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  SO 01. Treatment of alcohol dependence  

  SO 0101. Which target: prevention of relapse 
in abstinence or reduction of alcohol intake?  
 Henri-Jean Aubin
Addiction Treatment Center, Hopitaux Universitaires 
Paris-Sud, Villejuif, France 

 The issue of controlled drinking has been controver-
sial in many countries over the years. Some alcohol 
specialists have been slow and mostly unwilling to 
even consider reduced drinking as a treatment objec-
tive for anyone with an alcohol problem, especially 
when an alcohol dependence syndrome has been 
diagnosed. This attitude fi nds its roots in concepts 
that fi rst became popular through Alcoholics Anony-
mous and subsequently became commonplace. 
Viewed from this perspective, the rationale for strong 
resistance to any moderation alternative is that it 
supports  “ denial ”  and therefore interferes with  “ alco-
holics ”  taking the  “ fi rst step ”  towards recovery. Epi-
demiological and clinical research has however shown 
that a substantial proportion of alcohol dependent 
individuals can actually be successful when aiming 
low-risk drinking. Many treatment settings promote 
abstinence as the only acceptable treatment goal for 
patients with an alcohol use disorder. However, many 
problem drinkers decline treatment programs aimed 
at abstinence. Offering both abstinence and non-
abstinence treatment goals to clients, permits a cli-
ent-centered approach that contributes to alleviate 
client ’ s resistance to change. The forthcoming 
DSM-5 introduces a diagnostic shift from the binary 
diagnostic criteria of alcohol dependence and alcohol 
abuse, to a single continuum of alcohol use disorders 
introducing a clear measure of severity such that 
treatment goals can be tailored accordingly. In this 
sense, reduction strategies offer a clear opportunity 
to address patient heterogeneity and lower the treat-
ment barrier by bringing patients into treatment that 
would otherwise not be treated. 

  SO 0202. Alcohol dependence and depression  
 JMA Sinclair
Senior Lecturer in Psychiatry, University of 
Southampton, United Kingdom 

 Alcohol dependency and depression frequently co-
occur, resulting in poorer outcomes for both condi-
tions. Management is complicated by service delivery 

variables and a relatively sparse evidence-base. Sys-
tematic reviews have concluded that antidepressant 
treatment may improve mood but not necessarily 
alcohol outcomes (Nunes  &  Levin, 2004; Torrens 
et al., 2005). Guidelines advise treatment of the alco-
hol use disorder fi rst and reassessing depressive 
symptoms once abstinent. However this is not always 
possible and more recent evidence suggests that there 
may be some benefi t for combining antidepressants 
with the opioid receptor antagonist naltrexone 
(Pettinati et al., 2010; Krystal et al., 2008). 

 Given the frequent co-occurrence of these disor-
ders, as well as the diffi culty in determining which is 
the primary condition; the need remains for under-
standing the underlying cognitive and emotional pro-
cesses involved in the aetiology and maintenance of 
the co-morbid condition. 

 Cognitive models have been extensively investi-
gated, with biases in attention and interpretation 
being the most researched. In alcohol dependency 
and depression (in the non-comorbid state), biases 
in selective attention to disorder specifi c cues are 
considered key cognitive vulnerability factors in 
their development and maintenance (Field and Cox, 
2008). 

 However, despite the high prevalence of co-
morbidity across these disorders, there is much less 
evidence on how attentional biases to disorder-
specifi c cues interact with each other and the impact 
that this may have on understanding the natural 
history of the disorder; and on the potential mech-
anisms of action of novel psychological and phar-
macological treatments (Sinclair et al., 2010). 

 Recent data from a study of 123 patients present-
ing for alcohol treatment demonstrated attentional 
bias towards alcohol related words (on a visual probe 
task), which reduced with abstinence. It also con-
fi rmed previous fi ndings of a signifi cant reduction in 
depressive symptoms following abstinence. However, 
unrelated to depressive symptoms or diagnosis 
patients demonstrated an avoidance of depression 
related words which increased signifi cantly with 
abstinence (Sinclair et al 2010). The potential impli-
cations for this counter-intuitive fi nding require fur-
ther exploration. 

  SO 0103. A potential new treatment for 
alcohol dependence  
 Hannu Alho
Department of Mental Health and Substance Abuse 
Services, Helsinki University Central Hospital, 
Helsinki, Finland 

International Journal of Psychiatry in Clinical Practice, 2011; 15(Suppl 2): 1–14

ISSN 1365-1501 print/ISSN 1471-1788 online © 2011 Informa Healthcare
DOI: 10.3109/13651501.2011.626556



2 Abstracts   

 In longitudinal studies on general health a clear 
correlation between the amount of alcohol con-
sumed and mental and physical consequences such 
as depression, anxiety, some cancers, fatty liver 
and liver cirrhosis has been established. In recent 
years the strategy of  “ harm reduction ”  proved very 
successful in patients addicted to alcohol, both in 
psychotherapy as well as in pharmacotherapy 
showed a signifi cant proportion of patients with a 
considerable reduction in alcohol consumption. 
These fi ndings indicate that it is timely to open a 
new discussion on reduced drinking as a treatment 
goal and ways to achieve this goal. Recent studies 
have shown that nalmefene is effective to achieve 
this goal. 

 The consumption of alcohol stimulates the pro-
duction and release of endogenous opioid peptides, 
which mediate the rewarding and reinforcing effects 
of alcohol. Opioid antagonists (e.g., nalmefene, 
naloxone, naltrexone) block endogenous opioid 
activity, thereby, blocking alcohol-induced reinforce-
ment. Evidence from animal studies has shown that 
the reinforcing actions of ethanol are attenuated by 
the opioid antagonist. Clinical evidence to further 
substantiate the use of opioid antagonists in the 
treatment of alcohol dependence comes from several 
clinical studies of nalmefene and naltrexone. For 
example, new clinical data show that the targeted 
use of nalmefene (preliminary data, nature reviews 
Drug Discovery, 10,566, 2011) reduces heavy drink-
ing in alcohol-dependent patients without prior 
detoxifi cation. 

  SO 02. Depression and Anxiety: Treating the 
diffi cult patient  

  SYMPOSIUM OUTLINE  

 Via an interactive format, this symposium will 
explore two specifi c patient scenarios in which cli-
nicians typically encounter diffi culties. The fi rst is 
the shy, anxious patient with symptoms of both 
social anxiety disorder and major depressive disor-
der; the second is the poor responder to antidepres-
sant therapy. Each scenario will be explored from 
different angles. To begin with, prevalence, diagno-
sis and controversies will be examined. Using vot-
ing pads, audience members will then have the 
opportunity to challenge the information presented 
and share opinions on individual patient cases. To 
complete the discussion on each scenario, the 
speakers will provide an overview of the available 
evidence-based treatment approaches, focusing on 
the most recently published research. Throughout 

the symposium, the consequences of inadequately 
treating  “ diffi cult patients ”  will addressed, and spe-
cial emphasis will be placed on the topic of antide-
pressants and suicide. 

  SO 03. Advances in Treatment of MDD 
and GAD  

  SO 0301. Depression in schizophrenia  
 Istvan Bitter
Department of Psychiatry and Psychotherapy, 
Semmelweis University, Budapest, Hungary 

 Depression has been historically described as one of 
the symptoms in schizophrenia, however little atten-
tion has been paid to its diagnosis and treatment. In 
cross-sectional studies 25–30% of the patients with 
schizophrenia are identifi ed as being depressed. More 
severe psychopathology, impaired functioning and 
suicidality are related to depression in schizophrenia 
(DiS). The prognostic and functional correlates of 
DiS are different in the acute phase and the chronic 
phase. 

 The Calgary Depression Scale has been devel-
oped for the identifi cation and measurement of 
depression in schizophrenia. The scale is available in 
a large number of languages. 

 Most studies highlight the correlation between 
depression and negative symptoms, however good 
treatment response of positive symptoms in the 
acute phase is associated with improvement of 
depressive symptoms. DiS and anhedonia in schizo-
phrenia may overlap, and it could therefore be dif-
fi cult to differentiate them, especially in acute phase. 
In the chronic phase the differentiation of depres-
sion, negative symptoms and extrapyramidal side 
affects of antipsychotics may be diffi cult. Depression 
after the acute phase is related to higher levels of 
negative symptoms. 

 DiS is a major risk factor of suicide attempts and 
completed suicide in schizophrenia. While data dif-
fer, about 10% of patients with schizophrenia die by 
suicide. Antipsychotic treatment decreases the risk of 
suicide and clozapine has been identifi ed as an antip-
sychotic with proven effi cacy in preventing suicide in 
schizophrenia. The use of antidepressants in schizo-
phrenia has been a neglected area of research and the 
available data are controversial. Since affective 
changes may be related to a progressive decrease in 
social interaction and loss of reinforcement of social 
behaviors psychosocial interventions may be effi ca-
cious, such as cognitive therapy and aggressive com-
munity treatment. 
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  SO 0302. Risks and Benefi ts of Atypical 
Antipsychotics in the Treatment of 
Generalized Anxiety Disorder (GAD)  
 Borwin Bandelow
Klinik fur Psychiatrie und Psychoteriapie, Universitaet 
Gottingen, Gottingen, Germany 

 Current treatments for Generalized Anxiety Disor-
der (GAD) include the selective serotonin reuptake 
inhibitors (SSRIs), serotonin-noradrenalin reuptake 
inhibitors (SNRIs), the calcium channel modulator 
pregabalin, tricyclic antidepressants (TCAs), benzo-
diazepines and a number of other medications [1]. 
There is no ideal drug for the treatment of this dis-
order. The disadvantages of antidepressants include 
the late onset of effect (usually after 2 – 4 weeks) and 
side effects such as initial jitteriness, nausea or insom-
nia. Benzodiazepines are associated with the risk of 
developing addiction. In the recent years, some ran-
domized controlled studies have been conducted 
with atypical antipsychotics such as quetiapine  –  
either as monotherapy or as adjunctive medication 
to antidepressant treatment. One advantage of atyp-
ical antipsychotic treatment for anxiety disorders is 
the faster onset of action, while side effects such as 
the metabolic syndrome have to be taken into 
account. The risks and benefi ts of atypical antipsy-
chotics in the treatment in GAD are discussed. 

 References 

 Bandelow, B., J. Zohar, E. Hollander, et al. (2008).  “ World [1] 
Federation of Societies of Biological Psychiatry (WFSBP) 
guidelines for the pharmacological treatment of anxiety, 
obsessive-compulsive and post-traumatic stress disorders - 
fi rst revision. ”  World J Biol Psychiatry 9(4):248–312. 

  SO 0303. Atypicals in the treatment of MDD - 
advantages and risks  
 Hans-J ü rgen M ö ller
Psychiatric Department ,  University of Munich, 
Munich, Germany 

 Placebo-controlled studies performed in recent years 
have shown that some second generation antipsy-
chotics have antidepressive effects. The positive 
results from some studies in bipolar depression are 
especially impressive and underline the antidepres-
sive potencies of novel antipsychotics beyond the 
spectrum of schizophrenia. The antidepressive effect 
of second generation antipsychotics was recently also 
demonstrated in MDD, both as monotherapy as well 
as augmentation. 

 The antidepressive potential of second generation 
antipsychotics is presumably related to their pharma-
cological mechanisms, which differ from those of 
traditional neuroleptics. Among others, 5-HT2A 
antagonism is of special relevance for most of the 
new antipsychotics in this respect. But also special 
interactions with the dopaminergic system, as is the 
case with amisulpride and aripiprazole, or noradren-
alin- and/or serotonin-reuptake-inhibition, as with 
quetiapine and ziprasidone, should be considered. 
The presentation will present the recent data on effi -
cacy and tolerability. 

  SO 04. Why are there so few new 
Psychotropics  

 SO 0401. Has the demand for evidence in 
psychiatry become counterproductive? 
 Elias Eriksson
Department of Neuroscience and Physiology, 
Sahlgrenska Academy, University of Gothenburg, 
Sweden 

 Psychologist Irving Kirsch has attracted attention by 
claiming that antidepressants do not work, and that 
the larger effect nevertheless sometimes noted in 
patients receiving active treatment in placebo-con-
trolled trials can be explained entirely by side effects 
augmenting the placebo effect exerted by the antide-
pressant. In this presentation, the arguments of 
Kirsch will be analyzed and rebutted, but it will also 
be pointed out that bodies such as NICE in UK and 
SBU in Sweden also have grossly misinterpreted the 
literature on treatment effi cacy, doing partly the 
same mistakes as Kirsch (e.g., over-relying on meta-
analyses, and ignoring methodological errors often 
leading to type-II errors). Also, such bodies, illogi-
cally, usually do not apply the same demands on 
psychotherapy studies as on drug trials (e.g. with 
respect to the necessity of an appropriate control 
group), hence overrating the effi cacy of, e.g., CBT, 
one example being that the Swedish National Board 
of Health and Welfare recently concluded (ground-
lessly) that internet-CBT is as effective as antidepres-
sants for the treatment of depression (and more cost 
effective). Also, it will be pointed out that numerous 
clinical observations regarding pros and cons of var-
ious drugs for various subgroups of patients will, for 
commercial reasons, never be formally tested in large 
controlled trials, and hence never become  “ evidence-
based ” , notwithstanding the fact that they may be 
both accurate and relevant. Attempts to make clini-
cians adhere to recommendations based on such a 
pseudo-scientifi c fundament as that presented by 
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bodies like NICE or SBU, and/or to prevent them 
from taking non-evidence-based observations into 
consideration when selecting treatment for the indi-
vidual patient, by implementing mandatory guide-
lines, or by denying certain drugs reimbursement, 
can not be in the interest of the patients or of society; 
moreover, such a policy may augment the reluctance 
of many drug companies to invest in the fi eld of psy-
chiatry, hence reducing the likelihood that new and 
better drugs will be developed. 

  SO 0402. Economic barriers to developing 
new treatments  
 Anders Gersel Pedersen
Lundbeck, Valby, Denmark 

 Diseases of the central nervous system (CNS) such 
as depression and alcohol abuse are among the most 
expensive to society and will continue to be a burden 
into the next decades. The value of the CNS phar-
maceuticals market is close to  $ 100bill, and it is char-
acterised by substantial unmet medical needs as the 
majority of available treatments are palliative only or 
with unwanted side-effects. Unfortunately, drug 
development in CNS faces more challenges than that 
of other disease areas. For instance, in CNS there is 
a higher failure rate in phase III due to lack of effi -
cacy and the overall probability for a new drug to 
reach market of about 14% is lower than that of other 
disease areas 17–18%. Increasing regulatory hurdles 
add to the cost of bringing new CNS drugs to mar-
ket and price setting is becoming more and more 
complex. In addition, regulatory studies are designed 
to show pharmacological effect, not broad public 
utility. For the pharmaceutical companies this 
increases the need for investments in health eco-
nomic studies, and in turn the fi nancial risk, in the 
pre-approval phase. Also, regulatory authorities are 
raising the bar for approving new drugs. The reason 
being that at the time of marketing authorisation 
the risk-benefi t assessment and the value descrip-
tion for the next 5–10 years rely on a  ‘ snapshot ’  in 
time of available data obtained in the trial context. 
Thus, a better value description would be achieved 
through a post-approval assessment based on 
 ” everyday ”  use with predefi ned metrics. This would 
also allow for faster regulatory approval, thereby 
contributing to reduce zero value-creation time. 
One solution is a higher degree of sharing of the 
risk  –  and of the benefi t - between pharmaceutical 
companies and society. Furthermore, with increas-
ing safety hurdles and additional pre-approval costs 
 –  extension of exclusivity could be considered. In 
summary, there is a need for a new economic risk 

sharing model to facilitate innovation with limited 
excessive cost. 

  SO 0403. Sunset on New Psychotropics 
in Europe  
 Stuart Montgomery
Imperial College London, London, United Kingdom 

 Those with psychiatric disorders have long suffered 
from prejudice. Their illnesses and suffering are often 
trivialised by journalists in their columns and by gov-
ernment agencies. Tougher regulations appear to be 
imposed on the licensing of new treatments in psy-
chiatry and harsher criteria for their reimbursement 
by government agencies compared with other thera-
peutic areas despite clear evidence that these disor-
ders are associated with the highest levels of suffering 
and disability according to the WHO. 

 For a new treatment for a psychiatric disorder to 
be licensed in the EU more studies meeting stricter 
conditions are required than is the case with equiva-
lent licensing authorities such as the FDA. For exam-
ple, in the EU a comparator arm is required in clinical 
trials in addition to the more scientifi c placebo con-
trol. There is no adequate justifi cation for this demand 
which appears to confound the demonstration of effi -
cacy and safety versus placebo with pricing issues. 
A further hurdle in the EU is the requirement that 
long term effi cacy compared to placebo at the mini-
mum effective dose is established before a treatment 
can be licensed. This causes delay in bringing the drug 
to the market and adds considerably to the cost of 
development. The process might be eased if access to 
specialist advice by the licensing agencies, strictly lim-
ited in the European Medicines Agency in contrast to 
other agencies, were improved. 

 Diffi culties in the licensing process and delays 
following the granting of a licence inevitably have 
a negative effect on the viability of developing new 
treatments. Even when a licence is granted trans-
parency/pricing commissions are the source of seri-
ous delays before clinicians are allowed to prescribe 
the treatment. Delays in allowing access to treat-
ment by EU citizens can be so long that medica-
tions become available only after they have come 
off patent. These issues have led some pharmaceu-
tical companies to withdraw from the development 
of treatments in  psychiatry for the EU market and 
to close their neuroscience laboratories. The result-
ing loss of expertise in neuroscience will not be 
easily reversed. Psychiatric patients in the EU will 
fi nd that the options for new treatments of their 
serious disorders are declining compared with other 
countries. 
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  SO O05. Advances in the therapy of treatment 
resistance  

  SO 0501. Is personalised gene targeted therapy 
in resistant depression possible?  
 Alessandro Serretti, Chiara Fabbri
Institute of Psychiatry, University of Bologna, Bologna, 
Italy 

 The response to antidepressant treatment is still 
unsatisfactory: about 40–50% of depressed patients 
do not respond to fi rst antidepressant and about 
60% do not reach remission at all. Evidence suggests 
that genetic factors contribute for about 50% of the 
antidepressant response therefore the knowledge of 
the patient genetic profi le may lead to an individual-
ized therapy in the next years in resistant depressed 
subjects. 

 Several gene variants have been reported in 
association with antidepressant response. A grow-
ing number of evidence has been reported for the 
functional polymorphism in the upstream regula-
tory region of the serotonin transporter gene 
(5-HTTLPR), particularly l allele has been associ-
ated with a better response in Caucasian. A sig-
nifi cant number of replication fi ndings are present 
in literature also for 5-HT2a, 5-HT1a, BDNF, 
COMT, MAOA, NET, Gbeta3, FKBP5, Pgp, TPH, 
ACE and GSK-3 β  variants, although an high num-
ber of failure of replication is reported for these 
genes. Furthermore new candidate genes have 
been recently identify through the genome-wide 
scan approach and multi-sites projects like STAR ∗ D 
and GENDEP. Among these the more promising 
are GRIK4, GRIK2 and DTNBP1. We also per-
formed a pathway analysis on STAR ∗ D dataset to 
investigate possible pathways involved in resistant 
depression. 

 Until now genetics was not able to predict the 
overall response to antidepressant. However there are 
increasing evidences of a genetic modulation on 
treatment response in resistant depression, both 
directly and through a modulation or an interaction 
with clinical variables that could infl uence the 
response to antidepressant, like personality and social 
modulators. 

  SO 0502. Recent advances in treatment-
resistant generalized anxiety disorder  
 David Baldwin1,2

1Faculty of Medicine, University of Southampton, 
United Kingdom, 2Mood and Anxiety Disorders 
Service, Southern Health NHS Foundation Trust, 
United Kingdom 

 Generalized anxiety disorder (GAD) is common in 
community settings and in primary and secondary 
medical care. The associated societal burden is con-
siderable, and although some patients receive 
unnecessary or inappropriate interventions, many 
of those who might benefi t from pharmacological 
or psychological treatment are not recognised or 
treated. Evidence-based guidelines for pharmaco-
logical management tend to recommend initial 
treatment with either a selective serotonin reuptake 
inhibitor (SSRI), a serotonin-noradrenaline reuptake 
inhibitor (SNRI) or the novel anxiolytic drug 
pregabalin [1]. 

 Current evidence does not permit reliable 
 conclusions about which treatment approaches 
might have superior effi cacy or tolerability [2]. 
Response rates can be disappointing in routine 
practice, and it is not possible to predict reliably 
which patients will respond well and which will 
show only a limited response to treatment. How-
ever an eventual response to treatment is unlikely 
if a patient derives no clear benefi t within the fi rst 
four weeks of treatment [3]. 

 There have been few studies of the further 
management of patients who do not respond to 
initial treatment and there is a pressing need for 
further randomised controlled trials, in patients 
who do not respond to an SSRI, SNRI or other 
treatment. Current strategies include continuing 
with the same dose, increasing the dosage, com-
bining with another psychotropic compound (for 
example an antipsychotic drug or pregabalin), or 
switching to another drug. The combination of 
pharmacological with psychological treatments is 
common in clinical practice, but without proven 
effi cacy. 

 Future treatment guidelines will be infl uenced by 
emerging data with both established and novel phar-
macological interventions and through better iden-
tifi cation of patient sub-groups that are likely to 
respond preferentially to particular interventions. 

 References 
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 SO 0503. Novel treatment of resistant 
depression 
 Daniel Souery1, Stuart Montgomery, 
Siegfried Kasper, Alessandro Serretti, 
Joseph Zohar, Julien Mendlewicz 
1Psy Pluriel, Centre Européen de Psychologie Médicale, 
Brussels, Belgium 

 The defi nitions of treatment resistant depression 
(TRD) vary from non-response to a single antide-
pressant given at an adequate dose for suffi cient 
duration to the more complicated failure to respond 
to two separate courses of treatment with antidepres-
sants from two different classes for an adequate dura-
tion (CPMP 2002).1 

 Various treatment strategies have been proposed 
and the evidence in favour of using antidepressants 
from two different classes is weak and has not been 
adequately tested.  

 The primary objective of this multicenter study is 
to evaluate the effi cacy of escitalopram in TRD, 
assessed by 2 consecutive, failed antidepressant treat-
ments from different classes. The last treatment 
received being a 4 to 6 week prospective trial with 
venlafaxine.  

 To date, 392 MDD patients considered as non 
responders to at least one adequate antidepressant 
trial (baseline MADRS score: 31.58) have been 
openly treated 4 to 6 weeks with venlafaxine. Patients 
with persisting MDD and with less than 50% reduc-
tion on MADRS scores where then switched to esci-
talopram for an additional 6 weeks prospective 
trial.  

 Response rate to venlafaxine (mean maximal 
dose:186.73 mg) was 45,60% (140 patients). Remis-
sion, defi ned by MADRS score �12 was observed in 
23.8% of venlafaxine treated patients. From the 167 
non responders to venlafaxine, 158 TRD patients 
continued the study and entered an additional 6 
weeks treatment with escitalopram (mean maximal 
dose: 26,55 mg). Response to treatment was observed 
in 48,3% of patients after 6 weeks with remission rate 
of 26,2%.  

 Escitalopram produced a higher than expected 
response in the treatment of resistant patients who 
had failed to respond to at least 2 antidepressants 
including most recently venlafaxine. 

 The study is supported by an unrestricted grant 
from Lundbeck S/A. 
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  SO 06. Debate: the amine hypothesis is a dead 
end for drug development  

  PRO: Monoamine Debate  
 Ted Dinan
Department of Psychiatry, University College Cork, 
Ireland 

 For over half a century the pharmaceutical industry 
has largely focused on antidepressant development 
by targeting the monoaminergic system. Both the 
noradrenergic neuronal network, largely centred on 
the nucleus locus coeruleus and the serotonergic 
raphe nuclei have been the object of attention. This 
approach led to the development of the SSRIs 
which reduced the side-effects burden on patients 
but no signifi cant improvement has taken place in 
terms of effi cacy. At this point it must be obvious 
to all that the line of research is in a  cul-de-sac  and 
that further investment of resources in such a strat-
egy is futile. 

 One of the major defi cits in the monoamine 
hypothesis of depression which has led to a search 
for monoamine acting drugs, lies in the fact that far 
too much credence has been given to data acquired 
from studies in rodents. Proportionately, there are 
far more monoamine neurones in a rat than a human 
brain. The result is that the role of monoamines in 
psychiatric illnesses has been greatly exaggerated. 
At this point almost every diagnosis in DSM-IV has 
been linked to monoamine malfunction. Given the 
relatively small number of monoamine neurones in 
the human brain this situation is ridiculous. A sim-
ple monoamine hypothesis is far too simplistic to 
explain the complexity of major depression. 

