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EARLY DETECTION AND EARLY INTERVENTION IN PSYCHOSIS IN WESTERN EUROPE

Frauke Schultze-Lutter, Stephan Ruhrmann, Joachim Klosterkotter

Abstract

Prevention of mental ill health has been declared a major task by the European Commission; and an early
detection and intervention in psychosis in terms of an indicated (secondary) prevention in persons already seeking
help for mental problems is increasingly approached across Europe both on research as well as clinical level, a
mixture of both dominating. The growing interest in this field of research across Western and Western-Central Europe
becomes apparent in the rapidly increasing number of publications on this topic since the turn of the century that has
nearly increased by the factor of 5. The 3 leading European countries in this are Germany, the United Kingdom and
Switzerland.

Despite the very well reception of the ‘prevention idea’ by clinicians, researchers, relatives of patients with
psychosis and clients and first promising results of early detection and/or early intervention studies, critics caution
against the percentage of false-positive predictions by current prodromal criteria and the possibly unnecessary initiation
of an antipsychotic psychological and/or pharmacological treatment along with its risks of unwanted side effects
including early stigmatization. Supporters, however, argue that these short-comings will be overcome in the course of
time and that the potential of new benign preventive interventions was just about to be discovered as well as caution
against self-stigmatization by odd, eccentric behaviours and loss of functioning not recognized as part of an illness
but attributed to the person him-/herself.

In future, joint efforts across clinical and scientific disciplines as well as countries will be required to enhance
predictive accuracy, to develop broadly applicable and risk-adapted interventions, to provide help to all in need, to
extend preventive efforts to other psychiatric disorders and to possibly reach the ultimate aim, a primary prevention of

mental disorders.
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Introduction

More than 27% of adult Europeans experience at
least one form of mental ill health during any one year
(Wittchen & Jacobi 2005). Of DSM-IV axis I disorders
(American Psychiatric Association 1994), major
depression (6.1%), specific phobias (6.1%) and
somatoform disorders (6.3%) account for the highest
estimated numbers of persons between 18 and 65 years
of age in the general EU and EFTA population (301,7
million) affected by mental disorders within past 12
months; psychotic disorders, at 1.2%, affect an estimate
of 3.7 million citizens in the EU within any 12-month
period (Wittchen 2005, Wittchen & Jacobi 2005). At
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0.035% per year not showing a high incidence of new
cases in itself, the prevalence of schizophrenia,
however, is relatively high due to the early age of onset
and the often-chronic recurrent course (Rossler et al.
2005, Kirkbride et al. 2006).

Mental ill health costs the EU an estimated 3%-
4% of gross domestic product (GDP), mainly through
lost productivity; and mental disorders are also a leading
cause of early retirement and disability pensions (EC
2005). Psychosis is one of the most burdensome and
costly illnesses worldwide; and schizophrenia is listed
as the 8th leading cause of disability-adjusted life years
(DALYs) worldwide in 15 to 44 year-olds (Rossler et
al. 2005).
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Since the 1960s, there has been considerable
progress in the treatment and care of patients suffering
from psychosis, with most efforts directed towards the
severely ill and chronic ones. A decrease in costs - both
direct and indirect - could be achieved, however, mainly
by reduction of incidence and only moderately to mi-
nor by an improvement in prognosis and in community
treatment, respectively (Rossler et al. 2005). Thus, a
detection and - successful - treatment, i.e., the
prevention, of psychosis prior to its first episode appears
to be the main route to a substantial reduction of the
overall burden linked to psychosis.

Starting from a brief retrospection of early
concepts and fundamental works, the current paper tries
to provide a general overview of current research and
clinical activities and discussions around the early
detection and treatment of psychoses in Western and
Western-Central Europe.

Historical view

The observation that endogenous mental disorders,
among them psychoses, rarely have a sudden onset and
might be treatable prior to their full-blown expression
had preceded even their description by Emil Kraepelin
and Eugen Bleuler, as had the fact that they would be
brought to the doctor’s attention often too late. The term
‘psychosis’ and its synonym ‘psychotic neurosis’ was
introduced into the psychiatric literature by the German
forensic doctor Carl Canstatt in 1841 for psychic
manifestations of a disease of the brain; as compared
to the concept of neurosis that, before, had been
summarized all diseases of the nervous system (Biirgy
2008). In the 1843 edition of his handbook, Canstatt
wrote about psychoses and their treatment: “One
observes such a high level of mental arousal in a great
many individuals, who one cannot downright call
insane, that real alienation is prompted by the slightest
provocation. This we call the mental vulnerability, and
most by chance causations, which call insanity into
being, already come upon this pre-disposition. [...]
Where the ailment underlying the psychosis is
recognized and is removable by doctor’s action, where
psychosis has not firmly struck its roots as an
independent disease of the individuality, there, the
causal indication fully claims its rights [...] Yet more
often causal indication lies beyond the scope of the
doctor, and nothing else remains than direct combat of
the psychosis” (p. 368f, translated by FSL).

About half a century later, Kraepelin’s con-
sideration of the so called ‘formes frustes’ of dementia
simplex (Kraepelin 1896) and Eugen Bleuler’s concept
of ‘latent schizophrenia’ (Bleuler 1911) can be regarded
as fundamental works on prodromal conditions. Both
authors regarded episodes of frank psychosis only as
the tip of the iceberg and assumed that mild forms of
their fundamental symptoms and disturbances were
rather widely distributed in the general population -
culminating in relatives of schizophrenia patients, and
often present for years prior to the first psychotic
episode.

However, symptoms occurring in the prodromal
phase of psychosis were thought too unspecific for a
reliable early diagnosis by Kraepelin and Bleuler. A
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view long shared by the majority of both clinicians and
researchers. Yet, some, e.g., the German psychiatrist
Wilhelm Mayer-Gross, “wondered why, hitherto, one
has so infrequently made use of the impressive
experience that is represented by the first irruption of a
thought disorder, a decrease in activity, an aberration
in sympathy and other emotions into the healthy
personality” (Mayer-Gross 1932, p. 296; translation by
FSL). And his 1957 talk on the ‘clinical diagnosis of
early schizophrenia’, the Scottish psychiatrist Hunter
Gillies challenged the “apparently unspecific nature of
the early symptoms [... that he believed to be] more
specific than it would at first appear” (Gillies 1958, p.
47). To him, thought, affective and volitional disorders
as well as autistic withdrawal presented “the most
pathognomonic signs. But they must be looked for.
During a lengthy interview they may emerge once only,
or not at all. [...] The early case does not show these
[Bleuler’s secondary symptoms] often, except in an
embryonic form, and when they are present the
diagnostic is obvious. [...] It is, therefore, to the primary
signs, and to the non-specific signs that precede even
the primary signs, that we must direct our attention”
(Gillies 1958, p. 50).

This had been done earlier by Klaus Conrad who
had studied the beginning schizophrenia in 117 soldiers
during the Second World War and, in 1958, published
his Gestalt analysis of delusion. His work signifies the
first attempt to systematically study the evolving
psychosis in a larger sample and to identify a
developmental phase model of early psychosis (Conrad
1958).

