
BackgroundBackground The Early Detection andThe Early Detection and

Intervention Programme ofthe GermanIntervention Programme ofthe German

Research Networkon SchizophreniaResearch Networkon Schizophrenia

(GRNS) investigates the initialprodromal(GRNS) investigates the initialprodromal

phase of psychosis in amultidimensionalphase of psychosis in amultidimensional

approach.Two intervention strategies areapproach.Two intervention strategies are

being studied by two large-scalebeing studied by two large-scale

multicentre projects.multicentre projects.

AimsAims Topresenttheconceptoftheinter-Topresenttheconceptoftheinter-

vention studies, and to provide an interimvention studies, and to provide aninterim

reportofthe recruitmentprocedure.reportofthe recruitmentprocedure.

MethodMethod Comprehensive cognitive^Comprehensive cognitive^

behavioural therapyhas been developedbehavioural therapyhasbeen developed

for patients inthe‘early initialprodromalfor patients inthe‘early initialprodromal

state’.For patients inthe‘late initialstate’.For patients inthe‘late initial

prodromal state’the atypicalneurolepticprodromal state’the atypicalneuroleptic

amisulprideisexplored.Bothinterventionsamisulprideisexplored.Bothinterventions

are evaluated inrandomised controlledare evaluated inrandomised controlled

trials usingclinicalmanagement as thetrials usingclinicalmanagement as the

control condition.control condition.

ResultsResults Between January 2001andBetween January 2001and

March 2003,1212 individuals seekinghelpMarch 2003,1212 individuals seekinghelp

formentalhealthproblemswere screenedformentalhealthproblemswere screened

for putative prodromal symptoms at fourfor putative prodromal symptoms at four

universitycentres.More than 388 indivi-universitycentres.More than 388 indivi-

dualsfulfilledcriteriaforbothinterventionsdualsfulfilledcriteriaforbothinterventions

and188 (48.5%) gave informed consenttoand188 (48.5%) gave informed consentto

participate in the trials.participate inthe trials.

ConclusionsConclusions The screeningprocedureThe screeningprocedure

appears to be feasible and trialappears to be feasible and trial

participation seems to be acceptable to aparticipation seems to be acceptable to a

relevant proportion of people atrelevant proportion of people at

increasedriskof developingpsychosis.increasedriskof developingpsychosis.

Declaration of interestDeclaration of interest The studyThe study

onthe late initialprodromal state is co-onthe late initialprodromal state is co-

fundedby a research grant from Sanofi^fundedby a research grant from Sanofi^

Synthelabo Germany.Synthelabo Germany.

The Early Detection and Intervention pro-The Early Detection and Intervention pro-

gramme of the Germangramme of the German Research NetworkResearch Network

on Schizophrenia (GRNS)on Schizophrenia (GRNS) waswas establishedestablished

in 2000 to proin 2000 to promote research on the initialmote research on the initial

prodromal phaseprodromal phase of psychosis. Early Detec-of psychosis. Early Detec-

tion and Intervention Centres at the out-tion and Intervention Centres at the out-

patient departments of four universitypatient departments of four university

hospitals (Bonn, Dusseldorf, Munich andhospitals (Bonn, Düsseldorf, Munich and

Cologne) are collaborating in interventionCologne) are collaborating in intervention

studies with Cologne acting as thestudies with Cologne acting as the

coordinating centre.coordinating centre.

An awareness programme (KohnAn awareness programme (Köhn et alet al,,

2002) is ongoing for psychiatric and prim-2002) is ongoing for psychiatric and prim-

ary healthcare services, families of patientsary healthcare services, families of patients

with schizophrenia, several youth supportwith schizophrenia, several youth support

services and the general population. It pro-services and the general population. It pro-

vides information about early symptoms ofvides information about early symptoms of

schizophrenia and the need for early inter-schizophrenia and the need for early inter-

vention. The aims ofvention. The aims of the programme arethe programme are

to promote help-to promote help-seeking and engagementseeking and engagement

with early intervention services forwith early intervention services for

individuals at-risk of psychosis.individuals at-risk of psychosis.