 The industry faces the challenge of exiting the 
intellectual current  cul-de-sac  or exiting antidepres-
sant research altogether. Sadly many companies have 
taken the latter route. 

 Far more sophisticated psychobiological models 
need to be used in drug development, which take 
on board the full complexity of the depressive syn-
drome. It is obvious that in the overwhelming 
majority of patients that stress plays a major role, 
we need therefore to focus on stress mechanisms. 
Furthermore, it is beyond doubt that most depressed 
patients have a pro-infl ammatory phenotype char-
acterised by elevations in pro-infl ammatory cytok-
ines. This infl ammatory component offers a 
potential drug-development target as do a variety of 
other biological processes associated with depres-
sion such as changes in trophic factors and in piv-
otal microRNAs. 

 Surely the time has come to forego our obsession 
with monoamines? 
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  CONTRA: The amine hypothesis is a dead end 
for drug development. No way !  
 Mike Briley
NeuroBiz Consulting  &  Communication, Castres, France 

 The amine hypothesis of depression was developed to 
help understand the mechanism of action of the early 
tricyclic antidepressants that were discovered through 
clinical serendipity. From its simplistic early form, “the 
activity of one or more of the monoamine systems 
needs to be enhanced to achieve an antidepressant 
effect”, the hypothesis has evolved to a more general 
notion, “an antidepressant effect is achieved by  modu-
lation  of one or more of the monoamine systems”. 

 For decades no one has seriously proposed that 
monoamine modulation is the only step in antide-
pressant action. It does however appear to be an inte-
gral part of (virtually) all forms of antidepressant 
therapy that have been shown to be effective so far. 
In addition, modulation of monoamine systems has 
proven to be a relatively benign way of achieving an 
antidepressant effect. 

 The monoamine hypothesis is compatible with all 
antidepressants that have been approved to date. In 
addition virtually all putative antidepressants with so-
called “new” mechanisms of action seem to involve, 
at least indirectly, the modulation of one or more 
monoamine system. Neurogenesis and central infl am-
matory reactions, for example, which have been sug-
gested to provide new directions in antidepressant 
research, are both closely associated with monoamine 
modulation. Similarly light therapy, exercise, St John’s 
Wort and other “soft” antidepressant therapies all 
infl uence monoamine neurotransmission. 

 As long as the monoamine hypothesis is seen as 
a construct describing one (although not necessarily 
the only) easily accessible and relatively benign entry 
into the labyrinthine path that leads to an antidepres-
sant effect it is far from “a dead-end”. Indeed inves-
tigation of the changes brought about in the brain by 
treatment with the monoaminergic antidepressants 
has already unearthed an impressive number of 
mechanisms that may be involved in the antidepres-
sant process and it is likely in the future to lead to 
new entry points into the labyrinth. 

  SO 07. Multidimensional Interactions in 
Depression  

  SO 0701. The challenges posed by ethnic and 
cultural diversity in the treatment of 
depressed patients  
 Driss Moussaoui 
Ibn Rushd University Psychiatric Centre, Casablanca, 
Morocco 

 The world is diverse ethnically and culturally. More 
than ever before in human history, countries are 
becoming ethnic and cultural melting pots. This is 
because of migration, both intra-national and inter-
national, as well as of the huge development of media 
with its impact on the  “ mental globalization ” . 

 This evolution has an impact on the diagnosis 
and treatment of mental patients. For example, there 
is a progressive evolution from traditional ways of 
expressing depression, such as possession and perse-
cution forms, to more  “ modern ”  ones, such as guilt 
depression, evolving towards  “ post-modern ”  expres-
sion. In most countries of the world, this evolution 
is taking place, with its corollary, an increase of inci-
dence of suicide. The wide spread of Internet every-
where in the world will dramatically change the 
information about mental disorders and their treat-
ment in the general population, through direct access 
to information. This will impact also on the compli-
ance in the future, as patients will be more and more 
aware of the necessity of continuing the treatment till 
the doctor decides to stop it. 

 Concerning traditional healing, it is prevalent in 
all countries with  “ traditional ”  cultures, but it also 
exists in more modern societies through  “ soft medi-
cine ”  practices. 

 A number of studies have shown differences in 
pharmacokinetics and pharmacodynamics of antide-
pressant medications in various ethnic groups. Noth-
ing defi nitive has been found so far that has a 
practical signifi cance. The  “ Cytochrome P450 medi-
cine ” , adapting prescription to each patient, what-
ever is his/her ethnic background, is one solution to 
this diversity. 

  SO 0702. Drug-Drug interactions in 
polymedicated depressed patients  
 Sheldon Preskorn
Department of Psychiatry and Behavioral Sciences, 
University of Kansas School of Medicine-Wichita, 
Wichita, KS, USA 

 Based on two recently completed pharmacoepidemi-
ology studies by the author, more than 75% of 
patients on an antidepressant in clinical practice are 
taking at least one medication in addition to their 
antidepressant. Mean and median number of addi-
tional medications is 3 and 2, respectively, and 
extreme is more than 20 additional medications. 
Thus, the vast majority of patients being treated with 
antidepressants are at risk of having one or more drug-
drug interaction (DDI). There are two major types of 
DDIs: pharmacodynamic (PD) and pharmacokinetic 
(PK). PD interactions are where the mechanism of 
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action of the co-prescribed drugs either potentiate or 
diminish their respective effects on the body. PK 
interactions are where one drug affects the absorp-
tion, distribution, metabolism, or elimination of the 
other drug. PD DDIs interactions are most common 
with the oldest antidepressants (i.e., tricyclic antide-
pressants, TCAs, and monoamine oxidase inhibitors, 
MAOIs) whereas PK DDIs are more common with 
newer antidepressants. The most common mecha-
nism involved in PK DDIs is alteration in the activ-
ity of cytochrome P450 (CYP) enzymes which are 
responsible for metabolism of many drugs. Pharma-
ceutical science has progressed to the point that CYP 
enzymes mediated DDIs can be minimized, if not 
completely eliminated when designing and develop-
ing new medications. As that has happened, attention 
has shifted to PK DDIs mediated by effect on drug 
transporter proteins such as P-glycoprotein. This lec-
ture will provide a brief overview of the pharmaco-
logical principles underlying DDIs and the history of 
DDIs as they relate to antidepressants and then will 
review all of the currently marketed antidepressants 
in terms of their potential for either causing or being 
a victim of DDIs both those which are PD and PK. 
The presentation will also review the myriad of ways 
that DDIs can present clinically. 

  SO 0703. The clinical importance of 
monoamine interactions in antidepressant 
therapy  
     Pierre Blier
University of Ottawa, Ottawa, Canada 

 Noradrenaline (NA), serotonin (5-HT), and dop-
amine (DA) neurons send projections to each other 
giving rise to physiologically important reciprocal 
interactions. 5-HT neurons exert an inhibitory action 
on both NA and DA neurons. Consequently, when 
5-HT transmission is enhanced by some antidepres-
sants, the activity of NA and DA system is damp-
ened. In contrast, NA and DA exert an excitatory 
effect on 5-HT neurons through  α 1-adrenergic and 
D2 receptors, respectively, that are located on the cell 
bodies of 5-HT neurons. Finally at the nerve termi-
nals, 5-HT neurons have inhibitory  α 2-adrenergic 
receptors and in several forebrain regions DA is 
removed from synapses by NA reuptake transporters. 
The implication of these reciprocal interactions is 
that when interfering with a single neuronal element, 
there can be repercussions in the other two systems 
that can have a positive or negative impact. 

 Milnacipran is both a NA and a 5-HT reuptake 
inhibitor. Contrary to venlafaxine, duloxetine, and 
desvenlafaxine, it is more potent  in vivo  to inhibit the 

reuptake of NA than that of 5-HT. This lower potency 
of milnacipran to inhibit 5-HT reuptake in humans 
is indicated, for instance, by its lesser capacity to 
decrease platelet 5-HT, occurring through 5-HT 
reuptake, than venlafaxine or duloxetine. In contrast, 
milnacipran exerts a potent action on the fi ring activ-
ity of NA neurons through inhibition of NA 
reuptake. 

 There are several clinical implications for the 
preferential action of milnacipran on the NA neurons 
than on 5-HT neurons. Upon treatment initiation, 
nausea is less commonly encountered with milnacip-
ran, than with other potent 5-HT reuptake inhibitors 
(SRIs). As for nausea, sexual dysfunctions can also 
occur with potent SRIs because enhancing 5-HT 
levels through blockade of 5-HT transporters may 
trigger these two side effects. Potently inhibiting NE 
reuptake will produce an antidepressant effect, but 
may also improve energy levels, concentration, and 
possibly cognition through an enhanced NA and DA 
function in areas such as the frontal cortex. Never-
theless, the capacity of milnacipran to still inhibit to 
a certain extent 5-HT reuptake but also NA reuptake 
to a marked degree would explain its therapeutic 
effect in fi bromyalgia. Finally, upon cessation of a 
milnacipran regimen, 5-HT discontinuation symp-
toms rarely occur because of its lower occupancy of 
5-HT transporters than SRIs, including venlafaxine 
and duloxetine. 

  SO 08. Treatment of resistant disorders  

  SO 0801. Antidepressant-resistance in 
unipolar and bipolar depression  
 Zolt á n Rihmer
Department of Clinical and Theoretical Mental Health, 
Semmelweis Medical University, Budapest, Hungary 

 Antidepressant-resistant major depression (AD-RD) 
is a great clinical challenge for the treating clinician. 
In spite of the fact that there are several causes of 
AD-RD in general, there is a growing body of evi-
dence that one of the most common source of it is 
the unrecognized bipolar nature of the  “ unipolar ”  
major depressive episode, when the patients receive 
antidepressant monotherapy  –  unprotected by mood 
stabilizers/atypical antipsychotics. While it is well 
documented that the optimal clinical response to 
antidepressants is much rare in bipolar I and II than 
in unipolar major depression, only the most recent 
clinical studies have focused on the boundaries 
between treatment-resistant unipolar major depres-
sive disorder and bipolar disorder. The most widely 
noted conclusion of the prior studies on AD-RD is 



    Abstracts 9

that if noncompliance, hypothyreosis, use of  “ depres-
siogenic ”  drugs and pharmacokinetic causes (e.g. 
fast metabolization) etc, can be excluded, antidepres-
sant-resistance refl ects the heterogeneity of depres-
sive disorders and different subgroups of depressed 
patients respond (or do not respond) to different 
drugs. However, current psychopathological research 
on the complex relationship between unipolar depres-
sion and bipolar disorders show that the most com-
mon source of antidepressant-resistance in DSM-IV 
diagnosed unipolar major depression is the result of 
the subthreshold or unrecognized bipolar nature of 
the depressive episode and antidepressant-induced 
(hypo)manic switches, antidepressant-resistance and 
 “ suicide-inducing ”  potential of antidepressants seem 
to be related to the underlying bipolarity of the major 
depressive episode. 

  SO 0802. Treatment for resistant OCD  
 Naomi A. Fineberg
National OCD Service, Hertfordshire Partnership NHS 
Foundation Trust and University of Hertfordshire 
Postgraduate Medical School, Queen Elizabeth II 
Hospital, Welwyn Garden City, Hertfordshire, United 
Kingdom 

 Obsessive-compulsive disorder (OCD) is a chronic, 
disabling, lifespan, neuropsychiatric disorder that 
usually responds only partially to existing treat-
ments. In this lecture I shall present a narrative 
review of the available treatment strategies, from the 
perspective of  ‘ research-enhanced healthcare ’  includ-
ing data from translational research. I aim to answer 
three main questions: (1) How effective are the fi rst-
line treatments? (2) How long should treatment 
 continue? (3) What is the management of treatment-
resistant OCD? Selective serotonin reuptake inhibi-
tors (SSRIs) and cognitive behaviour therapy (CBT) 
remain the treatment of choice for most patients. It 
is unclear how far their combination might improve 
outcomes. SSRIs are associated with improved 
health-related quality of life. However, discontinua-
tion is associated with relapse and loss of quality of 
life, implying treatment should continue long-term. 
A substantial minority of patients fail to respond to 
SSRI. Such patients may respond to other strategies 
such as dose elevation or adjunctive antipsychotic, 
though long-term trials validating the effectiveness 
and tolerability of these treatments in this patient-
group are relatively lacking. Newer compounds, 
such as serotonin-receptor ligands or agents target-
ting other neurotransmitter systems that may be rel-
evant for OCD, such opiate or glutamate pathways, 
are undergoing evaluation. 

  SO 0803. Prevention of PTSD: does a window 
of opportunity exist?  
 Joseph Zohar
Department of Psichiatry, Chaim Sheba Medical 
Centre, Tel Hashomer, Israel 

 The medical concept of golden hours is well-estab-
lished in situations like CVA and MI. PTSD might 
benefi t from this approach as, like in those disorders, 
the time of onset is clear [1,2]. 

 To date, several interventions have been explored, 
including debriefi ng, and administration of benzodi-
azepines, propranolol, morphine, cortisol and SSRI 
(for SSRI the “window” was extended beyond a few 
days, but within one month). 

 Several debriefi ng studies suggest that it might 
not be helpful, and actually might interfere with the 
robust and potent process of spontaneous recovery. 

 Intervention with benzodiazepines was also found 
to have a potential risk of interfering with spontane-
ous recovery, and recently some groups have recom-
mended against using them. The underlying 
mechanism of benzodiazepines  –  deactivation of the 
HPA axis  –  may be linked to its adverse activity in 
the fi rst few hours after exposure to trauma. Propra-
nolol studies have had mixed results, and although it 
is theoretically of interest, it does not currently seem 
to be an interesting clinical tool. 

 A large multicenter, double-blind study con-
ducted recently in Israel sought to examine the effi -
cacy of SSRI (escitalopram) in preventing PTSD for 
patients displaying symptoms of acute stress disor-
der, beginning treatment within one month of the 
traumatic event. Preliminary results, as well as a dis-
cussion of the methodological issues involved in 
recruitment and follow-up for this type of study, will 
be presented. 

 Cortisol  –  the “stress hormone” is a cornerstone 
in the normal response to traumatic events. An ani-
mal model using rats with hyper-reactive HPA axis 
(the Fischer strain), or hypo-reactive (the Lewis 
strain), showed that plasticity of the HPA axis is 
critical for recovery from a traumatic event. It was 
also found that the normal hyper-secretion of cortisol 
following exposure to a traumatic event was associ-
ated with a reduction in the amplitude of the mem-
ory-fear associated with the exposure [3] This has 
aroused interest in the potential use of a medium 
dose (100–140 mg) of intravenous cortisol. A small 
preliminary study has shown that this approach 
might have potential benefi t. 

 Changing the focus from treatment once PTSD 
is already established to secondary prevention of 
PTSD in the “window of opportunity”  –  the fi rst few 
hours after exposure to a traumatic event  –  has 
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opened the door to new exciting possibilities in 
PTSD research and treatment. 
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  SO 09. Advances with Herbal remedies  

  SO 0901. Is lavender an anxiolytic?  
 Siegfried Kasper
Department of Psychiatry and Psychotherapy, Medical 
University of  Vienna, Vienna, Austria   

  Background  :  In primary care settings patients with 
core symptoms of anxiety are common. Often they 
stay untreated while not fulfi lling all criteria for diag-
nosing anxiety disorder. Treatment options for sub-
threshold anxiety disorders are important because 
untreated symptoms result in chronifi cation, deterio-
ration and concomitant disorders. 

  Methods  :  We summarized available data on effi -
cacy and safety of Silexan, a patented active sub-
stance with an essential oil produced from Lavandula 
angustifolia fl owers by steam distillation. Silexan 
complies with the monograph Lavender oil of the Ph. 
Eur. and exceeds its quality defi nition with respect 
to items important for effi cacy and tolerability. 

  Results  :  Three randomized, double-blind, controlled 
clinical studies investigated the effi cacy of Silexan in 
subsyndromal anxiety (vs. placebo; 10 weeks treat-
ment), in generalized anxiety disorder (GAD) (vs. lora-
zepam; 6 weeks), and in restlessness and agitation (vs. 
placebo; 10 weeks) according to DSM IV or ICD 10 
criteria. The studies assessed the severity of anxiety 
symptoms using the Hamilton Anxiety Scale (HAMA) 
as primary outcome variable. 230 patients were treated 
with Silexan 80 mg/day, 37 with lorazepam 0.5 mg/day 
and 192 received placebo (full analysis set). Baseline 
scores of HAMA ranged between 24.7 and 27.1 points. 
Patients treated with Silexan were superior to placebo 
after week 2. Comparing Silexan and lorazepam in the 
initial dosage of 0.5 mg resulted in similar HAMA total 

score reductions. The decrease of anxiety levels was 
accompanied by a reduction of restlessness and co-
morbidity, and by improvements in general well-being 
and sleep. 

 Typical adverse effects were limited to predomi-
nantly mild and transient gastrointestinal events like 
eructation and nausea. Silexan showed no unwanted 
sedative effects and has no potential for drug abuse. 

  Conclusions  :  Silexan is a safe herbal treatment 
option in patients with sub-threshold anxiety disor-
ders. It was shown to be effi cacious in treating symp-
toms associated with anxiety. 

  SO 0902. Who benefi ts from St. John ’ s Wort?  
 Markus Gastpar
Fliedner Klinik Berlin, Berlin, Germany 

 According to the last Cochrane report about St. 
John ’ s Wort (SJW) of 2008 the plant extracts studied 
in the included trials were superior to placebo in 
patients with Maior Depression and similarly effec-
tive as standard antidepressant drugs. This has been 
shown in 18 comparisons with placebo and 17 com-
parisons with standard antidepressants. In accordance 
with this the offi cial guidelines of the professional 
psychiatric associations of Germany, Canada and the 
United States from the years 2009/2010 as well as the 
HMPC monograph recommend the use of SJW 
extracts for the treatment of mild to moderate depres-
sive patients. 

 Based on these studies the benefi ts for patients 
are: 

  –  effective for patients with mild to moderate 
depression (Cochrane 2008). 

  –  suitable for patients not tolerating SSRI- or 
SNRI-treatment, i. e. being sensitive to side 
effects (Kasper et al. 2010). 

  –  clear effects on the typical core symptoms 
of depression characterised by cluster 1 of 
HDRS-17 (Kasper and Dienel 2002). 

 There is a substantial difference between the 
various SJW preparations (WS 5570, STW 3, LI 
160 and Ze 117) as for the members of the SSRI 
family concerning their biochemical and clinical 
characteristics. 

  SO 0903. Mood and Anxiety Symptoms in 
Dementia: The Effects of Ginkgo biloba 
Extract EGb 761 ®   
 Ralph Ihl
Klinik fur Gerontopsychiatrie und Psychotherapie 
Maria- Hilf Krankenhaus Krefeld, Krefeld, Germany 
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  Background  :  Findings from earlier and smaller trials 
suggest that Ginkgo biloba extract EGb 761 ®  might 
improve behavioral and psychological symptoms of 
dementia. Further research was undertaken to cor-
roborate these data. 

  Methods:    Three placebo-controlled, double-
blind, multi-centric clinical trials were performed, 
each one involving approximately 400 patients with 
mild to moderate dementia (Alzheimer’s disease, 
vascular dementia or mixed form) who had clini-
cally signifi cant neuropsychiatric symptoms (total 
composite score on the Neuropsychiatric Inventory 
(NPI) higher than 4 and at least one composite 
symptom rating 4 or higher). Patients were ran-
domly assigned to receive 240 mg per day of EGb 
761 ®  or placebo for a period of 22 (one trial) or 
24 weeks (two trials). Erzigkeit’s SKT cognitive test 
battery was used as primary outcome for the cogni-
tive domain and the NPI was chosen as main out-
come for the behavioral/neuropsychiatric domain. 

  Results  :  In all three trials EGb 761 ®  was sig-
nifi cantly superior to placebo with regard to all 
dementia-related outcome measures, including 
cognitive performance, neuropsychiatric symptoms, 
activities of daily living, clinical global impression 
and quality of life. Signifi cant improvement in the 
NPI total score as well as in the NPI caregiver dis-
tress score was found in patients treated with EGb 
761 ® , whereas there was no meaningful effect or 
even worsening in those receiving placebo. Depres-
sion, anxiety, apathy, irritability and aberrant night-
time behavior were the symptoms improved most 
markedly and most consistently across the three 
trials. EGb 761 ®  was safe and well tolerated with 
rates of adverse events at placebo level. 

  Conclusions  :  The data are in accordance with for-
mer fi ndings demonstrating that Ginkgo biloba 
extract EGb 761 ®  is effective in the treatment of 
patients with dementia. In addition to cognitive per-
formance, activities of daily living, global assessment 
and quality of life it improves the patients ’  neurop-
sychiatric symptoms and the caregivers ’  distress 
related to such symptoms. 

  SO 10. Hot Topics  

  SO 1001. New Directions In Insomnia 
Therapeutics  
 Thomas Roth
Henry Ford Hospital, Sleep Disorders Center and 
Research Center, Detroit, MI, USA 

 Recently there have been signifi cant advances 
in understanding insomnia Pathophysiology and 

 phenotypes resulting in advances in pharmacother-
apy in terms delivery systems, therapeutic targets 
as well as the defi nition of effi cacy. New formula-
tions have (i.e. rapid onset and offset of activity) 
has allowed for more individualized and prn treat-
ment for insomnia specifi c phenotypes (i.e. Middle 
of the Night Insomnia) which had previously been 
treated indirectly. In terms of therapeutic targets it 
is important to remember that sleep is controlled 
by alerting neurotransmitters like histamine, ace-
tylcholine, origin, serotonin, and norepinehrine 
as well by sleep promoting neurotransmitter like 
adenosine, galanin, GABA and melatonin. Until 
recently the only drugs approved for the treatment 
of insomnia were benzodiazepine receptor agonists. 
While these drugs are effi cacious they possesses 
broad CNS depressant and hence depending on 
dose and formulation are associated with risks. The 
search for new receptor targets has resulted in 
melatonin agonists for sleep onset insomnia as well 
as serotonin, orexin and histamine antagonists for 
sleep maintenance. The most interesting advances 
have been the development of new therapeutic 
endpoints. As in the past, there continues to be a 
reliance on both objective as well as patient report 
assays to defi ne sleep effects. However there is an 
increased focus on the other aspect of insomnia in 
terms of daytime effects. Most importantly as 
insomnia is comorbid with other conditions 90% 
of patients the effi cacy of sleep agents has targeted 
improving sleep as well as the comorbid condition. 
Specifi cally, hypnotics have been evaluated in 
terms of their effects on depression, anxiety, pain 
as well as other disorders. Sleep medicine in gen-
eral and insomnia management is experiencing 
rapid evolution. It is important to keep clinicians 
up to date with this rapidly evolving knowledge 
base. 

 SO 1002.  Branded and Generic Medications - 
Are they Interchangeable?  
 Ruth Baruch
Department of Psychiatry, East General Hospital, 
Toronto, Canada 

 Globally, the pricing of generic medications has 
made their use more attractive to both public and 
private payers. Generic medications are less expen-
sive than their branded product counterparts and 
therefore commonly present a cost-containment 
strategy in healthcare. Although encouraging the 
use of generic drugs is a simple way of reducing 
medication expenditures, the impact on the overall 
cost of medical care is more complex than just 
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looking at the  “ drug cost ” . Other factors such as 
effectiveness, adherence, symptom exacerbation, 
adverse events and utilization of other health care 
services should be considered. The choice of med-
ication is multifactorial and rests with the prescrib-
ing physician. 

 Regulatory authorities have similar requirements 
for the approval of generic medications which are 
based on the establishment of bioequivalence. It is 
unclear whether the current standards ensure that 
generic medications have equivalent effi cacy and 
safety to branded medications. The issue of inter-
changeability continues to be controversial. 

 A review of the literature identifi es a number of 
confl icting reports surrounding the effi cacy and 
safety of a variety of pharmaceutical products across 
therapeutic areas. Clinicians should be aware of the 
data and consider potential differences when incor-
porating generic medications into their practice. 
Medications with a narrow therapeutic range and 
those with a modifi ed release formulation require 
particular consideration. 

 This program will clarify for participants the 
current bioequivalence requirements and approval 
process for generic medications. A review of the 
published data as well as clinical experience with a 
broad range of medications will be used to high-
light potential issues in the prescribing of generic 
medications. 

 The program will address the reality that the pro-
cess of medications choice is based on many factors 
and that incorporating generic medication ultimately 
rests with the prescribing physician. Decisions need 
to be individualized and the goal is to optimize 
patient outcomes. Financial considerations cannot 
be ignored but what does this mean for patient care 
and the overall health care utilization? Is there really 
a cost saving? 

