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Nowadays, the pharmacological armamentarium available for the treatment of schizophrenia and mood
disorders comprises several drugs, some that date back to about fifty years ago and others that have
been developed only in the last years or that are currently under development. This fact offers to
clinicians and researchers in the field the unique opportunity to improve the therapeutic approcches
in order to respond to patient needs. Each of these drugs is characterized by points of strength and
weakness both per se and in relation to the patient clinical and personal features.
The aim of this meeting is to critically discuss and compare newer vs. older antipsychotics, antidepressants
and mood stabilizers in selected therapeutic areas and to underline their difference and applications.
To this purpose the pharmacological profile of old and new drugs for the treatment of schizophrenia
and mood disorders will be critically examined, with an eye on the factors that with time induced in
some cases, the replacement of older drugs. Furthermore, the evidence supporting the development
of newer mechanisms will be briefly analyzed, outlining some of the possible future breakthroughs in
this field of neuropsychopharmacology.
The criteria for the use or the non-use of specific drugs in selected conditions such as first episode
schizophrenia, the short- or long-term treatment of schizophrenia or mood disorders, refractory and
anxious depression will be discuss according to the clinical evidences available from the numerous
studies conducted in the last years with the aim to reach remission.
Obviously, one of the major objective of the comparison between newer vs. older drugs will be their
tolerability and the safety profile. In this regard, particular attention will be paid to the metabolic and
cardio- cerebrovascular risk of both antidepressant and antipsychotic drugs since the early identification
of these side effects and their prevention/treatment are of great importance for patients’ clinical
management to both reduce risks and improve treatment compliance.
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Thursday, March 13, 2008

14.00
Opening and introductory remarks
M. Maj, G. Racagni, E. Sacchetti

SHORT-TERM TREATMENT
Chairs: M. Maj, G. Racagni, E. Sacchetti

14.20 - 15.00
An update of meta-analyses on second generation antipsychotics for schizophrenia
S. Leucht (Germany)

15.00 - 15.40  
Mania
J.M. Goikolea (Spain)

15.40 - 16.20  
Depression
S. Montgomery (United Kingdom)

16.20 - 16.50 
Break

LONG-TERM TREATMENT AND EFFECTIVENESS
Chairs: M. Maj, G. Racagni, E. Sacchetti

16.50 - 17.30
Large Pragmatic long term clinical trials in schizophrenia
W.W. Fleischhacker (Austria)

17.30 - 18.10 
Major depression
S. Montgomery (United Kingdom)

18.10 - 18.50  
Bipolar disorder
H. Grunze (United Kingdom)

18.50
General Discussion
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Friday, March 14, 2008

BASIC PSYCHOPHARMACOLOGY
Chairs: N. Brunello, G. Racagni

09.00 - 09.40
Pharmacological profile of newer vs older antidepressants
M. Popoli (Italy)

9.40 – 10.20  
Pharmacological profile of newer vs older antipsychotics
M. Riva (Italy)

10.20 – 10.50
Break

SPECIAL POPULATIONS
Chairs: E. Sacchetti, G. Racagni

10.50 – 11.30  
Schizophrenia as a progressive brain disorder
R. Kahn (The Netherlands)

11.30 – 12.10  
Treatment resistant schizophrenia
R. Kahn (The Netherlands)

12.10 – 12.50  
Treatment resistant mood disorders
S. Kasper (Austria)

13.00 – 14.00
Lunch

14.00 – 15.00
Meet the Experts

Room 1
Managing schizophrenia from clinical efficacy to tolerability
J. Kane (USA)

Veranda room
Novelties in the treatment of depression
M. Mauri (Italy)
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Friday, March 14, 2008

SPECIAL ISSUES
Chairs: E. Sacchetti, P.J. Schwartz

15.00 – 15.40
Metabolic and endocrine effects of antidepressants and mood stabilizers
A. Vita (Italy)

15.40 – 16.20
Metabolic and endocrine effects of antipsychotics
P. Monteleone (Italy)

16.20 – 17.00
Anxious depression
M. Thase (USA)

17.00 – 17.20
Break

17.20 – 18.00  
Cerebrovascular risks of antipsychotics and antidepressants
E. Sacchetti (Italy)

18.00 – 18.40
Cardiovascular risk of antipsychotics, antidepressants and mood stabilizers
P.J. Schwartz (Italy)

18.40
General Discussion
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Saturday, March 15, 2008

ADVANCED TREATMENT GOALS: REMISSION
Chairs: G. Racagni, E. Sacchetti

8.30 – 9.10
First vs. Second generation antipsychotics in the long-term treatment of schizophrenia: what do the
data show?
J. Kane (USA)

