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Lieuwee de Haan 

1.. No theory can claim the obvious (D.R. Weinberger). 

2.. Zonder voorlichting faalt behandeling. 

3.. Voorlichting die de zelfwaardering ondermijnt, kan beter niet gegeven 
worden. . 

4.. Aandacht voor de relatie tussen behandeluitstel en prognose kan 
schuldgevoell  veroorzaken bij patiënten en familieleden. 

5.. Het is te vroeg om te beginnen met specifieke programma's om de duur 
vann de onbehandelde psychose te bekorten. 

6.. Psychotische patiënten zijn in staat om hun subjectieve ervaringen op 
betrouwbaree wijze vast te leggen. 

7.. Een relatief hoge bezetting van dopamine receptoren door antipsychotica 
gaatt samen met onprettige subjectieve ervaringen, slechtere 
medicatietrouww en daardoor een grotere kans op terugkeer van 
psychotischee verschijnselen. 

8.. Schrikbarend weinig patiënten met schizofrenie zijn in prospectief 
onderzoekk gedurende 5 jaar gevolgd. 

9.. Een organisatie waarin stagiaires werken mag zich gelukkig prijzen. 

10.. Meer waardering voor verpleegkundigen op gesloten afdelingen is 
onontbeerlijkk voor de oplossing van het beddentekort. 

11.. Onvermogen om machteloosheid te verdragen leidt tot zinloze 
reorganisaties. . 

12.. Wetenschap is een jurysport. 
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Background d 
Thee title "Patients' Perspectives" refers to various successive facets in the 
treatmentt of patients with recent-onset schizophrenic disorders. Before a 
treatmentt is started, patients, who at that moment do not experience 
themselvess as such, have ideas about the nature of their problems as well as 
ann opinion about the need for treatment. These ideas often lead to a delay in 
thee first treatment. An important question is whether this delay has 
consequencess for the prognosis (the perspective) of patients. During 
treatmentt with antipsychotic medication the experiences of patients 
(subjectivee experiences and obsessive-compulsive symptoms) account partly 
forr their well-being and therapy compliance. 

Thee title "Patients' Perspectives" therefore indicates: 1) the opinion of 
patientss about the disorder and about the treatment; 2) the prospects of 
patientss in connection with delay in treatment; 3) the experience of patients 
withh the treatment (subjective experiences and obsessive-compulsive 
symptomss as possible side-effects of antipsychotic medication). 

Thee perspective of patients has a prominent place in the influential movement 
off  "Evidence-Based Health Care." "The needs and preferences of patients 
andd clients" in addition to "the best available evidence" are important factors 
inn achieving Evidence-Based Health Care. This study will focus primarily on 
thee needs and preferences of patients and clients and to a lesser extent on the 
bestt available evidence regarding the treatment of patients with recent-onset 
schizophrenicc disorders. These two factors represent two different research 
perspectives:: "The best available evidence" is a factor in which the question 
aboutt effectiveness is important (the positivist perspective). A positivist 
researcherr believes there is a world of "objective" reality, which can be 
observedd and measured. "The needs and preferences of patients and clients" 
iss a factor in which the subjective reality of the patients is important (the 
naturalisticc perspective). A naturalistic researcher wil l argue that there is no 
singlee objective reality, and that we all construct our own, subjective reality. 
AA naturalistic researcher wil l therefore focus on feelings, experiences, and 
thoughtss (RCN Institute, 1999). 
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Experiencess of a patient 
Novemberr 1993 
Somethingg strange has been going on since last month. There are certain 
people,, I'm not sure who they are or what they want, who are watching me. 
Sometimess I think they are following me in a car, but I've never seen clearly 
whoo it is. At first I doubted that I was really being watched, but since last 
weekk I know for sure. I hear them talking late at night. I went outside to see if 
theree were lights on at the neighbors, but there weren't. That made me all the 
moree worried - they're sitting in the dark and I can hear them clearly. Maybe 
theyy have ways to listen in on me. Maybe they want to confuse me with their 
talk.. My mother says she hears no sounds coming from the neighbors. But 
shee hardly listens either. She wants me to go to school again, but I'm not 
interested.. Not in the subjects and not in my classmates. I can't concentrate 
welll  anyway. I first want to know for sure what is going on. 

Januaryy 1994 
Everyy time I go outside I hear voices clearly; they threaten me, call me 
names.. It's a terrible feeling. In my room it's better. I've started smoking 
moree pot; that calms me down. But I do have constant hassles with my father 
andd mother. I really want to move out but the way things are going that won't 
bee possible. My mother wants to take me to the family doctor, but I don't 
wantt to go. Stop smoking pot, he'll say. They won't believe me when I tell 
themm about the voices. Sometimes I think, could there be something wrong 
withh my head - it's as if I can't think well anymore. I lose my train of 
thought. . 

Februaryy 1994 
Myy father makes me sick. Always making a fuss - about smoking pot, that I 
shouldd look for a job. Sometimes I hear my father's voice when he isn't at 
home. . 

Marchh 1994 
I'mm locked up in an isolation ward. Yesterday I had a fight with my father. I 
hadd enough of his watching me and sending me messages. He was also 
lookingg at me in a strange way. It was self-defense. My mother called the 
police,, they took me to the police station and then a doctor came. I got an 
injectionn and they locked me up. I feel strangely groggy and there's a vague 
feelingg of panic inside me. If I walk around I feel a littl e better. I want to get 
outt of this hospital as soon as possible. They say I'm confused; maybe 
they'ree right, but I want to work it out myself. 
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Aprill  1994 
I'mm not taking those pills anymore. I feel dull, thinking is hard, as if 
everythingg is less clear than it used to be. The doctor said I would have less 
troublee with voices. Maybe I don't hear them quite as much, but they are still 
theree every day. They say I have a psychosis. If they leave me in peace I'l l do 
better. . 

Julyy 1994 
II  have a room in the house of a distant relative. But things aren't going well. 
I'mm less upset by the voices I hear, but I still can't concentrate. A nurse at the 
RIAGGG (Regional Institute for Psychiatric Outpatient Care) says things will 
improvee if I take antipsychotic medicine. Maybe I do have to give those pills 
anotherr try. But if I feel so miserable again I'l l stop. 

Octoberr 1994 
Althoughh the nurse at the RIAGG is a really nice guy, I'l l never go back to 
him.. I took pills for a while but I didn't feel well. I still can't concentrate and 
nothingg matters to me anymore; my energy is gone. I continually hear the 
voices.. The psychiatrist says I have schizophrenia. So they can pigeonhole 
mee and write me off. If I sleep during the day, I'm less bothered by other 
people.. I don't like it if others decide what's going to happen. 

Julyy 1997 
AA lot has happened. I was hospitalized involuntarily one more time. Things 
weren'tt going well with me. Now I have different pills. I have less trouble 
withh voices and I feel less agitated. It's hard getting up in the morning. 
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Structur ee of the thesis and questions 
Thiss thesis consists of four parts. The topics of research are briefly described 
below. . 

Partt  I. Attitudes of patients concerning psychosis and 
treatment t 

Thee first part focuses on the conceptions of patients who become psychotic 
forr the first time - their ideas about psychotic symptoms as well as about the 
psychiatricc treatment and the need for help. A difference in views between 
patientss and caregivers can lead to a delay in treatment of a first psychosis. 
Thee opinions and needs of patients play an important role, both in the delay 
inn treatment and in bringing about cooperation in the treatment. 
Partt I consists of two chapters, which address the questions printed in italics. 

1.1.. Attitudes of patients concerning the first  psychotic episode and the 
startt  if treatment 

WhatWhat opinions do patients have about the first psychotic episode and about the 
initiationinitiation of treatment, and how do these opinions relate to delay in treatment? 

1.2.. Preferences for  treatment during a first  psychotic episode 
WhatWhat kind of help do patients consider important when they first become 
psychotic,psychotic, and are there differences in the priorities of patients, family members 
andand professional caregivers? 