Fundamental works

Since the end of the 1970s, a growing number of
publications from European groups prepared the ground
for the idea of an early detection and intervention. These
came, in particular, from:

* retrospective studies of the early course of
schizophrenia (e.g., Bleuler et al. 1976; Gross &
Huber 1985, 1986; Huber et al. 1979; Hifner et
al. 1995, 2002; Klosterkotter 1992),

*  clinical studies of the influence of the duration of
untreated psychosis (DUP) on the course of the
illness (see Marshall et al. 2005 and Perkins et al.
2005 for a review) and

. genetic high-risk, twin and birth cohort studies of
risk indicators and vulnerability markers,
especially from the United Kingdom and
Scandinavian countries (e.g., Franzek &
Beckmann 1998; Isohanni et al. 1997; Johnstone
etal. 2000, 2005; Jones et al. 1998; Jones & Tarrant
2000; Kendler et al. 1996; Lawrie et al. 1999;
Machon et al. 1983; Mednick et al. 1987; Parnas
et al. 1993; Schulsinger et al. 1975; Suvisaari et
al. 1999; Tienari et al. 1985a, b; Veijola et al. 2000-
2001; see also Jones 2002 and Parnas & Carter
2002 for a review)

Furthermore, within the framework of basic
symptom research, first attempts towards an
identification of persons symptomatically at risk of
psychosis were made (Siillwold & Huber 1986, Huber
& Gross 1989, Huber 1995), and, in the late 1990’s,
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the first prospective early detection study of sufficient
sample size and follow-up, the Cologne Early
Recognition (CER) project (Klosterkétter et al. 2001,
Schultze-Lutter et al. 2006), was concluded. The criteria
derived in it (Schultze-Lutter et al. 2006, 2007a, b)
increasingly complement the Australian “ultra-high risk’
(UHR) criteria (McGorry et al. 2003, Yung et al. 1998)
in recent early detection and intervention studies
conducted in Europe (e.g., Bechdolfet al. 2005a; Héfner
et al. 2004; Klosterkdtter et al. 2005; Ruhrmann et al.
2003, 2005, 2007; Simon et al. 2006).

The major impetus toward a prospective early
detection and intervention research, however, was given
by a study conducted in England - the Buckingham early
intervention project (Falloon 1992, Falloon et al. 1996).
This uncontrolled field study on adults who displayed
signs and symptoms suggestive of schizophrenic
disorders, DSM-III prodromal symptoms in com-
bination with well established indicators of relapse, was
the first to indicate that an early detection in
combination with a comprehensive program of drug
and psychosocial interventions was able to reduce the
annual incidence in North Buckinghamshire within the
study period (1984-1988) from the historical 7.4 (1974-
1975) to 0.75 per 100,000 citizens (Falloon et al. 1996).

Clinical services

In Europe, such a combined clinical and scientific
approach was only renewed in 1997 when, in Germany,
the Cologne Early Recognition and Intervention Centre
for mental crises (FETZ; Schultze-Lutter et al. 2008)
started its work as the world’s second early detection

and intervention service.

Meanwhile, early detection and intervention
programmes are operated in nearly all Western and
Western-Central European countries (Figure 1), though
they greatly differ. Whereas some programmes are
predominantly research projects, e.g., the Detection of
Early Psychosis (DEEP) project in Turku, Finland
(Salokangas et al. 2004), others have a predominantly
clinical focus, e.g., the Programma 2000 in Milan, Italy
(http://www.programma2000.org). Most programmes,
however, combine clinical and research efforts.

An outstanding role in the implementation of early
detection in psychosis programmes within Europe has
the United Kingdom. Following the implementation of
50 early intervention services for early first-episode
psychosis that had been proposed and has received
substantial funding by the National Health Service Plan
(Department of Health 2000), attention has been
increasingly shifted to the prodromal state, and many
sites with an early intervention service have already
extended their work to this state. For instance, in
London the Outreach and support in South London
(OASIS) service (Broome et al. 2005) that focuses on
the prodromal state of psychosis has been established
in addition to the Lambeth Early Onset (LEO) service
(Power et al. 2007) aiming a reduction of the duration
of untreated psychosis.

Working in partnership with the Royal College of
General Practitioners, the Royal College of Psychiatrists
and the British Psychological Society, the ‘Care Service
Improvement Partnership (CSIP)’ on ‘Early Detection
in Psychosis’ (http://www.earlydetection.csip.org.uk) of
the NIS National Institute for Mental Health in England
has created materials to highlight the best evidence and

- Research on prodrome

of psychosis and/or
early detection and
intervention (EDI)
services

Research on aspects
relevant to the
prodrome of psychosis
and early detection and
intervention services for
first-episode psychosis

Research on aspects
relevant to the
prodrome of psychosis,
mainly genetics and
epidemiology

Figure 1. Research and clinical early detection and intervention activities in Western European countries
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Figure 2. Example of the UK initiative on early detection and intervention in psychosis: postcard for advertising the
website and fact sheet for clients
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Figure 3. Development in European journal publications on an early detection and intervention in psychosis
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Figure 5. Countries and centres participating in the first European study of prodromal psychosis, the European Prediction
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practice around the treatment of early psychosis,
particularly focusing on the opportunity provided by
detecting and treating those with an ‘At Risk Mental State
for psychosis’. Beside a report on the state of the art in
early detection (http://www.earlydetection.csip.org.uk/
silo/files/feb-2008-early-detection-report.pdf), the
materials (for examples see Figure 2) include specific
guidance for general practitioners and a set of fact sheets
which summarise some of the main themes in the report
and were designed to support practitioners from primary
care, relevant community agencies and specialist mental
health services in implementing an early detection of
psychosis into their daily clinical work.

Research activity

Within the European research community, the
growing interest in an early detection and intervention
in psychosis prior to its first episode is evident in the
increasing number of papers published within the last
years (Figure 3). We searched PubMed, a service of
the U.S. National Library of Medicine that includes over
17 million citations from MEDLINE and other life
science journals for biomedical articles (http://
www.ncbi.nlm.nih.gov/sites/entrez), for articles on the
prodrome or prevention of psychosis of those the first
author has a European affiliation. We used combination
of'the search term ‘psychosis’ with each of the following
terms: ‘prodrome’, ‘early detection’, ‘prediction’, ‘at
risk’ and ‘high risk’. Furthermore, we narrowed our
search to publications that already carried a focus on
prodromal or preventive aspects in their title, i.e., we
did not include papers relevant to the field but not
especially focussing this aspect.

Altogether 177 papers from the initial EU and
EFTA states (Iceland, Norway and Switzerland) were
identified. Between 1990 and 2007, the number of
papers on the prodrome of psychosis steadily increased
from 0 to 42 per year (Figure 3). The leading countries
in this were Germany and the United Kingdom with 52
and 45 papers, respectively, followed by Switzerland
with 18 papers (Figure 4).

The papers covered the whole range of topics - from
enhanced risk identification to an early detection, from
psychopathological to neurobiological and imaging
studies, from cross-sectional to longitudinal studies and
from pure observational studies to randomized controlled
intervention trials. Among the latter is a ground-breaking
pilot study on the efficacy of omega-3-fatty acids as a
neuroprotective substance in the prevention of first-
episode psychosis that was carried out in Austria (Schéfer
et al. 2007). Following the initial application of slightly
modified treatment regimes that had proven efficient in
frank psychosis, this study signifies the turn to alternati-
ve, new treatments tailored to the specificities of the
prodromal states, i.e., the turn from an earlier to a truly
preventive treatment.

European research policy
There is no health without mental health

This statement (EC 2005, p. 4) summarizes the
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European Community’s (EC) basic attitude towards
prevention of all mental disorders as issued in the Green
Paper. Improving the mental health of the population:
Towards a strategy on mental health for the European
Union in 2005. In this, mental health is regarded as a
resource which enables citizens to realise their
intellectual and emotional potential and to find and fulfil
their roles in social, school and working life. For
societies in turn, good mental health of citizens were
to contribute to prosperity, solidarity and social justice,
whereas mental ill health were responsible for manifold
costs, losses and burdens on citizens and societal
systems including the often negative way in that society
treats mentally ill and disabled persons. Despite
improved treatment options and positive developments
in psychiatric care, EU citizens with mental ill health
or disability continued to experience social exclusion,
stigmatisation, discrimination and/or the non-respect
of their fundamental rights and dignity (EC 2005).

The mandate for action at EC level in the field of
public health is defined in Article 152 of the EC-Treaty
(http://europa.eu.int/eur-lex/en/treaties/selected/
livre235.html) that instructs to ensure a high level of
human health protection in the definition and
implementation of all EC policies and activities. EC
action is thereby meant to complement the independent
national policies for improving health, for preventing
illness, for providing health information and education
as well as for reducing drug-related damage;
cooperation between Member States is encouraged in
these fields, not least by the EC’s Framework Pro-
grammes for Research

Besides promoting the mental health of all citizens,
improving the quality of life of people with mental ill
health or disability and developing a mental health
information, research and knowledge system for the EU,
the European Commission proposed that as a major EU-
strategy the addressing of mental ill health through pre-
ventive action (EC 2005).