9.10 – 9.50
Remission is the goal of the initial phase of antidepressant therapy
M. Thase (USA)

PANEL DISCUSSION
Chairs: G. Racagni, E. Sacchetti

10.00 – 11.00
Topic I
Newer vs older pharmacological treatments for schizophrenia and mood disorders:
Controversial and critical issues – face to face opinions

11.00 – 11.30
Break

11.30 – 13.30
Topic II
Pharmacological treatments for schizophrenia and mood disorders: the next future

13.30 – 14.00
CME Questionnaire
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Venue and dates

The Congress will take place in Brescia at:

Centro Pastorale Paolo VI
Via Calini Gezio, 30
25121 Brescia, Italy
Telephone: +39 030 3773511
Meeting room: Aula Magna

Opening hours of the registration desk

Thursday, 13 March 2008 11,00/19,00
Friday, 14 March 2008 08,30/19,00
Saturday, 15 March 2008 08,00/14,00

Official Language

The official language of the Congress will be english.
Simultaneous translation into and from italian will be provided.

Continuing Medical Education
ECM credits will be provided for italian participants.

>> GENERAL INFORMATION

Registration fees (in Euro), VAT 20% included

On site 600,00

The fee includes:
- Access to the scientific sessions,
- Final programme and book of abstracts
- Lunch March 14
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>> ABSTRACTS

S. Leucht
Department of Psychiatry and Psychotherapy, Technische Universität Hospital, Munich,
Germany

An update of meta-analyses on second generation antipsychotics for schizophrenia
There is an ongoing debate about the efficacy and safety of second generation antipsychotics in the
treatment of schizophrenia. The number of trials in this area is continuously increasing making updates
of systematic reviews necessary. In this context the talk will summarize the results of a meta-analysis
comparing second generation antipsychotic drugs with first generation antipsychotics and of another
meta-analysis comparing second generation antipsychotics head to head. The talk will also discuss
the methodological limitations in this area.

J.M. Goikolea
Bipolar Disorder Program, Hospital Clinic i Universitari Barcelona, Barcelona, Spain

Mania: short-term treatment
Introduction of second-generation antipsychotics has changed clinical practice in bipolar disorder. Most
of these drugs have demonstrated efficacy in acute mania and, five of them have got this indication.
Besides, most of the second-generation antipsychotics have also shown efficacy in treating mixed
mania, and both in psychotic and non-psychotic mania.

Whenever second-generation antipsychotics have been compared to “classicals”, haloperidol has been
the standard comparator. According to the results of the trials or to metanalysis, first conclusion seems
there are no efficacy differences between the two groups, and atypicals are better tolerated. Even if
short-term tolerability for haloperidol is clearly worse, especially regarding extrapiramidal disorders
and switch to depression, some data suggest haloperidol could be slightly more efficacious. These data
and their implications for the treatment of severely manic patients will be reviewed.

Comparison between second-generation antipsychotics and “classical” mood-stabilizers, such as lithium
or valproate, are too scarce to get definite conclusions regarding efficacy. Atypical antipsychotics may
have a faster onset of action than classical mood-stabilizers. Also, some antipsychotics show a slightly
higher efficacy. Nevertheless, this comparison is not so clinically meaningful as, in clinical practice,
few patients, mainly those with mild mania, are treated in monotherapy. The most used practice, at
least in Europe, is combination treatment with a classical mood-stabilizer and an antipsychotic. The
evidence for these combinations will also be reviewed.

One of the keys of an accurate treatment of bipolar disorder is treating the episode in an efficacious
way without forgetting long-term treatment. Some of the atypicals have the advantage, when compared
to classical antipsychotics, that they have also demonstrated efficacy in maintenance treatment of
patients who have responded during the acute manic phase. We will also review this evidence, and
comment on implications, such as the possibility to treat some patients without using “classical” mood-
stabilizers.
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W.W. Fleischhacker
Department of Biological Psychiatry, Medical University, Innsbruck, Austria