Partt  II . Duration of untreated psychosis and outcome 

Thee second part investigates whether the delay in treatment of a psychosis 
affectss the short-term and long-term prospects. Early treatment of a first 
psychoticc episode might improve the prognosis of schizophrenia in the long 
term.. It is of clinical importance to study this hypothesis because the duration 
off  the untreated psychosis can in principle be shortened. 
Partt II consists of four chapters, which address the questions printed in 
italics. . 

2.1.. Introductio n 
WhatWhat is known about the clinical course of schizophrenia during the five years 

followingfollowing a first hospitalization? Is there a pathogenetic hypothesis that would 
explainexplain a relation between treatment delay and course? What is known in the 
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literatureliterature about the relation between the duration of untreated psychosis and 
thethe course of schizophrenia? 

2.2.. Early intervention, social functioning and psychotic relapse of patients 
withh recent-onset schizophrenic disorders 

AreAre there indications that early intensive intervention is associated with 
improvementimprovement in psychopathology and social functioning in the short term? 

2.3.. Duration of untreated psychosis and the long-term course of 
schizophrenia a 

IsIs the duration of untreated psychosis related to the prognosis in the long 
term? term? 

2.4.. Duration of untreated psychosis and outcome of schizophrenia: delay 
inn intensive psychosocial treatment versus delay in treatment with 
antipsychoticc medication 

IsIs delay in intensive psychosocial intervention a better predictor of the 
coursecourse than delay in treatment with antipsychotic medication? 

Partt  III . Subjective experiences of patients with 
schizophreniaa related to antipsychotic medication 

Thee third part deals with the subjective experiences of patients with 
antipsychoticc medication. These experiences probably have an effect on 
therapyy compliance. Psychometric properties of two instruments for 
measuringg subjective experiences are examined. Attention is then given to 
thee relation between subjective experiences and biological aspects of the 
treatment. . 
Partt III consists of three chapters, which address the questions printed in 
italics. . 

3.1.. Introductio n 
WhatWhat is known about subjective experiences of patients with schizophrenia 
duringduring treatment with anitpsychotic medication? Is therapy compliance related 
toto subjective experiences during the use of antipsychotic medication? 

3.2.. Psychometric properties of the Subjective Well-being under 
Neurolepticss Scale (SWN) and the Subjective Deficit Syndrome Scale 
(SDSS) ) 

WhatWhat is the psychometric quality of two instruments (SWN and SDSS) used to 
measuremeasure subjective experiences during use of antipsychotic medication? 
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3.3.. Subjective experience and striatal dopamine D2 receptor  occupancy in 
patientss with schizophrenia stabilized on olanzapine or  risperidone 

AreAre subjective experiences related to dopamine D2 receptor occupancy by 
antipsychoticantipsychotic medication? 

3.4.. Subjective experience and D2 receptor  occupancy in patients with 
schizophrenia,, treated with low dose Olanzapine or  Haloperidol; a 
randomizedd double-blind study 

IsIs there evidence for the hypothesis that D2 receptor occupancy between 60% 
andand 70% in patients with recent onset schizophrenia results in optimal 
subjectivesubjective experience? 
AreAre there differences in subjective experience during treatment with low-dose 
olanzapineolanzapine or haloperidol? 

Partt  IV. Obsessive-compulsive symptoms associated with 
antipsychoticc medication in patients with 
schizophrenia a 

Obsessive-compulsivee symptoms occur in patients with schizophrenia and are 
oftenn experienced as troublesome. It is possible that obsessive-compulsive 
symptomss develop or are exacerbated during the use of certain antipsychotic 
medications.. This part describes two studies concerning the relation between the 
usee of certain antipsychotic medications and obsessive-compulsive symptoms. 
Partt IV consists of three chapters, which address the questions printed in italics. 

4.1.. Introductio n 
HowHow frequently do obsessive-compulsive symptoms occur in patients with 
schizophrenia,schizophrenia, and what is known about the relation between the use of 
antipsychoticantipsychotic medication and obsessive-compulsive symptoms? 

4.2.. Clozapine and obsessions in patients with recent-onset schizophrenia 
andd other  psychotic disorders 

DoDo obsessive-compulsive symptoms occur more frequently during the use of 
clozapineclozapine than during the use of other antipsychotic medications? 

4.3.. Obsessive-compulsive symptoms during treatment with olanzapine and 
risperidone,, a prospective longitudinal study of 113 patients with 
recent-onsett  schizophrenia or  related disorders 

IsIs there a difference in the severity of obsessive-compulsive symptoms in 
patientspatients who are treated with olanzapine and patients who are treated with 
risperidone? risperidone? 
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Chapterr  1.1. 

Attitude ss of Patients towards the 
Firstt  Psychotic Episode and the 
Startt  of Treatment 
InIn press Schizophrenia Bulletin 

Lieuwee de Haan, Bart Peters, Peter Dingemans, Luuk Wouters, Don Linszen 
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Summary y 

Objective::  Knowledge of attitudes of patients towards their illness prior to 
psychiatricc treatment and towards the start of treatment is essential for the 
developmentt of interventions for reducing duration of untreated psychosis 
(DUP). . 
Method::  Consecutively admitted patients with recent-onset schizophrenic 
disorderss (n=56) were interviewed about: their awareness of mental disorder 
att first occurrence of psychotic symptoms, their views about the necessity of 
psychiatricc treatment, their perception of the role of others in initiating 
psychiatricc treatment, and suggestions they might have about getting 
treatmentt started at an earlier point. 
Results::  About 57% of the patients had at least some awareness of having a 
mentall  disorder at onset of psychotic symptoms, and 62% of the sample 
believedd psychiatric help was unnecessary prior to the start of psychiatric 
treatment.. A majority of the patients (91%) perceived the role of others as 
essentiall  in initiating treatment. Most patients (82%) think that no change is 
neededd on the part of professional caregivers in order to facilitate early 
treatment.. Some awareness of mental disorder at onset was related to a 
shorterr DUP. 
Conclusion::  Waiting with treatment until patients themselves become aware 
off  the need of treatment may lengthen DUP. 
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1.1.1.. Introductio n 

Thee time between the onset of a first psychotic episode and first psychiatric 
treatmentt can be considerable, and long Duration of Untreated Psychosis (DUP) 
hass been found to be associated with several aspects of outcome (Johnstone et 
al.. 1986, Humphreys et al. 1992, Loebel et al. 1992, Crow et al. 1986, Helgason 
1990).. Some studies found no association between DUP and long-term clinical 
outcomee (Craig et al., 2000, De Haan et al., 2000), and DUP may be associated 
withh prognostic factors like insidious onset (Davidson and McGlashan, 1997). 
However,, shortening the DUP can reduce negative consequences of psychotic 
disorderss and may improve prognosis of psychotic disorders. 
Itt is important therefore to know what factors contribute to treatment delay. 
CausesCauses of this delay may have to do with the patient, the social environment, 
orr professional services. 
Theree are indications that patient delay is an important factor determining 
DUPP (Helgason, 1990). Treatment delay is critically dependent upon illness 
recognitionn and the perceptions that individual consumers have of mental 
healthh services (Lincoln and McGorry, 1999). Family and doctors' delay are 
alsoo important factors and are related to diagnostic difficulties (Weiner 1992) 
andd the tendency of family members and some professionals to avoid 
psychiatricc labels (Fink and Tasman, 1992). This paper focuses on patient 
delay. . 

Lincolnn and McGorry (1995) reviewed factors influencing help-seeking 
behaviorr and concluded that patient delay may be related to: gender, age, 
typee of problem, opinions on mental health professionals, homelessness and 
comorbidityy such as substance abuse, low IQ and personality disorder. Apart 
fromm the factors mentioned above, specific factors related to the psychotic 
disorderr are of importance as well. Patients with psychotic symptoms are 
oftenn not aware of having an illness that needs treatment (Amador et al 
1991).. In particular, patients with paranoid symptoms and those withdrawing 
fromm social contact receive psychiatric treatment only after a considerable 
periodd of time (Gift et al 1981, McGorry et al 1996). Moreover, patients in 
theirr first episode of psychosis are aware that mentally ill persons are 
negativelyy valued and discriminated against (Fink and Tasman, 1992). 
Helgasonn (1990) found in a group of 52 patients with schizophrenia who 
weree advised to enter hospital that 24 refused admission on initial 
presentation.. Males tended to refuse admission more often than females. 
Lincolnn et al. (1998) examined help-seeking behavior of young people during 
aa first psychotic episode. Pathways to care were highly variable. Where an 
individual'ss own efforts to seek early help failed, the role of relatives and 
otherss was subsequently vital. Patients' attribution of their first symptoms is 
nott addressed in this study. Lincoln and McGorry (1999) have given an 
overvieww of clinical and consumer perspectives involved in the pathway to 
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caree in early psychosis. They state that personal narratives of patients are 
necessaryy to understand the barriers to implementing early treatment. 