In line with this, each of the last three Framework
Programmes has addressed preventive aspects in
psychosis research. Within the Fifth Framework
Programme for research, technological development
and demonstration activities (1998 to 2002), the
European Prediction of Psychosis Study (EPOS;
Klosterkotter et al. 2005) had been funded. Designed
as a naturalistic follow-up study of potentially
prodromal persons, it was carried out in 6 centres in
four countries (Figure 5).

Within the Sixth Framework Programme, the call
LSH-2005-2.1.3-4, ‘Schizophrenia: from genotype to
phenotype’, aimed at a better understanding of the
molecular aetiology and clinical phenotype of
schizophrenia by identifying genetic and environmental
determinants and their potential interaction in the
development, severity and outcome of the disease. And
within the current Seventh Framework Programme even
two calls (HEALTH-2009-2.2.1-2 and -3) are on
Schizophrenia with one of them especially related to
its early stages:

HEALTH-2009-2.2.1-2: Identifying genetic and
environmental interactions in schizophrenia. The
project should aim at identifying genetic, clinical and
environmental determinants playing a role in the
development, severity and outcome of the disease in

Clinical Neuropsychiatry (2008) 5, 6
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man. Human studies on schizophrenic patients and their
families should be at the core of the project. The project
has also to include a translational component leading
to the development of tools for early prediction,
diagnosis, and monitoring of the disease.

Within the European psychiatric community, the
significance of prevention is highlighted by the creation
of a new section on ‘Prevention of Mental Disorder’
that was approved by the General Assembly of the
Association of European Psychiatrists (AEP) in April
2008. This 18" section - ‘Schizophrenia’ is yet another
section - will emphasize the expertise and activity of
the AEP in the field of prevention (http://www.aep.lu/
about/sections/index.html). The relevance of prevention
in psychiatry is further underscored by the annual
European Bristol-Myers Squibb Prevention Award in
Psychiatry that has been established to recognize
distinguished research in the field of prevention in
psychiatric disorders, including psychosis, depression,
anxiety and dementia.

Another new award particularly for research on
or significant clinical efforts to the prevention of
schizophrenic disorders carried out in Germany is the
‘Gerd Huber-Preis’ that has first been awarded in 2008.

Matters of dispute

Despite all progress and positive recognition, there
are a couple of objections and unresolved issues related
to an early detection and intervention in psychosis prior
to its first psychotic episode that impede its broad
implementation across Western Europe. And while
some concluded from current studies that preventive
efforts in psychosis were “not only necessary but also
possible” (e.g., Schultze-Lutter 2004, p. 88) though
further research was essential, others concluded from
available data that it was “a waste of valuable resources”
(e.g., David 2004, p. 111) at the expense of established
cases of psychosis.

Emphasising the fact that, just having entered its
second decade, early detection and intervention research
was only at its beginning and far from having reached
any conclusions yet, the supporters would argue that,
already at this fairly early state of research,

1. current approaches to an early detection in terms
of an indicated prevention identify persons at risk
of psychosis reasonably well (e.g., Klosterkdtter
etal. 2001; Miller et al. 2002; Morrison et al. 2004;
Phillips et al. 2000; Riecher-Réssler 2006;
Ruhrmann et al. 2003; Schultze-Lutter et al. 2006,
2007b; Yung et al. 2004, 2005; see also Olsen &
Rosenbaum 2006 for a review)

2. psychosocial deficits that are in most instances
treatment-resistant in the wake of the first episode
already develop in the prodromal and early course
of the illness and should be prevented by early
interventions (e.g., Hafner et al. 1995, 1999)

3. the first-episode of psychosis, if not prevented,
may bring along irreversible brain morphological
changes (e.g., Pantelis et al. 2003)

4. a substantial number of first-episode patients
reported help-seeking for mental problems early
in course (e.g., Kéhn et al. 2004a,b)

Clinical Neuropsychiatry (2008) 5, 6

5. at risk persons according to current prodromal
criteria already suffer from a variety of social,
psychological, neuropsychological and neuro-
biological problems and, consequently, are clearly
in need for psychological and/or psychiatric
treatment (e.g., Bechdolf'et al. 2005b, Brockhaus-
Dumke 2005, 2008; Broome et al. 2005;
Gschwandtner et al. 2003; Koethe et al. 2006;
Korkeila et al. 2007; Nieman et al. 2007; Pantelis
et al. 2003; Parnas et al. 2001; Pukrop et al. 2006,
2007; Ruhrmann et al. 2008; Simon et al. 2006,
2007a; Schultze-Lutter et al. 2007¢, d; Svirski et
al. 2005)

6. ongoing information and awareness campaigns can
facilitate early help-secking and case detection,
respectively (e.g., Joa et al. 2008; Larsen et al.
2006, 2007)

7. an early detection is well received by the families
of patients who would have expected a range of
positive consequences from an earlier diagnosis
for themselves and their affected relative and who
would have rarely feared an earlier stigmatisation
for themselves or their affected family member as
aresult of an early detection of the illness (Lauber
& Rossler 2003, Lauber et al. 2001)

8. treatment modelled on strategies established in
psychosis (low-dose atypical neuroleptic treatment
and/or cognitive-behavioural psychotherapy)
seems to prevent or at least delay conversion to
frank psychosis in persons symptomatically at risk
of psychosis (e.g., Bechdolf et al. 2005¢;
McGlashan et al. 2006; McGorry et al. 2002;
Morrison et al. 2004; Ruhrmann et al. 2005, 2007)

9. the early phase seems to enable alternative
neuroprotective intervention strategies of little if
any side effects, e.g., with omega-3-fatty acids,
cannabidiol or very low-dose lithium (Berger et
al. 2006, 2007; Leweke et al. 1999, 2004; Schifer
et al. 2007; Smesny et al. 2007; Sundram et al.
2004)

10. in case of success, a preventive approach to
psychosis might offer a chance to positively change
the public perception of the predictability and
treatability of psychoses, thereby reducing public
stigmatization and discrimination of those
suffering from the disorder (WHO 2004)

11. and that an early detection and intervention might
also help to prevent self-stigmatization by
increasing empowerment early (Riisch et al. 2005)
and by preventing symptoms, which might lead to
stigmatization and discrimination by others, e.g.,
odd and eccentric behaviour or significant
psychosocial decline.

Opponents and sceptics of an early detection and
(pharmacological) intervention in psychosis, on the
other hand, argue that, at the current state of affairs,
1. even in help-seeking samples, i.e., within an

indicated preventive approach, the predictive

accuracy of prodromal criteria was insufficient,

i.e., the risk of treating someone falsely considered

as at risk of psychosis for a beginning psychosis

was too high (e.g., Cougnard et al. 2005, Cougnard

& Verdoux 2006, David 2004, Larsen et al. 2001)
2. if a universal prevention of psychosis at the

population level would be attempted, e.g., “by
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adding respiridone to the fluoride already put into
drinking water” (p. 353), persons who would
unnecessarily be treated would by far outnumber
those with a potential benefit (Bentall & Morrison
2002)

epidemiological studies reporting that about one
in ten persons would experience psychotic
symptoms like delusions and hallucinations with
the majority of them not seeking treatment (e.g.,
Bak et al. 2005; Bentall & Morrison 2002; Hanssen
et al. 2005; Rossler et al. 2007; Verdoux &
Cougnard 2006; Verdoux & van Os 2002; Verdoux
et al. 1998; Stefanis et al. 2002, 2004a, b)

(1) question the pathognomonic and pathologic
significance of symptoms currently employed in
prodromal criteria, in particular of attenuated
(APS) and brief limited intermittent psychotic
symptoms (BLIPS) as part of most widely used
the UHR criteria that seem to be widely distributed
in the general population,

(i1) indicate a continuum between subjects from
the general population and those with frank
psychosis, thus rendering the introduction of a
boundary between (prodromal) psychosis and
normality a decidedly arbitrary process, and