Large pragmatic long term clinical trials in schizophrenia
The impact of schizophrenia is severe. Not only is it the seventh most-frequent cause of disability
worldwide, schizophrenia also is responsible for a sizable economic burden. In addition to maintaining
the effects of acute treatment and relapse prevention, an improvement in quality of life and psychosocial
integration are the goals of long-term treatment of patients suffering from schizophrenic disorders.
It is one of the best documented and most reproduced results in psychiatric outcome research that
long-term treatment with antipsychotics is a major factor in preventing relapse and recurrence of
schizophrenia. Antipsychotics have for half a century been the mainstay for the pharmacological
management of schizophrenia patients. While efficacy has been the primary outcome variable in short
term clinical trials many additional variables need to be accounted for when judging the usefulness
of these medications over longer periods of time. Classic continuation studies and relapse prevention
trials have mostly focused on symptom control, while safety/tolerability and subjective acceptance of
these medications have general ly been seen as secondary outcome measures.
The concept of effectiveness attempts to provide a comprehensive outcome variable which encompasses
all the relevant issues that determine longer term treatment success. Lately a number of large scale
effectiveness trials, sometimes called large pragmatic clinical trials, have been undertaken, especially
in the context of the attempt to evaluate differential drug effects. Such studies are generally conducted
under more naturalistic treatment conditions, thereby enhancing the generalizability of the data
obtained. Importantly, broad inclusion criteria reduce selection bias.
Study methods range from uncontrolled naturalistic observational reports all the way to sophisticated
double blind endeavours. CAFE, CATIE and CUTLASS have already been published, EUFEST results are
still pending. While the first two studies have included patients with chronic schizophrenia, first episode
patients have been allocated to the latter two trials. Although the available results from these trials
are discussed very controversially, they unquestionably present an important addition to the traditional
randomized controlled clinical trial design.
Information from all types of research will have to be amalgamated in order to allow a rational choice
for the long term management of schizophrenia patients. Unfortunately, the results available so far
do not allow generalizable statements with regard to differential efficacy/effectiveness of antipsychotic
drugs in the long term management of schizophrenia.
Despite the fact that the relapse risk is reduced by about two thirds if long-term treatment antipsychotic
medication is sustained, a significant number of patients relapse despite continuous pharmacologic
treatment, and others present with residual symptoms over the long-term course of the illness. In
order to optimize treatment response, pharmacological interventions have to be complemented by
psychosocial measures. The latter include, amongst others, psychoeducation programs, social skills
training, family interventions and cognitive behavioral therapy. This type of comprehensive management,
tailored individually to patients' needs, is not only effective for symptom control either directly (by
reducing or abolishing symptoms) or indirectly (for instance by improving compliance), it has also been
shown to enhance quality of life and facilitate rehabilitation.
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S. Montgomery
Imperial College School of Medicine, London, United Kingdom

Major depression: Long term treatment efficacy and effectiveness
Antidepressants are used in the long term to prevent relapses and recurrences and to maintain wellness.
The large number of placebo-controlled studies on almost all available antidepressants provides strong
and convincing evidence that antidepressants which are effective in the short term are also effective
in the long term. Indeed the evidence of efficacy in the long term is generally more striking than the
studies in the short term. Only one third of short term placebo-controlled studies are positive, the
remainder inconclusive due to a number of reasons such as a high placebo response rate insufficient
severity at baseline, or other quite obvious design flaws. In contrast, long term studies are almost
always positive with a strikingly low number of patients needed to treat (NNT 5 to 7) compared to
placebo despite the difficulties of conducting such studies. The relapse or recurrence prevention placebo
substitution design is vulnerable to the well known discontinuation symptoms on abrupt stopping of
the treatment in the placebo group and a tapered withdrawal is needed with those antidepressants
which have been shown to have discontinuation symptoms. Long term studies give a more reliable
measure of efficacy compared to short term studies and this raises the question as to whether we
should be asking for fewer short term studies in the presence of a single positive placebo-controlled
long term study. Recently the EMEA licensed escitalopram in OCD on the basis of 2 long term placebo-
controlled studies and only one short study instead of the minimum of 2 short-term studies normally
required. This suggests that our regulators may be taking the same view.
The long-term efficacy of antidepressants depends on the same factors as in short term treatment,
the main finding being that efficacy is not observed in mild depression. The effectiveness of the
antidepressant depends partly on the severity o the index episode of depression. These data suggest
that antidepressants should not be used in mild depression strengthening similar evidence accumulating
from the short term placebo controlled studies.

H. Grunze
University of Newcastle, School of Neurology, Neurobiology and Psychiatry Leazes Wing,
Royal Victoria Infirmary Queen Victoria Rd. Newcastle upon Tyne, United Kingdom

