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CHAPTERR 7 

GENERALL DISCUSSION 

Thee purpose of this thesis was to investigate the 5-year course of the illness in early-onset 

schizophreniaa spectrum disorders after psychosocial intervention in the early phase of the 

illness.. Following the trend of deinstitutionalisation, which in The Netherlands took its form 

duringg the 1980s, patients who were admitted to the Adolescent Clinic between 1986 and 

1990,, received a short in-patient intervention of three months, followed by twelve months of 

out-patientt care. After discharge from the intervention, the patients were referred to 

psychiatricc services in their area of residence. As pointed out in Chapter 1, limitations in 

sociall  functioning are an important consequence of the illness. A consequence of 

deinstitutionalisationn is, that people who have been psychotic are supposed to be able to live 

withinn the community with help of out-patient services. The symptomatic and social course 

off  the illness and its predictors is studied in the present thesis. The four research questions 

thatt formed the basis of this thesis regarded: 1) the operationalisation of expressed emotion; 

2)) the long-term course of parental expressed emotion; 3) the 5-year symptomatic and social 

coursee of early onset schizophrenia; and 4) predictors of the 5-year course of the illness. 

Thee results of the present study are briefly discussed in the following section, followed 

byy some considerations about the assessment of EE, psychotic episodes and social 

functioning,, and by limitations of the study and suggestions for further research. 
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THEE 5-YEAR SYMPTOMATIC AND SOCIAL COURSE 

Psychoticc episodes and social functioning 

Ann earlier study (Linszen et al., 1996) showed that during the 12-month out-patient 

intervention,, psychotic relapses could be delayed: 16% to 29% of the patients had a 

psychoticc relapse, depending on the strictness of the operationalisation of the concept of 

relapsee (Linszen et al., 1994b). In this thesis it is shown that this beneficial effect did not 

lastt after discharge from the intervention. Although the percentage of relapses is lower than 

inn other intervention studies (25% survived the five years without relapse; Chapter 5), we 

mustt conclude that the results are not as was expected. On the contrary, it was hypothesised 

thatt an intervention in the early phase of the illness would prevent a deteriorating course. 

Furthermore,, the diree areas of social functioning we studied (living arrangements, 

structurall  activities and help from the family) indicate that young adults who had 

experiencedd a first or second psychotic episode have considerable social limitations later on. 

Howw can we interpret these results? On the one hand one may conclude that, congruent 

withh the observation of McGlashan & Johannessen (1996), our intervention was effective as 

longg as it was active. On the other hand, after discharge the patients were referred to out-

patientt services in tiieir area of residence, and several types of out-patient treatment are 

availablee in The Netherlands. In Chapter 5 (Table 5.2) it was shown that 23% of the patient 

groupp never attended out-patient services. Taken together the three types of ambulatory care 

inn Table 5.2. (day treatment, out-patient services and family therapy) 18% of the patient 

groupp never took part in any of these types of care. Participation in ambulatory care is not 

relatedd to duration of psychotic episodes (U M-W 318; P=0.29), revealing that quite a 

proportionn of the patients who had one or more psychotic episodes, or with continuous 

psychoticc symptoms, did not participate in ambulatory treatment. 

Inn the present study, reasons for compliance with ambulatory treatment were not 

investigated.. These reasons should be investigated in future follow-up studies. In this group 

off  young patients, parents appeared to be important providers of support in several areas. 

Whenn refusers of professional care get older and their parents fall away as important 

providerss of support, they are at risk to become homeless and hopeless. 
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Thee role of expressed emotion 

Regardingg the possible causal relationship between relative's expressed emotion (EE) and 

thee risk of psychotic relapse in patients, controversies grew in me literature (see Chapter 1). 

Trials,, directed at lowering high EE, or studies regarding the stability of EE, were supposed 

too provide support for a causal model regarding psychotic relapse. 