A two-step approach has been createdA two-step approach has been created

in order to identify individuals at-risk forin order to identify individuals at-risk for

psychosis. A checklist (Hafnerpsychosis. A checklist (Häfner et alet al, 2004), 2004)

has been used which serves as a low-has been used which serves as a low-

threshold screening instrument for peoplethreshold screening instrument for people

who have approached general practitionerswho have approached general practitioners

or counselling services, etc. because of men-or counselling services, etc. because of men-

tal health problems. The checklist includestal health problems. The checklist includes

criteria which indicate that a contact or acriteria which indicate that a contact or a

referral to one of the early interventionreferral to one of the early intervention

centres should be made. At the centre, acentres should be made. At the centre, a

detailed assessment is made using adetailed assessment is made using a

specially designed instrument, the Earlyspecially designed instrument, the Early

Recognition Inventory (ERIraos; MaurerRecognition Inventory (ERIraos; Maurer

et alet al, 2004), 2004). The ERIraos indicates whether. The ERIraos indicates whether

the individual at-risk of psychosis is in anthe individual at-risk of psychosis is in an

‘early initial prodromal state’ or a ‘late‘early initial prodromal state’ or a ‘late

initial prodromal state’ (see below), asinitial prodromal state’ (see below), as

defined by the GRNS.defined by the GRNS.

When there is evidence of an earlyWhen there is evidence of an early

initial prodromal state (EIPS), the at-riskinitial prodromal state (EIPS), the at-risk

individual is invited to participate in aindividual is invited to participate in a

randomised controlled trial (RCT) onrandomised controlled trial (RCT) on

psychological early intervention. However,psychological early intervention. However,

an at-risk person with evidence of a latean at-risk person with evidence of a late

initial prodromal state (LIPS) is asked ifinitial prodromal state (LIPS) is asked if

they will take part in an RCT with pharma-they will take part in an RCT with pharma-

cological intervention, using amisulpride.cological intervention, using amisulpride.

In addition to psychopathological andIn addition to psychopathological and

psypsychosocial assessments, individuals arechosocial assessments, individuals are

askedasked to take part in GRNS neurobiologicalto take part in GRNS neurobiological

research projects. These comprise neuro-research projects. These comprise neuro-

psychological and neurophysiologicalpsychological and neurophysiological

assessments, brain imaging and molecularassessments, brain imaging and molecular

geneticsgenetics (Maier(Maier et alet al, 2002). Further-, 2002). Further-

more, the effect of the awareness pro-more, the effect of the awareness pro-

grammegramme is investigated by pre- and post-is investigated by pre- and post-

assessments and comparison with regionsassessments and comparison with regions

in which the awareness programme doesin which the awareness programme does

not operatenot operate (Kohn(Köhn et alet al, 2002) (Fig. 1)., 2002) (Fig. 1).

Each study was approved by the respectiveEach study was approved by the respective

local ethics committees.local ethics committees.

INTERVENTIONS INTHEINTERVENTIONS INTHE
INITIAL PRODROMAL STATESINITIAL PRODROMAL STATES

The EIPS is defined by: (a) the presence ofThe EIPS is defined by: (a) the presence of

certain self-experienced cognitive thoughtcertain self-experienced cognitive thought

and perception deficits (‘basic symptoms’and perception deficits (‘basic symptoms’

according to Huber & Gross, 1989), whichaccording to Huber & Gross, 1989), which

were found to be predictive for transition towere found to be predictive for transition to

psychosis in 70% of the cases within 5psychosis in 70% of the cases within 5

years (Klosterkotteryears (Klosterkötter et alet al, 2001); and/or, 2001); and/or

(b) by the presence of a clinical decline in(b) by the presence of a clinical decline in

functioning in combination with well-functioning in combination with well-

established risk factors (Yungestablished risk factors (Yung et alet al, 1998), 1998)

(see Appendix for details). Estimating the(see Appendix for details). Estimating the

risk/benefit ratio of intervening in the EIPS,risk/benefit ratio of intervening in the EIPS,

a comprehensive cognitive–behaviourala comprehensive cognitive–behavioural

therapy (CBT) programme was developedtherapy (CBT) programme was developed

(Bechdolf(Bechdolf et alet al, 2003, 2005, 2003, 2005bb) which has) which has

been influenced by the work of otherbeen influenced by the work of other

investigators in this field (e.g. Kingdon &investigators in this field (e.g. Kingdon &

