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CHAPTERR 1 

GENERALL INTRODUCTION 

Psychoticc disorders have been described since ancient times. Abnormal behaviours and 

psychiatricc conditions under different names, are found in the literature and early scientific 

writingss (Van der Ploeg, 1997). 

Kraepelinn (1899) described several psychiatric conditions under one diagnostic 

classification,, namely 'dementia praecox'. Initially, Kraepelin sought the origin of this 

disorderr in hereditary factors, later also in 'autotoxines' of the brain (Kraepelin, 1919). 

Accordingg to this author, dementia praecox was characterised by progressive blunting with 

aa characteristic age of onset (praecox), resulting in weakness of the mind (dementia). 

Characteristicc of this state were delusions, flat affect and indifference, lack of psychological 

independence,, a-motivation, negativism, impulsive actions, stereotypy and mannerism. 

Althoughh remissions were thought possible, Kraepelin assumed that symptoms could return 

underr the slightest provocation. 

E.. Bleuler (1911), who introduced the term 'schizophrenia', also sought the aetiology of 

thee illness in biological factors. Characteristic of the illness, according to Bleuler, was a 

splitt between mental functions. He specified a hierarchy of primary symptoms (associative 

andd affective disturbances, and ambivalence) and secondary symptoms (e.g. hallucinations 

andd delusions). While focusing on symptoms rather than on course, Bleuler observed that 

schizophreniaa does not always result in mental deterioration. 

Thee observation of heterogeneity in outcome led M. Bleuler (1978) to describe the course 

off  schizophrenia according to two types of illness onset (acute and chronic), two types of 

coursee (simple and undulating), and two types of end state ('recovered or mild impairment' 

andd 'moderate or severe impairment'). Ciompi (1980) conducted a long-term study (37 
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yearss from first hospitalisation on average) on the course of schizophrenia. He distinguished 

eightt course types, consisting of combinations of Bleuler's patterns. From the 228 patients 

withh a diagnosis of schizophrenia, 50% turned out to have had an undulating course, 

whereass 20% were considered as recovered, and 43% as improved. The most frequent 

coursee combinations were: an undulating course with an acute onset, followed by an end 

state,, characterised as 'recovery or mild' (25%), and a simple course with a chronic onset 

andd a 'moderate or severe' end state (24%). 

Althoughh Harding (1988) showed considerable differences in frequencies of the eight 

coursee types between three studies (Bleuler, 1978; Ciompi, 1980; Harding et al., 1987), 

thesee studies clearly demonstrated the heterogeneous course of schizophrenia, contradicting 

thee pessimistic view regarding schizophrenia, originating from the Kraepelinian standpoint, 

ass it is still held by many people (McGorry, 1999). 

Thee heterogeneity in outcome regarding schizophrenia is also reflected in the level of 

sociall  functioning. Bleuler (1978) concluded that 43% of his sample of 208 patients with a 

diagnosiss of schizophrenia, had littl e or no impairment in social functioning. Ciompi (1980) 

definedd social adaptation in terms of having social relationships without conflict, poor social 

relationshipss and being dependent, and judged one-third of his sample to have a good or 

satisfactoryy social adaptation. Harding et al. (1987) used items of the Strauss & Carpenter 

(1977)) prognostic scale and found two-thirds to four-fifths of the subjects to be improved 

socially.. These early studies on social functioning, although methodologically 

heterogeneous,, indicate that social limitations in patients with psychotic disorders are 

considerable. . 

AA MODEL OF VULNERABILITY AND STRESS REGARDING SCHIZOPHRENIA 

Thee heterogeneous outcome in schizophrenia implies that the search for predictors of the 

coursee of the illness has become an important goal, especially during the early phase of the 

illnesss (Carpenter & Strauss, 1991). The selection from different treatment strategies in the 

earlyy phase of the illness becomes possible when robust predictors can be identified. 

Predictorss may also contribute to theory development regarding the pathogenesis of the 

illness.. Regarding the aetiology and course of schizophrenia several models were proposed, 
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whichh were reviewed by Zubin (1972). Zubin & Spring (1977) classified these models in 

threee categories: environmental, social-psychological and internal-biological, and sought for 

commonn characteristics among models that seek the determinants of schizophrenia in 

biologicall  factors and those that regard the illness as a psychosocial disorder. 