Methodologicall  problems were reported concerning clinical trials regarding the 

associationn between EE and psychotic relapse. In the first clinical trial, aimed at lowering 

highh EE (Leff et al., 1982, 1985), it was attempted to reduce face-to-face contact with high 

EEE relatives as well. In the following studies, only patients with high EE relatives were 

selectedd for the trial (Leff et al., 1982, 1985; Hogarty et al., 1986, 1987; Tarrier et al., 

1988,, 1989; Leff et al., 1989, 1990). When families with an initial high EE level are not 

contrastedd to initial low EE families, no conclusions can be made about a possible causal 

effectt of EE. A further limitation of the Hogarty et al. study was, that for relapsed patients 

thee second EE was assessed in families at the time of relapse. This implies that EE was 

assessedd again at a stressful point in time, and that the level of EE before and after the 

relapsee remained unknown. In a recent review (Pharoah et al., 2000) only one study that 

passedd the selection criteria of this Cochrane review was found to decrease EE significantly 

(Tarrierr et al., 1988). Regarding the natural course of EE over time, contradictory results 

weree reported (see Chapter 1). Consequently, conclusions about the causal role of high EE 

regardingg psychotic relapse are built on littl e empirical evidence. 

Whatt can be concluded from our study? Firstly, this thesis demonstrated that the long-

termm course of schizophrenia could be predicted neither with EE as assessed at admission 

withh the Camberwell Family Interview (Chapter 6), nor with EE as measured with the Five 

Minutee Speech Sample (FMSS), assessed at the beginning of the controlled trial or at 

dischargee (Chapter 4). Secondly, Chapter 4 demonstrated that EE is not stable over time, 

accordingg to the scales that were constructed from the items of the FMSS, and according to 

thee conventional dichotomous EE index, also derived from the FMSS. Since our results do 

nott satisfy the assumptions for a possible causal relationship as noted above, we must 

concludee that in this group of patients with early-onset schizophrenia, the hypothesis of a 

causall  relationship between EE and psychotic relapse is not supported. 

Thee finding that psychotic episodes were associated with criticism/dissatisfaction as 

assessedd within the 5-year follow-up period, may be interpreted to mean that psychotic 
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relapsee in patients can elicit a critical attitude in relatives. However, since attitudes are not 

experimentall  variables that can be held under control in trials, like for instance intervention 

condition,, research on the relationship between EE and psychotic relapse is correlational of 

nature.. This implies that the causal effect of EE on relapse cannot be established. Only in 

experimentall  studies, in which high EE is induced in patients under controlled 

circumstances,, for instance in a laboratory, we can investigate the causal effect of EE on the 

coursee of the illness. But such a study is not desired on ethical grounds. 

Thee effect of family intervention 

Familyy intervention had no effect on psychotic relapse during the 5-year follow-up period. 

AA differential intervention effect was found only for living in institutions for psychiatric 

patients.. Patients from families that had received the additional family intervention, spent 

tenn months less, on average, in institutions for psychiatric patients than patients who had 

receivedd the standard intervention (Chapter 5). Furthermore, in Chapter 4 an interaction 

effectt between intervention condition and time was found for emotional overinvolvement 

(EOI).. For families that received the standard intervention, the EOI score slightly increased 

afterr discharge, whereas for families that received the additional family intervention this 

scoree decreased at the point in time that fell entirely within the 5-year follow-up period. 

However,, there was no association between the EOI level at that point in time and living in 

institutionss for psychiatric patients (U M-W 253; P=0.51). Hence, we cannot conclude that 

thee reduction of months spent in institutions for psychiatric patients in the group that 

receivedd family intervention is caused by the decrease of high EOI in that group. 

Forr criticism/dissatisfaction as assessed within the 5-year follow-up period, an association 

wass found with duration of psychotic episodes (Chapter 4) and with living in institutions for 

psychiatricc patients (p 0.23; P=0.05), whereas intervention condition had a differential 

effectt on living in institutions for psychiatric patients (Chapter 5). However, intervention 

conditionn had no differential effect on the level of criticism/dissatisfaction (Chapter 4). 

Takenn together, the results provide no evidence that EE (expressed as 

criticism/dissatisfactionn and EOI) has a mediating role between intervention condition and 

durationn of psychotic episodes, as was suggested by Tarrier et al. (1988), or living in 

institutionss for psychiatric patients. 
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Predictorss of illness course 

Apartt from EE, many other predictors of the course of schizophrenia were proposed (see 

Linszenn et al., 1997; and Chapter 6 here). The vulnerability-stress model of Nuechterlein et 

al.. (1992) described the vulnerability and stress factors in schizophrenia in a tentative 

fashion,, offering die opportunity to extend the model, and to integrate research findings. 