  SO 1003. Why Do Clinical Trials Fail? 
Learning from Computer Administered 
Assessments  
 Gary Sachs1,2

1Bracket, Lexington, MA, USA, 2Massachusetts General 
Hospital, Boston, MA, USA 

 Purpose :  The high failure rate of randomized con-
trolled trials (RCT) is a well recognized obstacle to 
drug development, but remains poorly understood 
[1]. We report exploratory analyses utilizing data col-
lected by interactive computer interviews to examine 
the impact of protocol specifi ed eligibility criteria 
and rating reliability on signal detection in a Bipolar 
Depression RCT. 

 Methods :  These clinical trial methodology (CTM) 
analyses were undertaken as part of a failed randomized 
controlled trial. The effi cacy study was a double-blind 
placebo controlled trial designed to test adjunctive zip-
rasidone as treatment for acute depression in 265 bipo-
lar I subjects. Based on assessments administered by 
the site-based rater (SBR) subjects met all require-
ments for randomization including DSM IV diagnostic 
criteria and baseline HAM-D scores  �  20. In addition 
to the effi cacy study assessments, subjects completed 
independent computer administered assessments for 
diagnostic confi dence and symptom severity (HAMD-
COMP, MADRSCOMP, YMRSCOMP) prior to 
 randomization and at least one postrandomization 
assessment on the MADRS. 

 The CTM study compared drug-placebo differ-
ences on change from baseline MADRSSBR and 
MADRSCOMP (primary outcome measure) for 
subgroups created based on the computer assess-
ments including protocol specifi ed baseline severity 
criteria (HAMDCOMP  �  20, Diagnostic Confi -
dence, Presence of Mixed episode, Baseline Infl ation, 
and Overzealous subject reporting. Diagnostic confi -
dence was measured using the Bipolarity index [2]. 
A mixed episode was diagnosed, if at least 3 items on 
the computer administered YMRS were rated to be 
of clinically signifi cant severity (defi ned as a score 
of  �  5 on items 5, 6, 8, and 9 or a score  �  3 on the 
other YMRS items.). Rating reliability was defi ned as 
poor and attributed to Baseline infl ation by the SBR 
if (MADRSCOMP - MADRSSBR)  �  �10, or attrib-
uted to Overzealous Reporting by the Subject if 
(MADRSCOMP -MADRSSBR)  �   �  10. 

 CTM signal detection analyses used Stata version 
11.0 statistical software. Since the effi cacy study was 
powered to detect a drug-placebo difference of  �  4.0 
points on change from baseline MADRS, but was 
not powered for these exploratory analyses, criteria 
which resulted in more than 1.0 difference in the 
drug-placebo signal on both the SBR and Comp 
 ratings were arbitrarily defi ned as  “ impactful ”  prior 
to the data analysis. 

 Results: There were no statistically signifi cant dif-
ferences between adjunctive ziprasidone vs mood 
stabilizer with adjunctive placebo groups with respect 
to primary outcome (change from baseline MADRS), 
based on the SBR scores or the computer-adminis-
tered assessment. While there were numerical advan-
tages consistent with greater study drug-placebo 
separation in subjects meeting key eligibility criteria, 
and having higher diagnostic confi dence there was a 
large effect favoring placebo among subjects meeting 
the criteria for rater baseline infl ation and those 
meeting criteria as  “ over-zealous subject. 

 Conclusions: The main fi ndings of the explor-
atory CTM analyses, was the observation of 
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 “ Impactful ”  but nonsignifi cant trends favoring 
placebo in the subgroups with mixed episodes 
rather than bipolar depression and among two sub-
groups with large discordance between MADRSSBR 
and MADRSCOMP at baseline. This is consistent 
with the suggestion that unreliable ratings by sub-
jects as well as SBRs contribute to study failure. 
These results suggest more stringent subject selec-
tion processes may improve RCT signal detection, 
but do not support the practice of qualifying sub-
jects based on a threshold score obtained on a dif-
ferent depression scale than that used for the 
primary outcome. 

  SO 11. Dilemmas in Bipolar Disorder  

  SO 1101. When is depression bipolar? : 
implications for treatment  
 Allan Young
Imperial College London, London, United Kingdom 

 Bipolar disorder is a common mood disorder that 
is frequently misdiagnosed as major depressive dis-
order (MDD). Bipolarity may be underdiagnosed 
because patients often seek treatment when they 
are depressed but do not often present with hypo-
mania and instruments based on existing diagnos-
tic criteria may be insuffi ciently sensitive for 
detecting hypomania. Support for this view comes 
from the recent BRIDGE study which found that 
many patients with a  DSM-IV  diagnosis of MDD 
meet criteria for subthreshold bipolar disorder 
(Angst et al, Arch Gen Psychiatry 2011;68 791–
798). The bipolar specifi er criteria employed in 
BRIDGE identifi ed more MDE patients as having 
bipolar I or II disorder than were identifi ed by 
 DSM-IV.  Furthermore, compared with  DSM-IV , 
the specifi er criteria distinguished bipolar disorder 
and MDD much more sharply in terms of valida-
tors (family history, course) and resulted in a shift 
of comorbidity (eg, anxiety, substance use disor-
ders and borderline personality disorder) from 
MDD to bipolar disorder. 

 The fi ndings from the BRIDGE study of an 
increased prevalence of bipolar disorder and a shift 
in comorbidity away from MDD have implications 
for the management of patients with bipolar disorder. 
The effi cacy of pharmacotherapy in bipolar depres-
sion, the prevailing phase of illness in bipolar II 
 disorder, remains uncertain. Numerous studies of 
the treatment of bipolar depression have included 
antidepressants, mood stabilizers and antipsychotics. 
Generally, the quality of these studies was poor, with 
open-label studies predominating and/or adequate 

statistical power usually lacking. However, there is 
robust evidence of the effi cacy of some antipsychotic 
agents in the treatment of depressive episodes in 
bipolar II disorder. Considering tolerability in the 
context of effi cacy outcomes for medications may 
help guide management of patients with bipolar II 
disorder. 

  SO 1102. Epidemiology of bipolar spectrum 
disorders beyond DSM-IV: new results from 
the Zurich Study  
 Jules Angst, Alex Gamma, Vladeta Ajdacic-Gross, 
Wulf R ö ssler
Zurich University Psychiatric Hospital, Zurich, 
Switzerland 

 Background :  With the ongoing revisions of DSM-IV 
and ICD-10 the classifi cation of mood disorders 
continues in a state of fl ux. Unfortunately there is a 
dearth of good epidemiological and clinical data for 
such revisions: most studies applied a top-down 
approach based on current diagnoses, which col-
lected little additional data suitable for questioning 
the underlying diagnostic criteria. The re-analysis of 
several large studies suggested that the DSM-IV 
diagnosis of major depressive disorders (MDD) cov-
ers a very heterogeneous group, which includes as 
many as 40% of subjects with sub-threshold bipolar-
ity. Our purpose is to provide some data from the 
Zurich Cohort Study which may contribute to more 
precise defi nitions. 

 Methods :  The Zurich Cohort Study is based on a 
screening sample of 4547 persons (aged19/20) repre-
sentative of the Canton of Zurich collected in 1978; a 
stratifi ed interview sample (N  �  591) enriched for risk 
cases was selected (2/3 high and 1/3 low scorers on the 
SCL-90 R). Weighted back to the normal population, it 
represents 2600 subjects of the general population. 
Seven interviews by psychologists/ psychiatrists were 
carried out between 1979 and 2008 (up to age 50). The 
attrition rate over 30 years was 43%. A bottom-up 
approach based on a wide variety of symptoms was used 
for the assessment of 12 functional somatic and 15 psy-
chiatric syndromes. This allows varying defi nitions of 
bipolar disorders (BD): DSM-IV, Specifi er criteria 
(developed in the BRIDGE study), Zurich criteria. 

 Results :  The cumulative prevalence rates for the 
three diagnostic concepts (DSM-IV, Specifi er, Zur-
ich) were as follows: 

  a)  DSM-IV BD 2.7% and MDD were 8-fold 
higher with 23.6%. 

  b)  Specifi er criteria gave prevalence rates of 
5.2% BD and 21.0% MDD. 
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(hypo)manic switches or of rapid cycle induction fur-
ther complicates the treatment of cyclothimic depres-
sion. The presence of comorbidity represents another 
major problem in the treatment bipolar spectrum 
patients in everyday practice. In many cases, the con-
comitant anxiety, impulse control or eating disorders 
represent the major complaints and require specifi c 
treatment. Most of the controlled trials on bipolar 
disorder exclude patients with comorbid drug abuse, 
anxiety and impulse control disorders and vice versa; 
as a consequence, the empirical basis for treating 
patients with complex co-morbidity are almost exclu-
sively derived from open clinical experience. This is a 
deplorable situation, because the most common 
patients treated in everyday clinical practice are cyclo-
thymic-bipolar II with complex comorbidity. The 
 “ pure ”  bipolar spectrum disorder is an abstract con-
cept that is never encountered in real world. 

 As for non-pharmachological intervention cyclo-
thymia should be considered a distinct form of bipo-
larity, which requires a specifi c approach. Most of 
cyclothymics does not match with the model of the 
disorder that is proposed in psycho-education group 
for bipolar I. The classical description of bipolar dis-
order characterized by manic and depressive episodes 
followed by period of remission, with different algo-
rithms for the treatment of different episodes, does 
not apply to cyclothymia, where depression and 
excitement are strongly related and inter-episodic 
mood instability is the rule. In this patients free inter-
vals and long-lasting remissions are very rare and for 
this reason the psycho-educational intervention 
should start as soon as possible. At the moment the 
correct evaluation of the role and the effectiveness of 
this type of non-pharmachological intervention 
require better-designed prospective observations.     

  c)  The even broader Zurich criteria resulted in 
13.4% BD and 13.2% MDD. In addition 
we found 9.4% minor bipolar and 12.2% 
minor depressive disorders. 

 The analyses of validators favoured the broader 
Zurich concepts of bipolarity. 

 Conclusions :  The current diagnostic classifi cation 
of mood disorder is highly questionable. 

 The large DSM MDD group includes numerous 
hidden bipolar subjects, who can be identifi ed with 
good validity by broader criteria for bipolarity. In the 
future large epidemiological studies using a bot-
tom-up, more phenomenological approach are 
required. 

  SO 1103. Evidence for treatment of Bipolar 
Spectrum  
 Giulio Perugi
Department of Psychiatry University of Pisa, Italy 

 Treatment of bipolar spectrum, cyclothymic and and 
related bipolar II depression is surprisingly under-
studied, especially in comparison to mania and uni-
polar depression. The lack of adequate research in this 
area is even more astonishing, considering that depres-
sive episodes and symptoms prevail in most bipolar 
patients seen in clinical practice and are associated 
with a signifi cant risk of suicide and high mortality 
for different causes. Agents such as lithium, antiepi-
leptics and atypical antipsychotics have been studied 
much more thoroughly in Bipolar I. Similarly, only a 
few controlled studies focused on the effi cacy of anti-
depressants in monotherapy. The relative risk of 



  P 01. Anxiety and religiosity: Negative 
associations among Arab adolescents 
and young adults  
A. M. Abdel-Khalek
 Department of Psychology, College of Social Sciences, 
University of Kuwait, Kuwait 

  Background:  The last few decades have witnessed 
a resurgence of interest in religions and their effects 
on, and correlates of different variables including 
subjective well-being and psychopathology. Several 
Western publications have revealed negative asso-
ciations between anxiety and religiosity. However, 
Arabic studies in this endeavor are scarce. The 
aim of this study was to estimate the relations 
between anxiety and religiosity among fi ve Arab 
samples. 

  Methods:  Five samples ( N   �  9943) of Kuwaiti 
Muslim adolescents (school students) and young 
adults (undergraduates) were recruited (see Table 
I). They responded to the Kuwait University Anxi-
ety Scale (KUAS) along with a self-rating scale to 
assess the degree of religiosity. Both scales have 
good reliability and validity. The administration of 
the two scales was in small group sessions and in 
Arabic language. 

  Results:  Pearson product-moment correlation 
coeffi cients were computed, separately, in each sam-
ple. Table I sets out the correlations. Inspection of 
this table revealed that all the correlations are statis-
tically signifi cant and ranged between  �  0.18 
and  �  0.24. The median was   �  0.22. 

  Conclusions:  On the basis of the signifi cant and 
negative correlation between anxiety and religios-
ity, it was concluded that those who consider 
themselves as religious experienced less anxiety. 
Therefore, the present results provide further evi-
dence for a probable mollifying role of religiosity 

in providing a buffering effect on anxiety. Religios-
ity may have the potential to be integrated in the 
psychotherapeutic procedures, mainly cognitive 
behavior therapy. 

  P 02. Family Constellations in Therapy-
Resistant Cases of Patients Suffering 
From Depression and a Wish to Die  
 M. Asztalos1, M. Angster2, I. Pusztai3 
   1Semmelweis University, Budapest, Hungary ,  2Clinical 
Psychologist, Budapest, Hungary ,  3Family Constellation 
Therapist, Budapest, Hungary 

  Background:  Family constellation has brought sig-
nifi cantly good results in treating therapy-resistant 
depression. The method can be applied in therapy 
and serves as a tool in supervision. 

 Our aim is to call the attention of psychiatrists 
and psychotherapists to this new treatment modal-
ity so that they can include it into their therapeutic 
repertoire. 

  Method:  12 psychotherapists and psychiatrists of 
clients suffering from therapy-resistant depression 
(drugs and psychotherapy) came to supervision into 
family constellation groups in summer of 2010. 

 The method is based on the experience that the 
members of an extended family create a hidden infor-
mation system that functions according to the rules 
observed by Hellinger. Family members unconsciously 
tend to identify with those who had diffi cult fate, life, 
feelings and behavior, as if that diffi culty had happened 
in their own life. This process is unconscious; the cli-
ents may have no rational information at all about the 
person they have identifi ed with. The therapists gained 
a new perspective on the hidden dynamics that might 
have elicited and maintained the disease. Also the next 
therapeutic steps and modalities were planned with an 
applied form of family constellation. 

  Results:  We have worked with 26 cases for 2 months. 
Patients were followed up 1 year later. The therapist 
used the new insights in the subsequent individual 
therapeutic work. Signifi cant and sudden improve-
ment was seen in 18 cases. Slight but marked improve-
ment, that could be considered as the beginning of a 
longer process was detected in 4 cases. 3 clients 
showed zero improvement. 1 patient has left the ther-
apy. No switches were performed in medication. 

  Conclusion:  This new approach of systems\ ’  think-
ing gave fresh insights to the therapists and helped 
in resolving majority of the cases that had seemed to 
be therapy-resistant. 
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  Table I. Pearson correlation coeffi cients between anxiety (KUAS) 
and the self-rating scale of religiosity among 5 Kuwaiti samples.  

Scales

Age

N CorrelationsM SD

Adolescents 15.9 1.3 2,453 −0.22∗∗

˝ 14.6 2.3 6,339 −0.24∗∗

˝ 16.9 1.4 499 −0.23∗∗

Young Adults 20.9 1.5 192 −0.18∗

˝ 21.9 3.0 460 −0.18∗∗

Median −0.22∗∗

     ∗ p   �  0.05   
   ∗  ∗ p   �  0.01   
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  P 04. Continuity of outpatient treatment after 
discharge of patients with major depressive 
disorder  
 W. M. Bahk 1 , M. D. Kim 2 , C. H. Kim 3 , 
Y. J. Kwon 4 , B. H. Yoon 5  
  1 Department of Psychiatry, Yeouido St. Mary’s 
Hospital, The Catholic University of Korea, Seul, 
South Korea,  2 Department of Psychiatry, School of 
Medicine and Institute of Medical Science, Cheju 
National University, Jeju, South Korea,  3 Departments 
of Psychiatry, Yonsei University College of Medicine, 
Seul, South Korea,  4 Department of Neuropsychiatry, 
Soonchunhyang University, College of Medicine, 
Cheonan, South Korea,  5 Department of Psychiatry, 
Naju National Hospital, Naju, South Korea 

  Backgrounds/Aims  :  This study aims to identify socio-
demographic and disease-related variables associated 
with continuity of outpatient treatment after dis-
charge of patients with major depressive disorder in 
a university hospital. 

  Methods  :  The medical records of patients who were 
discharged with the diagnosis of major depressive dis-
order from department of psychiatry, St. Mary ’ s  hospital 
from 2007 to 2010 were reviewed. Data on sociodemo-
graphic and disease-related variables were analyzed. 

  Results:  Comparing sociodemographic variables, 
4-month follow-up group showe10er age (p  �  0.006), 
lower rate of being employed (p  �  0.013) and lower 
rate of being divorced or separated (p  �  0.006) than 
non-follow-up group. Comparing disease-related vari-
ables, 4-month follow-up group showed longer dura-
tion of illness (p  �  0.048), higher rate of diagnosis of 
recurrent major depressive disorder rather than single 
episode major depressive disorder (p  �  0.039), older 
age at onset (p  �  0.049), longer duration of index hos-
pitalization (p  �  0.007) and higher GAF score at dis-
charge (p  �  0.015). The univariate logistic regression 
analysis revealed that older age, longer duration of 
index hospitalization, and high GAF score at discharge 
were signifi cantly related to an increased likelihood of 
4-month follow-up visits. 

  Conclusions:  Various sociodemographic and dis-
ease-related variables appeared to have infl uence on 
continuity of outpatient treatment after discharge. 

  Acknowledgement : There is no confl ict of interest. 

  P 06. Adjunctive tianeptine for partial or 
nonresponders to selective serotonin reuptake 
inhibitor treatment in major depressive disorder  
 W. M. Bahk 1 , Y. M. Jae 2 , D. I. Jon 3 , K. J. Min 4 , 
K. C. Paik 5 , B. H. Yoon 6  
  1 Department of Psychiatry, Yeouido St. Mary’s 
Hospital, The Catholic University of Korea, Seul, 

South Korea,  2 Department of Psychiatry, Bong Seng 
Hospital, Busan,  3 Department of Psychiatry, College 
of Medicine, Hallym University, Anyang, 
 4 Department of Psychiatry, Dankook University 
Hospital, Cheon-An,  5 Department of 
Neuropsychiatry, College of Medicine, Chung-Ang 
University, Seoul,  6 Department of Psychiatry, 
Naju National Hospital, Naju, South Korea 

  Backgrounds/Aims : To investigate the effectiveness 
and safety of the adjunctive tianeptine treatment in 
treatment-resistant major depression patients. 

  Methods : In this prospective, 6-week, open-label 
study, we assessed the effectiveness of the addition 
of tianeptine to 135 patients with major depressive 
disorder who had previously shown nonresponse or 
partial response to selective serotonin reuptake 
inhibitor (SSRI) monotherapy. 

  Results : The mean dose of tianeptine during the 
study period was 29.7  �  7.8 mg/day. Total score of 
MADRS was decreased from 27.1  �  7.2 at baseline 
to 13.1  �  7.7 at the endpoint (p  �  0.0001). HDRS 
total score was also decreased from 22.4  �  5.1 at 
baseline to 10.6  �  5.9 at the endpoint (p  �  0.0001). 
There was signifi cant decrease in MADRS and 
HDRS total score from week 1. Responders were 
66.7% (MADRS) and 63.0% (HAMD). Remission 
were 39.3% (MADRS) and 34.1% (HDRS). In sub-
group analysis, 36 patients treated with high dose 
tianeptine ( �  37.5 mg/day) showed signifi cantly 
higher response rate than low dose ( �  37.5 mg/day) 
group at week 2 (HDRS), week 4 and week 6 
(MADRS). The remission rate at week 6 (HDRS) 
was also signifi cantly higher in high dose group than 
low dose group. However, there was no signifi cant 
group difference in MADRS (p  �  0.571) and HDRS 
(p  �  0.446) between high dose group and low dose 
group based on repeated measure ANOVA. There 
were 23 patients (17.0%) who discontinued the 
study: ten patients for lost to  follow-up, 4 for inef-
fectiveness, 1 for adverse event (headache) and 8 for 
other reason. The 80 cases of adverse events in 
27 patients (20.0%) were reported during the study 
period. Most cases of adverse events (80.0%) were 
occurred before week 2. Most common adverse 
events were sedation (n  �  8), headache (n  �  8), nau-
sea/vomiting (n  �  6), dry mouth (n  �  5), palpitation 
(n  �  3), and dizziness (n  �  3). 

  Conclusion : Our fi ndings suggest that the adjunc-
tive tianeptine with SSRI was an effective and safe 
treatment for the SSRI resistant patients with major 
depressive disorer. 

  Acknowledgement:  There is no confl ict of 
interest. 
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  P 07. Does mirtazapine make diabetes worse 
in the diabetic patients?  
 W. M. Bahk, T. Y. Jun, K. S. Kim, H. R. Song, 
H. R. Wang, Y. S. Woo 
 Department of Psychiatry, Yeouido St. Mary\ ’ s Hospital, 
The Catholic University of Korea, Seul, 
South Korea 

  Backgrounds/Aims : It has been known that mirtazap-
ine could induce weight gain and make diabetes 
worse. But in a clinical situation, there are many 
instances where mirtazapine is prescribed for diabe-
tes patients complaining of insomnia and depression. 
This study aimed to assess that mirtazapine has neg-
ative effects on diabetic process. To our knowledge, 
this is the fi rst study on the infl uence of mirtazapine 
in diabetic patients. 

  Methods:  We examinated 18 patients under the 
naturalistic diabetes treatments, who had been 
diagnosed with depression and prescribed mir-
tazapine at least for 6 months through the retro-
spective medical records review. The other 18 diabetic 
patients who had not taken any antidepressants 
were matched as a control group. BMI, fasting 
glucose, HbA1c were reviewed among baseline, 
3 months and 6 months. 

  Results:  Both groups were not different in baseline 
characteristics. BMI has increased more in the mir-
tazapine-treated group (p  �  0.05), but the changes of 
fasting glucose and HbA1c were not different between 
both groups and they were not worse under natural-
istic diabetic treatments. 

  Conclusions : Mirtazapine can increase weight in 
diabetic patients. However, mirtazapine-induced 
weight gain was not linked with worsening of diabetic 
markers for 6 months. This result suggests that mir-
tazapine can be applied to diabetic patients suffering 
from depression if they are under the appropriate 
diabetic treatments and stable state. 

  Acknowledgement:  There is no confl ict of interest. 

  P 08. Comparison of Atypical Antipsychotics 
Discontinuation Rate in Acute Phase 
Hospitalized Patients-Retrospective Chart 
Review Study  
 W. M Bahk, C. Hahn, T. Y. Jun, K. S. Kim, 
& Y. S. Woo 
 Department of Psychiatry, Yeouido St. Mary ’ s Hospital, 
The Catholic University of Korea, Seul, South Korea 

  Backgrounds/Aims:  The purpose of this study was to 
compare the discontinuation rate of widely pre-
scribed atypical antipsychotics when administered to 

newly admitted, acutely ill patients with schizophre-
nia or bipolar mania. 

  Methods:  Medical records of patients admitted to 
the psychiatric ward of two university hospitals 
between January 2007 and December 2008 were ret-
rospectively reviewed. Subjects were eligible for 
inclusion if they were prescribed olanzapine, risperi-
done or aripiprazole for their psychotic or manic 
symptom control. Patients groups (olanzapine/ris-
peridone/aripiprazole) were compared for rate of 
antipsychotics discontinuation and duration of treat-
ment continuation. 

  Results:  There was no statistically signifi cant dif-
ference in the rate of discontinuation during hospital-
ized period between olanzapine, risperidone and 
aripiprazole. Rates of discontinuation were 14.5% for 
olanzaine, 18.6% for aripiprazole and 24.0% for ris-
peridone. Predictor of treatment discontinuation was 
a short titration period and long illness duration. 

  Conclusions:  This study demonstrated that 
 risperidone, olanzapine and aripiprazole were com-
parable with no difference found on the discon-
tinuation rate in treating acutely ill psychiatric 
patients. However, the small number of patients 
who participated in this study made it diffi cult to 
establish signifi cance. 

  Acknowledgement:  There is no confl ict of interest. 

  P 09. Brain Tissue Loss in Children with 
Trichotillomania: Voxel-based Morphometry 
and Diffusion Tensor Studies  
 G. H. Bahn 1 , G. H. Jahng 2 , J. Lee 3 , S. Y. Shin 2  
  1 Department of Psychiatry, Kyung Hee University 
Hospital, Seoul, South Korea,  2 Department of 
Radiology, Kyung Hee University, University Hospital, 
Seoul, South Korea,  3 Department of Psychiatry, 
Ilsin Christian Hospital, Busan, South Korea 

  Background and Aims:  Trichotillomania (TTM) is a 
poorly understood disorder that is characterized by 
repetitive hair pulling that leads to noticeable hair 
loss, distress, and functional impairment. Very few 
neuroimaging studies have been conducted on 
patients with TTM. To the best of our knowledge, no 
study has investigated neural correlates, such as grey 
matter and diffusion alterations, in patients with 
TTM. The objective of this study, therefore, was to 
investigate specifi c brain tissue loss with structural 
magnetic resonance imaging (MRI) and microstruc-
tural changes with diffusion tensor MRI (DT-MRI) 
in children and adolescents with TTM. 