Long term treatment and effectiveness: Bipolar Disorder
The central aims of long-term treatment are the prevention of new clinically significant episodes, of
somatic illness secondary to the psychiatric disorder or its treatment, to prevent suicide and to maintain
full remission without subsyndromal symptoms. Subsyndromal symptoms contribute significantly to
long-term disability of individual patients (Angst et al. 1995) and put them on increased risk to early
relapse (Tohen et al. 2006a).
The prophylactic efficacy of lithium became evident as early as the 1960s and early 1970s (Müller-
Oerlinghausen et al. 2002). Unfortunately, lithium`s prophylactic effect was probably magnified,
especially in trials where responsive patients were re-randomised from lithium to placebo, due to
discontinuation effects of lithium. A meta-analysis applying the Cochrane methods, and controlling for
withdrawal studies, found that lithium is effective, probably more in preventing manic than depressive
relapses (Geddes et al. 2004). In clinical use, however, the effectiveness of prophylactic lithium across
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the clinical spectrum appears to be less than suggested by these controlled trials (Harrow et al. 1990,
Maj et al. 1998). In addition, sudden discontinuation of lithium puts patients on a high risk of an
immediate relapse (Goodwin 1994).
For lamotrigine, two RCTs proofed its prophylactic efficacy (Bowden et al. 2003, Calabrese et al. 2003).
Lamotrigine was less effective in preventing new manic episodes than new depressive ones, but in a
combined analysis it was still significantly better than placebo also for the prevention of mania (Goodwin
et al. 2004).
For valproate, the only randomised double-blind placebo-controlled study failed to demonstrate a
statistical benefit. The prophylactic efficacy of neither valproate, nor lithium, which was used as an
active comparator, could be shown for the primary outcome parameter (“time to any mood episode”)
(Bowden et al. 2000). However, secondary analysis (time to a specific mood episode) suggests efficacy
of valproate, especially in preventing a new depressive episode.
Carbamazepine, in the past often used as alternative to lithium, is less effective than lithium (Greil
et al. 1997, Hartong et al. 2003) and is not easy to use in combination with several medications (Spina
et al. 1996).
Controlled evidence that antipsychotics show long term efficacy is currently available for olanzapine
(Tohen et al. 2006b), quetiapine and aripiprazole (Keck et al. 2006). However, the usefulness of
olanzapine may be limited by its metabolic side effects, and of aripiprazole by its insufficient prophylactic
efficacy against depression.
Since it may be over-optimistic to expect any single mood stabilising agent to have sufficient efficacy
on all symptoms of bipolar disorder, an evidence based and skilful combination of two or more medicines
may increasingly become the strategy of choice, and at least the combination of different atypical
antipsychotics with mood stabilizers is now supported by a reasonable evidence base.

References
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patients. Results of a prospective study from 1959 to 1985. Schweiz. Arch. Neurol Psychiatr. 146, 17-
23.
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M. Popoli
Center of Neuropharmacology, Department of Pharmacological Sciences, University of Milano,
Milan, Italy

Pharmacological profile of newer vs older antidepressants
Several different classes of antidepressant drugs have been made available for therapy in the last four
decades. The first ones were the Monoamine Oxidase Inhibitors (MAOI) and the Tricyclic Antidepressants
(TCA). Both were based on the early formulation of the monoamine hypothesis of depression. At the
same time these drugs represented a major evidence for the hypothesis itself, showing that increasing
the central availability of monoamines (serotonin, noradrenaline, dopamine) by inhibiting either their
metabolism or reuptake exerted an antidepressant effect.
However, it soon became evident that increased availability of monoamines could not be the mechanism
directly associated with therapeutic effect, owing to the delayed response to these drugs (2-6 weeks).
During the years it became increasingly clear that the monoaminergic mechanism is a primary
mechanism, which triggers a cascade of postreceptor downstream effects ultimately responsible for
therapeutic efficacy. These effects have been shown to involve selective modulation of intracellular
signaling cascades, and in turn modifications in gene expression, dendritic remodeling, synaptic
plasticity, and neurogenesis. Nonetheless, most of the new drugs that came later were still inspired
by the monoamine hypothesis, namely the Selective Serotonin Reuptake Inhibitors (SSRI), which in
recent years have outmarketed the older drugs, and various other drugs, including Serotonin and
Noradrenaline Reuptake Inhibitors (SNRI), Noradrenaline Reuptake Inhibitors (NaRI), Noradrenergic
and Specific Serotonergic Antidepressants (NaSSA, antagonists of alpha-noradrenergic and 5-HT2/3
serotonergic receptors), dopaminergic and atypical drugs.
More recently, based on several results of preclinical and clinical research on the pathophysiology of
depression and mood disorders, newer mechanisms, not directly based on a monoaminergic approach,
were take into account. This process allowed the development and testing of several new compounds,
including peptide hormone receptor antagonists (CRH- and NK1-antagonists), a number of glutamate-
acting compounds, and a drug characterized by melatonergic agonism and 5-HT2C antagonism.
Furthermore, ligands for different serotonin receptors (5-HT4, 5-HT6, 5-HT7) are being developed as
putative antidepressants. None of these drugs have been marketed yet, although a few are in the final
phase of development.
The pharmacological profile of old and new drugs will be critically examined, with an eye on the factors
that with time induced the replacement of older drugs. Furthermore, the evidence supporting the
development of newer mechanisms will be briefly analyzed, outlining some of the possible future
breakthroughs in this field of neuropsychopharmacology.
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M.A. Riva
Center of Neuropharmacology, Department of Pharmacological Sciences, University of Milano,
Milan, Italy