Turkington, 1994; FowlerTurkington, 1994; Fowler et alet al, 1995;, 1995;

ChadwickChadwick et alet al, 1996). CBT can be useful, 1996). CBT can be useful

in the early initial prodromal state, inin the early initial prodromal state, in

particular because it is readily accepted byparticular because it is readily accepted by

patients and little stigma is attached. Also,patients and little stigma is attached. Also,

there is no risk of exposing false-positivesthere is no risk of exposing false-positives

to possible pharmacological side-effects.to possible pharmacological side-effects.

Since the efficacy of CBT in schizophreniaSince the efficacy of CBT in schizophrenia

has been established for persistent psy-has been established for persistent psy-

chotic symptoms in a number of investiga-chotic symptoms in a number of investiga-

tions (see meta-analyses by Rector &tions (see meta-analyses by Rector &

Beck, 2001; GouldBeck, 2001; Gould et alet al, 2002; Pilling, 2002; Pilling etet

alal, 2002; Cormac, 2002; Cormac et alet al, 2003), one could, 2003), one could

hypothesise that such an approach ishypothesise that such an approach is

also effective in the prepsychotic phasealso effective in the prepsychotic phase..

Moreover, CBT is an established treatmentMoreover, CBT is an established treatment

for anxiety, depression and several otherfor anxiety, depression and several other

syndromes, which are often present at thissyndromes, which are often present at this

stage.stage.
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The LIPS criteria are similar to theThe LIPS criteria are similar to the

‘ultra-high-risk’ measures used by current‘ultra-high-risk’ measures used by current

controlled intervention studies (McGorrycontrolled intervention studies (McGorry

et alet al, 2002; Woods, 2002; Woods et alet al, 2003; Morrison, 2003; Morrison

et alet al, 2004) (Appendix). Patients fulfilling, 2004) (Appendix). Patients fulfilling

LIPS criteria are highly symptomatic,LIPS criteria are highly symptomatic,

functionally compromised (Millerfunctionally compromised (Miller et alet al,,

2003) and have a risk between 36% and2003) and have a risk between 36% and

54% of developing psychosis within 1254% of developing psychosis within 12

months (Millermonths (Miller et alet al, 2002; Yung, 2002; Yung et alet al,,

2003, 2004; Mason2003, 2004; Mason et alet al, 2004). Taking, 2004). Taking

this into account and also the significantlythis into account and also the significantly

improved tolerability of the new neurolep-improved tolerability of the new neurolep-

tics, it seemed appropriate to investigatetics, it seemed appropriate to investigate

the possible benefits of pharmacologicalthe possible benefits of pharmacological

interventions for these patients. In theinterventions for these patients. In the

LIPS study, amisulpride was chosen forLIPS study, amisulpride was chosen for

several reasons: at a low dose there areseveral reasons: at a low dose there are

beneficial effects on depressive and negativebeneficial effects on depressive and negative

symptoms, probably because of its pri-symptoms, probably because of its pri-

marily dopaminergic properties in themarily dopaminergic properties in the

low-dosage range. At a higher dose it islow-dosage range. At a higher dose it is

an effective antipsychotic and data froman effective antipsychotic and data from

schizophrenia studies lead us to anticipateschizophrenia studies lead us to anticipate

very good tolerability with a side-effect ratevery good tolerability with a side-effect rate

no different from placebo at low doses and,no different from placebo at low doses and,

not least, low weight gain (Ruhrmannnot least, low weight gain (Ruhrmann et alet al,,

2003).2003).

Aims of both intervention studies are:Aims of both intervention studies are:

(a) improvement of present prodromal(a) improvement of present prodromal

symptoms; (b) prevention of socialsymptoms; (b) prevention of social

decline/stagnation; and (c) prevention ordecline/stagnation; and (c) prevention or

delay of progression to psychosis.delay of progression to psychosis.

