disconnectivity, not only highlights the involvement of

thalamus but also might be useful as a early biomarker for psychosis.
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P-15-008
Spectroscopy differences between at risk populations
for psychosis

O. Bloemen (GGz Centraal Innova, Hilversum, The Netherlands;

C. Vingerhoets, G. Bakker, E. Boot, F. da Silva Alves,

T. van Amelsvoort)

Objective: 22q11 deletion syndrome (22q11DS) and Ultra High Risk

patients both have approximately 30 % risk to develop psychosis.

Proton magnetic resonance spectroscopy (1H-MRS) studies have

shown abnormalities in brain metabolites in dorsolateral prefrontal

cortex (DLPFC) and hippocampus in both 22q11DS and UHR

patients. We hypothesized that their different risk profiles are asso-

ciated with specific differences in brain metabolites between these

groups.

Methods: We recruited 13 non-psychotic 22q11DS patients, 16 UHR

patients and 16 controls. UHR patients were younger than 22q11DS

but matched to controls. No participants used antipsychotics. Brain

metabolites were measured with 1H-MRS in the DLPFC and hip-

pocampus and compared with t tests.

Results: DLPFC glutamine was higher in UHR compared to 22q11DS

(p = 0.036), but non-significant after co-varying for age and gender.

Other brain metabolites did not differ significantly between the

22q11DS and UHR groups. UHR patients compared to controls had

lower glutamine + glutamate (GLX) in the HIP (p = 0.50).

Conclusion: UHR and 22q11DS patients did not show robust dif-

ferences in brain metabolites. This may be due to limited power or

may reflect that brain metabolites are comparable between the risk

profiles. Lower hippocampal glutamine + glutamate in the HIP of

UHR patients is an interesting novel finding, in light of evidence of

higher hippocampal glutamine + glutamate in schizophrenia

patients.
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P-15-009
Impairment in social cognition in schizophrenia is associated
to early neurodevelopmental deviations of the Anterior Cingulate
Cortex

V. Marzloff (CHU - University Hospital Service de Psychiatrie

Adulte, Caen, France; S. Dollfus, P. Brazo, M.-O. Krebs, A. Cachia)

Objective: Anatomical and functional alterations of prefrontal

regions, particularly the Anterior Cingulate Cortex (ACC), are

associated to impaired social cognition in schizophrenia, like Theory

of Mind (ToM). Analysis of ACC sulcation, an anatomical brain

feature determined in utero and stable after birth, enables to inves-

tigate the long term effects of early brain development. The ACC

can have 2 types of sulcal pattern: the ‘single’ type, with only the

cingulate sulcus; and the ‘double parallel’ type, with an additional

paracingulate sulcus (PCS). Lack of leftward ACC asymmetry (i.e.,

presence of a PCS in the left hemiphere) is typical of patients with

schizophrenia.

Methods: In this context, our study investigated the effects of ACC

sulcal pattern on ToM impairment in schizophrenia. ACC sulca-

tion was studied with 3T MRI data of 38 schizophrenia patients

and 38 matched healthy subjects. ToM impairment was measured

by fMRI deactivation in four regions of interest (ROI) during a

ToM task.

Results: As anticipated, a loss of ACC asymmetry was detected

in patients. ACC asymmetry was decreased in patients with

mix-handedness compared to right-handed patients. A reduction

of the BOLD signal was detected in the 4 TOM ROI in the
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whole patient group, with a BOLD signal reduction in the

ventromedial prefrontal cortex related to a decrease ACC

asymmetry.

Conclusion: These findings provide the first evidence of an associa-

tion between fetal neurodevelopment, handedness and social

cognition process.
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P-15-010
Aberrant lateralization pattern of resting state brain
in schizophrenia

S. N. Kim (Seoul, Republic of Korea; H. J. Jo, J. H. Jang, T. Y. Lee,

J. S. Kwon)

Objective: The disturbance of hemispheric lateralization has been

regarded as the core pathophysiological process in schizophrenia. The

authors investigated functional lateralization pattern controlling

anatomical asymmetry by surface landmarks in resting state brain of

schizophrenia patients.

Methods: Forty-seven right-handed schizophrenia patients and 47

age-, sex- and handedness matched healthy comparison subjects were

included in this study. The lateralization of cortico-cortical interac-

tions was determined by first identifying homotopic locations in each

hemisphere in terms of their anatomical positions. Resting brain

activity at each location (36,002 nodes per hemisphere) was corre-

lated with the activity at every other location within and across

hemispheres to quantify lateralization in two patterns, which differ-

ently prefer for within-hemisphere interactions or between-

hemisphere interactions.