Pharmacological profile of newer vs older antipsychotics
Antipsychotic drugs represent the mainstay for the treatment of schizophrenia. They are generally
classified into two major categories, first generation or classical antipsychotics (FGA) and second
generation or atypicals (SGA). This classification is primarily based upon the therapeutic features and
tolerability of the two categories, which are closely connected with their pharmacological profiles.
Indeed FGA are characterized by a high potency of antagonism toward dopamine D2 receptors that
warrants their efficacy on positive symptomatology but it is also closely associated with a high incidence
of motor side effects and hyperprolactinemia. Conversely, according to the pharmacodynamic profile,
SGAs are characterized by reduced blockade of dopamine D2 receptors as a consequence of different
mechanisms, including decreased affinity, fast dissociation rate and partial agonism. Moreover most
if not all SGAs are potent antagonists of serotonin 5HT2a receptors, which might reduce motor side
effects and improve the efficacy on other core symptoms of schizophrenia.
However SGAs can also bind to other neurotransmitter receptors, mainly as antagonists, including
serotonergic, adrenergic, cholinergic and histaminergic. To this regard there is a substantial difference
among SGAs since each drug owns a peculiar receptor profile that might determine specific therapeutic
features as well as side effects. As an example 5HT1a partial agonism or 5HT2c antagonism may be
useful for depressed mood and cognitive dysfunction, whereas blockade of alpha1 or H1 receptors can
be associated with side effects such as hypotension and weight gain, respectively.
With regard to the therapeutic activity it must be beard in mind that schizophrenia is a complex disorder
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due to deficits in anatomical connectivity and cell-cell communication. Hence the effects of APDs,
especially of the second generation, might depend on complex synaptic events including the integration
between different neurotransmitter receptors that are also influenced by drug dosage. Moreover SGAs
can also modulate neurotransmitter release in selected brain regions: for example some APDs, including
olanzapine, quetiapine and aripiprazole, produce a marked elevation of dopamine and noradrenaline
levels in the prefrontal cortex, a region crucial for mood disorder and cognitive function. Finally we
know that APDs work on the long term, possibly through adaptive mechanisms that improve core
defects present in the brain of schizophrenics. To this regard during the last decade a great deal of
attention has been turned on the modulation of neuronal plasticity as a suitable end point for psychotropic
drug therapy. Schizophrenia can be associated with changes in neuronal plasticity and therapeutic
agent can increase the expression and function of key proteins involved in such mechanisms. Accordingly,
recent studies have demonstrated that some SGAs, including olanzapine and quetiapine, modulate the
expression of the neurotrophin brain derived neurotrophic factor under basal condition or in response
to stress, regulate the activity of intracellular signalling molecules and can promote hippocampal
neurogenesis. These adaptive events resemble, to some extent, those set in motion by chronic
antidepressant treatment and are believed to be important for functional recovery of schizophrenic
patients.

René S Kahn
Department of Neuroscience at the University Medical Centre, Utrecht, the Netherlands

Schizophrenia as a progressive brain disorder
Brain imaging studies have consistently demonstrated brain abnormalities in patients with schizophrenia.
These changes are largely confined to decreases in grey matter volumes and enlargement of the lateral
and third ventricles. To date schizophrenia has been considered to result from abnormalities in
neurodevelopment, with brain changes to be static. However, schizophrenia has long been thought
to be a progressive or a degenerative, not a developmental, disorder. Indeed, Kraepelin considered
the progressive clinical deterioration to be the hallmark of the disorder, naming it dementia praecox
to reflect this particular aspect. Lately, others have re-emphasised the importance of the decline in
functioning in schizophrenia as a clue to its pathogenesis, suggesting that the brain abnormalities in
schizophrenia could be expected to reflect this clinical progression. Indeed, we and others have reported
brain abnormalities to increase over time in schizophrenia. Interestingly, not all patients show changes
in brain volumes over time: we demonstrated that the changes are particularly pronounced in those
patients with a poor prognosis in the first years of illness. Moreover progressive changes are most
pronounced in the frontal and temporal areas as postulated by Kraepelin over a hundred years ago.
Interestingly, white matter did not change over time. Finally, the progression in these frontal brain
changes appeared to be attenuated by treatment with atypical, but not by typical antipsychotics. Thus,
not only are brain changes progressive in schizophrenia, they are clinically relevant since they are
related to outcome and my be reversed by some of the atypical antipsychotics. With the evidence
pointing to a link between progressive disease and patient outcomes, questions such as whether these
changes can be reversed with early pharmacological intervention and whether there is a point at which
the brain changes become irreversible, become pertinent.
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René S Kahn
Department of Neuroscience at the University Medical Centre, Utrecht, the Netherlands