Inn the vulnerability model of Zubin & Spring (1977) it is assumed that every person has a 

vulnerabilityy in some degree, which can express itself in a psychotic episode when the 

personall  tolerance threshold is exceeded by the impact of stressors. According to these 

authors,, stressors can be endogenous, such as biochemical or neurophysiological changes, 

causedd for instance by malnutrition, toxic ingestion or infections; or exogenous: the life 

events,, such as marriage, divorce or promotion. Two components are distinguished in 

vulnerability:: 1) inborn vulnerability as it is included in the genes; and 2) vulnerability that 

cann be acquired by traumas or diseases, but also by experiences with other people. In this 

modell  schizophrenia is seen as an episodic illness, like depression, epilepsy, or allergy, 

whereass vulnerability is seen as the primary persistent characteristic, which may or may not 

givee rise to a psychotic episode (Zubin et al., 1983). 

Thee vulnerability and stress factors were depicted in a model (Figure 1.1) by 

Nuechterleinn et al. (1992a). In the premorbid and in the remission period, personal 

vulnerabilityy factors and personal protectors influence each other, as well as environmental 

protectors,, and environmental potentiators and stressors. Fluctuations of, and the interplay 

betweenn the four factors may result in an intermediate state, preceding the onset or return of 

psychoticc symptoms. In the intermediate state, the overloaded information processing, tonic 

autonomicc hyperactivation and deficient processing of social stimuli interact with each other 

andd may result in a prodromal episode. A feedback loop displays the possibility that 

prodromall  symptoms can affect the personal and environmental vulnerability and stress 

factors,, which in turn affect the intermediate state and the prodromal symptoms. When a 

thresholdd of prodromal symptoms is exceeded, a psychotic episode results, which affects 

sociall  and occupational functioning. 

Thee vulnerability-stress model is considered heuristic because it provides a framework of 

globall  entities which can be adjusted or extended when new research findings become 

available.. For instance, not all factors of the personal vulnerability are known, which is true 

inn particular for the biological markers (Goldstein, 1987). Also, the threshold of 

vulnerabilityy is a hypothetical construct, which is difficult to establish for a particular 
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person.. The model is tentative because the associations between the variables and the 

directionss of the relationships are hypothesised, which means that not all relationships and 

interactionss have empirically been confirmed. Nevertheless, the model offers a framework 

inn which much of the results from different research traditions can be organised and 

interpreted.. It also offers the possibility to actually determine the associations as found in 

thee literature concerning the course of schizophrenia in an integrative way. Nuechterlein et 

al.. (1992b) for instance, tested the effects of family factors, patients illness characteristics 

andd living conditions, and their interrelationships regarding the occurrence of psychotic 

relapse. . 

Figur ee 1.1 A tentativ e heuristi c framewor k for som e of the possibl e psychobiologica l vulnerabilit y 
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Thee vulnerability-stress model is also the framework of the present follow-up study, as it 

wass for the preceding intervention study (Linszen, 1993). The focus of the present study is 

thee 5-year course of early-onset schizophrenia and its predictors: the risk and protective 

factors.. However, not all factors of vulnerability and stress are included. Biological factors 

forr instance are missing in the present study, as well as stressful life events, because they 

weree not the focus of the intervention study. Central in the present study are the intervention 

inn the early phase of the illness as a possible protector, and parental expressed emotion as a 

ann environmental stressor. These two factors are described below. 

EXPRESSEDD EMOTION 

Inn Figure 1.1 it is shown that negative family attitudes can be an environmental source of 

stress,, which can trigger a psychotic episode. Critical and emotionally overinvolved, as well 

ass hostile attitudes of family members toward a patient, vulnerable for a psychotic episode, 

aree referred to as expressed emotion (EE). Numerous studies have demonstrated the 

predictivee value of EE regarding psychotic relapse. Although a number of studies failed to 

replicatee this effect (Kavanagh, 1992), meta analyses demonstrated EE to be a robust 

predictorr of relapse in schizophrenia (Parker & Hadzi-Pavlovic, 1990; Bebbington & 

Kuipers,, 1994; Butzlaff & Hooley, 1998). 