Intervention in the EIPSIntervention in the EIPS

DesignDesign

Patients meeting EIPS criteria are random-Patients meeting EIPS criteria are random-

ised to receive either comprehensive CBTised to receive either comprehensive CBT

treatment or clinical management for 12treatment or clinical management for 12

months. Interventions in both conditionsmonths. Interventions in both conditions

follow a detailed manual, which definesfollow a detailed manual, which defines

the aims of the sessions, examples of inter-the aims of the sessions, examples of inter-

ventions and gives model responsesventions and gives model responses for thefor the

therapist (Bechdolftherapist (Bechdolf et alet al, 2002). The, 2002). The

recruitment period is 3 years. Assessmentsrecruitment period is 3 years. Assessments

take place pre- and post-treatment (12take place pre- and post-treatment (12

months) and at 24-month follow-up. Aftermonths) and at 24-month follow-up. After

the intervention period, monthly telephonethe intervention period, monthly telephone

interviews are conducted to check if thereinterviews are conducted to check if there

is transition to psychosis. Main ratingis transition to psychosis. Main rating

instruments are the Early Recognitioninstruments are the Early Recognition

Inventory (ERIraos; MaurerInventory (ERIraos; Maurer et alet al, 2004),, 2004),

Positive and Negative Syndrome ScalePositive and Negative Syndrome Scale

(PANSS; Kay(PANSS; Kay et alet al, 1987), DSM–IV Global, 1987), DSM–IV Global

Assessment of Functioning Scale (GAF–F;Assessment of Functioning Scale (GAF–F;

American Psychiatric Association, 1994)American Psychiatric Association, 1994)

and the Montgomery–Asberg Depressionand the Montgomery–Åsberg Depression

Rating Scale (MADRS; Montgomery &Rating Scale (MADRS; Montgomery &

Asberg, 1979). At yearly intervals, theÅsberg, 1979). At yearly intervals, the

Social Adjustment Scale–II (SAS–II; School-Social Adjustment Scale–II (SAS–II; School-

erer et alet al, 1979) is administered. Transition, 1979) is administered. Transition

to psychosis is defined by commonly usedto psychosis is defined by commonly used

criteria (e.g. McGorrycriteria (e.g. McGorry et alet al, 2002; Morri-, 2002; Morri-

sonson et alet al, 2004), such as the presence of at, 2004), such as the presence of at

least one psychotic symptom from a listleast one psychotic symptom from a list

for brief limited intermittent psychiatricfor brief limited intermittent psychiatric

symptoms (BLIPS, see Appendix) for longersymptoms (BLIPS, see Appendix) for longer

than 6 days. In accordance with our differ-than 6 days. In accordance with our differ-

ential intervention approach the presenceential intervention approach the presence

of inclusion criteria for the LIPS served asof inclusion criteria for the LIPS served as

additional exit criteria from the EIPSadditional exit criteria from the EIPS

intervention trial.intervention trial.

CBT interventionCBT intervention

The experimental intervention is based on aThe experimental intervention is based on a

CBT model (LarsenCBT model (Larsen et alet al, 2003). Individual, 2003). Individual

therapy forms the central part of the earlytherapy forms the central part of the early

intervention programme. A combinationintervention programme. A combination

of psychoeducation, symptom, stress andof psychoeducation, symptom, stress and

crisis management modules is adapted tocrisis management modules is adapted to

the specific needs of each client. Althoughthe specific needs of each client. Although

putative prepsychotic symptoms serveputative prepsychotic symptoms serve

as inclusion criteria for therapy, theas inclusion criteria for therapy, the

interventions are problem-oriented,interventions are problem-oriented,

collaborative, educational and involve thecollaborative, educational and involve the

therapist and the client working togethertherapist and the client working together

on an agreed problem list. This may alsoon an agreed problem list. This may also

include problems other than basic symp-include problems other than basic symp-

toms, such as anxiety, depression, familytoms, such as anxiety, depression, family

or occupational problems. Apart from theor occupational problems. Apart from the

treatment of the psychopathological symp-treatment of the psychopathological symp-

toms, one major treatment aspect focusestoms, one major treatment aspect focuses

on attributional styles that underpin symp-on attributional styles that underpin symp-

toms. Psychoeducation and cognitivetoms. Psychoeducation and cognitive

techniques are used to challenge self-techniques are used to challenge self-

stigmatisation and self-stereotypes, helpingstigmatisation and self-stereotypes, helping

the person to protect and enhance self-the person to protect and enhance self-

esteem, and to come to terms with under-esteem, and to come to terms with under-

standing the illness and pursuing life goals.standing the illness and pursuing life goals.