Treatment resistant schizophrenia
Pharmacological approaches to treatment resistant schizophrenia include adjunctive treatment with
lithium, high dose strategies, combination antipsychotic drugs, and clozapine. Data from clinical trials,
in particular pragmatic or practical phase 4 trials such as CATIE and CUtLASS, suggest that second
generation drugs are no better in terms of effectiveness than first generation drugs in broadly defined
treatment resistant cases, but that clozapine is more effective than other SGAs in narrowly defined
treatment resistance. Non-pharmacological approaches will also be examined, and relapse prevention
strategies.

S. Kasper
Department of Psychiatry and Psychotherapy, Medical University of Vienna, Austria

Treatment resistant mood disorders
Unfortunately there is still a sizeable proportion of our depressed patients that can be considered as
treatment refractory. Several factors have been identified to be associated with this clinically important
feature that encompasses co-morbidity as well as dosage issues. Genetic subtypes have not been
elaborated as yet to a large extent to identify subgroups of depressed patients that are likely not to
respond to the treatment. In recent years a switching strategy, that means that based on pharmaco-
dynamic understanding another neurotransmitter system should be targeted with a new medication,
has been proposed for getting a better response that means that based on pharmaco-dynamic
understanding another neurotransmitter system should be targeted with a new medication.  Unfortunately
newer studies indicated that this can not be unequivocally recommended. Further approaches in
treatment refractory depression will include pharmaco-genetic mechanisms for identifying subgroups
of depressed patients with a better response to specific medication.
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J. Kane
Department of Psychiatry, The Zucker Hillside Hospital, Glen Oaks, New York, USA

Managing schizophrenia from clinical efficacy to tolerability
Schizophrenia is a complex disorder presenting a wide range of challenges to the therapeutic strategies
available for treating the acute agitation, cognitive impairment and the positive, negative, and affective
symptoms associated with schizophrenia. Treatment with new generation antipsychotic agents improves
clinical effectiveness by combining better short- and long-term efficacy with a more favourable safety
and tolerability profile.
In this presentation data from short- and long-term clinical trials of aripiprazole for treatment of
patients with schizophrenia will be reviewed. The efficacy of second generation antipsychotics, including
aripiprazole, focusing on their effectiveness against the positive, negative, affective, cognitive and
hostility symptoms clusters, and metabolic issues will also be discussed.

A.Vita
Brescia University, School of Medicine, Brescia, Italy

Metabolic and endocrine effects of antidepressants and mood stabilizers
Tra gli effetti collaterali della terapia con farmaci antidepressivi occupano un posto di rilievo i
dismetabolismi, in modo particolare l’effetto dei farmaci antidepressivi sul metabolismo dei lipidi e
l’induzione di incremento ponderale. L’incremento di peso è osservato frequentemente in pazienti in
trattamento con la maggior parte degli antidepressivi triciclici e, in misura minore, con gli inibitori
reversibili e non delle monoaminossidasi. Gli inibitori selettivi della ricaptazione della serotonina possono
indurre una diminuzione del peso nelle prime settimane di trattamento, ma alcuni di essi possono
determinare un aumento nel corso di una terapia a lungo termine. L’incremento di peso è inoltre
presente con antidepressivi di nuova generazione quali gli inibitori della serotonina e della norepinefrina,
ed in particolare con i farmaci antidepressivi noradrenergici e serotoninergici specifici. Per quanto
riguarda il metabolismo dei lipidi, mirtazapina è associata in modo più evidente ad un aumento dei
livelli plasmatici di colesterolo totale, effetto presentato in misura minore anche dagli antidepressivi
triciclici, mentre inibitori selettivi della ricaptazione della serotonina sembrano non influenzare in termini
significativi tali parametri. Una attenzione crescente si è rivolta più recentemente agli effetti metabolici
degli stabilizzatori dell’umore, in particolare dei sali di litio e di alcuni tra gli anticonvulsivanti, in
particolare l’acido valproico.
Non sono disponibili nell’attualità linee guida condivise per il trattamento farmacologico dell’incremento
ponderale indotto da farmaci. Altre indicazioni di ordine più generale per contrastare l’aumento di peso
riguardano regimi dietetici e interventi sullo stile di vita dei pazienti in trattamento.