Thee replicated finding of high EE predicting psychotic relapse, and the efficacy of family 

interventionss in lowering high EE in conjunction with reduced relapse rates, fed the 

hypothesiss that high EE causes psychotic relapse (Brown et al., 1972; Leff et al., 1982). 

Thee causal role of EE regarding relapse was challenged by others. Firstly, it was stated 

thatt causality cannot be proven in naturalistic studies. When subjects are not randomly 

allocatedd to treatment conditions, the possibility remains that certain characteristics and/or 

behaviourss in the patient elicit negative responses in relatives (Hogarty et al., 1986; 

Koenigsbergg & Handley, 1986; Miklowitz, 1994; Van Os et al., 2001). However, even in 

randomisedd trials in which both EE and relapse are measured at the end of the intervention, 

thee direction of the link between EE and relapse cannot be ascertained. Secondly, other 

variabless were mentioned to account for the efficacy of family intervention: reduction of 

face-to-facee contact between patients and high EE relatives, and better medication 
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compliancee in patients receiving family treatment (Falloon et al., 1982; Leff et al., 1982, 

1985).. A better contact between clinical staff and therapists was also mentioned as a 

possiblee confounding factor (Tarrier et al., 1988; Lam, 1991). Thirdly, it was stated that, in 

orderr to be a cause of relapse, the level of EE must be a constant characteristic in relatives 

(Falloon,, 1988). McCreadie et al. (1993) pointed out that if the level of EE is not constant, 

thuss not a fixed set of attitudes or traits in relatives, it might be a temporary state, waxing 

andd waning with the patient's mental state. Koenigsberg & Handley (1986), Kuipers & 

Bebbingtonn (1988) and Lam (1991) pointed out that EE is usually measured at admission, 

whenn stress in families is high. A number of studies indeed demonstrated that many 

relativess changed spontaneously from high to low EE over time (Brown et al., 1972; Dulz 

&&  Hand, 1986; Hogarty et al., 1986; Tarrier et al., 1988). However, other studies found 

evidencee for EE as a stable characteristic in relatives (McCreadie et al., 1991, 1993; 

Huguelett et al., 1995; Nugter et al., 1997; King, 2000). 

Thee method to assess EE has been criticised as well. Firstly, the standard instrument to 

elicitt EE, the Camberwell Family Interview (Vaughn & Leff, 1976), is time consuming. It 

generallyy takes 1.5 to 2 hours to administer and 3 to 4 hours to rate. This may impede 

carryingg out repeated measurements of EE, and studies with large samples. Indeed, studies 

onn the course of EE are scarce, and samples are usually small (Mari & Streiner, 1994). 

Secondly,, it was stated that the dichotomous nature of the EE index (low/high) does not 

reflectt the complex nature of family relationships (Kuipers, 1992; Gottschalk & Keatinge, 

1993).. Moreover, the highest EE score of two relatives is taken as the family profile score. 

Inn this way the complementary effect of low EE parents in mixed EE families is not taken 

intoo account. Finally, a dichotomous index is less sensitive to change, since smaller changes 

thann from high to low EE cannot be detected. 

TREATMENTT OF PSYCHOTIC DISORDERS 

Antipsychoticc medication and psychosocial interventions are considered as personal and 

environmentall  protectors in the vulnerability-stress model (Figure 1.1). 

Sincee antipsychotics became available in the 1950s, the treatment of schizophrenia has 

improvedd considerably. Long-term studies of first admitted patients show a shift in 
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favourablee outcomes or recoveries from 23% (Bleuler, 1978) through 38% (Wing, 1966) 

duringg the pre-neuroleptic era, to 49% (Hegarty et al., 1994) during the neuroleptic era. 

However,, as Birchwood (1999) pointed out, this shift is not solely attributable to 

neuroleptics.. Continuity in care, support and community based treatment may have 

contributedd to this shift. On the other hand, it is not clear whether patients are always 

compliantt to prescribed antipsychotic medication. It is estimated that 40% of patients with 

schizophreniaa discontinue their medication (Young et al., 1986). Discontinuation of 

antipsychoticss appeared to result in a five times higher risk of psychotic relapse in first 

episodee schizophrenia during five years after recovery from a psychosis (Robinson et al., 

1999). . 