  Methods:  Pediatric subjects with TTM (n  �  9) 
and age-, sex-, handedness-, and intelligence  quotient-
matched healthy controls (HC) (n  �  10), ages 9 to 
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17 years, were recruited. Isotropic-voxel three-
dimensional T1-weighted structural MRI (3D 
T1WI) and DT-MRI scans were obtained for each 
subject. Fractional anisotropy (FA) and trace maps 
from DT-MRI were calculated. Voxel-based com-
parisons of 3D T1WI, FA, and trace maps between 
the two groups were assessed with a two-sample 
 t -test. 

  Results:  In TTM patients, the voxel-based mor-
phometry (VBM) analysis of 3DT1WI showed a sig-
nifi cant decrease of grey matter volume density 
mainly in the middle frontal gyrus, the insula, the 
lingual gyrus, and the middle temporal gyrus. For 
DT-MRI, trace values were signifi cantly increased in 
the middle frontal gyrus and signifi cantly decreased 
in the precentral gyrus and precuneus. FA values 
were signifi cantly decreased in the precentral gyrus 
and inferior frontal gyrus and increased mainly in the 
cingulate gyrus, the middle frontal gyrus, the inferior 
temporal gyrus, the fusiform gyrus, and the insula. 

  Conclusions:  Using VBM and DT-MRI, we identi-
fi ed regions of signifi cant brain tissue loss and white 
matter abnormalities in the middle frontal gyrus in 
pediatric TTM patients. These fi ndings support the 
concept that TTM shares some neurobiological 
mechanisms with obsessive-compulsive spectrum 
disorders (OCSD). Future work should examine the 
neurobiological overlap between TTM and other 
OCSD using other modalities and a larger sample. 

  P 10. Effect of amitraz on anxiety-like 
behaviors of pregnant mice and it’s male 
offspring  
 A. Bakhtiari 1 , M. Dooraghi 1 , B. Shahsavari 1 , 
J. Solati 2  
  1 Department of Microbiology, Faculty of Science, 
Karaj Branch, Islamic Azad University, Alborz, Iran, 
Karaj, Iran,  2 Department of Biology, Islamic Azad 
University-Karaj Branch, Karaj, Alborz, Iran 

  Background:  Amitraz is a member of the formami-
dine class chemical family and commonly used as 
insecticide, for both household and agricultural 
applications, and have recently been linked to behav-
ioral and physiological disruption. In the present 
study, we have investigated the effect of amitraz on 
anxiety-related behaviors of pregnant mice and it ’ s 
male offspring. 

  Methods:  Pregnant NMRI mice were treated with 
daily oral administration of amitraz (7.5,15.8 and 30 
mg/kg) from the 1 st  to 20 th  gestational day. Anxiety 
behavior of pregnant mice and male offspring (at 5 
weeks old) examined using elevated plus maze test 
of anxiety. 

  Result:  Our result show that continues adminis-
tration of amitraz to pregnant females induced an 
anxiogenic-like effect on pregnant mice and it  s male 
offspring, shown by specifi c decreases in the percent-
age of open arm time and percentage of open arm 
entries in elevated plus maze. 

  Conclusion:  The results suggest that insecticides 
such as amitraz may have an effect on the physiolog-
ical systems of pregnant females and prenatal expo-
sure to these chemicals may increase anxiety-like 
behaviors in adult male offspring. 

  P 11. Activity of atypical antipsychotics 
in elevated plus-maze test in rats  
 P. Bie ń kowski 1 , M. Jastrz ę bska-Wi ę sek 2 , 
M. Ko ł aczkowski 2,3 , P. Mierzejewski 1 , A. Partyka 2 , 
A. Wasik 2 , A. Weso ł owska 2  
  1 Institute of Psychiatry and Neurology, Warszawa, 
Poland,  2 Jagiellonian University Medical College, 
Krak ó w, Poland,  3 Adamed Pharmaceuticals, Pień  k ó w, 
Poland 

  Aims:  The aim of this study was to compare the effect 
of atypical antipsychotics (clozapine, olanzapine, 
amisulpride, quetiapine, aripiprazole) with confi rmed 
clinical effi cacy in affective disorders with that of 
 risperidone in elevated plus-maze test in rats. 

  Methods:  Male Wistar rats weighing 270–320 g 
were used in the test. Drugs were administered 
i.p. 60 minutes before testing. An automated device 
(Campden Instruments Ltd.) was used. Each rat was 
placed at the junction of the four arms of the maze, 
facing a closed arm, immediately after a 5-min adap-
tation period in a plastic black box. During a 5-min 
test, automated system recorded number of entries 
into the closed and open arms, the time spent in and 
the distance covered by a rat in either type of the 
arms. An increase in open arm activity (duration and/
or entries) refl ects anxiolytic activity. 

  Results:  Quetiapine (0.3–30 mg/kg) at a dose of 
3 mg/kg signifi cantly increased the percentage of 
time spent in open arms, clozapine (0.3–3 mg/kg) 
at a dose of 3 mg/kg signifi cantly increased the per-
centage of entries and time spent in open arms, 
amisulpride at doses of 1–10 mg/kg signifi cantly 
increased number (but not the percentage) of open 
arms entries, and risperidone (0.03–0.3 mg/kg) at 
doses of 0.03 and 0.1 mg/kg signifi cantly increased 
the  percentage of open arms entries. Aripiprazole 
(3.0–3 mg/kg) and olanzapine (0.03–0.3 mg/kg) did 
not produce any antianxiety-like effect in that test. 

  Conclusions:  Screening of potential antipsychotics 
for anxiolytic-like properties is considered to be an 
important part of modern drug development. Our 
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data suggest that most of the examined atypical 
antipsychotics, both with and without confi rmed 
clinical activity in affective disorders, revealed anxi-
olytic-like effects in elevated plus maze test in rats. 

  P 12. EMD 386088 produces anxiolytic-like 
activity in rats via stimulation of 5-HT6 
receptors  
 P. Bie ń kowski 1 , M. Jastrzebska-Wiesek 2 , 
M. Ko ł aczkowski 2,3 , P. Mierzejewski 1 , A. Partyka 2 , 
A. Siwek 2 , A. Wasik 2 , A. Weso ł owska 2  
  1 Institute of Psychiatry and Neurology, Warszawa, 
Poland,  2 Jagiellonian University Medical College, 
Krak ó w, Poland,  3 Adamed Pharmaceuticals, Pie ń k ó w, 
Poland 

  Aims:  The question still arises whether potential ther-
apeutic indication such anxiety will be best served by 
agonists or antagonists of 5-HT 6  receptors, since 
equivalent anxiolytic potency can be delivered in ani-
mal models by both kind of 5-HT 6  ligands. Data con-
cerning potential anxiolytic activity of 5-HT 6  agonists 
are sparse. We examined anxiolytic-like activity of 
5-HT 6  agonist EMD 386088 (IC 50   �  7.4 nM) pre-
senting also moderate affi nity at 5-HT 3  receptors 
(IC 50   �  34 nM) using rat elevated plus-maze (EPM). 

  Methods:  Male Wistar rats weighing 270–320g were 
used. EMD 386088 and SB-271046, diazepam were 
administered i.p. 30 and 60 minutes, respectively, before 
testing. An automated device (Campden Instruments 
Ltd.) was used. Each rat was placed at the junction of 
the four arms of the maze, facing a closed arm, imme-
diately after a 5-min adaptation period in a plastic black 
box. During a 5-min test, automated system recorded 
number of entries into the closed and open arms, the 
time spent in and the distance covered by a rat in either 
type of the arms. An increase in open arm activity 
(duration and/or entries) refl ects anxiolytic activity. 

  Results:  EMD 386088 (2.5 mg/kg) signifi cantly 
increased number of open-arm entries (190%) and 
time spent in open arms (175%). Its effect is specifi c, 
since EMD 386088 (2.5 mg/kg) did not increase any 
parameters of general exploratory activity of rats. The 
effi cacy of an investigated compound was similar to 
diazepam (2.5 mg/kg). The anxiolytic-like effect of 
EMD 386088 was abolished by a 5-HT 6  receptor 
antagonist SB-271046 (1 mg/kg, a non-active dose 
in EPM). 

  Conclusion:  The effect of EMD 386088, assessed 
in EPM, is likely to refl ect specifi c anxiolytic-like 
activity connected with its 5-HT 6  receptor agonistic 
properties. 

  P 13. Major Depressive Disorder (MDD) 
Severity and the Frequency of 
Painful Physical Symptoms (PPS): 
a Pooled Analysis of Observational 
Studies  
 A. Brnabic1, A. Lenox-Smith2, C. Lin3, S. Nery4, 
H. Duenas5, Z. Kadziola6, J. Raskin7 
  1Eli Lilly, Australia, 2Eli Lilly, United Kingdom, 
3Eli Lilly, Taiwan, 4Eli Lilly, Brazil, 5Eli Lilly, Mexico, 
6Eli Lilly, Austria, 7Eli Lilly, Canada  

  Background/Aims:  PPS are common in patients 
with MDD, with a higher prevalence reported 
amongst patients with more severe depression 
[ 1,2 ]. The aim of this study was to estimate the 
frequency of PPS according to MDD severity in a 
naturalistic setting. 

  Methods:  Data from company-sponsored observa-
tional studies of patients in usual care settings were 
collated and summary statistics produced. Studies 
enrolled outpatients with a baseline diagnosis of 
MDD (irrespective of specifi c diagnostic criteria). 
Measures of PPS were based on the original study 
assessment (Somatic Symptom Inventory and Visual 
Analogue Scale). Patients were divided into analysis 
cohorts based on PPS status (presence or absence of 
PPS). Depressive symptom severity was assessed 
using the 17-item Hamilton depression scale and 
categorized as mild ( �  19), moderate, or severe 
( �  25) [ 3 ]. 

  Results:  Four observational studies (14 countries 
and 2932 patients) were identifi ed. Of 2901 eligible 
patients (28.3% male, mean age 45.4 years), 61.7% 
were classifi ed as having painful physical symptoms 
(PPS  � ). At study entry, 73.1% (957/1309) of 
patients in the severe category of depression, 56.8% 
(537/945) of those with moderate depression, and 
45.6% (295/647) of those with mild depression were 
PPS  � . Longitudinal analysis, using generalized lin-
ear mixed models, showed the likelihood of PPS  �  
was greater for patients with increasing depression 
severity (Odds Ratio [95% confi dence interval] 1.13 
[1.10, 1.16], p  �  0.001). 

  Conclusions:  For patients treated in usual care 
settings, PPS were associated with depression sever-
ity. However, patients with mild and moderate 
depression also exhibited PPS. Clinicians should be 
aware that PPS are present across depression sever-
ity and may worsen quality of life [ 4 ]; therefore 
treatments that address both PPS and depression 
may be indicated for patients with mild or moderate 
MDD, even if PPS had been unsuspected by the 
clinician. 
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  P 15. Prevalence, Medical burden and Quality 
of life of Anxiety disorders in South Korea  
 H.W. Lee 1 , M.J. Cho 2 , S.M. Jang 3 , H.J. Jeon 4 , 
J.Y. Lee 1 , H.Y. Jung 1  
  1 Department of Psychiatry, SMG-SNU Boramae 
Medical Center, Seoul, South Korea,  2 Department of 
Psychiatry and Behavioral Science, Seoul National 
University College of Medicine, Seoul, South Korea, 
 3 Department of Psychiatry, Kyungpook National 
University Hospital, Daegu, South Korea,  4 Department 
of Psychiatry, Samsung Medical Center, Sungkyunkwan 
University School of Medicine, Seoul, South Korea 

  Background/Aims:  Anxiety disorders are high comor-
bidity disease with depressive disorders. There have 
been many reports that anxiety disorders are associ-
ated with medical conditions and threaten the one ’ s 
quality of life. However, community survey on prev-
alence and medical burden of anxiety disorders did 
not proceed in South Korea. 

 The aim of this study was to estimate the preva-
lence and association of anxiety disorder with different 
medical burden compared with mood disorders, espe-
cially depressive disorders in the Korean population. 

  Method:  A nationwide sample of 6,510 Korean 
adults aged 18–64 was interviewed with the Korean 
version of Composite International Diagnostic Inter-
view 2.1/DSM-IV (K-CIDI) by face to face. We cat-
egorized subjects in two groups, independently: 
mood disorders without alcohol use and anxiety dis-
orders (n  �  116), anxiety disorders without alcohol 
use and mood disorders (n  �  244). Medical burden 
was evaluated by the Cumulative Illness Rating Scale 
(CIRS) and Quality of life by Euro-QOL. 

  Results:  The lifetime prevalence of anxiety disor-
ders was 6.9% (S.E 0.5%), 1-year prevalence, 5.3% 
(S.E 0.4%). In particular, specifi c phobia and gener-
alized anxiety disorder showed higher Lifetim preva-
lence among anxiety disorders of 3.8% and 1.6%, 
respectively. 

 The mostly frequent organ system affected was 
the head and neck system of subjects with mood and 
anxiety disorders (mood: 25.9%, anxiety: 26.3%). 
Subjects with mood or anxiety disorders showed sig-
nifi cant high Odds ratios in 4 types of medical burdens, 
signifi cantly high Odd ratios of neurologic (OR  �  2.4, 
C.I.: 1.3  ∼ 4.5) and endocrine system (OR  �  1.9, 
C.I.:1.1 ∼ 3.3) in subjects with anxiety disorders. The 

comorbidity of medical conditions among subjects 
with anxiety disorders was highest at the middle-age 
group (35–44 aged). Finally, quality of life of subjects 
with anxiety disorders was higher than that of mood 
disorders. 

  Conclusion:  The prevalence of anxiety disorders in 
South Korea was lower compared with Western 
countries. Comorbidities of medical conditions were 
common in anxiety disorders and signifi cantly differ-
ent compared with mood disorders. The results 
 suggest that clinicians need to evaluate medical 
comorbidities with anxiety disorders. 

 This work was supported by Korean Ministry for 
Health, Welfare and Family Affairs. 

  P 16. Smoking related depression is depended 
on early life experiences and determines 
quitting outcomes  
 I. Csala, P. Dome, E. Egervari, G. Faludi, J. Lazary 
 Department of Clinical and Theoretical Mental Health, 
Budapest, Hungary 

  Background:  Withdrawal symptoms during smoking 
cessation is associated with depression but data on 
the relationship between quitting outcome and 
depression are contradictory (Michelle et al. 2010). 
Moreover, this problem has been extended by the 
new quitting agent, varenicline with depressogenic 
side effect. The aim of our study was to analyze the 
role of depressive phenotype in smoking quitting. 

  Methods:  We recruited 255 smokers from 15 
Hungarian Quitting Centers who decided to quit 
smoking. Cessation was supported by varenicline 
(n  �  164) or only by psychoeducation (n  �  91) and 
treatment protocol consisted of 4 consultations 
within 3 months (0, 2, 4,12 w). Fagerstrom Test for 
Nicotine Addiction (FTND), Minnesota Nicotine 
Withdrawal Scale-Self report (MNWSS) and Zung 
Self Rating Depression Scale (ZSDS) were com-
pleted at each consultations. Quantity of smoking 
was monitored by breath CO measure as well. Paren-
tal Bonding Instrument (PBI) was used for measure 
of early childhood experiences by questions on 
mother ’ s behavior. 

  Results:  Quitting outcome depended on depres-
sion score and withdrawal symptoms: persons with 
low ZSDS 0w  score had 1.6-fold higher chance to 
quit smoking ( p   �  0.038); wile increased MNWSS 2w  
score almost doubled the risk for quitting failure 
( p   �  0.43). At the end of therapy ZSDS decreased 
in total sample ( p   �  0.001) and also in subgroup of 
patients with successful treatment ( p   �  0.005) but 
not in those who continued smoking. On the other 
hand, higher ZSDS score at baseline predicted 
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consequently higher MNWSS scores at each con-
sultations (all  p -values  �  0.0001). Furthermore, 
ZSDS score was determined by  ‘ affectionless con-
trol ’  of mother according to the PBI ( p   �  0.004). 
These fi ndings were independent from the type of 
therapy. 

  Conclusion:  Baseline depression, which is infl u-
enced by early life experiences, is a stronger deter-
mining factor on quitting outcome through 
infl uencing withdrawal symptoms than quantity of 
smoking, level of nicotine dependence or type of 
therapy. Thus, adequate therapy for depression 
before smoking cessation can be strongly suggested 
to avoid repeated failures and inversely, successful 
treatment of nicotine addiction can help in elimina-
tion of depression. 

  P 19. The Impact of Financial Crisis on 
Depression and Anxiety: Evidence from 
a Depression Telephone Helpline  
 M. Economou 1,2 , A. Komporozos 1 , E. Louki 1 , 
L. Peppou 1 , C. Stefanis 1 , C. Theleritis 1  
  1 University Mental Health Research Institute (UMHRI), 
Athens, Greece,  2 First Department of Psychiatry, 
Medical School, University of Athens, Athens, Greece 

  Background/Aims:  Mental health telephone help-
lines are diverse in nature and can play an integral 
part in mental health services network. Their sig-
nifi cance is substantiated in periods of fi nancial cri-
sis, where the mental health of the population is 
jeopardized. Media reports have suggested a large 
increase in calls made to telephone helplines as a 
corollary to the global economic crisis; however, 
there is no empirical support to this claim. The 
present study aims to fi ll this gap by analyzing data 
obtained in the context of the Depression Telephone 
Helpline of the University Mental Health Research 
Institute. 

  Method:  The data extracted from the content of 
the calls addressed the socio-demographic and 
clinical characteristics of people with mental health 
problems, their previous/current contacts with 
mental health professionals and their reasons for 
calling. Two scales (Goldberg et al. 1988), one tap-
ping depression and one anxiety, were incorpo-
rated in the extraction form in order to detect the 
presence of depression and anxiety of clinical 
 signifi cance. 

  Results:  A steep increase in calls with direct/
indirect reference to the economic crisis was doc-
umented from January of 2010 and onwards. Call-
ers who referred to pertinent issues exhibited 
depressive symptomatology of clinical signifi cance 

to a greater extent than callers who made no such 
reference. On the contrary, callers who elaborated 
on issues other than the fi nancial strain demon-
strated higher levels of alcohol/substance misuse 
and hypervigilance. Regarding differences in the 
clinical manifestations of employed and unem-
ployed callers, people who were unemployed 
 displayed higher rates of depression, whereas peo-
ple who were employed displayed higher rates of 
anxiety. 

  Conclusion:  The impact of the fi nancial crisis on 
the mental health of the Greek population has been 
pervasive, highlighting in this way the importance of 
mental health helplines as emotional buffers and 
guides for timely and appropriate service use in 
response to growing mental health problems. In this 
way, they can also operate as preventive measures for 
suicide in individuals presenting themselves with 
major depressive symptoms. 

  P 20. Increased suicidality in Greece linked 
to depression  
 M. Economou 1 , M. G. Madianos 2 , L. Peppou 1 , 
C. Stefanis 1 , C. Theleritis 1  
  1 University Mental Health Research Institute (UMHRI), 
Athens, Greece,  2 Department of Mental Health  &  
Behavioural Sciences, School of Health Sciences, 
University of Athens, Athens, Greece 

  Background/Aims:  Greece has entered a prolonged 
period of economic crisis with adverse effects on 
various aspects of daily life, including the mental 
health of its citizens. Recently, The Greek Minister 
of Health has recently reported that the annual sui-
cide rate has increased by 40%. Nonetheless, an 
investigation addressing the relation of suicidality 
with major depressive disorder (MDD) and general-
ized anxiety disorder (GAD) is still lacking. 

  Methods:  In an endeavour to fi ll this gap, the 
Greek University Mental Health Research Institute 
(UMHRI) implemented a nationwide cross- sectional 
telephone survey in May 2011. The study adopted 
the same methodology of an earlier one, conducted 
in 2009, which explored the links among major 
depressive symptoms and socio-economic parame-
ters. A representative sample of 2.256 respondents 
was drawn from the national phone-number data-
bank with telephone numbers belonging to busi-
nesses/services being excluded. Informed consent 
was obtained from all participants and the study was 
approved by the UMHRI Ethics  Committee. Recent 
suicidality was assessed with the SCID-I module. 

 Results: Among the study fi ndings, the most 
 alarming one pertained to suicidal attempts, with a 
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36% increase in the one-month prevalence from 2009 
(1.1%, n  �  24) to 2011 (1.5%, n  �  34) being observed. 
Regarding the interrelation between suicidality and 
MDD, 24 (70.6%) of the 34 suicide attempters pre-
sented with MDD, while three (9.8%) of the 24 
 presented with comorbid MDD and GAD. 

 Conclusions : Consequently, an imperative need for 
intensive screening, follow-up and treatment of peo-
ple  manifesting suicidal ideation and depressive 
symptoms emerges. Despite the turmoil, Greece is 
struggling to maintain a social welfare state.  Telephone 
help lines might help in alleviating the stress and 
despair of individuals with suicide  ideation and guide 
them towards effective treatment of their co-existing 
depressive and/or anxiety symptoms. 

 Reference 

 Madianos M, Economou M, Alexiou T,  &  Stefanis C. Depres-[1] 
sion and economic hardship across Greece in 2008 and 2009: 
two cross-sectional surveys nationwide.  Soc Psychiatry Psychi-
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  P 21. Quetiapine fumarate extended release 
(XR) in bipolar depression and major 
depressive disorder  
 H. Eriksson 1 , W. Earley 2 , U. Gustafsson 1  
  1 AstraZeneca R&D, S ö dert ä lje, Sweden,  2 AstraZeneca 
Pharmaceuticals LP, Wilmington, USA 

  Background:  To review preclinical and clinical trial 
data on the effi cacy and tolerability of quetiapine 
extended release (XR) in bipolar depression and 
major depressive disorder (MDD). 

  Methods:  Review of data from published studies 
on PubMed and data presented at scientifi c con-
gresses. 

  Results:  Quetiapine has a broad spectrum of effi -
cacy in psychotic and mood disorders, which may be 
explained by its neuroreceptor binding profi le. 
 Quetiapine and its major active metabolite, norque-
tiapine, have actions on 5-HT 2A  receptors and D 2  
receptors that are considered to contribute to effi -
cacy in psychosis and mania. Norquetiapine, unlike 
quetiapine and similar atypical antipsychotics at clin-
ically relevant doses, has high affi nity at the norepi-
nephrine transporter (NET). Action at NET is a 
property of established antidepressants and may 
explain the effi cacy seen in the quetiapine depression 
studies. Quetiapine as the immediate release (IR) 
formulation has a well-established effi cacy and safety 
profi le in bipolar depression. Quetiapine XR was 
developed to provide once-daily dosing, as well as 
rapid dose escalation, with the objective of improving 

adherence. The intensity of sedation during initial 
dose escalation in healthy volunteers or adults with 
bipolar depression was lower with quetiapine XR 
than with quetiapine IR. Quetiapine XR was more 
effective than placebo in acute bipolar depression, 
with signifi cance observed as early as Day 7 (fi rst 
visit post-randomization). In 7 large, randomized, 
double-blind, placebo-controlled trials, quetiapine 
XR demonstrated effi cacy as monotherapy and as 
adjunctive therapy to antidepressants in patients with 
MDD. In patients with an inadequate response to 
antidepressant therapy, adjunctive quetiapine XR 
(150 and 300 mg/day) had effi cacy that was indepen-
dent of the concomitant antidepressant. Quetiapine 
XR monotherapy (50 mg/day, 150 mg/day, and 300 
mg/day) provided rapid and sustained symptom 
improvement as acute and maintenance treatment 
for MDD. The safety profi le of quetiapine XR from 
these trials is consistent with that of quetiapine IR. 

  Conclusions:  Quetiapine XR is effective in bipolar 
depression and MDD and has a safety profi le con-
sistent with that of quetiapine IR. 

  P 22. Infl uence of cognitive insight on the 
effectiveness of psychoeducation in bipolar 
patients  
 K. Eung-Jo, K. Imyeol, I. Sohn 
 Keyo Hospital, Uiwang City, South Korea 

  Introduction:  Psychoeducation effectively improved 
the treatment adherence and the course of illness in 
bipolar disorder patients. Although it was easy to 
speculate that the effect of psychoeducation depends 
on the characteristics of patients, but only a few stud-
ies have paid attention to the infl uence of it on the 
effect of psychoeducation. In this study, we would 
investigate the infl uence of cognitive insight on the 
effectiveness of psychoeducation program in bipolar 
patients. 