(ii1) implicate that many persons can lead a happy
and productive live despite being psychotic and,
consequently, psychosis might not be dreadful for
a significant number of those affected, that in turn
meaning that an application of treatment with
potential side-effects to avoid serious illness would
not be not justified

psychosis - other than, for example, dental caries
- was not a distinct clinical entity but a syndrome
of'ill-defined boundaries that suffers from the lack
of well established etiological causes and the
shortage of a coherent developmental model; thus
it was not a feasible target of potentially harmful
preventive measures such as neuroleptic treatment
(Bentall & Morrison 2002, Grispini 2003)
risk-benefit and cost-benefit analyses of early
detection programs were missing (Cougnard &
Verdoux 2006)

focussing on early detection and intervention
would violate some of the general medical
principles, i.e., of the paramount of continuity of
care, of the avoidance of doing undue harm and of
treating the sickest first (David 2004)

preventive research suffers from a unchallengeable
basic hypothesis assuming that, if early detection
and intervention fails to work, not enough had been
done or that the intervention had started too late
(David 2004)

an early treatment carries the risk of somatic or
psychological side-effects due to the use of
antipsychotics or of labels such as ‘early
schizophrenia’ or ‘pre-psychotic’, including the
risk of a self-fulfilling prophecy and of an early
and unnecessary stigmatisation (Larsen et al. 2001)
and that the prescription of antipsychotic
medication would confirm the patients concerns
that they were going mad, hence escalating their
distressing appraisals and unhelpful coping
strategies, which would be predicted by
psychological approaches to understanding the

transition to psychosis (French and Morrison

2004).

In summary, most arguments are related to the
predictive accuracy of current criteria of the prodrome
as well as the potential harm done with an early and
potentially incorrect ‘diagnosis’ of a prodrome of
psychosis and with ‘antipsychotic’ treatments of any
kind initiated in the wake of such an early diagnosis.

Future directions

In line with the matters of dispute, the main focus
in early detection and intervention research on
psychoses in the nearer future will have to be on
*  more specific prediction models and/or a staging

ofrisk assessment by employing additional clinical

and/or neurobiological features to reduce the
proportion of false-positive predictions

»  studies with longer follow-up periods to avoid
distorted data by false false-positive predictions,
i.e., by cases who had initially met prodromal
criteria but not converted until conclusion of the
study and, therefore, been classified as false-po-
sitive, but who will convert later on and, thus, in
truth be true-positives

e larger samples and multi-site studies to allow
controlling for overfit of prediction models, i.e.,
independent validation samples (Ransohoff 2004)

* a better understanding of the incidence and
prevalence of potentially prodromal features in the
general population when assessed in the same way
as done in help-seeking clinical samples, i.e.,
within a professional clinical interview led by a
trained psychiatrist or psychologist

*  more sensitive criteria that are also able to capture
cases of psychosis lacking positive symptoms, i.e,
those with schizophrenia simplex or the
disorganized subtype (Simon et al. 2007b)

*  the development of group-specific sensitization
programmes in order to reach not only about 30%
(Kohn et al. 2004b) but the majority if not all
persons who will develop a first-episode psychosis
before the onset of psychotic symptoms (Simon
et al. 2007b), thus decreasing the current sample
bias in favour of early help-seeking persons
(Schultze-Lutter et al. 2008)

e the development of safe and risk-adapted
treatments - psychological and/or pharmacological
- that are well-tolerated and well-accepted

*  the conduction of risk-benefit and cost-benefit
analyses of early detection and intervention
programmes including a thorough assessment of
direct and indirect costs.

To reach these aims and “overcome the pitfalls of
schizophrenia prevention, optimal early detection
systems need to be modeled as collaboration between
youth and adult psychiatry and as networks across
catchment areas. Failure to successfully combine the two
areas would result in the prevention system again
becoming highly selective.” (Simon et al. 2007b, p. 102).

Once an early detection and intervention is
sufficiently evidence-based, it should be implemented
broadly into clinical guidelines and practice and paid
for by health insurances. Yet before this can be done
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across Europe, different types of programmes will have
to be developed and again evaluated that fit the needs
and possibilities of different settings in terms of (i)
different health policies and funding schemes across
European countries, (ii) different cultural or regional
attitudes towards mental disorders and mental health
care providers (iii) different mental health care
providing institutions (e.g., private practice, day clinic,
hospital or university hospital) and, last but not least,
(iv) subgroups of patients with special needs or
background (Schultze-Lutter et al. 2008). In addition,
future early detection and intervention programmes will
have to broaden their focus to other mental disorders
to provide early support for those seeking it early in
course of a non-psychotic disorder as already attempted
in Northern France and Luxembourg. Such a an
extension of preventive efforts might also pave the way
towards the implementation of primary preventive
efforts that, at present, are considered among the
majority of supporters and opponents of an early
detection and intervention alike as an unlikely aim due
to the lack of specificity and the multitude of known
risk factors of those each is of little predictive value in
itself (Maiki et al. 2005). Yet, it had been argued that, at
least theoretically, a primary prevention of psychosis
might be possible in future (Suvisaari et al. 1999, Veijola
et al. 2000, McGrath 2003) and “that trying to prevent
schizophrenic disorders could be helpful, paradoxically,
even if we could not reduce even one case of
schizophrenia. As a matter of fact, risk factors for
schizophrenia are not specific for this disease, but are
relevant for a broad range of mental disorders. Even if
we do not prevent schizophrenic disorders with primary,
secondary or tertiary measures, our beginning to
counteract well established risk factors for mental health
(and promote protective factors) is an outstanding
enterprise to promote health in the general population
and reduce a broad spectrum of mental disorders”
(Grispini 2003, p. 26).

Acknowledgements

If not stated otherwise, the paper reflects the authors’
personal views and knowledge. As such, it does not claim to
give an exhaustive overview about all preventive efforts on
psychosis within Western and Western-Central Europe. Local
clinical services and papers not listed or under different key
words in PubMed, in particular, might have escaped our
attention.

References

American Psychiatric Association, APA (1994). Diagnostic and
statistical manual of mental disorders, fourth edition:
DSM-1V. APA, Washington.

Bak M, Myin-Germeys I, Delespaul P, Vollebergh W, de Graaf
R, van Os J (2005). Do different psychotic experiences
differentially predict need for care in the general
population? Comprehensive Psychiatry 46, 3, 192-199.

Bechdolf A, Pukrop R, Kohn D, Tschinkel S, Veith V, Schultze-
Lutter F, Ruhrmann S, Geyer C, Pohlmann B, Klosterkétter
J (2005b). Subjective quality of life in subjects at risk for
a first episode of psychosis: a comparison with first episode
schizophrenia patients and healthy controls. Schizophrenia

Clinical Neuropsychiatry (2008) 5, 6

Research 79 1, 137-143.

Bechdolf A, Ruhrmann S, Wagner M, Kiithn KU, Janssen B,
Bottlender R, Wieneke A, Schultze-Lutter F, Maier W,
Klosterkotter J (2005a). Interventions in the initial
prodromal states of psychosis in Germany: concept and
recruitment. British Journal of Psychiatry 48, Suppl, S45-
S48.

Bechdolf A, Veith V, Schwarzer D, Schormann M, Stamm E,
Janssen B, Berning J, Wag-ner M, Klosterkotter J (2005¢).
Cognitive-behavioral therapy in the pre-psychotic phase:
an exploratory study. Psychiatry Research 136, 2-3, 251-
255.

Bentall RP, Morrison AP (2002). More harm than good: The
case against using antipsychotic drugs to prevent severe
mental illness. Journal of Mental Health 11, 4, 351-356.

Berger G, Dell’Oliio M, Amminger P, Cornblatt B, Phillips L,
Yung A, Yan Y, Berk M, McGorry P (2007).
Neuroprotection in emerging psychotic disorders. Early
Intervention in Psychiatry 1, 114-127.

Berger GE, Smesny S, Amminger GP (2006). Bioactive lipids
in schizophrenia. International Rev Psychiatry 18, 2, 85-
98.