Reasonss for discontinuation of antipsychotic medication by patients are sought in side 

effectss of the medication, in negative symptoms related to antipsychotics, and also in lack of 

insightt in the illness by the patient, and in social factors like lack of support by family 

memberss (Young et al., 1986). Therefore, in order to enhance therapy compliance, 

psychosociall  interventions were developed, not only aimed at providing information about 

thee illness and medication, but also at rehabilitation to enhance social integration. Types of 

psychosociall  intervention are (see for reviews Mueser & Bond, 2000 and Bustillo et al., 

2001):: case management, vocational rehabilitation, social skills training and cognitive 

therapy.. In some interventions relatives are included, to be informed about the illness, to 

encouragee them to act as co-therapists, to help them to cope better with the patient's illness, 

and/orr to lower the level of expressed emotion (see above). In general, psychosocial 

interventionss are superimposed on treatment with antipsychotic medication, to determine the 

additionall  effect of these interventions. 

AIMM AND GENERAL DESIGN OF THE STUDY 

Thee present study regards the 5-year follow-up of an intervention study that was carried out 

inn the Adolescent Clinic of the Academic Medical Center, Department of Psychiatry in 

Amsterdam.. The main goal of that study was the treatment of patients with schizophrenia in 

thee early phase of the illness. It has been reported that a first episode of schizophrenic 

symptomss generally takes place between 15 and 30 years of age (Jablensky et al., 1992), 
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withh a later onset for females than for males (Angermeyer & Kiihn, 1988). It was 

hypothesisedd that intervention in the early phase of the illness could prevent a deteriorating 

coursee (Linszen, 1993). 

Thee 15-month intervention programme turned out to have a beneficial effect on the 

occurrencee of psychotic relapses, irrespective of the type of intervention (standard 

interventionn and standard plus family intervention; Linszen et al., 1996). The use of 

cannabiss and high parental expressed emotion were the best predictors of an unfavourable 

coursee of the illness (Linszen et al., 1994, 1997). However, 16% to 27% (depending on the 

typee of operationalisation) of the patients relapsed during the 12-month out-patient phase of 

thee intervention programme. This is considerably lower than percentages found in other 

interventionn studies (cf. 20% to 53% of relapsed patients within nine months; Mari & 

Streiner,, 1994). Continuity in care with the same personnel responsible for the patients, and 

supportt and education for families, in combination with medication compliance in patients, 

weree probably conducive to this favourable result. 

Thee question was raised whether this effect continued after discharge from the 

interventionn programme. In the present study the course of the illness over Five years after 

dischargee from the intervention programme is studied, as well as the level of social 

functioningg (work, study, living arrangements, help from the family etc.). 

Inn the following section the initial intervention study is described briefly (see also 

Linszen,, 1993), followed by the general design of the follow-up study and the specific 

researchh questions which form the basis of this thesis. 

Thee Intervention study 

Thee subjects of the study were 97 young individuals (mean age at admission 20.5 years) 

with,, mainly (55%), a first psychotic episode, who were admitted in the Adolescent Clinic 

betweenn 1986 and 1990. 

Thee intervention programme consisted of an in-patient phase of three months, and an out-

patientt phase of twelve months. The out-patient phase consisted of a day hospital 

programmee of three months, followed by nine months of community care. 

Thee in-patient phase was aimed at remission or stabilisation of psychotic symptoms, the 

establishmentt of an optimal medication dose, and at education about the type and treatment 
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off  the illness. Efforts were made to create an optimal working alliance with parents. Parents 

weree also educated about the illness and medication, and were instructed to create low stress 

levelss for their child. 

Duringg the out-patient phase, individual contacts occurred biweekly during the first five 

months,, and monthly thereafter. Patients were further taught about the illness, prodromal 

symptomss and the risks of psychotic relapse. They also received medication management 

training,, learned problem-solving techniques, and received help with the organisation of 

employment,, education and financial support. 

Duringg the out-patient phase, half of the patients and their families received an additional 

familyy treatment, based on the behavioural family management of Falloon et al. (1984). 