- 19 -

P. Monteleone and M. Maj
Department of Psychiatry, University of Naples SUN, Naples, Italy

Metabolic and endocrine effects of antipsychotics
As compared to the general population, individuals with schizophrenia experience an increased prevalence
of metabolic disorders leading to an enhanced risk of cardiovascular complications. Treatment with
antipsychotic drugs, inadequate life style, poor personal care and frequent difficulties in accessing
medical care have been identified as factors contributing to such a risk.
Antipsychotic drugs are associated with weight increase and/or with alterations in glucose and lipid
metabolism. Weight increase is the most documented and studied antipsychotic-induced metabolic
effect. It seems to be maximal with clozapine and olanzapine, medium-high with thioridazine and
chlorpromazine, intermediate with risperidone and haloperidol, minimal with ziprasidone and aripiprazole.
It is important to underline that this complication of antipsychotics affects a population that already
presents an increased prevalence of overweight and obesity. Both first-generation (FGAs) and second-
generation antipsychotics (SGAs) are associated to an increased risk of inducing or unmasking diabetes
mellitus. Although, available type-1 and type-2 evidence studies suggest that olanzapine and clozapine
are associated with the highest risk of developing insulin resistance or diabetes, prospective studies
are not consistent with this conclusion. Therefore, at moment, this issue remains controversial. Finally,
dibenzodiazepine SGAs (clozapine, olanzapine and quetiapine) seem to be associated with increases
in blood levels of triglycerides and cholesterol too.
The co-occurrence of the above metabolic alterations and/or hypertension might lead to the so-called
metabolic syndrome, which represents a major public health problem, entailing an increased risk of
the type-II diabetes mellitus and/or cardiovascular complications. The prevalence of this syndrome
is 27.3% in the general population and about twofold in patients with schizophrenia. The syndrome
has been observed more frequently in patients treated with olanzapine and clozapine than in those
treated with risperidone and quetiapine.
The occurrence of any of the metabolic alterations and/or of the metabolic syndrome influences the
therapeutic choices of the physician and the patients’ attitude toward the different drugs, with an
impact on patient’s compliance to treatment. Therefore, the early identification of metabolic side effects
of antipsychotic drugs and their prevention/treatment are of great importance for patients’ clinical
management to both reduce cardiovascular risk and improve treatment compliance.

M. Thase
University of Pennsylvania School of Medicine and Philadelphia Veterans Affairs Medical
Center, Philadelphia, USA

Anxious depression
The conditions that are grouped together under the Major Depressive Disorder (MDD) diagnosis are
heterogeneous in terms of heritable risk, pathophysiology, clinical phenomenology, and response to
treatment. This talk will focus on one of the more useful clinical subforms of MDD, anxious depression
and will emphasize recent findings from the Sequenced Treatment Alternatives to Relieve Depression
(STAR*D) project. Although not one of the symptom criteria for MDD, a majority of people suffering
from depression experience anxiety symptoms and co-occurring anxiety disorders are among the most
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prevalent comorbidities associated with MDD. Whether defined by the presence of an arbitrary level
of anxiety symptoms or the presence of a comorbid diagnosis, anxious depressions tend to have an
earlier age of onset and a more chronic course. In STAR*D patients with anxious depression were less
likely to respond to study therapies at each level of treatment. Anxious depression may warrant earlier
use of various combination strategies, including the combination of focused psychotherapy and
pharmacotherapy.

E. Sacchetti
Brescia University, School of Medicine, Brescia, Italy

Cerebrovascular risks of antipsychotics and antidepressants
A few years ago some double-blind trials in elderly patients with behavioural and psychological symptoms
of dementia (BPSD) reported that individuals treated with risperidone or olanzapine were at higher
risk for cerebrovascular events (CVEs) compared with subjects randomized to placebo (Street et al.,
2000; Brodaty et al., 2003). Following on from these reports and reanalyses indicating that other
atypicals were also associated with CVEs, some regulatory agencies issued specific warnings against
the use of some (FDA, 2003; EMEA, 2004; Committee on Safety of Medicines, 2004) or all (FDA, 2005)
atypical antipsychotics in dementia patients.
In the meanwhile, research on antipsychotics and stroke has broadened to include also typical
antipsychotics and elderly subjects without dementia. In particular, large database studies reported
a similar risk for stroke for both novel and older antipsychotics, and failed to demonstrate a preferential
association between stroke and a given atypical compound (Hermann et al., 2004; Gill et al., 2005;
Liperoti et al., 2005; Wang et al., 2005).
A major limitation of the recent literature is that typical antipsychotics in general were grouped into
a unitary broad class, irrespective from their belonging to different chemical groups (Hermann et al.,
2004; Gill et al., 2005; Liperoti et al., 2005). Furthermore, the class of substituted benzamides was
never evaluated, though these antipsychotics are widely prescribed in various, expecially European
Countries.
Furthermore, no recent studies have considered comparable unexposed subjects with details of other
medical risk factors, or have excluded patients with a previous stroke (Hermann et al., 2004; Gill et
al., 2005; Liperoti et al., 2005; Finkel et al., 2005; Formiga et al., 2005; Layton et al., 2005; Percudani
et al., 2005).
Few data are available in patients treated with antidepressants. However, patients with depression or
bipolar disorder had been found to share abnormally high chances to die for cerebrovascular accidents
(Angst et al 2002, Zheng et al 1997, Schwalb and Schwalb 1987, Osby et al 2001).
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P.J. Schwartz
Blood, Lung and Heart Department University of Pavia and Coronary Care Unit Policlinico
San Matteo, Pavia, Italy