  Method:  Ten psychoeducational sessions were 
administered to admitted bipolar disorder patients. 
Total numbers of patients were 46 (18 males, 10 
female). The mean age was 36.8  �  6.4. Patients were 
tested with YMRS, MADRS, and CGI-S for evalua-
tion of their manic and depressive symptoms. The 
Beck Cognitive Insight Scale (BCIS) was adminis-
tered to testify for the estimation of their cognitive 
attitude. The Attitude of patients was estimated for 
the effectiveness of psychoeducation after education. 
We used the Drug Attitude Inventory (DAI) for the 
evaluation of medication adherence before and after 
education. 

  Result:  The YMRS signifi cantly reduced after 
the psychoeducation (7.9  �  2.3 to 4.9  �  4.1). The 
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MADRS did not change (4.5  �  3.3 to 4.0  �  2.3). 
The changes of CGI-S (2.3  �  0.4 to 2.05  �  0.7) had 
 statistically signifi cant. The BCIS had a positive 
 correlation with the effectiveness of psychoeduca-
tion (r  �  0.352). Patients ’  attitudes toward medica-
tion signifi cantly improved through psychoeducation 
(−0.5  �  1.6 to 0.3  �  1.2). The change of negative 
attitudes toward medication had no statistical sig-
nifi cance according to psychoeducation (2.5  �  0.8 to 
2.3  �  0.8). 

  Conclusion:  In this study, a different psychoeduca-
tion effect according to the level of the cognitive 
insight in bipolar disorder patients was revealed. The 
patients with higher cognitive insight were related 
with the more positive attitude toward psychoeduca-
tion. The patients with higher cognitive insight had 
the greater change in attitudes toward medication. 

  P 23. Transcranial direct current stimulation 
(tDCS) - a treatment for depression  
 R. Ferrucci 1,2 , M. Bortolomasi 3 , M. Fumagalli 1,2 , 
M. Giacopuzzi 3 , F. Mameli 1 , A. Priori 1,2 , 
E. Scelzo 1,2 , M. Vergari 1  
  1 Centro Clinico per la Neurostimolazione, 
le Neurotecnologie ed i Disordini del Movimento, 
Fondazione IRCCS Ca ’  Granda Ospedale Maggiore 
Policlinico, Milan, Italy,  2 Universit à  degli Studi di 
Milano, Milan, Italy,  3 Unit à  Operativa di Psichiatria, 
Ospedale Villa Santa Chiara, Verona, Italy 

  Introduction:  Transcranial direct current stimulation 
(tDCS) is a somatic treatment recently proposed for 
depression. tDCS is a non-invasive, safe technique 
for focal modulation of the brain that induces persist-
ing excitability changes of the cerebral cortex. This 
study aimed to assess the effects of changes induced 
by tDCS in a large group of patients with severe, 
drug-resistant depression. 

  Methods:  84 patients (aged 24–78 year) with 
drug-resistant Major Depressive Episode in major 
Depressive Disorder (MDD) or in Bipolar Disorder 
(BD), according to DSM IV-TR, were enrolled. 
Patients were divided into two groups:  ‘ MDD ’  
(N  �  64) and  ‘ BD ’  (N  �  20). 

 BDI was administered as outcome measure, 
before and after tDCS to assess treatment response. 
tDCS was delivered over the dorsolateral prefron-
tal cortex (anode on the left DLPC and cathode 
on the contralateral area) at the intensity of 2mA, 
for twenty minutes, twice a day for 5 consecutive 
days. 

  Results:  All the patients well tolerated the treat-
ment with no side effects. After fi ve days of tDCS 
the mood scores improved in both groups, by 28% 

in MDD group ([baseline vs post stimulation: 
mean  �  SE] 26.1  �  1.3 vs 18.6  �  1.4, p  �  0.001) and 
by 34% in BD group (22.5  �  2.6 vs 15.2  �  2.1, 
p  �  0.001). The improvement after tDCS did not dif-
fer between the two groups (p  �  0,5). 

  Conclusion:  tDCS signifi cantly improves patients 
with severe major depression after fi ve days of treat-
ment without signifi cantly different effects in MDD 
and BD patients. 

  ∗  Supported  by FISM - Fondazione Italiana Scle-
rosi Multipla  –  Cod. 2009/R21. 

  P 24. The role of birth season in personality 
and pathology: time of birth is associated 
with affective temperaments in a general 
student population  
 X. Gonda 1,2 , Z. Rihmer 1 , K. N. Fountoulakis 3 , 
M. Pompili 4 , G. Vazquez 5 , P. Erdos 6 , M. Ormos 6  
  1 Department of Clinical and Theoretical Mental Health, 
Kutvolgyi Clinical Center, Semmelweis University, 
Budapest, Hungary,    2 Department of Pharmacology 
and Pharmacotherapy, Semmelweis University, 
Budapest, Hungary ,   3 Department of Psychiatry, 
Aristotle University, Thessaloniki, Greece , 
  4 Department of Psychiatry, Sant’Andrea Hospital, 
Sapienza University of Rome, Rome, Italy , 
  5 Department of Neuroscience, University 
of Palermo, Buenos Aires, Argentina ,   6 Department 
of Finance, Budapest University of Technology and 
Economics, Budapest, Hungary 

  Background : Season of birth is of peculiar interest 
when studying the effect of environment in the devel-
opment of several psychological and psychiatric phe-
nomena, since it can be considered an unspecifi c 
environmental factor associated with a complex pat-
tern of varying environmental infl uences especially 
in high latitudes, such as temperature, photoperiod, 
and consequentially behavioural rhythms, nutrition, 
infections, stress and lifestyle. Besides an association 
with personality traits, a signifi cant effect of season 
of birth on such neuropsychiatric disorders as schizo-
phrenia, unipolar and bipolar major depression, epi-
lepsy and brain tumors was consistently reported in 
studies. Season of birth was also associated with cen-
tral monoamine and monoamine metabolite levels in 
several studies. 

 A relationship between birth season and novelty 
seeking or reward dependence has been described 
and confi rmed in several studies, however, affective 
temperaments have not so far been studied with 
respect to their association with birth season. This 
would be especially important to invesigate because 
of the well-known patoplastic role of affective 
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temperaments in bipolar disorders. The aim of our 
present study was to investigate the possible associa-
tion between affective temperaments and season of 
birth in a nonclinical sample. 

  Methods : 366 university students completed the 
standardized Hungarian version of the Temperament 
Evaluation of Memphis, Pisa, Paris and San Diego-
Auto-questionnaire. Ordinary Least Squares regres-
sion was applied to explain the relationship between 
TEMPS-A subscale and birth season of the respon-
dents. 

  Results : We found a signifi cant association 
between temperament scores and birth season in 
case of the Hyperthymic, Cyclothymic, Irritable and 
Depressive temperaments, while no signifi cant results 
emerged for the Anxious temperament. The pattern 
of association also showed unique characteristics. 

  Discussion : Our results support the evidence that 
there is a strong association between season of birth 
and personality, extending the results to affective tem-
peraments as well. Furthermore, our results are in 
line with clinical observations concerning the sea-
sonal variation of onset and hospitalization due to 
affective episodes. This is especially important, since 
affective temperaments are conceived as the subaffec-
tive and subclinical manifestations of major and minor 
affective disorders indicating a risk for the develop-
ment of these disorders and also exerting a possible 
pathoplastic effect, thus our results also have clinical 
signifi cance. 

  P 25. Treatment response to agomelatine
in depressed patients previously treated or 
not by an antidepressant (d-change study)  
 P. Gorwood 1 , L. Laigle 2 , G. Vaiva 3 , P. Courtet 4 , 
F. Bayle 1 , E. Corruble 5 , P. M. Llorca 6  
  1 University Paris Descartes, Paris, France,  2 IRIS, 
France,  3 University Lille, Lille, France,  4 University 
Montpellier, Montpellier, France,  5 University Paris Sud, 
Paris, France,  6 University Auvergne, Auvergne, France 

  Backgrouds/Aims:  Agomelatine is a new treatment for 
depression acting as an agonist of MT1/MT2 recep-
tors and antagonist of 5HT 2C  receptors. D-CHANGE 
assessed in daily practice the effi cacy of agomelatine 
in depressed patients that were either not treated 
before for this episode (na ï ve population) versus 
those previously treated with another antidepressant 
(switch population). 

  Methods:  In this 6-week prospective study, patients 
received agomelatine (25–50 mg) once daily at bed-
time. The severity of symptoms was evaluated with 
the QIDS-C (Quick Inventory of Depressive Symp-
tomatology by Clinicians) and CGIs (Clinical Global 

Improvement Severity). Response was defi ned as the 
decrease of QIDS-C by 50% compared to baseline 
and CGIs score  �  2. 

  Results:  The 2780 recruited patients typically had a 
severe episode (CGIs: 4.9  �  0.6, QIDS-C: 18.8  �  2.4), 
which was improved after 2 weeks of treatment (33% 
and 24% of responders on CGIs and QIDS-C respec-
tively) and 6 weeks (59% and 55.2% of responders on 
CGIs and QIDS-C respectively). Na ï ve and switching 
populations were non-signifi cantly different for the 
QIDS-C score at baseline and at week 2. After 6 weeks, 
the na ï ve patients achieved a QIDS-C score of 8.9, 
whereas it was 10.1 for the switch population (p  �  0.01 
between the two populations). Lack of effi cacy of the 
previous antidepressant rather than side-effects were 
associated with better response on QIDS-C within the 
switching population (57.0% versus 51.0%, p  �  10 −3 ). 
Tolerability was good (elevation of transaminases in 
1.14% of patients with a blood test). 

  Conclusion:  this large prospective study confi rms 
the clinical interest of agomelatine either in non-
previously or previously treated depressed patients, 
with a response higher in the na ï ve population, in 
accordance with the STAR * D study. The treatment 
response in switchers could probably be explained by 
the longer duration of the present episode and/or the 
selection of more resistant patients. 

  P 26. Early trauma and platelet brain-derived 
neurotrophic factor (BDNF) after three 
month follow-up in patients with major 
depressive disorder  
 J.J. Hong 1 , K. Eun-Suk Kang 2 , H. L. Eun 3 , 
W. L. Sun 3 , G. J. Seul 1 , J. Eu-Gene 1 , J. Ju-Ri 1 , 
L. Dongsoo 1,3  
  1 Department of Psychiatry, 2Depression Center, 
Samsung Medical Center, 3Sungkyunkwan University 
School of Medicine, Seoul, South Korea 

  Background:  A consistent body of evidence supports 
a role of each early trauma and brain-derived neu-
rotrophic factor (BDNF) in the development of 
major depressive disorder (MDD). However, few 
previous studies have investigated both at the same 
time in MDD. This study is aimed to determine the 
associated factor with platelet BDNF, and the 
changes of platelet BDNF after three months of 
treatment in patients with MDD. 

  Method  :  Outpatients with MDD from Depart-
ment of Psychiatry and Depression Center and 
healthy controls among volunteers were recruited. 
The study population consisted of 105 patients with 
MDD and 50 healthy controls. We evaluated serum, 
plasma, and platelet BDNF at baseline, 1 month, and 
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3 month, and the Early Trauma Inventory Self 
Report-Short Form (ETISR-SF) at baseline. 

  Results  :  Early trauma showed a signifi cant asso-
ciation with platelet BDNF after controlling for age, 
gender, education, body mass index, severity of 
depression, anxiety, mania, and hypomania, alcohol 
consumption, and current stress at baseline (beta 
value 0.22,  p   �  0.050) and 3 months (beta value 
0.36,  p   �  0.008). On the contrary, plasma BDNF 
showed a signifi cant association with MDD but not 
with early trauma. The MDD patients revealed sig-
nifi cantly higher levels of platelet BDNF with all 
types of trauma including general trauma, physical 
abuse, emotional abuse, and sexual abuse than with-
out. However, no signifi cant differences were found 
in healthy controls according to early trauma. The 
platelet BDNF showed signifi cant correlation with 
the severity of early trauma at baseline ( r   �  0.25, 
 p   �  0.012) and 3 months ( r   �  0.38,  p   �  0.003) in 
MDD. 

  Conclusions  :  The severity of early trauma is cor-
related with the level of platelet BDNF in patients 
with MDD but not in normal controls. 

  P 27. Investigation of the absorption profi le of 
Lu AA21004  
 A. M. H ø jer, B. S ø gaard, J. Areberg 
 H. Lundbeck A/S, Valby, Denmark 

  Introduction:  Lu AA21004 is a novel multimodal 
compound currently in phase III development as an 
antidepressant. 

  Objectives  :  To investigate the absorption profi le of 
Lu AA21004 using pharmacoscintigraphic methods 
and to determine if the presence of Lu AA21004 
alters the gastric emptying time and transit through 
the gastrointestinal tract. 

  Methods:  Data from two different single-dose, 
open label, crossover studies were pooled. Healthy 
subjects (both sexes) were administered IR (instant 
release) tablets (20 mg) and/or solutions via an ente-
rion capsule (20 mg or 30 mg), where the content of 
the capsule was released in the proximal small intes-
tine using scintigraphic methods. The subjects given 
the 20 mg solution were given an additional single 
dose of a 20 mg with the enterion capsule, but now 
in the distal small intestine. In addition, the gastric 
emptying time and transit through the gastrointesti-
nal tract was assessed in a subset of the subjects at 
baseline and following a single dose of 20 mg IR 
tablet using two radioactive markers ( 99m Tc-DTPA 
and  111 In-DTPA). 

  Results:  The absorption profi les were almost 
identical between IR tablets and enterion capsules. 

The median individual t max  differences between the 
enterion capsule and the IR tablet were -2 hours 
and -4 hours for the proximal and distal small 
intestine, respectively, consistent with the transit 
times for the enterion capsule prior to activation. 
The dose- normalised AUC ratios of enterion cap-
sule/IR tablet were close to 100% for both the 
proximal and distal small intestine, while the dose-
normalised C max  ratios were 107% and 110%, 
respectively. The administration of Lu AA21004 
did not have a statistically signifi cant effect on gas-
tric emptying time, but there was a statistically sig-
nifi cant pro-kinetic effect on small intestinal transit 
and subsequent colon arrival. 

  Conclusions:  The localization of absorption has no 
impact on the absorption profi le of Lu AA21004. Lu 
AA21004 does not affect the gastric emptying time 
but does decrease small intestinal transit time and 
subsequent colon arrival. 

  P 28. The Impact of Religiosity, Spirituality 
on Depression  &  Quality of Life in Solitary 
Elderly in a Korean Area  
 Y. Huh, D. I. Jeon, D. H. Kim, Y. S. Moon 
 Hallym Medical Center, Hallym University, Chuncheon, 
South Korea 

  Objectives:  There are fi ndings that humans become 
more religious as they get older so religiosity and 
spirituality play important roles in elderlys’ lives. This 
study tried to investigate variables associated with 
depression and quality of life in solitary elderly peo-
ple. Especially, we focused on the association of reli-
giosity. 

  Methods : This study was conducted by randomly 
selecting 274 solitary elderly people of over 65 years 
of age living in Chun-Cheon City. Surveyors con-
ducted one-to-one interviews by making visits. While 
researching the several psychosocial variables, symp-
toms of depression were evaluated by  SGDS-K 
(Short Geriatric Depression Scale of Korean ver-
sion) and quality of life were measured by GQOL-D 
(Geriatric Quality of Life-Dementia). And we used 
the DUREL scale to assess religiosity and spirituality. 
The DUREL scale has 3 subscales, organizational 
religious activity (one item that asks about frequency 
of attending a meeting), non-organizational religious 
activity (one item that asks about frequency of spend-
ing time in private religious activities), intrinsic reli-
giosity (three items that asks about religious belief or 
experience). 

  Results : Among the psychosocial factors, sex, 
housing environment, income satisfaction, exercise, 
group activity, family connection level, organizational 
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religious activity showed signifi cant discriminative 
scores in SGDS  &  GQOL-D. There were signifi cant 
correlations between SGDS-K, GQOL-D and 3 
subscales of DUREL. Depressed people had lower 
score in GQOL-D than non-depressed. Among the 
depressed, people believing in a religion had a higher 
score in GQOL-D than non-believers. As a result of 
the multiple regression analysis, we came to know 
that religiosity and spirituality had an effect on 
depression and quality of life in solitary elderly. 

  Conclusion:  Religiosity and spirituality have 
 signifi cant effects on depression and the quality of 
life in solitary elderly. Awareness of these relation-
ship might improve the quality of life in solitary 
elderly. 

  P 29. Agomelatine (Valdoxan) in clinical 
practice: results from the Russian 
observational program CHRONOS  
 S. V. Ivanov, M. A. Samuchia 
 National Mental Health Research Center of Russian 
Medical Academy, Moscow, Russia 

  Background:  Agomelatine (Valdoxan) constitutes a 
novel approach to depression (melatonergic agonist 
and 5HT2 C  antagonist) of proven clinical effi cacy 
and good tolerability profi le. This study assessed the 
effi cacy and clinical benefi ts of agomelatine in 
patients with moderate or severe nonpsychotic 
depression treated in a psychiatric care setting. 

  Methods:  1910 psychiatrists included 6276 
patients (80% outpatients, 20% inpatients) with 
moderate or severe depressive episodes with no psy-
chotic features (ICD-10) for 8-week agomelatine 
monotherapy (25-50 mg per day). Effi cacy measures: 
HAM-D17; CGI-I, and CGI-S scales at weeks 1, 2, 
4, 6, and 8 (intention-to-treat population). Tolerabil-
ity and safety were evaluated. 

  Results : Most patients (82%) suffered from mod-
erate (according to ICD-10 criteria) depressive epi-
sodes, either single (44%) or recurrent (38%). The 
average HAM-D17 total score was reduced from 
22.5  �  6.9 at baseline to 4.7  �  4.7 at week 8 with a 
statistically signifi cant difference from week 1 
(19.5  �  7.1;   P    �  0.00001) onwards ( P   �  0.00001 at 
week 8).The main symptoms that improved early 
were depressive mood and sleep disturbance. After 
8 weeks of treatment, the proportion of patients with 
moderate/severe/very severe illness (CGI-S scale) 
progressively decreased from 100% at baseline to 
75% and 7% at weeks 1 and 8, respectively. 

 At week 8, 81% of patients were responders (at 
least 50% reduction in HAM-D17 baseline total 

score) and 59% of patients were remitters (HAM-
D17 total score  �  7). 

 The most frequent adverse events were nausea 
(4%), dizziness (3.1%), and headache (2.9%). No 
serious adverse events were observed. 

  Conclusions:  Agomelatine showed antidepressant 
effi cacy in psychiatric care settings with a very good 
tolerability/safety profi le in out- and inpatients with 
moderate depression, which is consistent with data 
from randomized controlled studies. 

  P 30. Correlations between serum C-reactive 
protein levels and symptoms of bipolar mania 
and schizophrenia  
 Y. M. Jae 
 Department of Psychiatry, Bong Seng Hospital, Busan, 
South Korea 

  Objectives  :  Infl ammation plays an important role in the 
pathogenesis of bipolar disorder and schizophrenia. 
The level of serum C-reactive protein (CRP) increases 
in response to infl ammation. In addition, bipolar mania 
and schizophrenia also have been associated with an 
increased serum CRP levels. The aim of this study was 
to determine the relationships between serum CRP 
levels and symptoms of mania and schizophrenia. 

  Methods : Between May and December 2010, 27 
inpatients (15 males) met the DSM-IV-TR diagnos-
tic criteria for manic episodes and 42 inpatients (22 
males) met diagnostic criteria for schizophrenia were 
selected from a psychiatric ward at a general hospital 
in Busan city, South Korea. To analyze the data col-
lected, we measured serum CRP levels and evaluated 
psychiatric symptoms by using Brief Psychiatric Rat-
ing Scale (BPRS). 

  Results:  There were no signifi cant differences 
between two groups; in terms of their age, duration 
of illness, BMI, total BPRS score, and consumption 
of antipsychotics. Bipolar mania group (0.87  �  0.82 
mg/L) had signifi cantly higher levels of serum CRP 
than schizophrenia group (0.50  �  0.55 mg/L, 
p  �  0.0423). In bipolar mania, the BPRS total score 
( β   �  0.033, t  �  2.630, p  �  0.0161) was associated 
with the serum CRP levels, while other variables 
were not. Moreover, the levels of serum CRP were 
correlated signifi cantly with BPRS item 5 (guilty 
feelings, r  �  0.408, p  �  0.0345), 8 (grandiosity, 
r  �  0.406, p  �  0.0356), 10 (hostility, r  �  0.540, 
p  �  0.0037), 11 (suspiciousness, r  �  0.488, p  �  0.0098), 
and 14 (uncooperativeness, r  �  0.473, p  �  0.0127). 
On the other hand, variables of the schizophrenia 
group did not show a remarkable relationship with 
the levels of serum CRP. 
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  Conclusions : The serum CRP levels were much 
higher in patients with bipolar mania than with 
schizophrenia. it showed positive correlation with 
hostility and uncooperativeness in bipolar manic 
patients. Therefore, these data suggested that infl am-
mation could possibly play more important role in 
pathogenesis of bipolar disorder than schizophrenia. 
Moreover, this could be associated with irritability 
which is one symptom of mood disorders. The results 
from our data showed similar patterns with previous 
study which had been reported induced irritability 
from the interferon- α  therapy. 

  P 31. Infl uence of eating attitude and being 
ostracized on depressive symptoms among 
high school students in Korea  
 Y. M. Jae 1 , M. D. Kim 2 , Y. J. Kwon 3 , B. H. Yoon 4  
  1 Department of Psychiatry, Bong Seng Hospital, Busan, 
South Korea,  2 Department of Psychiatry, Jeju National 
University School of Medicine, Jeju, South Korea, 
 3 Department of Neuropsychiatry, Soon Chun 
Hyang University, College of Medicine, Cheonan, 
South Korea,  4 Department of Psychiatry, Naju 
National Hospital, Naju, South Korea 

  Objectives : The present study examines the infl uence 
of eating attitude and body image distortion on 
depressive symptoms among high school students in 
Korea. 

  Methods : 1055 high school students were evalu-
ated from Sep 2010 to January 2011. Sociodemo-
graphic questionnaire included age, sex, religion, 
marital status, education level, monthly income, 
subjective sense of socioeconomic status, educa-
tion level of both parents, marital status of parents, 
level of subjective sense of social support, etc. The 
questionnaire for body image includes subjective 
sense of body image satisfaction, Figure Rating 
Scale, BMI, past history of pediatric obesity diag-
nosis, age of appearance of secondary sexual char-
acteristics. The questionnaire for mental health 
includes presence of suicidal ideation, past history 
of suicidal attempt and self-harm behavior, past 
history of psychiatric interview, etc. The question-
naire for health habit included subjective sense of 
health status, smoking, drinking, Alcohol Use Dis-
order Identifi cation Test (AUDIT) etc. The Korean 
version of Beck Depression Inventory (K-BDI) 
was used to evaluate depression. We also included 
any abuse history from family or other persons. 
The Korean version of Eating Attitude Test-26 
(KEAT-26) was used to evaluate eating attitude. 
We defi ned dependent variable as having depres-
sive symptoms and coded positive depressive 

symptoms as \ ’ 1\ ’  no depressive symptoms as 
\ ’ 0\ ’ . A multiple logistic regression analysis was 
performed to fi nd infl uence of eating attitude 
on depressive symptoms using variables that 
have been found to be risk factors of depressive 
symptoms. 

  Results:  A high risk group of eating disorder 
(KEAT-26 score over 19 among male students, over 
22 among female student (OR  �  7.026 95% CI 
4.069–12.131) and group of being ostracized 
(OR  �  3.012 95% CI 1.560–4.957) were found to be 
a signifi cant correlate of depressive symptoms among 
high school students even after controlling important 
risk factors of depressive symptoms. 

  Conclusions:  In South Korea, disturbed eating 
attitude and behaviors were associated with depres-
sive symptoms. Various programs to correct eating 
attitude and distorted body image from government 
and education facilities are crucial for them not to 
have depressive symptoms. 

P 32. Transcranial Bright Light Treatment 
via Ear Canals in Seasonal Affective Disorder 
(SAD) - a Randomized Controlled Study
 H. Jurvelin 1 , J. Jokelainen 2,4 , J. Nissil ä  2 , 
P. R ä s ä nen 1,5 , T. Takala 3 , M. Timonen 2  
  1 University of Oulu, Institute of Clinical Medicine, 
Department of Psychiatry, University of Oulu, Oulu, 
Finland,  2 University of Oulu, Institute of Health 
Sciences, University of Oulu, Oulu, Finland,  3 Oulu 
Deaconess Institute, Oulu, Finland,  4 Unit of General 
Practice, Oulu University Hospital, Oulu, Finland, 
 5 Oulu Health Centre, Oulu, Finland 

  Background/Aims:  Bright light has widely proved to 
be effective treatment for winter type seasonal affec-
tive disorder (SAD). However, the mechanisms of 
action of bright light remain still open. The aim of 
the present study was to investigate whether the tran-
scranial bright light via ear canal has an antidepres-
sant effect in the treatment of SAD. 