Recentlyy Moller and Husby (2000) explored the subjective prodromal 
experiencess of 19 first-episode DSM-IV schizophrenia patients. Patients 
reportedd serious difficulties interpreting and talking about prodromal 
experiencess at the time they occurred, causing delayed identification. Moller 
andd Husby proposed two core dimensions of subjective prodromal 
experiences:: "disturbance of perception of self' and "extreme preoccupation 
byy and withdrawal to overvalued ideas." Moller and Husby did not focus on 
thee attitudes of patients towards the first psychotic episode. 

Knowledgee of attitudes of patients towards their illness prior to psychiatric 
treatmentt and towards the start of treatment is essential for the development 
off  interventions for reducing DUP. 
Inn the present study, consecutively admitted patients with recent-onset 
schizophrenicc disorders were interviewed about: their awareness of mental 
disorderr (views about the nature of their symptoms at first occurrence of 
psychoticc symptoms and views about the necessity of psychiatric treatment); 
theirr perception of the role of others in initiating psychiatric treatment; and 
suggestionss they might have about getting treatment started at an earlier 
point.. We also investigated the relation between awareness of mental 
disorderr and DUP. 

1.1.2.. Methods 

Subjects. Subjects. 
Inclusionn criteria for this study were: patients should be able and willin g to 
givee written informed consent, have a diagnosis of recent-onset schizophrenia 
orr a related disorder according to DSM-IV (APA), be between 16 and 26 
yearss of age and be able to understand and speak Dutch. Exclusion criteria 
were:: diagnosis of a primary alcohol- or drug-related psychosis, a 
demonstrablee brain or neurological or endocrine disease, or mental 
retardation.. Clinical discharge diagnoses according to DSM-IV were made 
withh the use of all available diagnostic information (systematic interviews of 
patientss and parents and previous medical records) by two clinical 
psychiatristss and two residents, after which the diagnoses were reviewed by a 
researchh psychologist and a research psychiatrist (LEAD, Spitzer and 
Williams,, 1985). The sample consisted of 63 patients who were 
consecutivelyy admitted to the adolescent clinic of the psychiatric centre of the 
Academicc Medical Centre. Seven of the 63 patients included could not be 
interviewed:: two refused, four withdrew from treatment before they could be 
interviewed,, and one patient could not understand the questions. Patient 
characteristicss are described in Table 1 (page 23 and 24). 
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Tablee 1. Patient characteristics of respondents and non-respondents 

Diagnosis s 
Schizophrenia a 
Schizoaffectivee disorder 
Schizophreniphormm disorder 
Agee at admission 
Att onset psychosis < 18 

>=18 8 
Gender r 
Male e 
Female e 
Drugg abuse before treatment: 
Noo drug use 
Cannabis s 
Cannabiss + hard drugs 
Psychiatricc admissions in the family 
Schizophreniaa in the family 
Compulsoryy admission 
Education::  Highest achieved level: 
Loww professional training 
Highh school 
Middlee professional training 
Bachelor r 
Master r 

Respondents s 
(n=56) ) 

50 0 
5 5 
1 1 

19,866 years 
28 8 
28 8 

48 8 
8 8 

12 2 
18 8 
26 6 
11 1 
14 4 
9 9 

6 6 
24 4 
10 0 
7 7 
8 8 

Education::  Status of highest achieved level 
Droppedd out 
Presentlyy pursuing 
Graduated d 
Education::  Father/mother 
Loww professional training 
Highh school 
Middlee professional training 
Bachelor r 
Master r 

36 6 
11 1 
8 8 

11/14 4 
2/4 4 
8/10 0 

10/15 5 
14// 1 

Non n 
respondents s 
(n=7) ) 

5 5 
--
2* * 
19,444 years 
3 3 
4 4 

6 6 
1 1 

1 1 
3 3 
3 3 
1 1 
--
3 3 

--
5 5 
1 1 
1 1 
--

6 6 
1 1 
--

4/6 6 
--
2/1 1 
--
1/0 0 

p<< 0.05 
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Tablee 1. Continued, Patient characteristics of respondents and non-
respondents s 

Non n 
Respondentss respondents 
(n=56)) (n=7) 

Durationn of untreated psychosis 
<< 6 months 27 3 
>=66 months 29 4 
Psychopathologyy rating at admission 
Meann PANSS total score (SD) 81.8(18.4) 83.3(16.3) 
Meann PANSS positive subscale score (SD) 19.0 (7.1) 19.7 (8.3) 
Meann PANSS negative subscale score (SD) 22.1 (6.9) 21.4 (9.2) 

Mostt patients were diagnosed as having schizophrenia (87%). A majority 
(78%)) had used drugs previous to their first contact with a psychiatric 
caregiver.. 32% had used only cannabis and 46% had used cannabis or other 
streett drugs at some point in their live, the latter mostly on an incidental 
basis;; 3% of the patients used hard drugs more than once a month in the year 
precedingg the first psychiatric treatment. In the year prior to the first 
psychiatricc treatment 24% of the patients used cannabis once a week, 12% 
usedd cannabis more than once a week, and 42% used cannabis only on an 
incidentall  basis. Patients started using street drugs 2.1 years (mean) before 
thee onset of psychotic symptoms. 

Thee time between onset of first psychotic symptoms and administration of 
thee questionnaire was on average two years (SD 1.8). 
Comparisonn of characteristics of the participants (n = 56) and non-
respondentss (n = 7) revealed a difference in diagnosis (p = 0.02): two of the 
non-respondentss had a schizophreniphorm disorder in contrast to one of the 
respondents. . 

Instruments. Instruments. 
Wee asked patients the following 13 questions. Six questions concerned 
awarenesss of mental disorder: 1. What did you think was the matter when 
youu experienced psychotic symptoms for the first time? 2. Did you think you 
neededd psychiatric treatment? 3. When did you think this for the first time? 4. 
Iff  you thought you needed psychiatric help, for what reason did you think 
suchh treatment was necessary? 5. Just prior to your first encounter with a 
psychiatrist:: How did you feel about going to a psychiatrist for the first time? 
6.. Just prior to your first use of antipsychotic medication: How did you feel 
aboutt using antipsychotic medication for the first time? The 
operationalisationn of awareness of mental disorder we used is in accordance 
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withh the PSE insight items into psychotic symptoms (David et al 1995) and 
withh the items of the Scale to Assess Unawareness of Mental Disorder 
(Amadorr et al 1993). Six questions concerned patients' perception of the role 
off  others in initiating psychiatric treatment and patients' help-seeking 
behavior:: 7. Did you tell anyone about these psychotic symptoms or 
experiences?? 8. Whom did you tell first? 9. If you didn't tell anyone about 
thesee symptoms or experiences, why not? 10. Did others contribute to you 
gettingg treatment? 11. How did they contribute to initiating treatment? 12. 
Howw did you feel about the contribution of others to the start of the first 
psychiatricc treatment? One question concerned suggestions patients might 
havee about getting treatment started earlier: 13. Do you have any advice or 
suggestionss for caregivers on how they could facilitate an early start of 
treatment? ? 