However,, few studies tested the effect of possible predictors in an integrative way. 

Withh multiple techniques it is possible to adjust for the effect of an independent variable 

onn an outcome (or dependent) variable for all other variables included in the model, that is, 

statisticallyy adjust for the estimated effects of each independent variable in the model for 

differencess in the distributions of, and associations among the other independent variables. 

Withh multivariate analysis, more than one dependent variable is included in one model. This 

iss important here, not only because the four outcome variables are correlated (Chapter 5), 

butt also because multivariate analyses can detect effects that might not become apparent in 

separatee analyses on the four outcome variables (Huberty & Morris, 1989; Streiner, 1993). 

Withh path analysis it is possible to analyse the effects of independent variables on more 

thann one dependent or outcome variable and to postulate causal directions. However, causal 

directionss cannot be proven by this method (Hayduk, 1987). Loehlin (1998, page 4) states 

thatt 'The essential feature for the use of a causal arrow in a path diagram is the assumption 

thatt a change in the variable at the tail of the arrow will result in a change in the variable at 

thee head of the arrow, all else being equal 

Inn the model of Chapter 6 it is plausible to assume that predictor variables, assessed at 

thee beginning of the intervention, possibly influence the four outcome variables that were 

assessedd after the intervention. For the four outcome variables (duration of psychotic 

episodes,, living in institutions for psychiatric patients, structural activities and help from the 

family)) postulating the directions of die arrows is less clear cut, because these variables 

weree collected cross-sectionally. Given the positive associations of duration of psychotic 

episodess with living in institutions for psychiatric patients and with help from the family, we 

mayy assume that duration of psychotic episodes affects the other two variables. 

Furthermore,, the negative association with structural activities may be an indication for the 

possiblee effect of duration of psychotic episodes on this type of activities. 

Itt is difficult to compare the model of Chapter 6 with the vulnerability-stress model of 

Nuechterleinn et al. (1992; Chapter 1 here). In the present study two indicators for social 
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functioningg were used: structural activities and help from the family, whereas living in 

institutionss for psychiatric patients is assumed to be a consequence of the course of the 

illness.. Furthermore, biological vulnerability markers lack in our study. Nevertheless, the 

scoree on the prognostic scale, diagnosis (schizophrenia v. schizophrenia related disorder), 

andd age at first episode may be seen as markers of the personal vulnerability, of which each 

hass a specific effect on three of the outcome variables: duration of psychotic episodes, help 

fromm the family and living in institutions for psychiatric patients. 

OPERATIONALISATIONS S 

Expressedd emotion 

Fromm all possible predictors of the course of schizophrenia, expressed emotion (EE) in 

relativess seems to be the most thoroughly researched. Many studies replicated the predictive 

valuee of this variable regarding the occurrence of psychotic relapse (Kavanagh, 1992). 

However,, research on EE has raised many questions regarding operationalisation, reliability 

andd validity of the construct, as well as causality regarding psychotic relapse. Part of this 

thesiss addresses some of these questions (Chapter 2, 3 and 4). 

Inn Chapter 2 it was pointed out that the dichotomous index for EE (low/high) is 

problematic:: it does not cover the complex nature of family attitudes, it is questionable 

whetherr this index can be regarded as one construct, and it is not sensitive to small changes. 

Forr the more differentiated measures as proposed in the literature (see Kazarian, 1992) the 

reliabilityy and predictive value were not established, or established only for small groups. 

Forr this reason a composite scale was constructed in a group of 120 parents. From the two 

scaless the one for criticism/dissatisfaction (a 7-point scale) was associated with psychotic 

episodes,, whereas this was not the case for the dichotomous EOI-scale and the conventional 

EE-indexx (Chapter 3). From the results of Chapter 2 and 3 it may be concluded that a 

differentiatedd scale for EE might be a better predictor of psychotic relapse than a 

dichotomouss index. 