Bleuler E (1911). Dementia praecox oder Gruppe der Schi-
zophrenie. In Aschaffenburg G (ed) Handbuch der
Psychiatrie, 4. Abtlg, 1. Hiilfte. Deuticke, Leipzig

Bleuler M, Huber G, Gross G, Schiittler R (1976). Der langfristige
Verlauf schizophrener Psychosen. Gemeinsame Ergebnisse
zweier Studien [Long-term course of schizophrenic
psychoses. Joint results of two studies]. Nervenarzt 47, 8,
477-481.

Brockhaus-Dumke A, Schultze-Lutter F, Miiller R, Tendolkar I,
Bechdolf A, Pukrop R, Klosterkdtter J, Ruhrmann S (2008).
Sensory gating in schizophrenia: P50 and N100 gating in
antipsychotic-free subjects at risk, first-episode and chronic
patients. Biological Psychiatry.doi:10.1016/j.biopsych.
2008.02.006.

Brockhaus-Dumke A, Tendolka I, Pukrop R, Schultze-Lutter F,
Klosterkétter J, Ruhrmann S (2005). Impaired mismatch
negativity generation in prodromal subjects and patients
with schizophrenia. Schizophrenia Research 73, 297-310.

Broome RM, Woolley JB, Johns LC, Valmaggia LR, Tabraham
P, Gafoor R, Bramon E, McGuire PK (2005). Outreach
and support in south London (OASIS): implementation of
a clinical service for prodromal psychosis and the at risk
mental state. European Psychiatry 20, 372-378.

Biirgy M (2008). The Concept of Psychosis: Historical and
Phenomenological Aspects. Schizophrenia Bulletin
doi:10.1093/schbul/sbm136.

Canstatt C (1843). Handbuch der medicinischen Klinik. Die
specielle Pathologie und Therapie. Verlag von Ferdinand
Enke, Erlangen.

Conrad K (1958). Die beginnende Schizophrenie. Versuch einer
Gestaltanalyse des Wahns. Thieme, Stuttgart.

Cougnard A, Salmi LR, Salamon R, Verdoux H (2005). A
decision analysis model to assess the feasibility of the early
detection of psychosis in the general population.
Schizophrenia Research 74, 1, 27-36.

Cougnard A, Verdoux H (2006). Faut-il mettre en place des
programmes de dépistage des troubles psychotiques
débutants? [Screening programs for early detection of
psychosis?] La Presse Médicale 35, 3 Pt 2, 469-474.

David AS (2004). Is early intervention a waste of valuable
resources? In McDonald C, Schultz K, Murray R, Wright
P (eds) Schizophrenia: Challenging the Orthodox. Taylor
& Francis, London New York, 105-112.

Department of Health (2000). The NHS Plan: A Plan for
Investment, a Plan for Reform. Department of Health,
London, England.

European Communities, EC (2005). Green Paper Improving the
mental health of the population: Towards a strategy on
mental health for the European Union. Online at: http:/
ec.europa.eu/health/ph_determinants/life style/mental/
green_paper/mental_gp en.pdf.

311



Frauke Schultze-Lutter et al.

Falloon IR (1992). Early intervention for first episodes of
schizophrenia: a preliminary exploration. Psychiatry 55,
1, 4-15.

Falloon IR, Kydd RR, Coverdale JH, Laidlaw TM (1996). Early
detection and intervention for initial episodes of
schizophrenia. Schizophrenia Bulletin 22,2, 271-282.

Franzek E, Beckmann H (1998). Different genetic background
of schizophrenia spectrum psychoses: a twin study.
American Journal of Psychiatry 155, 1, 76-83.

French P, Morrison AP (2004). Early Detection and Cognitive
Therapy for People at High Risk of Developing Psychosis.
John Wiley & Sons, Ltd., Chichester, UK.

Gillies H (1958). The clinical diagnosis of early schizophrenia.
In: Rodger TF, Mowbray RM, Roy JR (eds.). Topics in
Psychiatry. Cassell & Co., Ltd., London, 47-56.

Grispini A (2003). Opportunities and limits of preventive
strategies for schizophrenic disorders. Implications from
an epigenetic-developmental model. In Grispini A (ed)
Preventive strategies for schizophrenic disorders. Giovanni
Fioriti Editore, Roma, 1-27.

Gross G, Huber G (1985). Psychopathology of basic stages of
schizophrenia in view of formal thought disturbances.
Psychopathology 18, 2-3, 115-125.

Gross G, Huber G (1986). Classification and prognosis of
schizophrenic disorders in light of the Bonn follow-up
studies. Psychopathology 19, 1-2, 50-59.

Gschwandtner U, Aston J, Borgwardt S, Drewe M, Feinendegen
C, Lacher D, Lanzarone A, Stieglitz RD, Riecher-Rgssler
A (2003). Neuropsychological and neurophysiological
findings in individuals suspected to be at risk for
schizophrenia: preliminary results from the Basel early
detection of psychosis study - Fritherkennung von
Psychosen (FEPSY). Acta Psychiatrica Scandinavica 108,
152-155.

Hifner H, Loffler W, Maurer K, Hambrecht M, An der Heiden
W (1999). Depression, negative symptoms, social
stagnation and social decline in the early course of
schizophrenia. Acta Psychiatrica Scandinavica 100, 105-
118.

Hifner H, Maurer K, Loffler W, an der Heiden W, Konnecke R,
Hambrecht M (2002) The early course of schizophrenia.
In Héafner H (ed) Risk and protective factors in
schizophrenia - towards a conceptual model of the disease
process. Steinkopff, Darmstadt, 207-228.

Héfner H, Maurer K, Ruhrmann S, Bechdolf A, Klosterkotter J,
Wagner M, Maier W, Bottlender R, Méller HJ, Gaebel W,
Waolwer W (2004). Early detection and secondary
prevention of psychosis: facts and visions. European
Archives of Psychiatry and Clinical Neuroscience 254, 1177-
128.

Hifner H, Nowotny B, Loffler W, an der Heiden W, Maurer K
(1995). When and how does schizophrenia produce social
deficits? European Archives of Psychiatry and Clinical
Neuroscience 246, 17-28.

Hanssen M, Bak M, Bijl R, Vollebergh W, van Os J (2005).The
incidence and outcome of subclinical psychotic
experiences in the general population. British Journal of
Clinical Psychology 44, Pt 2, 181-191.

Huber G (1995). Prodrome der Schizophrenie. [Prodromal
symptoms in schizophrenia]. Fortschritte der Neurologie,
Psychiatrie 63, 4, 131-138.

Huber G, Gross G (1989). The concept of basic symptoms in
schizophrenic and schizoaffective psychoses. Recenti Pro-
gressi in Medicina 80, 12, 646-652.

Huber G, Gross G, Schiittler R (1979) Schizophrenie. Verlaufs-
und sozialpsychiatrische Langzeituntersuchungen an den
1945-1959 in Bonn hospitalisierten schizophrenen
Kranken. Springer, Berlin, Heidelberg, New York.

Isohanni M, Mikikyré T, Moring J, Rédsdnen P, Hakko H,
Partanen U, Koiranen M, Jones P (1997). A comparison of
clinical and research DSM-III-R diagnoses of
schizophrenia in a Finnish national birth cohort. Clinical
and research diagnoses of schizophrenia. Social Psychiatry

312

and Psychiatric Epidemiology 32, 5, 303-308.

Joa I, Johannessen JO, Auestad B, Friis S, McGlashan T, Melle
I, Opjordsmoen S, Simonsen E, Vaglum P, Larsen TK
(2008). The key to reducing duration of untreated first
psychosis: information campaigns. Schizophrenia Bulletin
34,3, 466-472.

Johnstone EC, Abukmeil SS, Byrne M, Clafferty R, Grant E,
Hodges A, Lawrie SM, Owens DG (2000) Edinburgh high
risk study—findings after four years: demographic,
attainment and psychopathological issues. Schizophrenia
Research 46, 1, 1-15.

Johnstone EC, Ebmeier KP, Miller P, Owens DG, Lawrie SM
(2005). Predicting schizophrenia: findings from the
Edinburgh High-Risk Study. British Journal of Psychiatry
186, 18-25.