Cardiovascular risk of antipsychotics, antidepressants and mood stabilizers
Questa relazione tratterà i diversi effetti sull’intervallo QT e sul conseguente rischio di morte improvvisa
degli antipsicotici attualmente in commercio e di come sia possibile migliorare le strategie pratiche di
valutazione del rapporto rischio/beneficio di questa categoria di farmaci.
Nel corso degli ultimi anni un numero sempre maggiore di pubblicazioni riferisce di aritmie potenzialmente
letali (dovute a una tachicardia ventricolare polimorfa, la “torsione di punta”) associate all’uso a
posologia normale di molti farmaci non cardiovascolari quali antibiotici, antistaminici, procinetici e
antipsicotici. Tutti i casi di torsioni di punta associate all’uso di farmaci hanno un meccanismo di base
comune, cioè la capacità da parte di questi agenti di bloccare la corrente IKr. Il blocco di IKr, una delle
principali correnti ripolarizzanti, risulta in un prolungamento della ripolarizzazione ventricolare e di
conseguenza dell’intervallo QT all’elettrocardiogramma. E’ noto che prolungamenti importanti dell’intervallo
QT sono associati a rischio aumentato di morte improvvisa. E’ per questo motivo che i neurologi e gli
psichiatri dovrebbero prestare attenzione al tracciato elettrocardiografico dei loro pazienti o per lo
meno essere a conoscenza di quali tra i farmaci che utilizzano nella pratica clinica ha il potenziale di
produrre allungamenti indesiderati dell’intervallo QT. Verranno anche discusse le implicazioni delle
recenti determinazioni dell’Agenzia Italiana del Farmaco riguardanti le cautele necessarie nell’uso dei
farmaci antipsicotici.

J. Kane
Department of Psychiatry, The Zucker Hillside Hospital, Glen Oaks, New York, USA

First vs. Second generation antipsychotics in the long-term treatment of schizophrenia: what
do the data show?
The long-term treatment of schizophrenia remains a major challenge.  Rates of relapse and rehospitalization
remain high and rates of functional recovery lower than we would hope. Pharmacologic treatment is
a critical factor in bringing about (and sustaining) remission as well as facilitating recovery.
First generation antipsychotics though generally efficacious in significantly reducing relapse rates have
also been associated with a variety of neurologic side effects which can create subjective distress,
interfere with functioning and contribute to stigmatization.
The second generation antipsychotics are generally associated with significantly lower risks of neurologic
adverse effects, but can be associated with more metabolic side effects. Adherence is somewhat
improved with second generation medications and some data suggest they are also associated with
lower relapse rates. This presentation will review data from controlled clinical trials, naturalistic studies
and metaanalyses to shed light on this question.
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Remission is the Goal of the Initial Phase of Antidepressant Therapy
Over the past 15 years it has become widely recognized that remission is the aimed-for goal of the
initial or acute phase of therapy. Although it is true that the remission “story” has been heavily promoted
by several pharmaceutical companies, it is also true that interest in this concept long predates industry
marketing efforts and that the validity of the construct has been independently established. Simply
put, remission refers to a level of improvement that should result in the treated depressed person
being indistinguishable from someone who has never been depressed, i.e., a virtually complete relief
of the core and associated symptoms of the depressive episode. There is ample evidence that –
compared to individuals who respond but who continue to manifest significant residual symptoms –
remitted individuals are at lower risk for relapse, utilize fewer medical services, report better social
and vocational functioning, and have better longer term outcomes. So defined, remission can be
thought of as the gateway to recovery. This talk will summarize an approach to treatment that is aimed
at maximizing the likelihood of remission.
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