A special group intervention, cognitiveA special group intervention, cognitive

remediation and a short psychoeducationalremediation and a short psychoeducational

multi-family intervention are also parts ofmulti-family intervention are also parts of

the programme (Table 1).the programme (Table 1).

Intervention in the LIPSIntervention in the LIPS

DesignDesign

The LIPS project is a pharmacologicalThe LIPS project is a pharmacological

phase III studyphase III study conforming to good clinicalconforming to good clinical

practice and has a controlled, open-label,practice and has a controlled, open-label,

randomised, parallel group design. In therandomised, parallel group design. In the

first condition, patients receive a psycho-first condition, patients receive a psycho-

logically advanced clinical managementlogically advanced clinical management

programme, including, where necessary,programme, including, where necessary,

crisis intervention, family counselling, etc.crisis intervention, family counselling, etc.

Its primary aim is providing very focused,Its primary aim is providing very focused,

supportive care for the patient’s acutesupportive care for the patient’s acute

needs (psychotherapy is not allowed). Inneeds (psychotherapy is not allowed). In

the second condition, similar clinicalthe second condition, similar clinical

management is combined with amisulpride.management is combined with amisulpride.

The doseThe dose can range between 50 mg andcan range between 50 mg and

800 mg per day, the increase in dose800 mg per day, the increase in dose

follows an algorithm based on clinicalfollows an algorithm based on clinical

improvement and minimal time periodsimprovement and minimal time periods

between changes of dosage. The treatmentbetween changes of dosage. The treatment

period is 2 years with weekly visits duringperiod is 2 years with weekly visits during

the first 4 weeks, then bi-weekly until weekthe first 4 weeks, then bi-weekly until week

12, and monthly, thereafter.12, and monthly, thereafter.

Main rating instruments are ERIraos,Main rating instruments are ERIraos,

PANSS, GAF–F and, at yearly intervals,PANSS, GAF–F and, at yearly intervals,

s 4 6s 4 6

Fig.1Fig.1 Overview of the Early Detection and Intervention programme of the German Research Network onOverview of the Early Detection and Intervention programme of the German Research Network on

Schizophrenia. ERIraos, Early Recognition Inventory; EIPS, early initial prodromal state; LIPS, late initial pro-Schizophrenia. ERIraos, Early Recognition Inventory; EIPS, early initial prodromal state; LIPS, late initial pro-

dromal state; CM, clinical management; CBT, cognitive^behavioural therapy; MED, antipsychotic medication.dromal state; CM, clinicalmanagement; CBT, cognitive^behavioural therapy; MED, antipsychotic medication.

Table1Table1 Psychological intervention in the earlyPsychological intervention in the early
initial prodromal stateinitial prodromal state

ModuleModule TopicsTopics

Individual therapyIndividual therapy
(30 Sessions)(30 Sessions)

Assessment andAssessment and
engagementengagement
PsychoeducationPsychoeducation
Stress managementStress management
SymptommanagementSymptommanagement
Crisis managementCrisis management

Group therapyGroup therapy
(15 Sessions)(15 Sessions)

Positive mood andPositive mood and
enjoymentenjoyment
Social skillsSocial skills
Problem-solvingProblem-solving

CognitiveCognitive
remediationremediation
(12 Sessions)(12 Sessions)

Concentration, attention,Concentration, attention,
vigilance andmemoryvigilance andmemory

Information andInformation and
counselling ofcounselling of
relativesrelatives
(3 Sessions)(3 Sessions)

Psychoeducation of multi-Psychoeducation of multi-
fafammily groupily group
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SAS–II. Among other instruments are theSAS–II. Among other instruments are the

MADRS, the Extrapyramidal SymptomMADRS, the Extrapyramidal Symptom

Rating Scale (ESRS; ChouinardRating Scale (ESRS; Chouinard et alet al,,

1980) and the UKU Side Effect Rating Scale1980) and the UKU Side Effect Rating Scale

(UKU; Lingjaerde(UKU; Lingjaerde et alet al, 1987)., 1987).