Butt what about the validity of this scale? In Chapter 2 it was pointed out that in the 

literaturee regarding research on EE, conclusions about the validity of the EE construct are 

basedd mainly on its predictive value regarding psychotic relapse. This is not an altogether 
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correctt inference, because predictive value is no guarantee that a certain theoretical trait is 

measuredd (Selltiz et al., 1976). In our case this means that high EE in parents may be a 

reflectionn of the distress experienced by parents, as a consequence of the severity of the 

illnesss in their children (Schene & Van Wijngaarden, 1995). Consequently, the association 

betweenn criticism/dissatisfaction and psychotic relapse as found in Chapter 3 gives no clues 

aboutt the validity of the scale. It is recommended therefore, that the scores on the two 

scaless be compared with scores derived from other instruments to assess EE, for instance 

thee Camberwell Family Interview (Vaughn & Leff, 1976), which is the classical mediod 

(convergentt validity), or with results from other family measures (concurrent validity), 

preferablyy from direct interactions between patients and relatives, for instance affective style 

(Valonee et al., 1983) or communication deviance (Goldstein, 1985). 

Psychoticc episodes 

Thee method to assess psychotic episodes, or psychotic relapses, appeared to vary in the 

researchh literature (see for a review Falloon et al., 1983). In early studies the course of the 

illnesss was assessed by clinical observations (e.g. Bleuler, 1911; Kraepelin, 1919; Bleuler, 

1978;; Ciompi, 1980), which often lack a clear definition. For instance, in Bleuler's (1978) 

andd Ciompi's study it was not precisely specified what was meant by an 'undulating course1. 

Inn many studies ^hospitalisations were used as the criterion for relapse (e.g. Buchkremer et 

al.,, 1991; Bertrando et al., 1992; Haro et al., 1994), or included in the relapse criteria (see 

Falloonn et al., 1983; Kavanagh, 1992; and Xiong et al., 1994). According to Falloon et al. 

(1983)) rehospitalisations are more related to behavioural or social disturbances and to the 

tolerancee of the environment than to symptom exacerbation. Furthermore, patients cared for 

att home are often excluded in studies applying rehospitalisations as a measure of outcome 

(Falloon,, 1984). Hence, rehospitalisations as the only outcome criterion, provides only 

somee indication for the course of the illness. 

Too assess psychotic relapses, standardised instruments are required, which should be 

assessedd repeatedly in order to assess the course of the illness qualitatively: the specific 

symptoms,, and quantitatively: the severity and duration of the psychotic symptoms (Falloon 

ett al., 1983). A repeated assessment of the course of the illness implies, that the patients 

mustt be seen regularly. In the present study this was not possible, because after discharge 
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fromfrom the intervention programme, our staff had no further contact with the patients. For this 

reason,, the Life Chart Schedule (LCS; World Health Organization, 1992) was chosen to 

assesss the course of the illness. With this instrument it is possible to assess the long-term 

coursee of the illness retrospectively in a reliable way (Susser et al., 2000). 

Inn most relapse studies the first occurrence of psychotic relapse is used as the only 

outcomee criterion. With such a measure, patients who had a relapse are subsequently 

terminatedd from the study (Falloon et al., 1983; Mari & Streiner, 1994), because the further 

coursee of the illness is not taken into account. In some studies annual relapse rates 

(Huguelett et al., 1995) or cumulative relapse rates (Wiersma et al., 1998) were reported. 

Robinsonn et al. (1999) calculated the probability of subsequent relapses, given that a former 

relapsee had occurred. The latter methods provide a better impression of the severity of the 

coursee of the illness than reports on first relapses only, but render no information on the 

durationn of psychotic episodes. With the LCS it is possible to express the course of the 

illnesss as months that patients had psychotic symptoms, which represents a truer 

longitudinall  measure. 

Persistingg psychotic symptoms form a problem in studies on psychotic relapse. In some 

studiess patients with continuous psychotic symptoms are excluded from the analyses (see 

Falloonn et al., 1983; and Vaughan et al., 1992). Nuechterlein et al. (1986) distinguished 

exacerbationss in patients with continuous psychotic symptoms, but chronic patients who had 

noo exacerbations were considered to have had no psychotic relapse, which may produce a 

tooo optimistic view of the course of the illness. An advantage of the LCS is, that patients 

whoo had psychotic symptoms continuously, can be included in the analyses at full value, 

becausee these patients are rated as having psychotic symptoms for the total follow-up 

period. . 

AA drawback of the LCS may be that the course of the illness is assessed retrospectively, 

whichh may generate influences of memory, denial etc., which can affect the reliability of 

thee data. Therefore, it was attempted to interview both patients and parents when possible. 