Thee DUP was operationalised as the time between the start of psychotic 
symptomss (over a period of at least one week) and the start of treatment with 
antipsychoticc medication. Psychotic symptoms were defined according to the 
operationalisationn in the PANSS. The start of treatment with antipsychotics is 
definedd as the moment from which a minimum of 2 mg haloperidol 
equivalentt was prescribed for a period of at least one month. 
Inn order to determine the DUP, the duration according to the patient and 
accordingg to the parents during the first diagnostic intervention at admission 
weree independently assessed, as well as the duration according to the patient 
att the time the questionnaire was administered. Psychopathology was 
measuredd with the Positive and Negative Syndrome Scale (Kay et al., 1987) 
byy clinically trained raters. 

Procedure. Procedure. 
Sourcess of information concerning demographic variables were patients, 
parentss and medical correspondence. The questionnaire was administered in 
ann interview by a research staff member who was not involved in the 
treatmentt and was not aware of demographic or clinical variables as assessed 
att admission. The patients were interviewed after stabilization of the clinical 
conditionn had occurred. Stabilization is defined as the moment at which the 
typee and dose of the antipsychotic medication had not been changed for a 
periodd of six weeks. 

Data-analysis. Data-analysis. 
First,, the answers to the questions were divided into categories. The 
categoriess were then divided into 2 or 3 main groups (see Tables 2-4). 
Awarenesss of mental disorder, for example, was divided into 3 categories: 
none,, some or full (Amador et al 1993). We used univariate analysis to study 
thee association between attitudes of patients towards the first psychotic 
episodee and the start of treatment, and DUP or occurrence of compulsory 
admission.. We used a survival curve to illustrate time relations. 
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Threee typical cases are presented illustrating the attitudes of patients toward 
theirr first psychotic episode and the start of treatment and how this is related 
too DUP and to the involvement of others in initiating treatment. 

1.1.3.. Results 

AwarenessAwareness of mental disorder 
Frequencyy of answers to the question "What did you think was the matter 
whenn you experienced psychotic symptoms for the first time?" and grouping 
intoo 3 categories of awareness of mental disorder at first occurrence of 
psychoticc symptoms are given in Table 2. 

Tablee 2. Awareness of mental disorder: Patients' views on the nature of 
theirr  symptoms at first occurrence of psychotic symptoms (n=56) 

nn (%) 

NoNo awareness of mental disorder at onset: 
Wass fully convinced that experiences were real 
Thoughtt he/she was entirely in control of the problems 
Deniedd ever having been psychotic 
Thoughtt the symptoms would stop of their own accord 

SomeSome awareness of mental disorder at onset: 
Thoughtt something strange and unknown was affecting 

mentall  functioning 
Thoughtt the only problems were anxiety and gloominess 
Thoughtt the psychosis was solely drug-induced 
Wass convinced that psychotic experiences were real, but 

admittedd there was something wrong with 
his/herr mental functioning 

TotalTotal awareness of mental disorder at onset: 

Whenn asked "Did you think you needed psychiatric care?' and 'When did 
youu think this for the first time?," 61% of the interviewed patients replied that 
theyy did not think psychiatric treatment was necessary when their treatment 
wass actually initiated. In addition, 20% of the patients first acknowledged a 
needd for psychiatric treatment at least one year after the onset of their 
psychosis. . 
Off  the 22 patients (39%) who did realize a need of treatment before their 
actuall  treatment started, 9 reported that their psychosis worsened or lasted too 
long,, 8 thought their depression or anxiety needed treatment, 3 were aware of 

2424 (43) 
17(30) ) 
33 (5) 
33 (5) 
11 (2) 

27(48) 27(48) 

111 (20) 
7(13) ) 
55 (9) 

44 (7) 
55 (9) 
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havingg a psychiatric condition, and 2 sought treatment for somatic 

complaints. . 
Patients'' attitudes towards psychiatric treatment and antipsychotics shortly 
beforee the start of treatment are given in Table 3a and 3b (page 28). On 
average,, it took 8 months after the onset of psychosis before patients were 
willin gg to accept medication. 

Tablee 3a. Patients' attitud e about psychiatric treatment in the week 
priorr  to start of psychiatric treatment 

nn (%) 

OpposedOpposed psychiatric treatment 27 (48) 
Didd not think psychiatric treatment was necessary 13 (23) 
Wass afraid of stigma attached to being under 

psychiatricc treatment 5 (9) 
Wass wary of psychiatric care staff 3 (5) 
Feltt that help had been forced on him/her 2 (4) 
Wass afraid of care staff 2 (4) 
Deemedd psychiatric treatment unnecessary, 

butt admitted needing practical help 2 (4) 
ThoughtThought favorably of psychiatric treatment: 29 (52) 

Thoughtt that psychiatric treatment was a necessary 
andd good thing 16(29) 

Thoughtt favorably about psychiatric treatment, but 
hadd reservations about accepting treatment 9(16) 

Hadd good prior experiences with psychiatric 
treatmentt 3 (5) 

Wantedd to talk about problems with psychiatric 
Professionall  1 (2) 
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Tablee 3b. Patients' attitude about the use of anti-psychotics shortly 
beforee the start of treatment with antipsychotics 

nn (%) 

OpposedOpposed medication prior to treatment 24 (43) 
Deniedd having psychiatric disorder 8 (14) 
Hadd strong reservations about taking medication 7(13) 
Wass afraid of side-effects 4 (7) 
Aversionn to medication caused by psychotic delusions 3 (5) 
Didd not think medication was appropriate treatment 2 (4) 

AcceptedAccepted possibility of medication prior to treatment 29 (52) 
Hopedd there would be a positive effect 18 (32) 
Hadd no qualms about taking medication 8 (14) 
Trustedd psychiatrist's decision about prescribing 

Medicationn 3 (5) 

PatientsPatients 'perception of the role of others in initiating psychiatric treatment. 
Halff  of the patients told their relatives or friends about their psychotic 
symptomss in the first 10 weeks after onset of psychosis. 

Figuree 1. Proportion of patients who did not tell relatives or  friends 
aboutt  psychotic symptoms to time after  onset of psychosis. 

Firstt lime patient told relatives/friends about psychotic symptoms 

ll  I 1 1 1 T— 

500 100 150 200 250 300 

Timee in weeks after onset psychosis 
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Patients'' perceptions of the role of others in initiating psychiatric treatment 
aree shown in Table 4. 

Tablee 4. Patients' perception of the role of others in initiatin g psychiatric 
treatmentt  (n=56) 

nn  (%) 

ToldTold relatives or friends about the psychotic symptoms 36 (64) 
Personn whom patient first told about psychotic symptoms: 

Mother/father r 
Girlfriend/boyfriend d 
Sister/brother r 

ConcealedConcealed psychotic symptoms from relatives or friends 
Reasonss for concealing psychotic symptoms from others: 

Shame e 
Thoughtt he/she had to solve problems himself/herself 4 
Wass under psychotic delusion that talking about it 

wass forbidden 
Didd not want to talk about problems 
Didd not expect others would understand anyway 
Wass afraid of the consequences of talking about it 

OthersOthers helped initiate psychiatric treatment 
Personss whose role was most important in initiating treatment: 

Parents s 
Policee officers 
Teachers s 

Howw others helped initiate psychiatric treatment: 
Gavee advice 
Accompaniedd patient to a psychiatric professional 
Arrangedd involuntary hospitalization 

OthersOthers did not help initiate psychiatric treatment 

PatientsPatients ' attitude toward the role that others played in the initiation 
ofof psychiatric treatment 

Feltt resistance to the help given by others 
Assentedd to the help given by others 

SuggestionsSuggestions given by patients about getting treatment started earlier. 
42.9%% Of the patients gave suggestions regarding earlier treatment. Most of 
themm (14 patients, 25.0% of the total group) thought they themselves were 
responsiblee for the treatment delay. Five patients (9%) thought more 
informationn and publicity about prodromes of psychosis and treatment 
optionss would help get treatment started earlier. Five patients (9%) thought 

20/22 (36/4) 
5/55 (9/9) 
2/22 (4/4) 
1919 (34) 

6(11) ) 
Iff  4 (7) 

33 (5) 
33 (5) 
22 (4) 
11 (2) 

5151 (91) 

455 (80) 
44 (7) 
22 (4) 

244 (43) 
222 (39) 
55 (9) 
55 (9) 

277 (48) 
24(43) ) 
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professionalss should ask more in-depth questions and act faster to arrange 
hospitalization. . 