Jones PB (2002). Risk factors for schizophrenia in childhood
and youth. In: Hifner H (ed.). Risk and Protective Factors
in Schizophrenia. Towards a Conceptual Model of the
Disease Process. Steinkopft, Darmstadt, 141-162.

Jones PB, Rantakallio P, Hartikainen AL, Isohanni M, Sipila P
(1998). Schizophrenia as a long-term outcome of
pregnancy, delivery, and perinatal complications: a 28-year
follow-up of the 1966 north Finland general population
birth cohort. American Journal of Psychiatry 155, 3, 355-
364.

Jones PB, Tarrant CJ (2000). Developmental precursors and
biological markers for schizophrenia and affective
disorders: specificity and public health implications.
European Archives of Psychiatry and Clinical
Neuroscience 250, 6, 286-291.

Kendler KS, Pedersen NL, Farahmand BY, Persson PG (1996).
The treated incidence of psychotic and affective illness in
twins compared with population expectation: a study in
the Swedish Twin and Psychiatric Registries. Psychological
Medicine 26, 6, 1135-1144.

Kirkbride JB, Fearon P, Morgan C, Dazzan P, Morgan K, Tarrant
J, Lloyd T, Holloway J, Hutchinson G, Leff JP, Mallett
RM, Harrison GL, Murray RM, Jones PB (2006).
Heterogeneity in incidence rates of schizophrenia and other
psychotic syndromes: findings from the 3-center AeSOP
study. Archives of General Psychiatry 63, 250-258.

Klosterkotter J (1992). The meaning of basic symptoms for the
genesis of the schizophrenic nuclear syndrome. Japanese
Journal of Psychiatry and Neurology 46, 3, 609-630.

Klosterkatter J, Hellmich M, Steinmeyer EM, Schultze-Lutter F
(2001). Diagnosing schizophrenia in the initial prodromal
phase. Archives of General Psychiatry 58, 158-164.

Klosterkétter J, Ruhrmann S, Schultze-Lutter F, Salokangas
RKR, Linszen D, Birchwood M, Juckel G, Morrison AP,
Vazqueéz-Barquero JL, Hambrecht M, Graf von Reventlow
H, the EPOS group (2005). The European Prediction of
Psychosis Study (EPOS): integrating early recognition and
intervention in Europe. World Psychiatry 4, 161-167.

Koethe D, Gerth CW, Neatby MA, Haensel A, Thies M,
Schneider U, Emrich HM, Klosterkétter J, Schultze-Lutter
F, Leweke FM (2006). Disturbances of visual information
processing in early states of psychosis and experimental
delta-9-Tetrahydrocannabinol altered states of
consciousness. Schizophrenia Research 88, 142-150.

Kohn D, Niedersteberg A, Wieneke A, Bechdolf A, Pukrop R,
Ruhrmann S, Schultze-Lutter F, Maier W, Klosterkotter J
(2004a). Frithverlauf schizophrener Ersterkrankungen mit
langer Dauer der unbehandelten Erkrankung — eine
vergleichende Studie. Fortschritte der Neurologie,
Psychiatrie 72, 88-92.

Kohn D, Pukrop R, Niedersteberg A, Schultze-Lutter F,
Ruhrmann S, Bechdolf A, Berning J, Maier W,
Klosterkotter J (2004b). Wege in die Behandlung:
Hilfesuchverhalten schizophrener Ersterkrankter.
Fortschritte der Neurologie, Psychiatrie 72, 635-642.

Korkeila JA, Svirkis T, Heinimaa M, Ristkari T, Huttunen J,
[lonen T, McGlashan TH, Salokangas RK (2007). Physical
ill health and risk of psychosis. Psychiatry Research 150,

Clinical Neuropsychiatry (2008) 5, 6



Early Detection and Early Intervention in Psychosis in Western Europe

3, 255-63.

Kraepelin E (1896). Psychiatrie - Ein Lehrbuch fiir Studierende
und Arzte (5. Aufl.). Barth Verlag, Leipzig.

Kraepelin E (1909). Psychiatrie. Ein Lehrbuch fiir Studierende
und Arzte. Achte, vollstindig umgearbeitete Auflage. 1.
Band. Allgemeine Psychiatrie. Barth Verlag, Leipzig.

Larsen TK, Friis S, Haahr U, Joa I, Johannessen JO, Melle I,
Opjordsmoen S, Simonsen E, Vaglum P (2001). Early
detection and intervention in first-episode schizophrenia:
a critical review. Acta Psychiatrica Scandinavica 1003,
323-334.

Larsen TK, Melle I, Auestad B, Friis S, Haahr U, Johannessen
JO, Opjordsmoen S, Rund BR, Simonsen E, Vaglum P,
McGlashan T (2006). Early detection of first-episode
psychosis: the effect on 1-year outcome. Schizophrenia
Bulletin 32, 4, 758-764.

Larsen TK, Melle I, Friis S, Joa I, Johannessen JO, Opjordsmoen
S, Simonsen E, Vaglum P, McGlashan TH (2007). One-
year effect of changing duration of untreated psychosis in
a single catchment area .British Journal of Psychiatry 51,
suppl, s128-s132.

Lauber C, Rossler W (2003). Relatives and their attitude to early
detection of schizophrenic psychosis. Psychiatric Bulletin
27, 134-136.

Lauber C, Schmid-Diebold H, Réssler W (2001). Die Einstellung
von Angehdrigen psychisch Kranker zu psychiatrischer
Forschung, insbesondere zur Fritherfassung von
schizophrenen Psychosen [Attitudes to psychiatric
research, early detection of schizophrenic psychosis, and
stigmatization: a survey with relatives of mentally ill
patients]. Psychiatrische Praxis 28, 144-146.

Lawrie SM, Whalley H, Kestelman JN, Abukmeil SS, Byrne M,
Hodges A, Rimmington JE, Best JJ, Owens DG, Johnstone
EC (1999). Magnetic resonance imaging of brain in people
at high risk of developing schizophrenia. The Lancet 353,
9146, 30-33.

Leweke FM, Gerth CW, Klosterkétter J (2004). Cannabis-
associated psychosis. Current status of research. CNS
Drugs 18, 13, 895-910.

Leweke FM, Giuffrida A, Wurster U, Emrich HM, Piomelli D
(1999). Elevated endogenous cannabinoids in
schizophrenia. Neuroreport 10, 8, 1665-1669.

Machén RA, Mednick SA, Schulsinger F (1983). The interaction
of seasonality, place of birth, genetic risk and subsequent
schizophrenia in a high risk sample. British Journal of
Psychiatry 143, 383-388.

Miki P, Veijola J, Jones PB, Murray GK, Koponen H, Tienari P,
Miettunen J, Transkanen P, Wahlber KE, Koskinen J,
Lauronen E, Isohanni M (2005). Predictors of schi-
zophrenia - a review. British Medical Bulletin 73 and 74,
1-15.

Marshall M, Lewis SW, Lockwood A, Drake R, Jones P,
Croudance T (2005). Association between duration of
untreated psychosis and outcome in cohorts of first-episode
patients. Archives of General Psychiatry 62, 975-983.

Mayer-Gross W (1932). Die Klinik. In Bumke O (ed) Handbuch
der Geisteskrankheiten. Fiinfter Teil. Die Schizophrenie.
Julius Springer, Berlin, 293-237.

McGlashan TH, Zipursky RB, Perkins D, Addington J, Miller T,
Woods SW, Hawkins KA, Hoffman RE, Preda A, Epstein
I, Addington D, Lindborg S, Trzaskoma Q, Tohen M, Breier
A (2006). Randomized, double-blind trial of olanzapine
versus placebo in patients prodromally symptomatic for
psychosis. American Journal of Psychiatry 163, 5), 790-
799.

McGorry PD, Yung AR, Phillips LJ (2003). The “close-in” or
ultra high-risk model: a safe and effective strategy for
research and clinical intervention in prepsychotic mental
disorder. Schizophrenia Bulletin 29, 771-790.