Results: Patients with schizophrenia demonstrated significantly dif-

ferent pattern of between-hemisphere lateralization in regions in

frontal, temporal and parietal regions including the middle frontal

gyrus, the superior temporal gyrus, and the insula (FDR corrected

p\ 0.01). Functional lateralization in the superior temporal region in

schizophrenia was correlated with positive symptom scores.

Conclusion: The current study found that specific pattern of func-

tional lateralization has diminished in schizophrenia. It suggested the

illness is related with the bias in how the two hemispheres interact

with each other.
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Auditory verbal hallucinations and glutamate in prefrontal cortex
of patients with psychotic disorders

B. Curcic-Blake (University Medical Hospital Neuroimaging

Centre Nic, Groningen, The Netherlands; L. Bais, M. Pijnenborg,

E. Liemburg, A. Aleman)

Objective: Auditory verbal hallucinations (AVH), have been linked to

deficiencies in fronto-temporal and inter-hemispheric white matter

tracts. Proton magnetic resonance spectroscopy (1H MRS) is a novel

technique for determining the levels of specific neurochemical com-

ponents in a given area. Of specific interest is the neurotransmitter

glutamate, a major excitatory neurotransmitter. In this study we

investigated the levels of glutamate in the white matter of a tract

belonging to above mentioned pathways in the dorso-lateral pre-

frontal cortex (DLPFC).

Methods: Sixty-seven patients and thirty healthy controls (HC)

underwent magnetic resonance spectroscopy (MRS) to estimate levels

of glutamate + glutamine (Glx) in the DLPFC. The severity of

symptoms was assessed using the positive and negative syndrome

scale (PANSS). Patients either had AVH (AVH group; n = 45) or had

never experienced them (NeverAVH group; n = 22).

Results: Patients had generally lower levels of Glx as compared to

HC. Among patients, those with lifetime AVH had higher levels of

Glx than the patients who had never experienced AVH. The results

stayed the same after corrections for the duration of illness and levels

of grey matter and cerebrospinal fluid in the voxel. We found no

evidence for an association of the severity of symptoms (measured

using the P3 hallucinations item of the PANSS or PANSS positive

subscale) with Glx levels.

Conclusion: Our finding that Glx levels are increased in patients with

AVH as compared to the group who had never experienced AVH is in

line with suggestion that glutamate might be a mediating factor in

AVH and glutamate hypothesis of schizophrenia (Coyle 2006).

Moreover, our results are largely consistent with a previous study of

Hugdahl et al. (Hugdahl et al. 2015), who found similar decreased

levels of Glx in a patient group and increased levels in an AVH group

as compared to a No AVH group.
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Álvarez, R. P-03-007

Alvarez Garcia, R. P-03-009
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Möller, H.-J. S-15-001, S-01-004

Mondino, M. S-14-003

Monsonet, M. P-11-006, P-11-008

Montefusco, V. P-14-006, P-14-005

Montesinos, L. P-13-006

Mørch, R. O-04-005

Mørch-Johnsen, L. S-13-001

Morello, R. S-28-003

Moreno, C. P-11-007

Moreno, D. P-11-007

Moriyama, T. P-03-010

Morosawa, S. P-15-003, P-06-006

Mors, O. P-04-002

Mossaheb, N. P-09-003

Movina, L. P-08-002

Mucci, A. P-04-001, P-08-011, P-14-005,

P-14-006, S-18-001, S-22-003, S-31-001

Mueser, K. S-20-001

Mulder, C. L. S-44-004

Mulder, N. S-44-002

Mulder, N. S-44-003

Mulder, N. S-44-001

Mulert, C. S-06-003

Munkholm, A. S-39-001
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Stäblein, M. P-04-008

Stain, H. J. S-01-001

Stanley, P. C. P-12-007, P-12-008, P-12-009

Staring, A. B. S-27-002

Staring, A. S-44-001

Startup, M. S-01-001

Steel, C. S-20-001

Steenhuis, L. P-10-002

Stegmayer, K. S-19-003, S-22-001,

S-29-001, S-29-004, S-31-002, S-45-004,

P-02-006, P-15-004

Steinau, S. P-02-006

Steiner, J. S-26-002

Stepanov, V. P-05-012

Stephan, K. E. S-12-001, S-42-004

Stephan, B. P-15-004

Stephen, W. S-30-001

Sterzer, P. S-12-002

Steullet, P. S-09-001

Stewart, R. P-02-012

Stiekema, A. P-02-012

Stieltjes, B. S-04-002
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