CaseCase 1 (No awareness of mental disorder at onset) 
Att the age of eighteen Steve heard voices for the first time. He thought a sect 
hadd given him the ability to hear the voices of others without them being 
present.. The voices ordered him to keep their presence a secret. He did not 
wantt psychiatric help because he did not think he had a psychiatric problem. 
Hiss parents must have noticed that he avoided contact with others. In 
retrospect,, Steve thinks they probably related this to the fact that he had been 
convictedd of assaulting a girl at the age of sixteen. At that time Steve was not 
psychotic. . 
Inn the course of several months after hearing the voices for the first time, he 
becamee progressively anxious and paranoid and spent most of his time in his 
room.. Three months after first hearing the voices, he no longer trusted his 
father.. When his father criticized him for not wanting to go to school 
anymore,, Steve became aggressive. He broke a door and a television set. His 
parentss then called the family doctor, who came together with the police, 
followedd by a psychiatrist of the crisis service who arranged a compulsory 
admissionn with forced medication. This was a terrible experience for Steve. 
Hee trusted no one anymore, was very frightened that he would be poisoned 
andd thought that the doctors were part of the conspiracy - especially when he 
sufferedd from muscle cramps. The duration of the untreated psychosis was 
threee months. Steve thinks that in his case neither the caregivers nor his 
parentss could have done anything to start treatment earlier. He also does not 
thinkk it would have helped if he had known more about psychotic symptoms. 
Hiss acoustic hallucinations and the delusions were so powerful he did not 
believee anything else. 

CaseCase 2 (Some awareness of mental disorder at onset) 
Att the age of 20 John started to experience difficulties thinking logically. His 
concentrationn was poor, and he often could not understand clearly what 
otherss meant. He thought they were keeping something back from him, and 
becausee this made him tense, he withdrew socially. After he isolated himself, 
hiss problems only grew worse. John became convinced that others 
(roommatess and later on his parents) could influence his capacity to think. 
Thoughh he did not doubt this psychotic conviction, he thought on the other 
handd that something was the matter with the way he was thinking. Two 
monthss after the start of his problems he told a friend he could not think 
straightt anymore, but he did not tell about his conviction that roommates and 
hiss parents were causing these problems. His friend advised him to contact a 
studentt counselor. John did not follow this advice because he did not expect a 
studentt counselor to be able to help him. After four months he dropped out of 
collegee and went abroad to flee from the influence of his roommates and 
parents. . 
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Hee had littl e energy and paid no attention to his appearance. Because his 
moneyy ran out, he returned to his parents. His parents advised him to see a 
psychiatrist,, which he refused to do. His parents gave him money and again 
hee went abroad. He became more and more depressed and anxious and often 
thoughtt of suicide. Partly because his friend insisted that he see a 
psychiatrist,, he considered seeking psychiatric help. Eleven months after 
onsett of his psychosis John went to see his family doctor, who referred him 
too a psychiatrist. John wanted his mental functioning assessed but had no use 
forr talks and did not think medication was a suitable treatment. In John's 
opinion,, a different approach of the caregivers would not in his case have led 
too an earlier start of treatment. He considered seeking help only after a 
considerablee period of time, because the problems did not diminish and he 
becamee progressively depressed. 

CaseCase 3 (Full awareness of mental disorder at onset) 
Whenn Susan was 22 years old she heard voices for the first time. She realized 
thesee were the symptoms of a psychosis. It was very frightening and she 
suspectedd it was because she used cannabis. She was ashamed of it and 
fearedd that others would think she was "crazy." 
Becausee the voices became louder and were present even when she had not 
usedd cannabis, she became worried. Susan was unable to continue her 
educationn because she was distracted by the voices talking about her. She 
avoidedd contact with fellow students, neglected her appearance and spent a 
lott of time lying on her bed. She did not have the energy to seek help and 
althoughh she felt anxious and tense, she cared less about things going wrong. 
Becausee her mother was always very worried and she suspected that her 
parentss would become angry if she told them she had been using cannabis, it 
tookk another month before she told her mother she had been hearing voices 
forr some time and that this was the reason she was failing in her studies. 
Herr mother accompanied her to the family doctor, who advised her to stop 
usingg cannabis. 
Shee stopped using cannabis, but the voices intensified. After two months she 
wass referred to a psychiatrist. Psychotherapy, two years ago, for 
depressivenesss and eating problems had proved helpful for her, and this led 
herr to expect improvement from psychiatric help. 
Shee was afraid to use medication, because she feared becoming drowsy and 
shee already had littl e energy. The duration of the untreated psychosis was 
fivee months. Susan thinks that help might have come about earlier if the 
familyy doctor had persisted more in his questions. 

DurationDuration of untreated psychosis. 
Thee DUP measured in months according to patients at the moment of 
stabilizationn correlated rather poorly with that of the patient and that of the 
parentss at admission: 0.24 and 0.42 (Pearson's correlation) respectively; the 
DUPP according to patients and the DUP according to parents at admission 
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correlatedd well (0.83). 
Thee monthly DUP measure was considered unreliable. We therefore divided 
thee DUP into two categories: less than six months, and six months and 
longer.. For 10 of the 56 patients there was still no correspondence between 
thee three values of the DUP which would allow for scoring in the short or 
longg DUP group. In order to solve this problem two researchers (LH and BP) 
examinedd the admission reports and medical correspondence and used direct 
andd indirect indications to categorize the DUP of these patients into the short 
orr long DUP group. During this procedure the two researchers were blind for 
thee other answers given by the patients. 
Afterr this procedure 48% of the patients were categorized in the short DUP 
groupp and 52% in the long DUP group (see table 5a. and 5b, page 33 and 
pagee 34). 
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Tablee 5a. Duration of untreated psychosis according to different sources 
(inn months) for  patients who were categorized in the group DUP shorter 
thenn 6 months 

DUP P 
according g 

too patients at 
stabilizationn of 

psychosis s 

* * 
* * 
* * 
0 0 
0 0 
0 0 
0 0 

4 4 
4 4 
5 5 
5 5 
7 7 
7 7 
9 9 

14 4 

DUP P 
according g 

to o 
patientss at 
admission n 

* * 
3 3 
4 4 
* * 
1 1 
4 4 
5 5 
* * 
* * 

2 2 
2 2 
5 5 
7 7 
8 8 
2 2 
3 3 
5 5 
5 5 
1 1 
1 1 
1 1 
5 5 

DUP P 
according g 

to o 
parentss at 
admission n 

3 3 
3 3 
4 4 
* * 
* * 
5 5 
5 5 
1 1 
1 1 
* * 
* * 
1 1 
1 1 
1 1 
* * 
3 3 
5 5 
* * 
* * 
4 4 
1 1 
1 1 
4 4 
* * 
1 1 
1 1 
6 6 

missingg value 
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Tablee 5b. Duration of untreated psychosis according to different sources 
(inn months) for  patients who were categorized in the group with DUP 6 
monthss or  longer 

DUP P 
accordingg to 
too patients at 

stabilizationn of 
psychosis s 

0 0 
0 0 
1 1 
1 1 
2 2 
2 2 
3 3 
6 6 
6 6 
7 7 
9 9 
9 9 
9 9 
9 9 

10 0 
10 0 
11 1 
* * 

13 3 
17 7 
18 8 
18 8 
22 2 
36 6 
42 2 
50 0 
55 5 
79 9 
84 4 

DUP P 
according g 

to o 
patients s at t 
admission n 

1 1 
42 2 
4 4 

36 6 
6 6 

10 0 
4 4 

10 0 
36 6 
14 4 
12 2 
* * 
8 8 

16 6 
8 8 
9 9 
6 6 
1 1 

28 8 
* * 
* * 

29 9 
21 1 

* * 
12 2 
* * 

17 7 
* * 
* * 

DUP P 
according g 

to o 
parents s at t 
admission n 

24 4 
* * 

12 2 
* * 

12 2 
8 8 
7 7 
9 9 

48 8 
14 4 
18 8 
6 6 
8 8 

12 2 
* * 
9 9 

10 0 
24 4 
24 4 

* * 
* * 

29 9 
* * 
* * 

23 3 
* * 

19 9 
* * 
* * 

**  missing value 



RelationshipRelationship between attitudes of patients and the duration of untreated 
psychosis psychosis 
Patientss with some awareness of mental disorder more often had a DUP 
shorterr than six months (Pearson's chi square 6.1, df 1, p = 0.013). 
Wee also investigated the relation between awareness of mental disorder at 
onsett and concealing psychotic symptoms from others, compulsory 
admittance,, believing psychiatric treatment was necessary before it was 
started,, and compliance with medication. No significant relationship was 
foundd (see table 6). Awareness of mental disorder at onset of psychosis was 
alsoo not related to sociodemographic characteristics or use of drugs. 