Inn the course of the data collection, the narratives of the patients and parents appeared to 

correspondd in most cases. Only in three cases the data regarding symptoms and treatment 

hadd to be cross-checked with current therapists. 
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Sociall functioning 

Ass described in Chapter 1, several aspects are distinguished regarding social functioning. In 

mostt studies one ore more of these aspects are scored, either over a certain (follow-up) 

period,, or as a 'present status' at several points in time. For instance, Leff et al. (1989) 

scoredd living arrangement, sexual relationship, friends and occupation, using time budgets 

andd therapist's reports over a 9-month period. McFarlane et al. (1995) scored work related 

activitiess (no/yes) at one and two years after treatment, and compared the scores with work 

relatedd activities over two months before admission. Wieselgren & Lindström (1996) used 

thee subscales hospitalisation, social contacts and employment from the prognostic scale of 

Strausss & Carpenter (1972). They scored these subscales over one year. Hafner et al. 

(1998)) used financial autonomy as an indicator of social functioning, measured five times 

overr five years from onset of the illness. Liberman et al. (1998) scored specific activities, 

likee the use of public transportation, money management, job seeking etc., over six months 

repeatedly,, using the Living Skills Survey (Wallace, 1986). 

Thee instruments for assessing social functioning (see for a review Wallace, 1986) 

generallyy cover more aspects of social functioning, social roles or social abilities, and yield 

aa total score or scores on subscales. Since these scales are more detailed, they are more 

timee consuming, and are not feasible to assess repeatedly, say on a monthly basis. They also 

yieldd scores over a short period, because some aspects are difficult to score over a long-time 

period.. For instance, the Groningen Social Limitations Scale (Wiersma et al., 1993) covers 

fourr weeks prior to the interview, and yields scores on eight social roles. Scores on the 

sociall  roles can be used for comparisons between groups, or over repeated points in time, 

butt render no longitudinal data. 

Withh the LCS, structural activities and living in institutions for psychiatric patients, the 

complementt of living within the community, are expressed in months, which gives an 

impressionn over the total follow-up period. The items regarding help from the family are 

globall  scores, based on the narratives of patients and/or parents. Consequently, the LCS 

providess a few indicators for social functioning. Romantic or social relationships for 

instancee lack in the LCS. The latter are hard to assess over a long-term period, because they 

aree difficult to express in months for many patients. The majority of the patients have no, or 

noo steady romantic relationships. 
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LIMITATIONSS - SUGGESTIONS FOR FUTURE RESEARCH 

Inn Chapter 5 it was pointed out that with the LCS negative symptoms were not assessed for 

patientss who had psychotic symptoms continuously during the follow-up period. Since other 

researcherss have demonstrated an association between social functioning and negative 

symptomss in cross-sectional or short-term studies (Johnstone et al., 1979; Liddle, 1987; 

Bellackk et al., 1990), it is recommended that negative symptoms should be assessed in long-

termm follow-up studies. 

Thee effect of antipsychotic medication on the course of the schizophrenia is supposed to 

bee twofold. Robinson et al. (1999) found medication compliance to be associated with a 

betterr course of the illness expressed in positive symptoms. A negative effect of 

antipsychoticc medication on social functioning was demonstrated by Johnstone et al. (1990) 

andd by Barrowclough & Tarrier (1990). Compliance with, instead of prescription of, 

antipsychoticc medication should be included in the LCS. 

Cannabiss abuse was associated with psychotic relapses during the 12-month out-patient 

phasee of me intervention (Linszen et al., 1994a), but did not predict psychotic episodes 

duringg the 5-year follow-up period (Chapter 6). Since the LCS contains no items regarding 

substancee abuse, it remains concealed whether patients ceased or continued their habit, or 

perhapss started to use cannabis, during the follow-up period. Consequently, an association 

withh psychotic episodes could not be established. Comparing the use, or non-use, of 

cannabiss with the course of the illness over a long-term period in future research, could 

providee more evidence about the long- or short-term effect of cannabis abuse. 