Supportingg parents and psycho-education, training in communication and problem-solving 

skillss with families, were the main ingredients of the family intervention. The frequency of 

thee family sessions was equal to that of the standard treatment. 

Patientss and parents were randomly allocated to one of the two intervention conditions 

(standardd intervention and standard plus family intervention) after being stratified into low 

andd high parental expressed emotion (EE; see above). Parental EE was assessed with the 

Camberwelll  Family Interview (Vaughn & Leff, 1976), which interview was held within 

elevenn days on average after admission. 

Duringg intervention parental EE was assessed two times with a shorter method than the 

Camberwelll  Family Interview: the Five Minute Speech Sample (Magafia et al., 1986). 

Thesee assessments were carried out at the beginning of the out-patient phase of the 

intervention,, the point in time at which families were randomised over the two intervention 

conditions,, and after the completion of the out-patient phase. 

Thee follow-up study 

Thee follow-up study was carried out in two waves. The first wave took place in 1992 

(Follow-Upp I). At that point in time the follow-up period varied from 17 to 55 months 

(meann 34 months). This was caused by the fact that the patients had finished the intervention 

programmee between 1987 and 1991. For this reason a second wave was planned (Follow-

Upp II) to establish the course of the illness and social functioning over five years. This wave 

wass carried out in 1997/1998 (mean 8 years, range 6-10 years after discharge). At both 
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follow-upp waves the Five Minute Speech Sample was elicited again with parents, thus 

makingg a longitudinal analysis of the level of expressed emotion possible. 

Thee first research question regards the operationalisation of the expressed emotion (EE) 

concept.. As noted above, the level of EE is conventionally expressed as low and high 

expressedd emotion. This dichotomous index does not reflect the complex nature of family 

interactions.. For instance one critical remark more or less can characterise the family as 

highh EE (Hatfield et al., 1987). Moreover, longitudinal analysis with repeated measures on 

dichotomouss variables like EE is difficult, if not impossible, and small changes in the level 

off  EE are hard to detect with such a measure. Therefore, in Chapter 2 a composite scale is 

constructed,, using the nine items of the Five Minute Speech Sample (FMSS). In Chapter 3 

thee association of psychotic relapse as assessed during Follow-up I with the EE scales as 

foundd in Chapter 2, as well as with the original dichotomous FMSS-EE index is 

investigated. . 

Thee second research question concerns the course of parental EE and its association with the 

coursee of the illness. An important issue regarding EE is, whether it is a steady state in 

relatives,, or a fluctuating response to stressful situations. Long-term research on EE is 

uncommon.. Most studies regarding the stability of EE were carried out over 9, 12 or 18 

months.. In these studies percentages of high EE families were compared over different 

pointss in time. A number of studies found EE decreasing over time (see Stirling et al., 1993 

andd Mari & Streiner, 1994 for reviews; and Scazufca & Kuipers, 1998). Other studies 

foundd EE to remain stable, either in parents who were not involved in family intervention 

(McCreadiee et al., 1993; Huguelet et al., 1995; King, 2000) or irrespective of family 

interventionn (McCreadie et al., 1991; Nugter et al., 1997). 

Inn Chapter 4 the course of parental EE is analysed over nine years on average. The 

FMSSS was assessed two times during the 12-month out-patient phase of the intervention 

programmee and two times during follow-up (i.e. at 34 months and at 8 years on average 

afterr discharge). Again, the scale structure as found in Chapter 2 is used, as well as the 

dichotomouss FMSS-EE index. In addition the course of parental EE is compared across the 

twoo intervention conditions (standard intervention and standard plus family intervention). 

Furthermore,, the association between psychotic episodes during five years of follow-up and 
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EEE at four points in time is investigated. With the present design it is possible to get more 

cluess about the role of EE regarding psychotic relapse: is it a predictor, and possibly a 

cause,, of psychotic relapse in patients (EE as assessed two times during intervention); is it 

merelyy associated, and possibly a consequence, of psychotic relapse (the third assessment of 

EE,, falling within the 5-year follow-up period); or is psychotic relapse a predictor of EE 

(thee fourth assessment of EE, which took place after the 5-year period)? 