TableTable 6. Number  of patients with no, some or  full awareness of mental 
disorderr  at onset, who had a DUP of 6 months or  longer, concealed 
psychoticc symptoms from others, were compulsorily admitted, believed 
psychiatricc treatment was necessary before the start of it, and were 
compliantt  with medication (%) 

Awarenesss of mental disorder at 
onset: : 

no(n=24)) some(n=27) full (n=5) 

DUPP 6 months or longer 17(70.8) 9(33.3)*  3(60.0) 
Concealedd psychotic symptoms from others: 8(33.3) 9(33.3) 2(40.0) 

Shamee 2(8.3) 3(11.1) 1(20.0) 
Thoughtt he/she had to solve problems 

himself/herselff  1(4.2) 3(11.1) 0 
Wass under psychotic delusion that talking 

aboutt it was forbidden 3(12.4) 0 0 
Didd not want to talk about problems 1(4.2) 1(3.7) 1(20.0) 

Didd not expect others would understand 
anywayy 0 2(7.4) 0 

Wass afraid of the consequences of talking 
aboutt it 1 (4.2) 0 0 

Compulsoryy admission 2(8.3) 6(22.2) 1(20.0) 
Believedd psychiatric treatment was 

necessaryy before the start of it 10(41.6) 10(37.0) 2(40.0) 
Compliantt with medication 19(79.2) 20(74.0) 4(80.0) 

*p=0.013 3 

Beforee the start of psychiatric treatment, 22 patients (39%) came to the 
conclusionn that they needed psychiatric help. These patients first recognized 
thatt they needed psychiatric treatment on average 9 months after onset of 
psychoticc symptoms; consequently these patients significantly (p = .002, chi 
square)) more often had a DUP equal to or longer than six months. 
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Thee patients with no awareness of mental disorder at onset had a lower mean 
PANSSS total score at admission (75.7) than the group with some or total 
awarenesss of mental disorder at onset (86.3) (p<.05). Difference in the mean 
severityy of general psychopathology as measured with the PANSS between 
patientss with no awareness of mental disorder at onset (37.9) and patients 
withh some or full awareness of mental disorder at onset (43.1, p<.06) 
accountedd for this relationship. There was a trend between compulsory 
admissionn and a DUP shorter than six months (see table 7.). 

Tablee 7. Number  of patients voluntaril y admitted and of patients 
compulsorilyy admitted who had a DUP of 6 months or  longer, believed 
psychiatricc treatment was necessary before the start of it, and were 
compliantt  with medication (%) 

Voluntaryy Compulsory 
admittedd admitted 
(n=47)) (n=9) p 

DUPP 6 months or longer 27(57.4) 2(22.2) 0.053 
Believedd psychiatric treatment was necessary 

beforee the start of it 21(44.7) 1(11.1) 0.059 
Compliantt with medication 37 (78.7) 6 (66.6) 

DUPP was not related to the involvement of others in the start of a first 
treatmentt or opinions beforehand on treatment. DUP was not related to 
sociodemographicc characteristics or use of drugs. DUP was not related to 
severityy of positive or negative symptoms at admission as measured with the 
PANSS. . 

Thee correlation between awareness of mental disorder at onset and DUP was 
.33,, p=.006. The correlation between compulsory admission and DUP was 
.25,, p=.03. The proportion of the likelihood of a shorter DUP is for 10.9% 
determinedd by awareness of mental disorder at onset and for 6.7% by 
compulsoryy admission. 

1.1.4.. Discussion 

Manyy patients realize that something is wrong when the psychosis starts, but 
theyy often underestimate the seriousness of the symptoms and are deterred by 
thee widespread negative stereotypes of psychiatric diagnosis and psychiatric 
care.. This ambivalence is in keeping with the conceptualization of insight as 
aa multidimensional construct influenced by social and cultural factors. Lack 
off  insight has been associated with severe psychopathology and delay in 
treatmentt (Amador et al 1991, Loebel et al 1992). We found an indication 