  Methods:  This study consisted of 89 adults suffer-
ing from winter SAD according to DSM-IV-TR cri-
teria. During four week study period, subjects 
received 12 min daily doses of photic energy in both 
ear canals in three different randomly divided 
 subgroups (1, 4, 9 lumen). The light was produced 
using light emitting diodes (LEDs). Severity of 
depressive symptoms was assessed with Hamilton 
Depression Rating Scale  –  Seasonal Affective Disor-
der (SIGH-SAD), Hamilton Anxiety Rating Scale 
(HAMA) and Beck ’ s Depression Inventory (BDI). 

  Results:  Compared to the baseline, the mean 
SIGH-SAD total scores decreased signifi cantly 17.6 
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posttreatmentand were compared to that of healthy 
normal controls. 

 Results: Post-treatment YMRS scores were sig-
nifi cantly lower than pretreatment YMRS scores in 
the patients with BD. The TC levels were signifi cantly 
higher in post-treatment patients with BD than 
pretreatment subjects. Post-treatment BIS scores 
were signifi cantly lower than pretreatment scores in 
the patients with BD. But we could not fi nd correla-
tion between TC levels and BIS scores in measure-
ment over time. 

 Conclusion: Our results replicate earlier reports 
of signifi cant increase in the cholesterol levels 
when BD patients were treated with pharmaco-
therapy about 6 weeks. Although the results in pre-
vious reports and in our study are statistically 
signifi cant, their clinical signifi cance requires fur-
ther examination in longer-term studies and with 
larger subjects. 

  P 34. Infl uence of eating attitude and being 
ostracized on depressive symptoms among 
elementary and middle school students in Korea  
 M. D. Kim 1 ,   Y. M. Jae 2 , B. H. Yoon 3 , Y. J. Kwon 4  
  1 Department of Psychiatry, Jeju National University 
School of Medicine, South Korea,  2 Department of 
Psychiatry, Bong Seng Hospital, Busan, South Korea, 
 3 Department of Psychiatry, Naju National Hospital, 
Naju, South Korea,  4 Department of Psychiatry, Soon 
Chun Hyang University, College of Medicine, Cheonan, 
South Korea 

  Objectives : Various biological and psychological fac-
tors appear to be associated with child and adolescent 
depressive symptoms. During this period, being 
ostracized by peers is becoming a big social problem 
in Korea nowadays. Body image is also important 
issue among this group, for example, in case of poor 
body image satisfaction usually lead for them to have 
depression. There for this research was to determine 
infl uence of eating attitude and being ostracized 
on depressive symptoms among College students in 
Korea. 

  Methods : 1221 elementary and middle school stu-
dents were evaluated from Sep 2010 to January 2011. 
The sociodemographic questionnaire included age, 
sex, religion, marital status, education level, monthly 
income, subjective sense of socioeconomic status, 
health habit, abuse history, family relationship, etc. 
The questionnaire for health habit included subjec-
tive sense of health status, smoking, drinking, sui-
cidal ideation, and suicidal attempt, Alcohol Use 
Disorder Identifi cation Test (AUDIT) etc. The 

points (47.4%, p  � .0001), 17.0 points (45.9%, 
p  � .0001) and 15.9 points (43.7%, p  � .0001) in the 
three treatment groups (1, 4, 9 lumen), respectively. 
The corresponding decreases for HAMA were 12.0 
(49.9%, p  � .0137), 11.4 (49.5%, p  � .0056), 10.1 
(46.5%, p  � .0001), respectively; and for BDI 13.7 
(67.3%, p  � .0158), 13.4 (67.4%, p  � .1282), 11.9 
(63.2%, p  � .0013), respectively. The response rates 
(i.e.  �  50% decrease in corresponding rating scale) 
in the three randomized subgroups (1, 4, 9 lumen) 
assessed with BDI were 74%–79%, while being 
35%–45% and 47%–62% for SIGH-SAD and 
HAMA, respectively. Decreases of SAD symptoms 
and response rates did not signifi cantly differ accord-
ing to intensity level of received bright light. 

  Conclusions:  To our knowledge, this is the fi rst 
controlled clinical trial to show antidepressant and 
anxiolytic effect of transcranial bright light therapy 
on symptomatic SAD patients. These results are 
comparable to the fi ndings of earlier bright light 
studies with traditional devices. In future, studies on 
neuroimaging, neurobiology and placebo-controlled 
trials are called for to further assess the effi cacy and 
mechanism of action for transcranially delivered 
bright light therapy. 

  P 33. Changes of Cholesterol Level and 
Impulsiveness after Pharmacologic treatments 
in Patients with Bipolar Disorder  
 S.H. Kang 1 , M.Y. Chung 2  
  1 Department of Neuropsychiatry, Seoul National 
University Bundang Hospital, Gyeonggi-do, Korea, 
 2 Department of Neuropsychiatry, Seoul Veterans 
Hospital, Seoul, South Korea 

 Objective: Many Studies support a signifi cant relation-
ship between low cholesterol levels and poor impulse, 
aggression and mood control. In this study, we inves-
tigated the association between total cholesterol levels 
and impulsiveness, and evaluated correlation between 
differences of total cholesterol level after pharmaco-
logic treatments and changes of impulsiveness in 
patients with bipolar disorder (BD). 

 Methods: Forty patients with bipolar disorder and 
40 healthy normal controls were selected. They were 
evaluated twice with Korean version of Young Mania 
Rating Scale (K-YMRS), Clinical Global Impression 
Scale-severity (CGI-S) and Barratt Impulsiveness 
Scale (BIS) at admission(pretreatment) and after 
6 weeks of treatment (post-treatment). Total choles-
terol (TC), triglyceride (TG), low density lipo-
protein(LDL) and high density lipoprotein (HDL) 
levels in the BD were measured, at pretreatment and 
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Inventory (BDI), Beck Anxiety Inventory (BAI) and 
Quality of life scale (QOL). 

  Results : We found signifi cant positive correlation 
between behavioral parameters and standardized 
scales for OCD (total time and SOAQ: r 2   �  0.570, 
P  �  0.001; total number of clicks and OCI-R: 
r 2   �  0.479, P  �  0.01). There was no signifi cant cor-
relation between behavioral parameters and other 
scales measuring constructs less relevant to ordering 
and arranging. A main effect of target only was 
observed on behavioral parameters. 

  Conclusion : This study therefore provides prelim-
inary data to support the use of this task as a novel 
behavioral measure of compulsive symptoms related 
with symmetry, ordering and arranging. 

  P 36. Pharmacotherapy of depressive 
disorder - treatment decision after 
occurence of diarrhea
 O. Kozumplik 1 , S. Uzun 1 , M. Jakovljevic   2,3  
  1 University Department, Clinic for Psychiatry Vrapce, 
Zagreb,  2 University Department, Clinical Hospital 
Zagreb,  3 School of Medicine, University of Zagreb, 
Croatia 

  Aim:  This report presents a case of diarrhea during 
therapy with venlafaxine in a patient with depressive 
disorder. 

  Case report:  Patient, 38 years old, with diagnosis 
of depressive disorder, in psychiatric treatment for 
the past 10 years, was admitted to hospital treatment 
in our Clinic for Psychiatry because of worsening of 
depressive symptoms. At admission in our hospital 
he was anxious, depressed, also he confi rmed having 
insomnia and fatigue, and had concentration prob-
lems. Before admission to the hospital he was taking 
maprotiline in daily dosage of 100 mg. At admission 
he said that he stopped taking maprotiline because 
he felt sedated, but then worsening in mental condi-
tion occured and he decided to come to hospital. He 
requested therapy with another antidepressant. 
Treatment with venlafaxine was initiated in daily 
dosage of 37,5 mg, along with lorazepam 2,5 mg in 
the evening, and after several days the patient 
reported having diarrhea. The patient was advised 
tocontinue taking venlafaxine and diet was intro-
duced. During the next two days the patient had 
diarrhea and therapy with venlafaxine was discontin-
ued. After initiation of another antidepressant the 
patient reported cessation of diarrhea and diet was 
discontinued after that. Gradually, the patient’s men-
tal condition stabilized and he was discharged from 
hospital after four weeks of hospital treatment. 

Korean version of Beck Depression Inventory 
(K-BDI) was used to evaluate depression. The 
Korean version of Eating Attitude Test-26 (KEAT-26) 
was used to evaluate eating attitude. We defi ned 
dependent variable as having depressive symptoms 
and coded positive depressive symptoms as \ ’ 1\ ’  no 
depressive symptoms as \’  0\ ’ . A multiple logistic 
regression analysis was performed to fi nd infl uence 
of eating attitude on depressive symptoms using vari-
ables that have been found to be risk factors of 
depressive symptoms. 

  Results : High risk group of eating disorder
(KEAAT-26 score over 19 among male students, over 
22 among female student (OR  �  7.026 95% CI 
4.069–12.131) and group of being ostracized 
(OR  �  2.022 95% CI 1.230–3.567) were found to 
be a signifi cant correlate of depressive symptoms 
among elementary and middle school students even 
after controlling important risk factors of depressive 
symptoms. 

 Conclusions : Programs to correct eating attitude 
and distorted body image and programs that could 
deal their experiences of being ostracized from gov-
ernment and University are crucial for them not to 
have depressive symptoms.

          P 35. Development of a Computer Based 
Symmetry and Arrangement Symptoms 
Measures in Obsessive-Compulsive Disorder  
 C. H. Kim 1 , K. Kim 2 , D. Roh 1  
  1 Department of Psychiatry, Yonsei University College 
of Medicine, Seoul, South Korea,  2 Department of 
Biomedical Engineering, Hanyang University, Seoul, 
South Korea 

  Background:  Epidemiological studies indicated that 
compulsive ordering and arranging, and a preoccupa-
tion with symmetry are common presentations of 
obsessive-compulsive disorder (OCD). The goal of 
the current study was to develop and obtain prelimi-
nary psychometric data for an objective and quantita-
tive measurement of symmetry and arrangement 
symptoms in OCD. 

 Methods: Twenty eight normal volunteers were 
administered computer based assessment tasks with 
4 different conditions with or without target and dis-
traction. Primary dependent variables included sev-
eral indices of time and click of arranging behaviors. 
Construct validity for the task was examined by com-
paring the novel behavioral measures with standard-
ized measures such as Symmetry, Ordering and 
Arranging Questionnaire (SOAQ), Obsessive Com-
pulsive Inventory-Revised (OCI-R), Beck depression 
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  P 38. Effi cacy of duloxetine vs venlafaxine  –  
an updated non-inferiority analysis in major 
depressive disorder  
 A. Lenox-Smith 1 , K. Kelin 2 , A. Brnabic 2  
  1 Eli Lilly  &  Company Ltd, Basingstoke, United 
Kingdom,  2 Eli Lilly, Sydney, Australia 

  Background / Aims : There is information to suggest 
that the dual-action serotonin noradrenaline 
reuptake inhibitors (SNRIs) have increased effi -
cacy compared with the selective serotonin reuptake 
inhibitors (SSRIs), but there is little data to directly 
compare the SNRIs duloxetine and venlafaxine. 
The authors are aware of two direct comparative 
trials (HMBU and HMBQ) and effi cacy results 
from these were presented as a secondary analysis 
in 2008 using the traditional Last Observation 
Carried Forwards (LOCF) analysis. Regulators 
such as the Food and Drug Administration now 
recommend the use of the Mixed-Effects Model 
Repeated Measures (MMRM) as the primary 
analysis and thus data from the two studies have 
been re-analysed to assess non-inferiority of dulox-
etine compared to venlafaxine using MMRM with 
a focus on integrating all the data across the entire 
study to calculate the average,  overall  treatment 
effect. 

  Methods:  Data were combined from two similarly 
designed multicentre, double-blind, randomised, 
parallel-group studies in which patients with major 
depressive disorder were randomised to either dulox-
etine 60 mg a day or venlafaxine ER 75 mg per day 
increasing to 150 mg daily after 2 weeks for a 6-week 
fi xed dosing period followed by an additional 6 
weeks of treatment in which the dose could be 
increased. The primary endpoint of this updated 
post hoc analysis is effi cacy using the HAM-D17 
assessing non-inferiority of duloxetine vs venlafaxine 
with an MMRM analysis. 

  Results : When the results of the two studies 
were combined (n  �  667), duloxetine was found to 
be non-inferior to venlafaxine using MMRM anal-
ysis of HAM-D17 scores over the entire study 
period. This result was demonstrated for both 
intention-to-treat and per-protocol populations. 
Furthermore, the effect sizes of the two drugs were 
very similar. 

  Conclusions : In this post hoc analysis, the results 
suggest that duloxetine is not inferior to venlafaxine 
in terms of effi cacy in major depressive disorder. 
Considerations other than effi cacy such as tolerabil-
ity, safety, licensed uses and ease of dosing should 
be considered when choosing either duloxetine or 
venlafaxine. 

  P 37. The loudness dependence of 
the auditory evoked potential (LDAEP) 
as a predictor of bipolarity: preliminary 
study  
 S. H. Lee, Y. M. Park 
 Inje University, Goyang, South Korea 

  Background : The loudness dependence of auditory 
evoked potentials (LDAEP) is considered a valid 
indicator of central serotoninergic activity in 
humans. The LDAEP has been identifi ed as being 
inversely associated with central serotonergic activ-
ity, with a weak LDAEP refl ecting high serotoner-
gic neurotransmission. Recently, some researchers 
reported that the LDAEP differed signifi cantly 
between patients with bipolar disorder and major 
depressive disorder. This study aimed to test the 
hypothesis that the LDAEP can be used to predict 
the bipolarity in patients with major depressive 
episode. 

  Method : Fourteen patients with major depressive 
episode were recruited. All patients were female. 
They had no history of hypomanic or manic episode. 
To evaluate the LDAEP, the auditory event-related 
potential was measured before beginning medica-
tion. In addition, the Korean version of Mood 
 Disorder Questionaire (K-MDQ) was used as a 
screening tool to help diagnose bipolar spectrum dis-
order. The patients were divided into two subgroups 
based on their K-MDQ (positive K-MDQ and 
 negative K-MDQ groups). The Mann – Whitney U 
test was used to compare LDAEP value between the 
two groups. 

  Results : The average LDAEP of positive K-MDQ 
group was higher than that of negative K-MDQ 
group in the Mann-Whitney U test ( p   �  0.021). 
Although there was no correlation between K-MDQ 
score (criteria 1) and LDAEP value in Spearman ’ s 
test, the strong LDAEP tended to show high K-MDQ 
score ( p   �  0.073). However, there was no signifi cant 
difference in BDI and HAMD score between two 
groups. Additionally, there was no signifi cant differ-
ence in the number of subjects that attempted sui-
cide between two groups. 

  Conclusion : Our fi ndings showed that patients 
with positive K-MDQ had higher LDAEP value than 
those with negative K-MDQ. It means that patients 
with major depressive episode and bipolarity had 
lower central serotonergic activity than those with 
major depressive episode and without bipolarity. 
Measurement of the LDAEP appears to provide use-
ful clinical information, such as the prediction of 
bipolarity. However, further investigations should 
employ larger samples. 
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  P 40. Atomoxetine infl uence on aggressive 
behavior in a mice model of social interaction  
 A. Machalova 1,2 , K. Slais 2 , A. Sulcova  2  
  1 Masaryk University, Brno, Faculty of Medicine, 
Department of Pharmacology, Brno, Czech Republic, 
 2 CEITEC (Central European Institute of Technology) 
- Masaryk University, Brno, Brno, Czech Republic 

  Background:  The selective norepinephrine reuptake 
inhibitor atomoxetine (TMX) is a drug used in 
 therapy of attention-defi cit/hyperactivity disorder 
(ADHD), particularly in present co-morbidity with 
either anxiety or ticks. Reports of induced aggressive 
and hypomanic behavior have appeared recently in 
literature. Although often indicated, not much is 
known about TMX infl uence on affective behavior. 
The aim of our study was to clarify whether and how 
TMX infl uences affectivity in animal model. 

  Methods : The used model of agonistic interaction 
is based on paired interactions of singly-housed male 
mice with non-aggressive group-housed partners. 
We analyzed behavioural changes in 11 acts of 4 
categories: sociable, timid, aggressive and locomo-
tor. According to their behavior exhibited in the con-
trol interaction we analysed separately aggressive 
 (exhibiting at least one attack) and timid (exhibiting 
defensive-escape acts, but no attack) individually 
housed mice. Mice were administered TMX at the 
doses of 0.2 or 1 or 5 mg/kg, or saline in the equal 
amount of 1ml/kg, orally, 30 min prior to interac-
tions provided one week apart. Paired interactions 
were videotaped and ethological analysis was 
 performed using the system Observer (Noldus, 
 Holland). 

  Results:  In aggressive mice, TMX at the doses 
1 and 5 mg/kg decreased frequency of tail rattling 
and aggressive unrest. Rearing was enhanced at the 
dose of 5 mg/kg. In timid mice, the highest dose 
of TMX selectively increased frequency of tail rat-
tling and aggressive unrest. Other behavioral acts 
were not signifi cantly infl uenced by any tested 
dose of TMX. 

  Conclusion:  Our results show dose-dependently 
decreased aggressive behavior in aggressive mice 
after administration of TMX. Reports of such 
observation have not been published yet. In con-
trast, TMX induced increased aggression in timid 
mice in agreement with clinical reports. Although 
TMX is considered safe and effective treatment for 
children and adolescent with ADHD, caution 
should be used. 

  Supported by  the project  “ CEITEC - Central Euro-
pean Institute of  Technology ”  (CZ.1.05/1.1.00/02.0068) 
from European Regional Development Fund and by 
Czech Ministry of Education: MSM0021622404. 

  P 39. A US retrospective database analysis 
evaluating characteristics of patients with 
bipolar disorder prior to initiating treatment 
with immediate-release (IR) or extended-
release (XR) quetiapine fumarate  
 J. C. Locklear 1 , B. Alemayehu 1 , R. S. Brody 1 , 
W. R. Earley 1 , S. Kamat 3 , D. Kern 3 , H. Sveds ä ter 2 , 
O. Tunceli 3  
  1 AstraZeneca Pharmaceuticals LP, Wilmington, USA, 
 2 AstraZeneca R&D, M ö lndal, Sweden,  3 HealthCore Inc, 
Wilmington, USA 

  Background/Aims : The aim of the study was to com-
pare patient characteristics prior to initiating quetia-
pine IR (QTP-IR) or XR (QTP-XR) treatment for 
bipolar disorder, in real-world practice. 

  Methods : This was an observational, retrospective 
cohort study utilising administrative claims data from 
the HealthCore Integrated Research Database. Eligible 
patients (18 to 64 years) had:   �  1 pharmacy claim for 
QTP-IR or QTP-XR between 1 st  November 2007 and 
31 st  January 2011; a diagnosis of bipolar disorder on/
before the index date (fi rst pharmacy claim for QTP-IR 
or QTP-XR). Univariate analyses assessed: patient 
baseline characteristics at the index date; 12-month 
pre-index clinical characteristics; type of physician pro-
viding initial treatment; 12-month pre-index total 
healthcare resource utilisation and cost. 

  Results : Overall, 6,876 patients with bipolar disor-
der were analysed. Pharmacy claims for 83% of these 
patients were for QTP-IR. During the 12-month pre-
index date period, 3.7% of patients in the QTP-IR 
cohort (pre-IR; n  �  5,701) were prescribed multiple 
index medications compared with 1.6% of patients in 
the QTP-XR cohort (pre-XR; n  �  1,175) (p  �  0.0001). 
Signifi cantly more patients in the pre-IR cohort were 
prescribed hypnotics/sedatives (31.2% vs 27.5%; 
p  �  0.0114), anticonvulsants (60.1% vs 55.7%; 
p  �  0.0055) and antidepressants other than SSRIs, 
SNRIs, MAOIs and tricyclic agents (22.4% vs 19.3%; 
p  �  0.0207), compared with the pre-XR cohort; 
whereas, signifi cantly more patients in the pre-XR 
cohort were prescribed SNRIs (26.6% vs 21.6%; 
p  �  0.0002), compared with the pre-IR cohort. The 
number of all cause (0.8 vs 0.6; p  �  0.0001) and 
mental-health related inpatient visits (0.7 vs 0.5; 
p  �  0.0001), and total healthcare costs ( $ 16,302 vs 
 $ 13,929; p  �  0.0001), were signifi cantly higher in the 
pre-IR cohort compared with the pre-XR cohort. 

  Conclusions : Characteristics of patients with bipo-
lar disorder newly treated with QTP-IR may differ 
to those treated with QTP-XR in real-world practice. 
Total healthcare costs are signifi cantly increased in 
the 12 months prior to patients initiating treatment 
with QTP-IR compared with QTP-XR. 
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after antidepressant with different action compare to 
control. 

  Conclusions:  Zinc defi ciency during hyperactiva-
tion of HPA axis may be the cause of treatment resis-
tant depression. 

 This study was supported by Grant POIG 
01.01.02-12-004/09. 

  P 42. Effi cacy of once-daily extended release 
quetiapine fumarate (quetiapine XR) in 
elderly patients with major depressive 
disorder (MDD) according to baseline anxiety 
symptoms, sleep disturbance and pain levels  
 S. Montgomery 1 , A. C. Altamura 2 , H. Katila 3 , 
C. Datto 4 , J. Szamosi 5 , H. Eriksson 5  
  1 Imperial College, University of London, London, 
United Kingdom,  2 Department of Psychiatry, University 
of Milan, Milan, Italy,  3 Department of Psychiatry, 
Helsinki University Central Hospital, Helsinki, Finland, 
 4 AstraZeneca Pharmaceuticals, Wilmington, USA, 
 5 AstraZeneca R&D, S ö dert ä lje, Sweden 

  Background/Aims : The aim of the study was to evalu-
ate the effect of quetiapine XR (QTP-XR) mono-
therapy in elderly patients with MDD according to 
baseline anxiety symptoms and baseline levels of 
sleep disturbance and pain. 

  Methods:  11-week (9-week randomised; 2-week 
post-treatment phase), double-blind, placebo-con-
trolled study (D1448C00014) of QTP-XR (fl exible-
dosing 50–300 mg/day) in patients  �   �  66 years with 
MDD. Primary endpoint: Week 9 MADRS total score 
change from randomisation. Post hoc analyses based 
on primary and secondary endpoints included: Week 
9 MADRS total score change from randomisation 
and response ( �   �  50% improvement in MADRS 
total score) rates in patients with: anxious depression 
or lower levels of anxiety at baseline (HAM-A total 
score  �   �  20 or   �  20, respectively); high or low levels 
of baseline sleep disturbance (HAM-D sleep distur-
bance factor [items 4  �  5  �  6] score  �   �  5 or  �  5, 
respectively); baseline pain Visual Analog Scale (VAS) 
total score  �   �  40 mm or  �  40 mm. 

  Results:  Week 9 MADRS LSM change: 16.3 
(p  �  0.001) QTP-XR (n  �  164); 8.8 placebo (n  �  171). 
Anxious depression subgroup MADRS LSM change: 
17.8 (p  �  0.001) QTP-XR (n  �  78); �8.5 placebo 
(n  �  88); response rates: 65.4% (p  �  0.001) versus 
27.3%, respectively. Lower baseline anxiety levels 
subgroup MADRS LSM change: 14.8 (p  �  0.001) 
QTP-XR (n  �  86); �8.8 placebo (n  �  83); response 
rates: 62.8% (p  �  0.001) versus 33.7%, respectively. 

 High levels of baseline sleep disturbance sub-
group MADRS LSM change: 17.6 (p  �  0.001) 

  P 41. Zinc defi ciency and hyperactivation of 
HPA axis in treatment resistant depression  
 K. Mlyniec 1,3 , B. Budziszewska 2,3 , 
U. Doboszewska 3 , G. Nowak 1,3 , W. Reczy ń ski 4  
  1 Department of Pharmacobiology, Jagiellonian 
University Medical College, Krak ó w, Poland, 
 2 Department of Toxicology, Jagiellonian University 
Medical College, Krak ó w, Poland,  3 Institute of 
Pharmacology, Polish Academy of Sciences and Center 
of Excellence in Neuropsychopharmacology, Krak ó w, 
Poland,  4 Faculty of Material Science and Ceramics, 
AGH University of Science and Technology, Krak ó w, 
Poland 

  Introduction:  It has been repeatedly observed that 
there is a link between serum zinc levels and moods 
disorders. Patients with major depression exhibit a 
signifi cantly lower serum zinc levels compared to 
the control subjects. Moreover, treatment resistant 
patients appear to have lower serum zinc levels 
compared to those responsive to pharmacological 
treatment. Furthermore, lower serum zinc level may 
be normalized after successful antidepressant ther-
apy. There are also clinical data suggesting that zinc 
supplementation may enhance antidepressant ther-
apy in patients with unipolar depression, particu-
larly in those previously nonresponsive. In the past 
decade it has been also reported that zinc defi ciency 
induced by zinc-defi cient diet elicits neuropsycho-
logical symptoms and behavioral disturbances in 
animals. 