AA third question regards the course of the illness in relation to social functioning. Bleuler 

(1974)) observed that the development of the subsequent course takes place in the first five 

yearss of the illness. Carpenter & Strauss (1991) studied outcome in schizophrenia after 2, 5 

andd 11 years. They found significant impairments at each point in time, but no evidence for 

aa progressive deteriorating course. Investigating the course of the illness in young patients 

withh early-onset schizophrenia may reveal this plateau effect (McGlashan, 1988; 

Birchwood,, 1999). 

Researchh on the course of schizophrenia was focused for many years on the onset and 

coursee of psychiatric symptoms (Strauss, 1975; Engelhardt & Rosen, 1976). Since treatment 

off  patients with psychiatric symptoms shifted from long-term periods in mental hospital to 

out-patientt services, after a short period in hospital, the research of social functioning has 

becomee increasingly important, because schizophrenia implies severe social impairments. 

Forr this reason social functioning has become an important outcome measure in 

schizophrenia. . 

AA number of instruments were developed to assess social functioning (Piatt et al., 1980; 

WHO,, 1985; Birchwood et al., 1990; Wiersma et al., 1993). In other studies several 

indicatorss for social functioning were used: living within the community, employment, 

havingg a relationship, social contacts, and social abilities (Strauss & Carpenter, 1974, 1977; 

Falloonn et al., 1982; Leff et al., 1989; Xiong et al., 1994; McFarlane et al., 1995; 

Wieselgrenn & Lindström, 1996; Hamer et al., 1998; Liberman et al., 1998). 

ChapterChapter 5 describes the course of schizophrenia, expressed as months with psychotic 

symptoms,, and social functioning, expressed as months in institutions for psychiatric 

patients,, months of structural activities and help from the family. 
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Thee fourth research question regards the prediction of the course of the illness. It is 

assumedd that the development of the illness takes place in the first five years of the illness, 

thee critical period (Birchwood & Macmillan, 1993). When robust predictors are available, it 

iss possible to offer patients differentiated psychosocial interventions, according to their 

expectedd needs. 

Thee vulnerability-stress model as described above, provides the possibility to extend the 

protectorss and stressors, as well as the vulnerability factors. Linszen et al. (1997) reviewed 

predictorr studies regarding psychotic relapse. The predictors as found in the research 

literaturee were: gender, education, the Strauss & Carpenter prognostic scale (Kokes et al., 

1977),, the premorbid adjustment scale of Goldstein (Kokes et al., 1977), parental expressed 

emotionn (Vaughn & Leff, 1976), socio-economic status, one parent household, age at first 

psychoticc episode, type of illness onset (acute, subacute, chronic), prior psychotic episodes, 

diagnosiss (schizophrenia v. schizophrenia related disorders), psychopathology at the end of 

thee in-patient phase of the intervention (Breier et al., 1991), the use of cannabis (Linszen et 

al.,, 1994), and duration of untreated illness. 

Inn Chapter 6 the fourteen variables as described by Linszen et al. (1997) are investigated 

ass possible predictors of the 5-year course of the illness, and aspects of social functioning, 

i.e.. living in institutions for psychiatric patients, structural activities and help from the 

family.. To the fourteen possible predictors, four more variables were added, because they 

appearedd to be predictive in recent research literature, and because they were also assessed 

inn the Linszen et al. intervention study: prior admissions (Lay et al., 2000), ethnic group 

(McKenziee et al., 2001), living with parents before admission (Nuechterlein et al., 1992b), 

andd compliance with antipsychotic medication (Robinson et al., 1999) during intervention. 

Interventionn condition is included as a possible predictor as well, because an effect of this 

variablee was found on living in institutions for psychiatric patients (Chapter 5). 

Thee outcome variables and the (possible) predictors are included in one model, using path 

analysis.. In this way it is possible to determine the relative effect of the predictor variables, 

nott only on psychotic relapse, but also on the other outcome variables, and the 

interrelationshipss between outcome variables. Moreover, path analysis provides the 

possibilityy to fdl in the vulnerability-stress model, partially, since we have no biological 

variabless for the present sample. 
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