McGorry PD, Yung AR, Phillips LJ, Yuen HP, Francey S,
Cosgrave EM, Germano D, Bravin J, McDonald T, Blair
A, Adlard S, Jackson H. (2002). Randomized controlled
trial of interventions designed to reduce the risk of

Clinical Neuropsychiatry (2008) 5, 6

progression to first-episode psychosis in a clinical sample
with subthreshold symptoms. Archives of General
Psychiatry 59, 921-928.

McGrath J (2003) Prevention of schizophrenia - not an
impossible dream. In: Murray RM, Jones PB, Susser E,
van Os J, Cannon M (eds) The Epidemiology of
Schizophrenia. Cambridge University Press, Cambridge,
427-439.

Mednick SA, Parnas J, Schulsinger F (1987). The Copenhagen
High-Risk Project, 1962-86. Schizophrenia Bulletin 13, 3,
485-495.

Miller T, McGlashan T, Rosen J (2002). Prospective diagnosis
of the initial prodrome for schizophrenia based on the
structured interview for prodromal syndromes: preliminary
evidence of interrater reliability and predictive validity.
American Journal of Psychiatry 159, 863-865.

Morrison AP, French P, Walford L, Lewis SW, Kilcommons A,
Green J, Parker S, Bentall RP (2004). Cognitive therapy
for the prevention of psychosis in people at ultra-high risk.
British Journal of Psychiatry 185, 291-297.

Nieman D, Becker H, van de Fliert R, Plat N, Bour L, Koelman
H, Klaassen M, Dingemans P, Niessen M, Linszen D
(2007). Antisaccade task performance in patients at ultra
high risk for developing psychosis. Schizophrenia Research
95, 1-3, 54-60.

Olsen KA, Rosenbaum B (2006). Prospective investigations of
the prodromal state of schizophrenia: assessment
instruments. Acta Psychiatrica Scandinavica 113,273-282.

Pantelis C, Velakoulis D, McGorry PD, Wood SJ, Suckling J,
Phillips LJ, Yung AR, Bullmore ET, Brewer W, Soulsby
B, Desmond P, McGuire P (2003). Neuroanatomical
abnormalities before and after onset of psychosis: a cross-
sectional and longitudinal MRI comparison. The Lancet
361,281-288.

Parnas J (1999). From predisposition to psychosis: progression
of symptoms in schizophrenia. Acta Psychiatrica
Scandinavica 395, 20-29.

Parnas J, Cannon TD, Jacobsen B, Schulsinger H, Schulsinger
F, Mednick SA (1993). Lifetime DSM-III-R diagnostic
outcomes in the offspring of schizophrenic mothers.
Results from the Copenhagen High-Risk Study. Archives
of General Psychiatry 50, 9, 707-74.

Parnas J, Carter JW (2002). High-risk studies and neuro-
developmental hypothesis. In Hifner H (ed) Risk and
Protective Factors in Schizophrenia. Towards a Conceptual
Modlel of the Disease Process. Steinkopff, Darmstadt, 71-
82.

Parnas J, Mednick S A (1991). Early predictors of onset and
course of schizophrenia and schizophrenia spectrum. In
Héfner H, Gattaz WF (eds) Search for the causes of
schizophrenia, vol. 2. Springer, Berlin, Heidelberg, New
York, Tokyo, 34-47.

Parnas J, Vianin P, Seebye D, Jansson L, Volmer-Larsen A, Bovet
P (2001). Visual binding abilities in the initial and advanced
stages of schizophrenia. Acta Psychiatrica Scandinavica
103, 171-180.

Perkins DO, Gu H, Boteva K, Lieberman JA (2005). Relationship
between duration of untreated psychosis and outcome in
first-episode schizophrenia: a critical review and meta-
analysis. American Journal of Psychiatry 162, 10, 1785-
1804.

Phillips LJ, Yung A, McGorry PD (2000). Identification of young
people at risk of psychosis: validation of the Personal
Assessment and Crisis Evaluation Clinic intake criteria.
Australian and New Zealand Journal of Psychiatry 34,
suppl, 164-169.

Power P, McGuire P, lacoponi E, Garety P, Morris E, Valmaggia
L, Grafton D, Craig T (2007). Lambeth Early Onset and
Outreach and Support in South London services. Early
Intervention in Psychiatry 1, 97-103.

Pukrop R, Ruhrmann S, Schultze-Lutter F, Bechdolf A,
Brockhaus-Dumke A, Klosterkotter J (2007). Neuro-
cognitive indicators for a conversion to psychosis:

313



Frauke Schultze-Lutter et al.

Comparison of patients in a potentially prodromal state
who did or did not convert to a psychosis. Schizophrenia
Research 92, 1-2, 116-125.

Pukrop R, Schultze-Lutter F, Ruhrmann S, Brockhaus-Dumke
A, Tendolkar I, Bechdolf A, Matuschek E, Klosterkotter J
(2006). Neurocognitive functioning in subjects at risk for
a first episode of psychosis compared with first and multi-
ple episode schizophrenia. Journal of Clinical and
Experimental Neuropsychology 28, 1388-1407.

Ransohoff DF (4004). Rules of evidence for cancer molecular-
marker discovery and validation. Nature Reviews Cancer
4,309-314.

Riecher-Rossler A (2006). The FEPSY (Early Detection of
Psychosis) study - transition rates and predictors of
psychosis. Schizophrenia Research 86, suppl, S54.

Rossler W, Riecher-Réossler A, Angst J, Murray R, Gamma A,
Eich D, van Os J, Gross VA (2007). Psychotic experiences
in the general population: a twenty-year prospective
community study. Schizophrenia Research 92, 1-3, 1-14.

Réssler W, Salize HJ, van Os J, Riecher-Réssler A (2005). Size
of burden of schizophrenia and psychotic disorders.
European Neuropsychopharmacology 15, 4, 399-409.

Ruhrmann S, Bechdolf A, Kiithn KU, Wagner M, Schultze-Lutter
F, Janssen B, Gaebel W, Méller HJ, Maier W, Klosterkotter
J for the LIPS study group (2007). Acute Symptomatic
Treatment Effects in Persons Putatively in a Late Initial
Prodromal State of Psychosis. British Journal of Psychiatry
191, suppl 51, s88-s95.

Ruhrmann S, Paruch J , Bechdolf A, Pukrop R, Wagner M,
Berning J, Schultze-Lutter F, Janssen B, Gaebel W, Méller
HIJ, Maier W, Klosterkdtter J (2008). Reduced subjective
quality of life in persons at risk for psychosis. Acta
Psychiatrica Scandinavica Epub Jan 30.

Ruhrmann S, Schultze-Lutter F, Klosterkotter J (2003). Early
detection and intervention in the initial prodromal phase
of schizophrenia. Pharmacopsychiatry 36, suppl 3, 162-
167.

Ruhrmann S, Schultze-Lutter F, Maier W, Klosterkotter J (2005).
Pharmacological intervention in the initial prodromal phase
of psychosis. European Psychiatry 20, 1-6.

Riisch N, Angermeyer MC, Corrigan PW (2005). Das Stigma
psychischer Erkrankungen: Konzepte, Formen und Folgen
[The stigma of mental illness: concepts, forms, and
consequences). Psychiatrische Praxis 32, 221-232.

Salokangas RKR, Heinimaa M, Ilonen T, Suomela T, Korkeila
J, Plathin M, Ristkari T, Huttunen J, Hietala J, Syvilahti
E, Cannon T, McGlashan TH (2004). Vulnerability to and
risk of psychosis. Description, experiences and preliminary
results of the detection of early psychosis or DEEP project.
Neurology, Psychiatry and Brain Research 11, 37-44.

Schifer MR, Klier CM, Papageorgiou K, Friedrich MH,
Amminger GP (2007). Fritherkennung psychotischer
Storungen [Early detection of psychotic disorders].
Neuropsychiatrie 21, 1, 37-44.

Schulsinger F, Mednick SA, Venables PH, Raman AC, Bell B
(1975). Early detection and prevention of mental illness:
the Mauritius project. A preliminary report. Neuro-
psychobiology 1, 3, 166-179.