  Objectives:  The aim of this study was to deter-
mine how zinc deprived animals would respond to 
antidepressant treatment in the forced swim test 
(FST) and if this changes correlate with corticoster-
one concentrations. 

  Materials and methods:  Male CD-1 mice (14-16g) 
were assigned to one of ten different groups according 
to diet (control 33.5 mg Zn/kg or zinc defi cient 0.2 
mg Zn/kg for six weeks) and intraperitoneally drug 
administration (imipramine, 30 mg/kg; escitalopram, 
4 mg/kg; reboxetine, 10 mg/kg or bupropion, 15 mg/
kg; for two weeks). To evaluate animal behavior immo-
bility time in the FST and locomotor activity were 
measured. To evaluate serum zinc level the fl ame tech-
nique (FAAS) was applied, corticosterone level was 
measured by a radioimmunological method (RIA). 

  Results:  Chronic (two weeks) administration of 
antidepressants to zinc deprived mice induces lower 
response compare to mice receiving adequate diet in 
the FST. There were no changes in locomotor activity 
in all groups, control and zinc-defi cient. There was 
an increase in zinc level after chronically antidepres-
sant treatment in zinc defi cient groups. Zinc defi cient 
animals showed also higher serum corticosterone 
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dosage forms and all AEs considered related to 
escitalopram were mild. There were no serious AEs. 
Most subjects liked the taste (63% agreed or strongly 
agreed, 15% disagreed or strongly disagreed). 2 out 
of 3 subjects (65%) found the ODT more conve-
nient than a conventional tablet. Almost all (95%) 
thought the ODT was easy to take and 58% thought 
it would be easier to take the ODT than a conven-
tional tablet. Most subjects thought that the ODT 
was pleasant to take (87%) and would be willing to 
take it over a long period of time (83%). 

  Conclusions:  This single-dose study found that 
2  	  10 mg or 1  	  20 mg ODT and the 2  	  10 mg 
conventional IR escitalopram tablet met the regula-
tory criteria for assumed bioequivalence in fasting 
healthy male volunteers. Based on the subjects ’  per-
ception of taste, texture and size ODT escitalopram is 
a convenient and pleasant alternative to the conven-
tional tablet. 

  P 44. Agomelatine in depression treatment, 
a multicentre study in Slovakia  
 V. Novotn ý , J. Pe č e ň  á k 
 Clinic of Psychiatry, Comenius University, Bratislava, 
Slovakia 

  Background:  Agomelatine is a novel antidepressant 
with different mechanism of effect from other antide-
pressants. It is a potent agonist at melatonergic MT 1  
and MT 2  receptors and an antagonist at 5-HT 2C  
receptors [1] . 

 Purpose: The aim of the study was to evaluate the 
clinical effi cacy and safety of agomelatine in clinical 
psychiatric practice in Slovakia. 

  Methods : 111 outpatients (28 men) fulfi lled the 
criteria for MDD were involved in multicenter, open, 
8-week study. Patients received agomelatine 25 mg 
with possibility to increase the dosage to 50 mg after 
two weeks of treatment in one daily dose. Patients 
were assessed with MADRS (Montgomery- Å sberg 
Depression Scale), CGI (Clinical Global Impres-
sion) and SDS (Sheehan Disability Scale). Transam-
inases were assessed at baseline and in week 6. 

  Results : Mean MADRS total score decreased 
from the baseline level of 28.70 to the endpoint 
(week 8) value of 9.79 (p  �  0.001). Differences of 
MADRS total score and SDS sub-scores were statis-
tically signifi cant from the fi rst week of treatment 
(Table I). Response defi ned as the reduction of total 
MADRS score 50% was fi nd in 0.9%, 16.2%, 45% 
and 63.1% of patients in 1 st , 2 nd , 4 th , and 8 th  week 
of treatment. The remission (MADRS Score � 7[ 2] ) 
were identifi ed in 1.8%, 18.9% and 39.6% of patients 
in 2 nd , 4 th  and 8 th  week of treatment. 

QTP-XR (n  �  100); placebo ( 8.7; n  �  109); response 
rates: 66.0% (p  �  0.001) versus 27.5%, respectively. 
Low levels of baseline sleep disturbance subgroup 
MADRS LSM change: �14.4 (p  �  0.001) QTP-XR 
(n  �  64) versus 9.2 placebo (n  �  62); response rates: 
60.9% (p  �  0.001) versus 35.5%, respectively. 

 Pain VAS total score  �   �  40 mm subgroup 
MADRS LSM change: 16.6 (p  �  0.001) QTP-XR 
(n  �  93) versus 8.9 placebo (n  �  93); response rates: 
65.6% (p  �  0.001) versus 29.0%, respectively. Pain 
VAS total score  �  40 mm subgroup MADRS LSM 
change: �15.7 (p  �  0.001) QTP-XR (n  �  71) versus 
�8.7 placebo (n  �  78); response rates: 62.0% 
(p  �  0.001) versus 32.1%, respectively. 

  Conclusions:  QTP-XR (50-300mg/day) mono-
therapy was signifi cantly more effective than pla-
cebo in treating depressive symptoms in elderly 
patients with MDD irrespective of baseline anxiety 
symptoms and baseline levels of sleep disturbance 
and pain. 

  P 43. The perception of an oral dispersible 
escitalopram tablet in a comparative 
bioavailablity study  
 D. Nilausen 1 , R. Linde 1 , J. vanGerven 2  
  1 H. Lundbeck A/S, Copenhagen, Denmark,  2 CHDR, 
Leiden, The Netherlands 

  Introduction:  Rapidly dissolving oral dispersible tab-
lets (ODT) have been developed to overcome prob-
lems related to swallowing. 

  Objectives:  To establish assumed bioequivalence 
between ODT and the immediate release (IR) esci-
talopram tablet and to determine its perception by 
healthy subjects. 

  Methods:  In a randomized, open-label, cross-over 
design, 30 healthy men received 20mg escitalopram 
as ODT tablets (2 	 10 mg or 1 	 20 mg) or conven-
tional tablets. Twenty blood samples were collected 
after each dose administration and pharmacokinetic 
parameters were determined using non-compart-
mental methods. Safety was assessed by self-reported 
adverse events (AE) and vital signs. Subjects com-
pleted a questionnaire relating to their perception of 
the ODT. 

  Results:  Serum concentration-time profi les of 
escitalopram were similar after intake of the 3 
treatments. The 90% CI for the mean treatment 
ratios of the log-transformed peak serum concen-
tration (C max ), area under the serum concentra-
tion-time curve (AUC) to the last quantifi able 
time point, and AUC extrapolated to infi nity were 
all within the predefi ned equivalence range from 
80% to 125%. AE incidence was similar for both 
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  Results:  The mean duration of stay was 
18.9  �  14.8 days. 52% of patients were admitted 
involuntarily. 18% suffered from organic mental 
disorder (12% from delirium), 20% were diagnosed 
with mental disorders due to psychoactive sub-
stance use (9% alcohol dependency, 6% benzodi-
azepine dependency, 5% multiple drug use), 16% 
had a diagnosis of schizophrenia, 10% of schizoaf-
fective disorder and 5% of transient psychotic dis-
order. 20% suffered from recurrent depressive 
disorder, 15% from bipolar affective disorder and 
3% from a single depressive episode. 8% fulfi lled 
diagnostic criteria of a neurotic, stress-related or 
somatoform disorder. 12% had eating disorders, 
9% had personality disorders and 1% was diagnosed 
with mental retardation. Only 15% of patients had a 
fi rst episode of psychiatric illness. 4% were admitted 
after an accident and 21% after a suicide attempt 
(45% poisoning, 25% jumping from height, 20% cut-
ting/piercing with sharp object, 5% vehicular impact, 
5% self-immolation). 87% of patients were treated 
with antipsychotics, 36% received treatment with 
mood stabilizers. In 49% of patients antidepressants 
were prescribed. 84% of patients were treated with 
benzodiazepines (30.3  �  22.4mg diazepam equiva-
lents), in 17% the opioid nalbuphin was applied. 
Intravenous psychopharmacotherapy was used in 
31% of cases. 10% of patients received ECT. 

  Conclusions:  The Viennese PICU is a highly spe-
cialized ward with a very specifi c patient population 
that cannot be dealt with on normal psychiatric 
wards [1]. Such a facility has to be equipped with a 
higher number of nursing staff, adequate medical 
equipment and specifi c experience at the interface 
between psychiatry and medicine. 

  Reference:  

  Winkler D, Naderi-Heiden A, Strnad A, Pjrek E, Scharfetter [1] 
J, Kasper S, Frey R. Intensive Care in Psychiatry. European 
Psychiatry 2011; 26: 260-264 

  P 46. Bupropion in Depression  
 G. Racetovic 
 Community Mental Health Center, Health Center, 
Prijedor, Republic of Srpska, Bosnia and Herzegovina 

  Background  :  Depression as a disease of modern times 
is constantly growing and it is regarded as a global, 
medical, individual and economic problem. The 
main goal of this paper is to demonstrate the reli-
ability of using an antidepressant with dual mecha-
nism of action (bupropion). 

  Materials and methods:  This is a case of CMHC 
Prijedor with a recurrent major depressive episode 

  Conclusions : This study showed a good short-
term effi cacy of agomelatine in out-patients with 
depressive episode. Treatment of patients MDD with 
agomelatine showed early and constituent response 
both in symptoms of depression and level of func-
tionality. Agomelatine has also a good tolerability. 
No cli nically important increase of hepatic enzymes 
was observed. 

 References 

   Kennedy, S. Future Neurol. 2007; 2:145–151. [1] 2 
Riedel M. et al. J Psychiatry Res. 2010; 44:15:1063–8. [2] 

  P 45. The Viennese psychiatric intensive 
care unit  
 E. Pjrek 1 , R. Frey 1 , A. H ö fl ich 1 , A. Naderi-Heiden 1 , 
A. Strnad 1 , J. Scharfetter 2 , S. Kasper 1 , 
D. Winkler 1  
  1 Department of Psychiatry and Psychotherapy, 
Medical University of Vienna, Austria ,   2 Department 
of Psychiatry, Social Medical Center East, Vienna, 
Austria 

  Background:  Psychiatric intensive care provides treat-
ment for patients with severe psychiatric illness and 
for psychiatric patients with somatic illness compli-
cating the case. 

  Objective:  To investigate the diagnostic distribu-
tion and treatment modalities in a representative 
sample of patients at the psychiatric intensive 
care unit (PICU) of the General Hospital of 
Vienna. 

  Methods:  This is a chart review of 100 consecutive 
inpatients (52% females, age: 45.7  �  17.8 years) 
treated at the Viennese PICU during the years 2008 
and 2009. 

  Table I. Change of MADRS total score and SDS sub-scores.  

Control/week
MADRS Total 
Score (mean)

Sheehan Disability Scale 
Sub-scores (means)

Work/School
Social 
Life

Family 
Life

Baseline 
(n  �  111)

28.7 7.3 7.7 6.9

Week 1 
(n  �  110)

24.7 ∗ 6.5 ∗ 6.9 ∗ 6.3 ∗ 

Week 2 
(n  �  106)

20.3 ∗ 5.7 ∗ 6.0 ∗ 5.2 ∗ 

Week 4 
(n  �  104)

15.0 ∗ 4.1 ∗ 4.3 ∗ 3.6 ∗ 

Week 8 
(n  �  94)

9.8 ∗ 2.5 ∗ 2.4 ∗ 2.1 ∗ 

    ∗ p  �  0.001 vs. baseline; Observed cases.   
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signifi cantly lower with quetiapine XR than IR (mean 
[SD] VAS score: 33.4 [26.92] vs 44.0 [31.76]; least-
squares mean difference: 12.55,  P   �  0.009; modifi ed 
intent-to-treat population). Sedation intensity was 
shown in secondary analyses to be signifi cantly lower 
with quetiapine XR than IR at 1, 2, and 3 hours 
after each dose on Days 2-6 ( P   �  0.05), with similar 
sedation intensity between treatment groups at 
4–14 hours post-dose. Overall tolerability for both 
formulations was consistent with the known profi le 
of quetiapine. 

  Conclusions:  This study demonstrates that, over 
the initial dose-escalation period studied, patients 
with bipolar depression reported signifi cantly lower 
sedation intensity in the 1–3 hours after taking the 
quetiapine XR compared to IR formulation. 

  P 48. Duloxetine: Treatment Of Depressive 
Patients In A Consulting Department  
 J. L. Rodriguez Calvin 
 Hospital de Fuenlabrada, Madrid, Spain 

  Objective : Depressive symptoms are frequent in 
in-patients in general hospitals with a variety of 
organic conditions. The main aim of a treatment is 
to manage the symptoms and prevent them from 
recurring. New antidepressants such as duloxetine, 
seem to offer greater effectiveness and tolerability for 
this type of patient. 

 The primary endpoint for this study was to assess 
the effectiveness of treatment with duloxetine in a 
group of in-patients with depressive symptoms. 

  Methods : This was an observational study with 
duloxetine, in which a total of 40 patients were 
included who presented depressive symptoms while 
in-patients in a general hospital and who had the 
established inclusion criteria. 

 The clinical effectiveness of the treatment was 
assessed with the Hamilton scale (HAM-17) and the 
Clinical Global Impression scales(CGI) for severity 
and change. 

 During follow-up, the incidence of detected adverse 
reactions was determined using the UKU scale and a 
record was made of therapeutic compliance. 

  Results : A total of 40 patients were treated with 
duloxetine, 21 women and 19 men, 6 of whom 
(15%) dropped out of the study. The average main-
tenance dose administered at the baseline visit was 
60 mg/day and at discharge was 75 mg/day. At the 
end of follow-up, there was a reduction with respect 
to the baseline values of 13.6 points on the Hamilton 
scale and 2.4 points on the CGI of severity scale. 
63.4% of the patients felt “\much better\” at the fi nal 
visit, according to the CGI of change scale. 

from the author’s practice with a follow up period of 
28 weeks after the fi rst visit of CMHC Prijedor. 

  Results:  After resistance to fi rst-line pharmaco-
therapy (SSRI antidepressant) we achieved an improve-
ment of the patient’s condition with involvement of 
psycho- and socio-therapy after 4 weeks of use of 
bupropion in a single daily dose of 150 mg [1] [2]. 

  Conclusions:  Bupropion is a drug of choice for 
the treatment of major depressive episodes, espe-
cially for inhibited depression, and as a single daily 
dose of 150 mg is an antidepressant of choice for the 
elderly with depression [3]. 

 References 

 Fava M, Papakostas GI, Petersen T, Mahal Y, Quitkin F, [1] 
Stewart J, McGrath P.: Switching to bupropion in fl uoxetine-
resistant major depressive disorder. Ann Clin Psychiatry, 
2003;Mar; 15(1):17–22 .
 DeBattista C, Solvason HB, Poirier J, Kendrick E, Schatzberg [2] 
AF.: A Prospective Trial of Bupropion SR Augmentation of 
Partial and Non-Responders to Serotonergic Antidepressants. 
J Clin Psychopharmacol, 2003;Feb; 23(1):27–30. 
 Weihs KL, Settle EC Jr, Batey SR, Houser TL, Donahue RM, [3] 
Ascher JA: Bupropion sustained release versus paroxetine for 
the treatment of depression in the elderly. J Clin Psychiatry, 
2000;Mar; 61(3):196–202. 

  P 47. Sedation intensity during dose 
escalation of quetiapine XR or IR in 
bipolar depression: a multicenter, 
double-blind, randomized, 
phase IV study  
 R. Riesenberg 1 , C. Datto 2  
  1 Atlanta Center for Medical Research, Atlanta, USA, 
 2 AstraZeneca Pharmaceuticals, Wilmington, USA 

  Background/Aims:  This study examined the hypoth-
esis that the profi le of initial tolerability, including 
somnolence and sedation, differs between quetiapine 
extended-release (XR) and immediate-release (IR) 
formulations in patients with bipolar depression. 

  Methods:  In a double-blind, double-dummy, ran-
domized, parallel-group study, male or female 
patients aged 18–50 years with a DSM-IV-TR diag-
nosis of bipolar I or II depression were randomized, 
after washout, to receive placebo on Day 1 and que-
tiapine XR or IR at escalating doses of 50, 100, 200, 
300, and 300 mg once daily on the evenings of Days 
2–6, with discharge on Day 7. Sedation intensity was 
assessed by a self-reported Modifi ed Bond-Lader 
Visual Analog Scale (VAS) score. 

  Results:  Of 139 randomized patients, 134 com-
pleted the study. Sedation intensity at 1 hour after 
the 50 mg dose (the primary study measure) was 
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pain (difference for early vs. conventional switch at 
Week 6: �9.4 [95%CI; �15.4; �3.3]; p  �  0.002), as 
well as for headache, back pain, shoulder pain, inter-
ference with daily activities, and time in pain while 
awake were found for patients in the early switching 
group at Week 6 and/or Week 8 but not at later time 
points. Time to achieving normal functioning (SDS 
total score  �  6) was shorter in the early switching 
group (p  �  0.042; 25 percentile 12.0 vs. 12.9 weeks). 
Safety results were comparable between switching 
strategies. 

  Conclusions  :  In MDD patients with moderate to 
severe painful physical symptoms not improving after 
4 weeks of treatment with escitalopram, an earlier 
switch to duloxetine may lead to better pain and 
functional outcomes. 

  P 50. A Randomised Controlled Study of 
Ultra-brief Electroconvulsive Therapy at Eight 
Times Seizure Threshold  
 I. Schweitzer, D. Smith, A. Ingram, N. Katalinic, 
C. Loo 
 Departments of Psychiatry, University of Melbourne  &  
University of New South Wales, Australia 

  Background  :  ECT remains the most effective treat-
ment for psychotic, melancholic and treatment resis-
tant depression. Many patients experience distressing 
cognitive and memory side effects and there is a 
critical need to develop modes of application that 
improve tolerability while preserving its high effi cacy. 
A novel approach in ECT delivery is to reduce the 
pulse width of the electrical stimulus,  “ ultrabrief 
pulse width ”  ECT at six times seizure threshold. This 
approach has been shown to reduce cognitive side 
effects and in the initial study effi cacy was preserved 
 [1] . Subsequent research suggests that a course of 
ECT using ultrabrief may be prolonged and remis-
sion rates are reduced  [2] . 

  Aim  :  The aim of this study was to investigate 
ultrabrief pulse width right unilateral ECT at a 
higher seizure threshold ie 8 times seizure threshold 
and to compare effi cacy and cognitive side effects to 
standard brief pulse ECT. 

  Methods  :  This was a 2 arm clinical trial of a head to 
head comparison of ultrabrief pulse width right unilat-
eral ECT to standard  “ brief ”  pulse width ECT in a 
randomized, double-blind, trial. All patients received a 
detailed evaluation of mood and cognitive outcomes. 

  Results  :  92 patients have been randomised to right 
unilateral ultra-brief pulsewidth ECT versus standard 
pulsewidth ECT. 

 Preliminary evaluation of results indicates that 
ultrabrief ECT was as effective as standard brief pulse 

 There were a total of 6 drop-outs during the 
study (15%), all due to side effects, none for a lack 
of effi cacy. 

 The most common adverse effects were nausea, 
dry mouth, dizziness and fatigue. 

  Conclusions : According to the results, it seems that 
duloxetine may be a good treatment option for 
patients admitted to general hospital for different 
conditions of organic origin who present depressive 
symptoms while in hospital. 

  P 49. Early antidepressant switch in MDD 
with pain symptoms: functional improvement  
 I. Romera 1 , I. Gilaberte 1 , V. Perez 2 , J. M. Menchon 3 , 
R. Papen 4 , A. Schacht 4 , D. Neuhauser 5 , M. Abbar 6 , 
H. Picard 7  
  1 Eli Liily and Company Madrid Spain,  2 Hospital de 
Sant Pau i de la Santa Creu. UAB, CIBERSAM, 
Barcelona, Spain,  3 Hospital Universitari de Bellvitge. 
CIBERSAM, Hispitalet de Llobregat, Barcelona, Spain, 
 4 Eli Lilly and Company, Bad Homburg, Germany, 
 5 Eli Lilly and Company, Vienna, Austria,  6 Hospital 
Caremau, Nimes, France,  7 Unite INSERM UMR S894 
Saint-Anne Hospital, Paris, France 

  Background/Aims  :  Concomitant painful physical 
symptoms in depressive patients frequently impair 
functioning and a failure to treat these symptoms 
may adversely impact treatment outcomes of depres-
sion. An early vs. a switch of antidepressants were 
compared in patients with major depressive disorder 
(MDD) and moderate to severe pain. 

  Methods:  Pre-specifi ed subgroup analysis of a 
16-week, randomized, double-blind clinical study on 
MDD patients with   
  30 mm overall pain visual 
analog scale (VAS). Patients not achieving 30% 
reduction Hamilton Depression Rating Scale 
(HAM-D) after 4 weeks escitalopram (10 mg/day) 
were randomized to duloxetine 60-120 mg/day ( early 
switching)  or continued on escitalopram ( conven-
tional switching)  with non-responders at Week 8 
switching to duloxetine. Endpoints were time to 
confi rmed response and remission (in weeks after 
randomization), VAS pain severity, and Sheehan dis-
ability scale (SDS). Switch strategies were compared 
using Kaplan-Meier, logistic regression, and repeated 
measures analyses. 

  Results:  Of all 566 patients in the study, 291 had 
a VAS   
  30 mm and were therefore included in this 
analysis. No differences between early (n  �  138) and 
conventional (n  �  153) switching patients were found 
in time to confi rmed response (3.9 vs. 4.1 weeks, 
p  �  0.511) or remission (6.0 vs. 8.0 weeks, p  �  0.238). 
Signifi cantly lower VAS mean pain levels for overall 
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signifi cantly decreasing the immobility time and increas-
ing the climbing time. None of the administered doses 
of EMD 386088 infl uenced signifi cantly swimming 
behavior. Combined treatment with EMD 386088 (2,5 
mg/kg) and imipramine (15 mg/kg), but not escitalo-
pram (10 mg/kg), produced stronger antidepressant-
like effect than either of drugs given alone. 

  The results  of the present study demonstrate that the 
5-HT 6  agonist, administered once and three times, 
produces an antidepressant-like effect in rats and indi-
cate that a low dose of imipramine induces anti-immo-
bility activity when used in combination with an inactive 
dose of EMD 386088. This positive interaction seems 
to be specifi c, since EMD 386088 and imipramine, 
given alone or jointly, do not increase the exploratory 
activity of rats studied in the open fi eld test. 

  P 52. Outcomes and unmet needs in bipolar 
disease in real-life practice: results from a 
large, multinational longitudinal study 
(WAVEbd)  
 E. Vieta 1 , M. L. Figueira 2 , F. Bellivier 3 ,  D. Souery  4 , 
E. Blasco-Colmenares 5 , J. M. Langosch 6 , 
M. Moreno-Manzanaro 7 , E. Medina 7 , on behalf 
of the WAVE-bd Study Group 
  1 Bipolar Disorders Programme, Hospital Cl í nic, 
University of Barcelona, IDIBAPS, CIBERSAM, 
Barcelona, Spain,  2 Psychiatric Department, Hospital 
Santa Maria, Faculty of Medicine, University of Lisbon, 
Lisboa, Portugal,  3 H ô pital Henri Mondor, P ô le de 
Psychiatrie, Cr é teil cedex, France,  4 Centre Europ é en de 
Psychologie M é dicale/Psy-Pluriel, Brussels, Belgium, 
 5 Welch Center for Prevention, Epidemiology, and 
Clinical Research, Johns Hopkins Bloomberg School 
of Public Health, Baltimore, MD, USA,  6 Bethanien 
Hospital for Psychiatry, Psychosomatics, and 
Psychotherapy, Greifswald, Germany,  7 Medical 
Department, AstraZeneca Pharmaceuticals, Madrid, 
Spain 

  Objectives : WAVE-bd (Wide AmbispectiVE study of 
the clinical management and burden of bipolar dis-
order [BD]) was designed to addresses the  limitations 
of longitudinal studies to-date focused on single 
disease phases or treatment. An objective of the 
study is to describe clinical management and clini-
cal outcomes related to BD in real-life settings. 

  Methods : WAVE-bd is a multinational, multicentre, 
non-interventional, longitudinal study of patients diag-
nosed with BD with   �  1 mood event in the preceding 
12 months (retrospective data collection from index 
mood event to enrolment, followed by a minimum 
9 months ’  prospective follow-up). Patients were 
selected from a cross-sectional sample representative 

ECT whilst cognitive outcomes were signifi cantly 
better. A detailed data analysis will be  presented. 