Inn this thesis support was found that expressed emotion (EE) in parents may be a 

consequencee of the course of the illness in patients. If this supposition is true, the 

consequencess of the illness for family members are only partially assessed with EE, or 

criticism/dissatisfactionn and emotional overinvolvement. Caring for a psychiatric patient 

mayy cause a considerable burden in family members. Coping with this burden may elicit 

criticall  remarks or an overprotective attitude. The feedback loop in Figure 1.1 (Chapter 1) 

representss the possibility that patient characteristics or behaviours may influence family 

attitudess (Schene & Van Wijngaarden, 1995). Several studies have demonstrated an 

associationn of EE with burden of care in relatives, but also with other aspects of family 

relationships,, like perceived levels of social functioning and disturbed behaviour in patients, 
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andd with perceived levels of coping and appraisals of loss in relatives (Jackson et al., 1990; 

Smithh et al., 1993; Scazufca & Kuipers, 19%; Patterson et al., 2000). Xiong et al. (1994) 

foundd that burden of care was lower in families receiving family intervention than in 

familiess from the control group, and lower in families with patients who were compliant to 

treatment.. To gain more insight in the difficulties and needs that relatives experience in the 

longg term while caring for a patient with schizophrenia, it is required that broader measures 

thann criticism or emotional over involvement be assessed. 

Inn Chapter 5 it was demonstrated that the percentage of relapsed patients stabilised at 

aboutt 3.5 years after discharge from the intervention programme. Calculated from the 

beginningg of the 15-month intervention programme, this is congruent with the 5-year 

plateauu hypothesis (McGIashan, 1988; Carpenter & Strauss, 1991; Birchwood, 1999). 

Wiersmaa et al. (1998) found that in a Dutch sample of patients who were older than in our 

study,, the risk of relapse stabilised after nine years, whereas after 15 years, 15% of the 

patientss were still in remission. It would be worthwhile to investigate whether the 

stabilisationn as found in our study continues after five years from discharge in the present 

samplee of early onset schizophrenia. A follow-up study over 10 or 15 years after discharge 

fromm the intervention study is recommended for that reason. 

Inn our study EE was not measured at fixed points in time for every patient during follow-

upp (Chapter 4). This was due to the fact that for both follow-up waves the assessments were 

carriedd out in about one year, whereas the patients were discharged subsequently over four 

years.. Assessing expressed emotion at a fixed point in time after intervention, i.e. at 15 

yearss after discharge, may reveal the further course of EE. Since the first patient was 

dischargedd in 1987, this implies that this study has to begin in 2002, and has to be continued 

forr four years, as the last patient was discharged in 1991. In a follow-up study of such a 

design,, it would be possible to examine whether the increase of emotional overinvolvement 

att eight years after discharge in parents who received the additional family intervention 

(Chapterr 4), is associated with psychotic episodes during that period. 

127 7 



CONCLUSION N 

Thee present thesis demonstrated that, contrary to what was expected based on the results of 

thee first year of the illness, the number of relapsed patients grew in the following five years. 

Thee proportions of relapsed patients and patients with continuous psychotic symptoms in the 

presentt study are comparable to those found in earlier studies (cf. Angst, 1988). 

Furthermore,, social functioning, expressed as structural activities and help from the family, 

wass poor, and living independently was rather scarce in this group of young adults who had 

experiencedd a first psychotic episode at a young age. The question remains whether a 

furtherr deteriorating course could have been prevented with a longer duration of the 

intervention.. In an ongoing study in the Adolescent Clinic this is investigated by comparing 

patientss who receive a 5-year out-patient intervention with a group that is referred to other 

out-patientt services. 

Expressedd emotion in parents did not predict the long-term course of the illness, nor was 

itt predictive for social functioning or living in institutions for psychiatric patients. An 

associationn with duration of psychotic episodes was found only for criticism/dissatisfaction 

ass measured within the 5-year follow-up period. It is hypothesised that high expressed 

emotionn in parents may be a consequence of an unfavourable course of the illness in their 

children.. However, this supposition cannot be proven in naturalistic studies. 

Long-termm outcome in early-onset schizophrenia, in terms of psychotic episodes, social 

functioningg and living in institutions for psychiatric patients, could only partly be predicted 

byy sociodemographic variables and illness characteristics, assessed in the early phase of the 

illness.. This indicates that other vulnerability factors have to be found in order to initiate 

differentiationss in interventions. However, patients who had a first psychotic episode at a 

youngg age, who had a poor premorbid functioning as assessed with the Strauss & Carpenter 

prognosticc scale, or who eventually got a diagnosis of schizophrenia, may be benefited by 

closerr attention from the treatment staff or a longer duration of the intervention. 
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