RECRUITMENTRECRUITMENT

Between 1 January 2001 and 31 MarchBetween 1 January 2001 and 31 March

2003, 1212 individuals who were seeking2003, 1212 individuals who were seeking

helphelp for mental health problems werefor mental health problems were

examined using the checklist. This wasexamined using the checklist. This was

administered by general practitioners,administered by general practitioners,

counselling services, psychiatrists and psy-counselling services, psychiatrists and psy-

chotherapists in private practice, psychi-chotherapists in private practice, psychi-

atric out-patient units at hospitals or theatric out-patient units at hospitals or the

early intervention centres themselves. Aearly intervention centres themselves. A

total of 994 individuals fulfilled criteriatotal of 994 individuals fulfilled criteria

for further assessment at the early recogni-for further assessment at the early recogni-

tion and intervention centres – 993 out oftion and intervention centres – 993 out of

994 were assessed. A total of 388 individ-994 were assessed. A total of 388 individ-

uals fulfilled at-risk criteria. Of these, 190uals fulfilled at-risk criteria. Of these, 190

fulfulfilled early initial prodromal statefilled early initial prodromal state

criteria and 109 (57.4%) gave informedcriteria and 109 (57.4%) gave informed

consent to participate in the psychologicalconsent to participate in the psychological

intervention study. A total of 198 individ-intervention study. A total of 198 individ-

uals met late initial prodromal state criteriauals met late initial prodromal state criteria

and 79and 79 (39.9%) gave informed consent to(39.9%) gave informed consent to

participate in the pharmacological interven-participate in the pharmacological interven-

tion study. The main reasons why individ-tion study. The main reasons why individ-

uals fulfilling at-risk criteria were notuals fulfilling at-risk criteria were not

included in the trials were: continued sub-included in the trials were: continued sub-

stance misuse, pre-treatment with neuro-stance misuse, pre-treatment with neuro-

leptics, past history of psychotic episodes,leptics, past history of psychotic episodes,

refusing enrolment in research studies,refusing enrolment in research studies,

refusing psychopharmacological treatment,refusing psychopharmacological treatment,

living out of the catchment area, movingliving out of the catchment area, moving

out of the area.out of the area.

DISCUSSIONDISCUSSION

The Early Detection and Intervention pro-The Early Detection and Intervention pro-

gramme of the GRNS investigates thegramme of the GRNS investigates the

initial prodromal phase of psychosis in ainitial prodromal phase of psychosis in a

multidimensional approach including twomultidimensional approach including two

intervention studies.intervention studies.

In the first 2 years of the project overIn the first 2 years of the project over

1200 help-seeking individuals were1200 help-seeking individuals were

screened for at-risk mental state and almostscreened for at-risk mental state and almost

190 patients in the initial prodromal phase190 patients in the initial prodromal phase

were recruited and assessed with regardwere recruited and assessed with regard

to psychopathology, psychosocial andto psychopathology, psychosocial and

neurobiological parameters at fourneurobiological parameters at four

recently established Early Detection andrecently established Early Detection and

Intervention centres. With almost 50%Intervention centres. With almost 50%

of the at-risk individuals, a high numberof the at-risk individuals, a high number

of participants have been recruited forof participants have been recruited for

the psychological and pharmacologicalthe psychological and pharmacological

intervention trials.intervention trials.