  Conclusions  :  Ultrabrief pulse width right unilateral 
ECT at 8 times seizure threshold is a safe and effec-
tive treatment with excellent cognitive outcomes. 

  References  

 Sackeim et al. Effects of pulse width and electrode placement [1] 
on the effi cacy and cognitive effects of electroconvulsive 
 therapy. Brain Stimulation 2008;1:71–83. 
 Loo et al. A Comparison of RUL Ultra-Brief Pulse (0.3ms) [2] 
ECT and Standard RUL ECT. International Journal of 
 Neuropsychopharmacology 2008;11:883–890. 

  P 51. Antidepressant-like activity of EMD 
386088, a potent 5-HT6 receptor agonist, and 
its positive interaction with imipramine in the 
rat forced swim test  
 A. Siwek 1 , M. Jastrz ę bska-Wi ę sek 2 , M. 
Ko ł aczkowski 3 , A. Partyka 2 , A. Weso ł owska 2 , D. 
Wr ó bel 2  
  1 Department of Pharmacobiology, Jagiellonian 
University Medical College, Krakow, Poland, 
 2 Department of Clinical Pharmacy, Jagiellonian 
University Medical College, Krakow, Poland, 
 3 Department of Medicinal Chemistry, Jagiellonian 
University Medical College, Krakow, Poland 

  Growing evidence  indicates that 5-hydroxytryptam-
ine receptors are involved in antidepressant-like 
activity of many drugs. Among them 5-HT 6  recep-
tors play an important role. Until now mostly 
antagonists of 5-HT 6  receptors were examined and 
their potential antidepressant action was confi rmed. 
Recently attention of researches has been focused 
on agonists of these receptors. 

 EMD 386088 has been described as a potent 
agonist with high affi nity for 5-HT 6  receptors 
(IC50  �  7,4 nM) 

  The aim  of the present study was to examine an 
effect of EMD 386088 in modifi ed forced swim test 
in rats and to investigate the interaction between 
5-HT 6  receptor agonist and antidepressant drugs with 
different mechanism of action. EMD 386088 was 
administered intraperitoneally once and three times 
(24, 5 and 1 h) before the test. The active and inactive 
doses of imipramine and escitalopram were studied 
and then the effect of joint administration of EMD 
386088 (2,5 mg/kg) and imipramine (15 mg/kg) or 
escitalopram (10 mg/kg) was examined in that test. 

 EMD 386088 given at a dose of 5 mg/kg signifi -
cantly reduced the immobility time and increased 
climbing time in the FST in rats. EMD 386088 admin-
istered three times was active at a dose of 2,5 mg/kg 
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of BD populations in daily clinical practice from 
 Austria, Belgium, Brazil, France, Germany, Portugal, 
Romania, Turkey, Ukraine and Venezuela. 

  Results : A total of 2896 patients (1989 BD I, 907 
BD II) were recruited March to September 2010. In 
BD I patients the incidence rate (IR, in person · years, 
[95% CI]) of mild, moderate and severe manic events 
after the index mood event across all countries was 
0.01 [0.01; 0.02], 0.05 [0.04; 0.06] and 0.08 [0.07; 
0.09], respectively (overall IR 0.14 [0.13; 0.16]). The 
IR for depressive events after the index mood event 
was 0.35 [0.32; 0.37] for BD I and 0.50 [0.46; 0.54] 
for BD II patients. Hypomanic events after the index 
mood event had an IR of 0.15 [0.13; 0.17] in BD I 
patients and 0.19 [0.16; 0.22] in BD II patients. In 
terms of mixed events, the IR was 0.03 [0.02; 0.03] 
for mild events, 0.05 [0.04; 0.06] for moderate events 
and 0.05 [0.04; 0.05] for severe events. 

  Conclusions : This real-life study reveals a higher 
incidence rate of depressive episodes, in both BD I 
and II, than of other types of episode, and highlights 
a requirement to address unmet needs and improve 
patient outcomes, particularly where patients have 
higher rates of BD-related events. 

 Study funded by AstraZeneca; Clinical Trials 
Registry: NCT01062607. 

  P 53.   Rates of bipolar disease relapse/
recurrence in real-life practice in WAVEbd 
study  
 E. Vieta 1 , M. L. Figueira 2 , F. Bellivier 3 , 
 D. Souery  4 , E. Blasco-Colmenares 5 , 
J. M. Langosch 6 , M. Moreno-Manzanaro 7 , 
E. Medina 7 , on behalf of the WAVE-bd 
Study Group 
  1 Bipolar Disorders Programme, Hospital Cl í nic, 
University of Barcelona, IDIBAPS, CIBERSAM, 
Barcelona, Spain,  2 Psychiatric Department, Hospital 
Santa Maria, Faculty of Medicine, University of Lisbon, 
Lisboa, Portugal,  3 H ô pital Henri Mondor, P ô le 
de Psychiatrie, Cr é teil cedex, France,  4 Centre Europ é en 
de Psychologie M é dicale/Psy-Pluriel, Brussels, Belgium, 
 5 Welch Center for Prevention, Epidemiology, and 
Clinical Research, Johns Hopkins Bloomberg School of 
Public Health, Baltimore, MD, USA,  6 Bethanien 
Hospital for Psychiatry, Psychosomatics, and 
Psychotherapy, Greifswald, Germany,  7 Medical 
Department, AstraZeneca Pharmaceuticals, Madrid, 
Spain 

  Objectives : WAVE-bd (Wide AmbispectiVE study 
of the clinical management and burden of bipolar 
disorder [BD]) addresses limitations of longitudinal 
BD studies to-date focused on single disease phases 
or treatment. An objective of the study was to assess 

factors associated with clinical outcomes and vari-
ability between countries. 

  Methods : WAVE-bd is a multinational, multicentre, 
non-interventional, longitudinal study of patients 
diagnosed with BD-I or BD-II with   �  1 mood event 
in the preceding 12 months. Retrospective data were 
collected from index event to enrolment, followed by 
9 – 14 months of prospective follow-up. Patients were 
selected from a cross-sectional sample representative 
of BD populations in daily clinical practice from Aus-
tria, Belgium, Brazil, France, Germany, Portugal, 
Romania, Turkey, Ukraine and Venezuela. Relapse is 
defi ned as an event within 8 weeks of offset of last 
event, with the same polarity as last event based on 
clinical judgement; recurrence is defi ned as an event 
of similar polarity after 8 weeks of offset of last event 
or an episode of opposite polarity at any time after last 
episode, based on clinical judgement. Global inci-
dence rate (IR) is defi ned as number of relapses/recur-
rences divided by total time (years) of follow up of all 
patients for each group. 

  Results : Results are presented from 2896 patients 
(n  �  1989 BD I, n  �  907 BD II) recruited March – Sep-
tember 2010. Overall, any relapse occurred in 8.2% of 
patients (8.0% and 8.5% of patients with BD I and BD 
II, respectively). The global IR [95% CI] of relapses was 
0.11 [0.10; 0.12]. In total, 40.5% of patients experi-
enced a recurrence (39.5% and 42.7% of patients with 
BD I and BD II, respectively), and the global IR [95% 
CI] of recurrences was 0.47 [0.45; 0.50]. Future anal-
yses will provide a more detailed view on differences in 
relapse and recurrence rates between countries. 

  Conclusions : This real-life study will reveal rates of 
relapse and recurrence in patients with bipolar dis-
order in clinical practice, and their variability across 
participating countries. 

 Study funded by AstraZeneca; Clinical Trials 
Registry: NCT01062607. 

  P 55. The effects of 10 mg Lu AA21004 and 
30 mg mirtazapine on actual driving 
performance in healthy subjects  
 E. Theunissen 1 , A. M. Hojer 2 , J. Ramaekers 1 , 
D. Street 2 , A. van Oers 1  
  1 Department of Neuropsychology and 
Psychopharmacology, Faculty of Psychology and 
Neuroscience, Maastricht University, Maastricht, 
Netherlands,  2 Department of Clinical Pharmacology 
and Translational Medicine, H. Lundbeck A/S, 
Lundbeck, Denmark 

  Introduction:  Lu AA21004 is a novel multimodal 
compound currently in development as an antide-
pressant. 
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  Background : Bright light therapy (BLT) is widely 
accepted as fi rst-line treatment of seasonal affective dis-
order (SAD). However, the mechanism of action of 
BLT is still widely unknown. Consequently, we have 
challenged the existing conceptual framework that BLT 
would only be mediated through the eyes. We aimed to 
study whether transcranially brain-targeted bright light 
via ear canals reduces depressive symptoms in SAD. 

  Methods : The light was produced by using a novel 
invention, which is a medical-device approved in the 
European Union. The amount of photic energy was 
6.0  –  8.5 lumens in both ear canals, and the length 
of treatment was 8 or 12 minutes fi ve times a week 
during a four-week study period. The fi nal patient 
series consisted of 13 physically healthy indoor work-
ers suffering from winter SAD according to DSM-IV 
criteria. The severity of depressive symptoms was 
assessed using the 17-item Hamilton Depression 
Rating Scale (HAMD-17) and Beck Depression 
Inventory (BDI) -21. 

  Results : The HAMD-17 mean sum score at 
 screening was 23.1  �  1.6. Ten out of 13 patients 
(76.9%) achieved full remission (i.e., HAMD-17 sum 
score   �  7), and 92.3% (12/13) at least 50%  reduction 
in HAMD-17 sum scores during the study period. By 
using a mixed regression model of repeated measures 
(AR-1) controlling for age, gender, and HAMD-17 
mean sum score at screening, signifi cant differences 
were found comparing the HAMD-17 mean sum 
scores of  “ Week 0 ”  with the corresponding scores at 
 “ Week 3 ”  (t  �  �2.05, p  �  0.045) and  “ Week 4 ”  visit 
(t  �  �2.77, p  �  0.008). Correspondingly, signifi cant 
differences were found comparing the BDI-21 mean 
sum scores (15.2  �  6.7) of  “ Week 0 ”  with the corre-
sponding scores at  “ Week 3 ”  (t  �  �2.37, p  �  0.021) 
and  “ Week 4 ”  visit (t  �  �3.65, p  �  0.001). 

  Conclusions : The basic assumptions underlying 
extraocular photoreception in humans deserve to be 
reconsidered. Given that a proper placebo treatment 
can be implemented via ear canals, further investiga-
tions with randomized placebo-controlled study 
designs are called for. 

  P 57. Nausea during treatment of patient with 
depressive disorder  
 S. Uzun 1 , O. Kozumplik 1 , M. Jakovljevic 2,3  
  1 University Department, Clinic for Psychiatry Vrapce, 
Zagreb, Croatia,  2 University Department, Clinical 
Hospital Zagreb, Zagreb, Croatia,  3 School of Medicine, 
University of Zagreb, Zagreb, Croatia 

  Aim : This report presents a case of nausea during 
therapy with duloxetine in a patient with depressive 
disorder. 

  Objective  :  The aim of the study was to compare the 
effects of single and multiple doses of 10 mg Lu 
AA21004, 30 mg mirtazapine, and placebo on actual 
driving performance. 

  Methods  :  This was a double blind, randomized 
3-way crossover trial. The treatments were orally 
administered each evening for 15 consecutive days. 
Treatments were separated by a 14-day washout 
period. Driving tests were performed on Days 2 and 
16, approximately 12–16 h after dosing. Driving per-
formance was assessed using a road tracking test 
measuring SDLP (standard deviation lateral posi-
tion). Pharmacodynamic parameters were analyzed 
by ANOVA using a model including fi xed effects for 
treatment, period and sequence, and a random effect 
for subjects within sequence for the acute phase (Day 
2) and steady-state phase (Day 16) separately. The 
primary analysis of SDLP was a one-sided non-infe-
riority test of Lu AA21004 compared to placebo at 
the 5% level of signifi cance, with an inferiority limit 
of 2.0 cm. 

  Results  :  24 healthy subjects (11 men, 13 women) 
with a mean age of 31  �  8.3 years were recruited. 
Mean plasma concentrations (ng/mL) on Days 2 and 
16 were as expected. Analysis of SDLP for Lu 
AA21004  versus  placebo showed a mean difference of 
-1.03 cm (upper 95% CI  �  0.05) and �0.23 cm 
(upper 95% CI  �  0.80) on Days 2 and 16, respectively. 
Analysis of SDLP for mirtazapine  versus  placebo 
resulted in a mean difference of 1.52 cm (lower 95% 
CI  �  0.32) and 0.07 cm (lower 95% CI  �  �1.01) on 
Days 2 and 16, respectively. Analysis of SDLP for 
mirtazapine  versus  Lu AA21004 resulted in a mean 
difference of �2.55 cm (upper 95% CI  �  �1.48) and 
�0.30 cm (upper 95% CI  �  0.64) on Days 2 and 16, 
respectively. 

  Conclusions  :  The effect of Lu AA21004 on driving 
performance as measured by SDLP was similar to 
that of placebo after both single and multiple doses. 
Road driving performance after Lu AA21004 treat-
ment was superior to that seen with mirtazapine. 

  P 56. Transcranial Brain-Targeted Bright 
Light Treatment via Ear Canals in Seasonal 
Affective Disorder (SAD),   a Pilot Study  
 M. Timonen 1 , J. Jokelainen 2,3 , H. Jurvelin 2 , 
J. Nissil ä  1 , A. Aunio 4 , P. R ä s ä nen 2,5 , T. Takala 6  
  1 University of Oulu, Institute of Health Sciences, 
University of Oulu, Oulu, Finland,  2 University of Oulu, 
Institute of Clinical Medicine, Department of Psychiatry, 
University of Oulu, Oulu, Finland,  3 Unit of General 
Practice, Oulu University Hospital, Oulu, Finland, 
 4 Valkee Ltd., Kiilakiventie 1, Oulu, Finland,  5 Oulu 
University Hospital, Department of Psychiatry, Oulu, 
Finland,  6 Oulu Deaconess Institute, Oulu, Finland 
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known bipolar history, and of three diagnostic algo-
rithms: 1) DSM-IV, 2) modifi ed DSM-IV (m 
DSM-IV) without exclusion criteria, 3) a “diagnostic 
specifi er for bipolarity” including an episode of 
increased activity under criterion A of DSM-IV.

 Results:  A total of 198 patients with a MDE were 
included in the Netherlands (out of 2811 patients 
recruited in the BRIDGE-MIX study). By means of 
the CRF, 66 patients (34%) were diagnosed with 
depressive mixed states. The proportion of patients 
diagnosed with ‘depression mixed state’, was: in 
patients with known bipolar history: bipolar in 54% 
and unipolar in 27%; in DSM IV: bipolar in 58% and 
unipolar 31%; in Modifi ed DSM IV: bipolar in 55% 
and unipolar in 27% and in Specifi er for Bipolarity: 
bipolar in 58% and unipolar in 21% (p � 0.0001).

Depression mixed state by the SQ showed no dif-
ferences between the groups.

 Conclusions:  The CRF gives the best results in 
recognizing bipolar patients in mixed state depres-
sion. This helps to give the adequate treatment.

  P 59. A Survey of Patient Preferences for a 
Placebo Orodispersible Tablet
 A. G. Wade 1 , G. M. Crawford 1 , D. Young 2  
  1 CPS Research, Glasgow, United Kingdom, 
 2 Department of Mathematics and Statistics, University 
of Strathclyde, Glasgow, United Kingdom 

  Aim:  To assess the attitudes and preferences relat-
ing to an orodispersible (ODT) formulation of patients 
currently being treated for depression or anxiety dis-
orders with traditional oral antidepressants .

  Methods:  This was an open study collecting 
patient reported outcome data from patients with 
anxiety or depression before and after receiving a 
single placebo ODT on Day 0 and on Day 3 or 4 
after receiving two further daily doses of placebo 
ODT. Patients aged 18-80 years currently receiving 
treatment with oral antidepressants were recruited 
from General Practice and by advertising. Patients 
with signifi cant symptoms of anxiety or depression 
(scoring  �  9 on either the depression or anxiety sub-
scales of the Hospital Anxiety and Depression Scale) 
were included in the study. 

 Results:  150 patients were enrolled in and com-
pleted the study. 37% of the patients had had 
trouble with swallowing tablets and patients with 
higher depression scores reported more general 
swallowing problems than those with lower scores 
(p  �  0.002). About half (50.7%) of all patients 
thought that a tablet that melted in the mouth 
would make it easier to take regularly. The conve-
nience of being able to take a tablet while out of 

  The  patient, 34 years old, with a diagnosis of 
depressive disorder, in psychiatric treatment for the 
past 8 years, was taking different antidepressants. 
For the past one year she was taking only alprazolam 
(in case of anxiety) and her mental condition was 
stable. Several days before admission to our Clinic 
for Psychiatry she had insomnia, and had concentra-
tion diffi culties which caused diffi culties in function-
ing at work. At admission she was depressed, anxious, 
tensed, irritable, and confi rmed having insomnia and 
concentration diffi culties. Treatment with duloxetine 
was initiated in a daily dosage of 30 mg along with 
alprazolam in a daily dosage of 1 mg and zolpidem 
5 mg in the evening. On the second day the patient 
reported having moderate nausea. The next three 
days the patient reported having mild nausea after 
taking duloxetine, and after that the nausea ceased. 
The treatment with duloxetine was continued and 
daily dosage was increased to 60 mg. After two weeks 
of continous treatment the patient’s mental condi-
tion improved  –  her mood was stable, she was more 
relaxed and had less concentration diffi culties. She 
was discharged after 5 weeks of hospital treatment 
and started working again after that. 

P 58. Registry of Frequency of Mixed States in 
Patients with a Major Depressive Episode; 
Dutch part
E. M. van Gent 1 , K. D. J Beintema 2 
1Neuropsychiatrist, Director Faneurop Biological 
psychiatry, Arnhem, The Netherlands, 2Sanofi -aventis 
Netherlands BV, Medical Dep, Gouda, 
The Netherlands

Mixed states, in which symptoms of depression and 
mania combine, represent a complex and often con-
fusing aspect of the clinical presentation of bipolar 
illness. Using DSM-IV criteria, they appear clinically 
diffi cult to diagnose;   � 69% of bipolar cases are not 
diagnosed.

 Purpose:  To provide an estimate of the frequency 
of depressive mixed states in patients diagnosed with 
major depressive episode (MDE).

 Methods:  A multicentre cross-sectional Interna-
tional study in 8 countries,was performed. A depres-
sive mixed state was defi ned as   � 3 (hypo)manic 
symptoms by clinical investigation, case report forms 
(CRF) and self -report-questionnaires(SQ). The 
results present a specifi ed analysis of patients from 
the Netherlands, completing the study between Sep-
tember and December 2009. Psychiatrists included, 
consecutively, all consulting adult patients with a 
MDE diagnosis (DSM-IV-TR criteria). The diagno-
sis of a bipolar disorder was assigned on the basis of 
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total sample we found a signifi cant decrease of the 
relative amplitude of the sleep-wake cycle and worsen-
ing of all actigraphic sleep parameters from higher 
(100–20%) to lowest doses (20–0%). The acrophase of 
the circadian rhythm displayed a phase advance (�88 
minutes) from highest (100–80%) to lower doses 
(80–0%) in methadone-treated patients. 

 Conclusions : Changes in actigraphic parameters 
during the late phase of detoxifi cation consisted of a 
reduction of the relative amplitude of the circadian 
rhythm, and diffi culties falling and remaining asleep 
as evident by a decrease of sleep effi ciency and actual 
sleep time, and an increase of sleep latency, mean 
activity score, and fragmentation index. Actigraphy 
seems to be an apt tool to detect withdrawal symp-
toms in patients with opioid dependence.        

  P 61. Dysfunctional Stress Copying and 
Maladaptive Interpretation of Bodily 
Sensation in Patients with Panic Disorder  
 J. C. Yang 1 , K. C. Paik 2  
  1 Department of Psychiatry, Chonbuk National 
University Medical School, Jeonju, South Korea, 
 2 Department of Psychiatry, Dankook University School 
of Medicine, Cheonan, South Korea 

  Background and Aims:  Panic attack is defi ned as a 
rapid occurrence and escalation of anxiety in which 
there are various perceptions of bodily sensations 
and somatic symptoms. The severity and frequency 
of panic attack vary. During panic attack, subjective 
intensity of fear and discomfort of patient was affected 
by interpretation pattern of bodily sensation and 
somatic symptom as well as degree of physical 
response. And, some patients with panic disorder 
have stressful life events in the months before the 
onset of panic disorder. The purpose of this study 
was to investigate stress coping strategies and inter-
pretation pattern of bodily sensation in patients with 
panic disorder. 

  Method : One hundred-one patients diagnosed 
as panic disorder by DSM-IV criteria and normal 
controls were recruited. We evaluated the subjects by 
using Somato-Sensory Amplifi cation Scale (SSAS), 
Symptom Interpretation Questionnaire (SIQ), Way 
of Stress Coping Questionnaire (SCQ), and Panic 
Disorder Severity Scale (PDSS). We analyzed the 
data using by independent t-test and Pearson cor-
relation analysis (p 0.05). 

  Result : Panic disorder patients had a greater ampli-
fi cation of body sensation in SSAS (28.10  �  7.94 vs 
22.63  �  7.28, p 0.05), a signifi cantly higher score in 
physical interpretation (43.90  �  10.74 vs 37.33  �  8.92, 
p  �  0.05), and a lower score in environmental inter-

the house (93.8%), that it does not need to be 
swallowed (79.1%), and that it could be taken 
without work colleagues/acquaintances seeing 
them taking it (72.3%) were also perceived as 
advantages. Most patients (75.3%) believed that 
an ODT might work faster but that it would make 
no difference to the effectiveness of the medication 
(63.1%) or the number of side effects (81.3%). 
96% of the patients reported experiencing a pleas-
ant taste following the placebo ODT, although 7 
patients did not like its taste or aftertaste. 80.7% 
found that the tablets were easy or very easy to get 
out of the packaging. 

 Conclusions:  Based on the results of the placebo 
version of escitalopram ODT, the escitalopram ODT 
is likely to be well accepted by patients suffering from 
anxiety or depressive symptoms.    

  P 60. Activity and the sleep-wake cycle in 
opioid detoxifi cation with methadone or 
buprenorphine
 D. Winkler, R. Frey, A. Naderi-Heiden 1 , A. Strnad 1 , 
A. Kowarik 2 , S. Kasper 1 , E. Pjrek 1  
  1 Department of Psychiatry and Psychotherapy, Medical 
University of Vienna, Austria,  2 Data-analysis OG, 
Vienna, Austria 

  Background : Opioid detoxifi cation in patients suffer-
ing from opioid dependence is accompanied by alter-
ations of psychomotor activity and disturbances of 
sleep. Actigraphy has been used for many years to 
provide accurate measures of the activity-rest cycle 
in different psychiatric disorders. 

  Objective:  To measure the differential effects of 
opioid withdrawal with methadone or buprenorphine 
on activity, circadian rhythm, and sleep in a natural-
istic study. 

  Methods:  42 consecutive inpatients (16 females 
and 26 males) with opiate addiction were switched 
to either methadone or buprenorphine and gradually 
tapered down over the course of 2 to 3 weeks. Wrist 
actigraphy (Actiwatch Plus) was performed during 
detoxifi cation in study participants. 

  Results:  There were no signifi cant differences in 
comedication (lofexidine, quetiapine, and valproic acid) 
between the methadone and buprenorphine group. 
Patients in the methadone group showed 11% lower 
activity and were 24 minutes phase-delayed as com-
pared to buprenorphine-treated patients, whereas the 
latter had 2.5% lower sleep effi ciency and 9% shorter 
actual sleep time. These group differences were most 
pronounced for lowest doses ( �  20% of maximum 
individual daily dose, i.e. at the end of withdrawal rep-
resenting late withdrawal effects). Furthermore, for the 
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body sensation, physical interpretation tendency 
on somatic symptoms and poor emotional focused 
stress copying strategy. Also, these fi ndings give a 
theoretical basis on the necessity for interoceptive 
exposure to bodily sensation, correction of 
maladaptive interpretation, and improvement of 
dysfunctional stress copying strategy as well as 
pharmacological therapy in the treatment of panic 
disorder.       

pretation (22.96  �  6.42 vs 27.23  �  6.70, p  �  0.05) of 
SIQ than normal controls. PDSS scores were posi-
tively correlated with SSAS score and physical inter-
pretation score of SIQ. In the SCQ rating of panic 
disorder patients, we observed a signifi cantly lower 
score in the emotional focused coping (16.21  �  3.48 
vs 17.30  �  2.36, p  �  0.05). 

  Conclusion : These results show that patients 
with panic disorder have a greater amplifi cation of 


	MPCP_I_15_S02_Cover.pdf
	MPCP_I_15_S02.pdf
	01_MPCP_15_S02_Tittlepage.pdf
	02_MPCP_A_BLANK.pdf
	03_MPCP_A_626556.pdf
	04_MPCP_A_626553.pdf