36 6 



thatt severity of general psychopathology as measured with the PANSS is 
positivelyy related to greater awareness of mental disorder at onset. This 
suggestss that severity of non-psychotic symptoms plays a part in patients' 
recognitionn of illness. 
Otherss (especially parents) are frequently needed for actually bringing about 
treatment,, according to the patients. This finding is in accordance with what 
Johnstonee et al. (1986) and Helgason (1990) found, and emphasizes that 
familyy members are critical in initiating treatment. 
Thee finding that half the patients were willin g to accept medication eight 
monthss after the onset of psychotic symptoms is remarkable considering the 
greatt resistance in the general population to treatment with psychofarmaca 
(Angermeyerr et al., 1996). The willingness to use medication may be related 
too the seriousness of the symptoms. Other possible explanations for the 
reportedd willingness may be the tendency to give a socially desirable answer 
orr that it is related to later positive experiences with the use of antipsychotics. 
Mostt of the patients who gave suggestions about an earlier start of treatment 
thoughtt that the cause of the treatment delay was within him/herself. This 
findingg could be viewed as a warning against including the possible 
prognosticc influence of DUP in patient education, since it may induce guilt 
feelingss in patients. 
Inn this study half of the patients had a DUP equal to or longer than 6 months. 
Thiss is in line with the results of other studies (Johnstone et al. 1986 Loebel 
ett al. 1992, Helgason 1990, McGorry and Singh, 1995, Haas and Sweeney 
1992)) and is in contrast with an earlier study by our group (Linszen et al. 
1998).. Because of the retrospective nature of the assessment of DUP, this 
assessmentt should be viewed as a rough estimate. The poor correlation 
betweenn the DUP measured at different points in time raises the question of 
thee validity of a detailed assessment of the DUP. 
Havingg some awareness of mental disorder at the onset of symptoms was 
relatedd to shorter DUP, but full awareness was not. Patients who realized at 
onsett of the psychotic disorder that they suffered from a mental disorder 
oftenn did not find psychiatric help necessary. Also, patients became willin g to 
usee antipsychotics only a considerable time after becoming aware of having a 
mentall  disorder. Awareness of mental disorder does not necessarily coincide 
withh awareness of needing psychiatric help. We suppose that if patients are to 
somee extent aware of having a mental disorder, it is easier for others to 
initiateinitiate treatment. Waiting with implementation of treatment until patients are 
themselvess aware of the need of treatment lengthens DUP. Patients with a 
DUPP longer than one year only became aware of the necessity of psychiatric 
treatmentt months after it started. From a consumer perspective, delay seems 
too be a process characterized by ambivalence, contradictions and resistance 
(Lincolnn and McGorry, 1999). 
Wee found a trend between involuntary admission and a shorter DUP. This 
findingg does not coincide with the finding of Johnstone et al. (1986) and 
HumphreysHumphreys et al. (1992) that a longer DUP is related to more compulsory 
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admissions.. A possible factor here is the high density of health care facilities 
inn the Netherlands which allows for a relatively fast response to a potentially 
dangerouss psychotic state. The finding of a relation between some awareness 
off  having a mental disorder at onset and short DUP seems at odds with the 
trendd between involuntary admission and short DUP. An explanation for 
thesee findings may be that there are two different factors influencing DUP in 
differentt subgroups of patients. On the one hand some awareness of mental 
disorderr at onset of psychosis is related to short DUP in a voluntarily 
admittedd group. On the other hand compulsory admission may shorten DUP 
inn a sub-group with dangerous behavior. 
Clearlyy there is an area of tension between patients who tend to avoid 
treatmentt and clinicians who try to start treatment as soon as possible. If 
caregiverss take a wait-and-see approach, treatment delay is likely. Too direct 
ann approach, however, can endanger the possibility of achieving a therapeutic 
relationshipp and thus increase the risk of treatment delay - unless there are 
groundss for compulsory treatment. Compulsory admission, however, is 
experiencedd by patients as a major violation of their autonomy. 
Surprisingly,, others contributing to the start of the first treatment is not 
relatedd to the DUP. This probably has to do with the fact that for almost all 
patientss (91%) others contributed to the start of the first treatment. The 
cruciall  factor is possibly the lapse of time before psychotic symptoms of the 
patientt become clear to others. 
Contraryy to Verdoux et al. (1998) no relation was found between level of 
educationn of the patient or psychiatric family history and the DUP. Also, 
theree was no relation between the DUP and age, gender or drug abuse. This 
lackk of relation might be explained by the small variation in age, gender and 
drugg abuse in this population. 
Thee attitudes of patients towards the first psychotic symptoms and psychiatric 
treatmentt are very diverse. The cases presented here illustrate that these 
attitudess are related to treatment delay and the patients' expectations regarding 
treatment.. The degree to which the treatment corresponds with the expectations 
off  the patient is related to the working alliance and probably to the effectiveness 
off  the treatment (Vervaeke and Vertommen, 1993). This means that 
considerationn of patients' views is necessary for establishing a therapeutic 
relationship. . 
Thiss study has several limitations. First, our study concerns recently 
admitted,, young and for the most part male patients, the majority of whom 
havee used drugs at some point in time. Gender and age are of influence on 
helpp seeking behavior (Boldero and Fallon, 1995) and gender is related to a 
longerr DUP (Larsen et al, 1996) and to age at first admission (Hafner et al, 
1989).. It is also known that drug use can influence the views of patients on 
thee nature of their disorder. However, there are several factors that make the 
influencee of drug use on patients' views of their first psychotic symptoms 
lesss important in our study. Most of the patients had used drugs a 
considerablee time before the onset of the psychotic symptoms. There was no 
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increasee in the use of drugs immediately prior to the onset of the first 
psychoticc symptoms, and only 9% of the patients thought that the psychotic 
symptomss were solely caused by drug use. Yet the above-mentioned 
characteristicss of our study population limit generalization of our findings to 
alll  patients with a first psychotic episode. It is necessary to study the attitudes 
off  women, older patients, non-admitted patients and patients who have never 
receivedd psychiatric treatment. 
Second,, our study focused only on attitudes of patients towards the start of 
psychiatricc treatment and the first psychosis. Factors relating to family delay 
orr doctors delay are not discussed in this article. A description of the 
complexityy of the pathway to care (Goldberg and Huxley, 1980) is also 
beyondd the scope of this study. Further research into the interaction of 
attitudess and behavior of patients, family members and caregivers is 
necessary.. This interaction determines the manner and time-frame in which 
treatmentt of a first psychotic episode comes about. The start of a psychiatric 
treatmentt is often the result of the interventions of different professionals. 
Thiss also appears from the fact that awareness of mental disorder at onset and 
involuntaryy admission explain only for a small part the variance in the DUP. 
Consequentlyy other factors not investigated in this study must play an 
importantt role. 
Third,, we did not investigate the attitudes of patients towards the pre-
psychoticc phase. Attitudes of patients towards the pre-psychotic phase were 
recentlyy described by Moller and Husby (2000). 
Fourth,, the retrospective design introduces the risk that the answers of the 
patientss were influenced by memory disorders, later experiences or current 
psychiatricc condition. Patients were, however, interviewed in a stable phase 
too reduce the latter bias as much as possible. Measuring insight or awareness 
retrospectivelyy is particularly problematic. Therefore we chose to measure 
thosee aspects of insight or awareness which could be laid before the patient in 
aa few, simple questions. Prospective research would not have many of the 
above-mentionedd disadvantages, but there is none available, nor is there 
likelyy to be in the future. 
Inn summary: although a majority of the patients has at least some awareness 
off  having a mental disorder at onset of the psychotic symptoms, this 
awarenesss often does not involve the awareness of needing psychiatric help. 
Becausee of the resistance of many patients to help, family members are 
almostt always needed for initiating treatment. Waiting with implementation 
off  treatment until patients are themselves aware of the need of treatment 
mightt enlarge DUP. 
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Summary y 

Objective::  Psychiatric services providing care for patients and their families 
confrontedd with a first psychotic episode, need to be sensitive towards 
patients'' and families' preferences. 
Method::  Ten patients ten family members and ten professional caregivers 
composedd a list of 42 preferences in the treatment for a first psychotic 
episode.. In total 99 patients, 100 family members and 263 professional 
caregiverss evaluated these preferences, thus producing an order of priorities. 
Results::  There appears to be considerable agreement among the groups of 
respondentss regarding their top ten priorities, especially concerning 
informationn on diagnosis and medication. However, we found important 
differencess between groups of respondents. 
Conclusion::  The results suggest that in psychiatric services great attention 
shouldd be given to psycho-education and early outpatient intervention. 
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1.2.1.. Introductio n 

Psychiatricc services providing care for patients and their families confronted 
withh a first psychotic episode need to be sensitive towards patients' and 
families'' wishes. 
Researchh in this area first focused on satisfaction with care for patients with 
long-standingg illness. Several authors report that these patients were satisfied 
withh the care provided (1). However, only aspects of care selected by 
professionall  caregivers were evaluated. Elbeck and Facteau (2) questioned 
thee validity of such studies, and initiated research using items generated by 
patients,, and evaluated by another group of patients on importance. Freedom 
off  movement and supportive care were found to be the most important (3). In 
comparablee studies a relation between satisfaction and diagnosis was found 
(4,5,6).. Patients with schizophrenia were less satisfied. The lowest 
satisfactionn was found with the provision of information (7). 
Onlyy one study focused on satisfaction in 93 patients and their family 
memberss after treatment for a first psychotic episode (8). In total 76% of the 
patientss and 74% of the family members were satisfied with the respect, and 
kindnesss of nurses and physicians. Nevertheless, patients and family 
memberss were very dissatisfied with information provided concerning the 
illnesss (12 % and 4% respectively were satisfied). With regard to duration of 
encounterss with nurses and physicians, only about 25% of the patients and 
thee family members were satisfied. 

Thee importance for mental health services to not only assess satisfaction but 
alsoo accurately assess the needs of individual patients has been stressed (9). 
Theree has not been a strong tradition within psychiatry of patient 
involvementt in assessing need (10). In some instruments, developed to assess 
needs,, views of patients, carers and clinicians are integrated (for instance the 
Cardinall  Needs Schedule, (11)). However integrating views of patients, 
carerss and professionals may lose valuable information. The Camberwell 
Assessmentt of Need has been developed in consultation with clinicians and 
servicee users (12). Ratings of clinicians and patients can be explicitly 
compared.. With this instrument domains of needs can be assessed though 
differencess in priorities of needs cannot be assessed. 
Researchh has so far mainly focussed on the needs of chronic patients (13). 
Thee Camberwell Assessment of Need focuses also on the needs of patients 
withh established severe psychiatric disorders. We found no instrument 
specificallyy focussing on the needs and priorities for care of patients, family 
memberss and professionals in case of a first psychotic episode. 
Fromm the literature presented here one can tentatively conclude that clients of 
treatmentt for psychosis might have different priorities than professional 
caregivers;; that patients with chronic schizophrenia are less satisfied with the 
helpp offered than patients with other psychiatric problems; and that patients 
andd their families confronted with a first psychotic episode are dissatisfied 
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withh information provided. Research focused on patients', families' and 
professionall  caregivers' preferences for treatment concerning the first 
psychoticc episode is lacking. 
Differencess in priorities between the aforementioned groups can be important 
inn the development of services. Therefore, we conducted an exploratory study 
too examine what kind of help patients find important when confronted with a 
firstt psychosis, and what differences there are between the priorities of 
patients,, family members and professional caregivers. 