Baseline assessments within the twoBaseline assessments within the two

studies indicated that help-seeking individ-studies indicated that help-seeking individ-

uals with prodromal symptoms, who wereuals with prodromal symptoms, who were

randomised to receive a clinical interven-randomised to receive a clinical interven-

tion, were clinically symptomatic and func-tion, were clinically symptomatic and func-

tionally compromised (Ruhrmanntionally compromised (Ruhrmann et alet al,,

2003; Hafner2003; Häfner et alet al, 2004; Bechdolf, 2004; Bechdolf et alet al,,

20052005aa). First interim evaluations of both). First interim evaluations of both

interventions are promising as the twointerventions are promising as the two

approaches seem to be successful regardingapproaches seem to be successful regarding

the first two aims of the interventions: (1)the first two aims of the interventions: (1)

improvement of early or late prodromalimprovement of early or late prodromal

symptoms; and (2) improvement of socialsymptoms; and (2) improvement of social

or occupational functioning (Ruhrmannor occupational functioning (Ruhrmann etet

alal, 2003; Hafner, 2003; Häfner et alet al, 2004; Bechdolf, 2004; Bechdolf

et alet al, 2005, 2005aa). A preliminary analysis of). A preliminary analysis of

the EIPS study indicated advantages ofthe EIPS study indicated advantages of

CBT regarding transition to late initialCBT regarding transition to late initial

prodromal state and psychosis (Hafnerprodromal state and psychosis (Häfner etet

alal, 2004)., 2004).

In summary, the GRNS Early DetectionIn summary, the GRNS Early Detection

and Intervention programme, includingand Intervention programme, including

awareness campaigns and a two-stageawareness campaigns and a two-stage

screening approach, appears to be feasiblescreening approach, appears to be feasible

and effective in recruiting at-risk individ-and effective in recruiting at-risk individ-

uals with putatively prodromal symptomsuals with putatively prodromal symptoms

for interventions in the initial prodromalfor interventions in the initial prodromal

phase. The programme will be completedphase. The programme will be completed

by the end of 2005by the end of 2005 and will provide aand will provide a

sound data-set regarding the efficacy ofsound data-set regarding the efficacy of

intervening in the initial prodromal state,intervening in the initial prodromal state,

the prediction of psychosis, putative under-the prediction of psychosis, putative under-

lying neurobiological variables and thelying neurobiological variables and the

effects of awareness campaigns.effects of awareness campaigns.
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APPENDIXAPPENDIX

Inclusion criteria for interventionInclusion criteria for intervention
studies on the early initialstudies on the early initial
prodromal state and the lateprodromal state and the late
initial prodromal stateinitial prodromal state

Early initial prodromal stateEarly initial prodromal state
One or more of the following basic symptomsOne or more of the following basic symptoms
appeared in the last 3 months, several times a week:appeared in the last 3 months, several times a week:

Thought interferenceThought interference

Thought perseverationThought perseveration

Thought pressureThought pressure

Thought blockageThought blockage

Disturbances of receptive language, either heard orDisturbances of receptive language, either heard or
readread

Decreased ability to discriminate between ideas andDecreased ability to discriminate between ideas and
perception, fantasy and truememoriesperception, fantasy and truememories

Unstable ideas of reference (subject-centrism)Unstable ideas of reference (subject-centrism)

DerealisationDerealisation

Visualperception disturbanceVisualperception disturbance

Acoustic perception disturbanceAcoustic perception disturbance

and/orand/or
Reduction in the DSM^IV Global Assessment ofReduction in the DSM^IV Global Assessment of
Functioning score of at least 30 points (within theFunctioning score of at least 30 points (within the
past year) and at least one of the following riskpast year) and at least one of the following risk
factors:factors:

First-degree relative with a lifetime diagnosis ofFirst-degree relative with a lifetime diagnosis of
schizophrenia or a schizophrenia-spectrumschizophrenia or a schizophrenia-spectrum
disorder.disorder.

Pre- or perinatal complications.Pre- or perinatal complications.

Late initial prodromal stateLate initial prodromal state
Presence of at least one of the following attenuatedPresence of at least one of the following attenuated
psychoticpsychotic symptoms (APS) within the last 3 months,symptoms (APS) within the last 3 months,
appearing several times per week for a period of atappearing several times per week for a period of at
least 1week:least 1week:

Ideas of referenceIdeas of reference

Odd beliefs ormagical thinkingOdd beliefs ormagical thinking

Unusualperceptual experiencesUnusualperceptual experiences

Odd thinking and speechOdd thinking and speech

Suspiciousness or paranoid ideationSuspiciousness or paranoid ideation

and/orand/or
Brief limited intermittent psychotic symptomsBrief limited intermittent psychotic symptoms
(BLIPS), defined as appearance of one of the follow-(BLIPS), defined as appearance of one of the follow-
ing psychotic symptoms for less than 1 weeking psychotic symptoms for less than 1 week
(interval between episodes of at least 1 week),(interval between episodes of at least 1 week),
resolving spontaneously:resolving spontaneously:

HallucinationsHallucinations

DelusionsDelusions

Formal thoughtdisorderFormal thoughtdisorder

Gross disorganised or catatonic behaviourGross disorganised or catatonic behaviour

Exclusion and exit criteriaExclusion and exit criteria
APS or BLIPS (early initial prodromal state).APS or BLIPS (early initial prodromal state).
Present or past diagnosis of a schizophrenic,Present or past diagnosis of a schizophrenic,
schizophreniform, schizoaffective, delusional orschizophreniform, schizoaffective, delusional or
bipolar disorder according to DSM^IV.bipolar disorder according to DSM^IV.
Present or past diagnosis of a brief psychotic disorderPresent or past diagnosis of a brief psychotic disorder
according to DSM^IV with a duration equal to oraccording to DSM^IV with a duration equal to or
of more than 1 week or within the last 4 weeksof more than 1 week or within the last 4 weeks
regardless of its duration.regardless of its duration.
Diagnosis of delirium, dementia, amnestic or otherDiagnosis of delirium, dementia, amnestic or other
cognitive disorder, mental retardation, psychiatriccognitive disorder, mental retardation, psychiatric
disorders due to a somatic factor or related to psy-disorders due to a somatic factor or related to psy-
chotropic substances according to DSM^IV.chotropic substances according to DSM^IV.
Alcohol or drug misuse within the last 3 monthsAlcohol or drug misuse within the last 3 months
prior to inclusion according to DSM^IV.prior to inclusion according to DSM^IV.
Diseases of the central nervous system (inflamma-Diseases of the central nervous system (inflamma-
tory, traumatic, epilepsy, etc.).tory, traumatic, epilepsy, etc.).
AgedAged 5518 years and18 years and 4436 years.36 years.
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CLINICAL IMPLICATIONSCLINICAL IMPLICATIONS

&& Aprogramme including awareness campaigns and a two-stage screening approachA programme including awareness campaigns and a two-stage screening approach
seems to be feasible and effective in recruiting at-risk individuals with putativeseems to be feasible and effective in recruiting at-risk individuals with putative
prodromal symptoms for interventions in the initial prodromal phase.prodromal symptoms for interventions in the initial prodromal phase.

&& For patients presenting with psychosis-predictive basic symptoms and/or aFor patients presenting with psychosis-predictive basic symptoms and/or a
clinically relevant decline of social functioning in combinationwith established riskclinically relevant decline of social functioning in combinationwith established risk
factors (early initial prodromal state) a comprehensive cognitive^behaviouralfactors (early initial prodromal state) a comprehensive cognitive^behavioural
therapy (CBT) was developed, which is evaluated in comparisonwith clinicaltherapy (CBT) was developed, which is evaluated in comparisonwith clinical
management in a randomised controlled trial (RCT).management in a randomised controlled trial (RCT).

&& In patients presenting with attenuated and transient psychotic symptoms (lateIn patients presenting with attenuated and transient psychotic symptoms (late
initial prodromal state) anRCT is being conducted comparing amisulpride and clinicalinitial prodromal state) anRCT is being conducted comparing amisulpride and clinical
management and clinicalmanagement alone.management and clinicalmanagement alone.

LIMITATIONSLIMITATIONS

&& Of the population identifiedwith an at-riskmental state, 51.5% did not participateOf the population identifiedwith an at-riskmental state, 51.5% did not participate
in the related RCTs.in the related RCTs.

&& First results of both treatment approaches have to be cautiously interpreted, asFirst results of both treatment approaches have to be cautiously interpreted, as
they are based on preliminary data obtained from early interim analysis.they are based on preliminary data obtained from early interim analysis.

&& Because the two large-scale RCTs are ongoing no final results can be presented.Because the two large-scale RCTs are ongoing no final results can be presented.
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