Schultze-Lutter F (2004). Prediction of psychosis is necessary
and possible. In: McDonald C, Schultz K, Murray R,
Wright P (eds) Schizophrenia: Challenging the Orthodox.
Taylor & Francis, London, New York, 8§1-90.

Schultze-Lutter F, Addington J, Ruhrmann S, Klosterkotter J
(2007a). Schizophrenia Proneness Instrument, Adult
version (SPI-4). Giovanni Fioriti Editore s.r.1., Roma.

Schultze-Lutter F, Klosterkétter J, Picker H, Steinmeyer EM,
Ruhrmann S (2007b) Predicting First-Episode Psychosis
by Basic Symptom Criteria. Clinical Neuropsychiatry 4,
1, 11-22.

Schultze-Lutter F, Picker H, Ruhrmann S, Klosterkétter J (2008).
Das Kélner Frith-Erkennungs- & Therapie-Zentrum fiir
psychische Krisen (FETZ): Evaluation der Inanspru-
chnahme. Medizinische Klinik 103, 2, 81-89.

314

Schultze-Lutter F, Ruhrmann S, Berning J, Maier W,
Klosterkotter J (2008). Basic symptoms and ultra-high risk
criteria: Symptom development in the initial prodromal
state. Schizophrenia Bulletin doi:10.1093/schbul/sbn072.

Schultze-Lutter F, Ruhrmann S, Klosterkotter J (2006). Can
schizophrenia be predicted phenomenologically? In
Johannessen JO, Martindale B, Cullberg J (eds) Evolving
Psychosis. Different Stages, Different Treatments.
Routledge, London, New York, 104-123.

Schultze-Lutter F, Ruhrmann S, Picker H, Graf von Reventlow
H, Brockhaus-Dumke A, Klosterkétter J (2007¢). The
distinction between depressive and early psychotic
symptoms. British Journal of Psychiatry 191, suppl 51,
s31-s37.

Schultze-Lutter F, Ruhrmann S, Picker H, Graf von Reventlow
H, Daumann B, Brockhaus-Dumke A, Klosterkotter J,
Pukrop R (2007d). Relationship between subjective and
objective cognitive function in the early and late prodrome.
British Journal of Psychiatry 191, suppl 51, s43-s51.

Simon AE, Cattapan-Ludewig K, Zmilacher S, Arbach D, Gruber
K, Dvorsky DN, Roth B, Isler E, Zimmer A, Umbricht D
(2007a). Cognitive functioning in the schizophrenia
prodrome. Schizophrenia Bulletin 33, 3, 761-71.

Simon AE, Dvorsky DN, Boesch J, Roth B, Isler E, Schueler P,
Petralli C, Umbricht D (2006). Defining subjects at risk
for psychosis: a comparison of two approaches. Schizo-
phrenia Research 81, 1, 83-90.

Simon AE, Roth B, Zmilacher S, Isler E, Umbricht D (2007b).
Developing services for the early detection of psychosis.
A critical consideration of the current state of the art.
European Child & Adolescent Psychiatry 16, 2, 96-103.

Smesny S, Rosburg T, Baur K, Rudolph N, Sauer H (2007).
Cannabinoids influence lipid-arachidonic acid pathways
in schizophrenia. Neuropsychopharmacology 32, 2067-
2073.

Stefanis NC, Delespaul P, Smyrnis N, Lembesi A, Avramopoulos
DA, Evdokimidis IK, Stefanis CN, van Os J (2004a). Is
the excess risk of psychosis-like experiences in urban areas
attributable to altered cognitive development? Social
Psychiatry and Psychiatric Epidemiology 39, 5, 364-368.

Stefanis NC, Hanssen M, Smirnis NK, Avramopoulos DA,
Evdokimidis IK, Stefanis CN, Verdoux H, Van Os J (2002).
Evidence that three dimensions of psychosis have a
distribution in the general population. Psychological Me-
dicine 32, 2, 347-358.

Stefanis NC, Smyrnis N, Avramopoulos D, Evdokimidis I,
Ntzoufras I, Stefanis CN (2004b). Factorial composition
of self-rated schizotypal traits among young males
undergoing military training. Schizophrenia Bulletin 30,
2, 335-350.

Siillwold L, Huber G (1986). Schizophrene Basisstorungen.
Springer, Berlin, Heidelberg, New York.

Sundram S, Dean B, Copolov D (2004). The endogenous
cannabinoid system in schizophrenia. In: Castle D, Murray
R (eds) Marijuana and Madness. Cambridge University
Press, Cambridge, 127-141.

Suvisaari JM, Haukka JK, Tanskanen AJ, Lénnqvist JK (1999)
Decline in the incidence of schizophrenia in Finnish cohorts
born from 1954 to 1965. Archives of General Psychiatry
56, 733-40.

Svirskis T, Korkeila J, Heinimaa M, Huttunen J, Ilonen T, Ristkari
T, McGlashan T, Salokangas RK (2005). Axis-I disorders
and vulnerability to psychosis. Schizophenia Research 75,
2-3, 439-446.

Tienari P, Sorri A, Lahti I, Naarala M, Wahlberg KE, Pohjola J,
Moring J (1985a). Interaction of genetic and psychosocial
factors in schizophrenia. Acta Psychiatrica Scandinavica
319, suppl, 19-30.

Tienari P, Sorri A, Lahti I, Naarala M, Wahlberg KE, Ronkko T,
Pohjola J, Moring J (1985b). The Finnish adoptive family
study of schizophrenia. Yale Journal of Biological Medi-
cine 58, 3, 227-237.

VeijolaJ, Jones P, Mikikyrd T, Moring J, Rantakallio P, [sohanni

Clinical Neuropsychiatry (2008) 5, 6



Early Detection and Early Intervention in Psychosis in Western Europe

M (2000-2001). Early association for schizophrenia in the
1966 North Finland General Population Birth Cohort.
International Journal of Mental Health 29, 84-90.

Verdoux H, Cougnard A (2006). Schizophrenia: who is at risk?
Who is a case? International Clinical Psychopharmacology
21, suppl 2, S17-S19.

Verdoux H, Maurice-Tison S, Gay B, Van Os J, Salamon R,
Bourgeois ML (1998). A survey of delusional ideation in
primary-care patients. Psychological Medicine 28,1, 127-
134.

Verdoux H, van Os J (2002). Psychotic symptoms in non-clinical
populations and the continuum of psychosis. Schizophrenia
Research 54, 1-2, 59-65.

WHO, World Health Organization (2004). Prevention of Mental
Disorders. Effective interventions and policy options. Genf,
WHO, online at: http://www.who.int/mental_health/
evidence/en/prevention_of mental_disorders_sr.pdf.

Wittchen HU (2005). Towards a better understanding of the size
and burden amd cost of brain disorders in Europe. Editorial.
European Neuropsychopharmacology 15, 4, 355-356.

Wittchen HU, Jacobi F (2005). Size and burden of mental
disorders in Europe: a critical review and appraisal of 27

Clinical Neuropsychiatry (2008) 5, 6

studies. European Neuropsychopharmacology 15, 4, 357-
376.

Wolwer W, Buchkremer G, Hafner H, Klosterkétter J, Maier W,
Moller HJ, Gaebel W (2003). German research network
on schizophrenia-bridging the gap between research and
care. European Archives of Psychiatry and Clinical
Neuroscience 253, 6, 321-329.

Yung AR, Phillips LJ, McGorry PD, McFarlane CA, Francey S,
Harrigan S, Patton GC, Jackson HJ (1998). Prediction of
psychosis. British Journal of Psychiatry 172, suppl 33,
14-20.

Yung AR, Phillips LJ, Yuen HP, McGorry PD (2004). Risk factors
for psychosis in an Ultra High Risk group:
psychopathology and clinical features. Schizophrenia
Research 67, 131-142.

Yung AR, Yuen HP, McGorry PD, Phillips LJ, Kelly D, Dell Olio
M, Francey SM, Cosgrave EM, Killackey E, Stanford C,
Godfrey K, Buckby J (2005). Mapping the onset of
psychosis: the Comprehensive Assessment of At Risk
Mental States (CAARMS). Australian and New Zealand
Journal of Psychiatry 39, 964-971.

315