1.2.2.. Methods 

Instrument Instrument 
Ass a first step, a panel of patients, family members and professionals were 
usedd to generate a list of preferences in the care for a first psychotic episode. 
Thee panel included ten patients (six males, mean age 22 years), ten family 
memberss (four males, mean age 51 years), and ten professional caregivers 
(fivee males, mean age 36 years). Patients and family members had been 
recentlyy (not more than a year ago) confronted with a first psychotic episode. 
Patientss in the panel were in a stable phase. The professionals were as 
follows:: three psychiatrists, one social worker, and six case-managers. Three 
professionalss worked in residential setting, seven worked in outpatient 
settings,, and all were specialized in treating patients with recent-onset 
psychoticc disorders. We asked these patients, family members and 
professionall  caregivers to compose a list of preferences they found important 
thatt covered all dimensions of the treatment for a first psychotic episode. We 
stressedd that only services concerning the first psychotic episode were at 
issue.. The first psychotic episode was defined as the first period lasting more 
thann one week in which psychotic symptoms were present most of the time. 
Psychoticc symptoms were defined as 1) delusions: strange individual 
convictionss which are not concordant with reality, for example thought 
readingg or paranoid delusions; 2) hallucinations: sensory experiences 
(hearing,, sight, smell etc.) without real noise, picture or odour; 3) 
disorganization:: the verbal expressions of patients are strange or incompre-
hensible,, and the behaviour is strange or chaotic. 
Inn the second step the panel were asked to reach consensus about statements 
thatt were very similar in content, and two authors (LH and BR) reformulated 
fivefive statements to ensure that the categories were well defined and mutually 
exclusive.. The list that remained comprised 42 preferences. This instrument 
wass pretested in a group of six patients, six family members and four 
professionall  caregivers. A few linguistic adjustments were made to ensure 
clarity. . 
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ProcedureProcedure and respondents 
Respondentss were asked to give a priority ranking of the list with 42 
preferences.. They were asked to value each statement with a mark. The 
higherr the mark, the more important the respondent thought the statement 
was.. Respondents could value ten statements with the mark 5, eight 
statementss with the mark 4, eight statements with the mark 3, eight 
statementss with the mark 2 and eight statements with the lowest mark of 1. 
Admittedd patients completed the list in the presence of a professional 
caregiverr who clarified the instructions, and statements if necessary. 
Characteristicss of respondents are shown in table 1. 

Tablee 1. Characteristics of respondents 

n n 

Agee (SD) years 

Genderr (%) male 

Diagnosiss DSM-IV (n) 
Schizophrenia a 

Schizoaffectivee d. 

Schizophreniformm d. 

Professionn (n) 
Psychiatricc nurse 

Psyy chiatri st/res ident 

Occupational l 
therapist t 

Sociall  worker 

Patients Patients 

First-onset t 
patients s 

45 5 

20.22 (2.5) 

75% % 

34 4 

4 4 

7 7 

Consumer r 
Groups s 

54 4 

32.7(3.9) ) 

63% % 

Family y 

100 0 

53.11 (4.3) 

26% % 

Professionals s 

263 3 

34.22 (7.3) 

38% % 

139 9 

57 7 

34 4 

33 3 

Patientss with a first psychotic episode were consecutively admitted to two 
caree facilities specialized in treating patients with a first psychotic episode. 
Twoo patients were excluded because they appeared not to understand the 
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instructions.. The diagnosis according to DSM-IV was made with use of all 
possiblee information: medical records and interviews with patients and 
parents.. All patients were unmarried. 
Memberss of patient consumer groups who had experienced a psychotic 
episodee were included in this study. Most of them had experienced more than 
onee psychotic episode. 
Familyy members and professional caregivers who attended a symposium on 
schizophreniaa were asked about their preferences for treatment. 

Statistics Statistics 
Thee Kruskal-Wallis test was used to test for differences in rank order 
betweenn groups. Since we made multiple comparisons we used a significance 
levell  of p< .001. Data analyses were carried out with the Statistical Package 
Sociall  Sciences, version 7.5 (14). 

1.2.3.. Results 

AgreementAgreement among patients, family members and professionals 
Patients,, family members and professionals agree on the importance of the 
followingg statements (in order of importance): information on diagnosis, 
advicee on how to cope with psychosis, information on medication, low-
thresholdd admission, listening and being clear by professionals, medication 
prescribedd sufficiently long, information on the help offered, taking reported 
signalss seriously, help with discerning possibilities and limitations of 
patients,, calm and patient attitude of professionals. 
Sevenn top ten priorities of professionals occur in the top ten priorities of 
patients;; eight top ten priorities of professionals are in the top ten priorities of 
familyy members. 

DifferencesDifferences between groups of respondents 
Thee following statements are ranked higher by patients than by professionals: 
creatingaa quiet, safe environment, short waiting period before admission, 
earlyy help in own environment by a psychiatrist, individual encounters with 
professionalss and early help in own environment by a general practitioner. 
Thesee are among the top ten priorities of patients and are given a below 
averagee priority by professionals. Professional caregivers find a guarantee of 
privacyy and preference for a low-dose medication less important than 
patients. . 

Familyy members rated the following statements as more important than 
professionals:: short waiting period before admission, early help in own 
environmentt by a psychiatrist or general practitioner, compulsory medication 
andd admission when necessary, advice on coping with aggression. 
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Patientss attach more value to the following statements than family members: 
individuall  encounters with professionals, guarantee of privacy, creating a 
quiett safe environment, preference for low-dose medication and taking 
seriouslyy alternative explanations for the cause of psychosis. 
Onn the other hand, family members find the following statements more 
importantt than patients: early help in own environment by an ambulant team, 
takingg the expertise of family and patient seriously, compulsory medication 
andd admission when necessary, advice on coping with aggression, support for 
patientt and family and continuity of caregiver. 

49 9 



Tablee 2. Rank order, significant differences (p<.001) concerning 42 
preferencess per  group respondents. 

Patientt Family Profes. . 

Creatingg a quiet, safe environment 

Qualityy information (diagnosis) 

Shortt waiting period before admission 

Advicee on coping with psychosis 

Qualityy information (medication) 

EarlyEarly help in own environment (by psychiatrist) 

Individuall  encounters with professional 

Low-threshold,, quiet admission 

Earlyy help in own environment (by general pract.) 

Supportivee counseling patient and family 

Helpp with regaining day-night rhythm 

Continuityy of caregiver 

Guaranteee of privacy 

Listeningg and being clear (by professional careg.) 

EarlyEarly help in own environment (by ambulant team) 

Medicationn prescribed sufficiently long 

Qualityy information (help offer) 

Takingg reported signals seriously 

Preferencee low-dose medication 

Takingg own explanations for psychosis seriously 

Informingg others early to restore confidence in patient 

11 *FC 

2 2 

3*C C 

4 4 

5 5 

6*C C 

7*FC C 

8 8 

9*C C 

10 0 

11 1 

12 2 

13*FC C 

14 4 

15 5 

16 6 

17 7 

18 8 

19*FC C 

200 *F 

21 1 

8 8 

2 2 

5*C C 

6 6 

7 7 

111 *C 

22 2 

13 3 

144 *C 

11 *P 

19 9 

3*P P 

27 7 

18 8 

4*P P 

16 6 

17 7 

15 5 

29 9 

31 1 

26 6 

5 5 

3 3 

9 9 

4 4 

6 6 

23 3 

22 2 

8 8 

26 6 

2*P P 

100 *F 

7*P P 

200 *F 

15 5 

11 *P 

16 6 

12 2 

17 7 

35 5 

27 7 

133 *PF 

rr = Rank order of preferences by groups 
Boldd numbers are top 10 priorities of groups 
Profes.== professional caregiver 
**  — significantly higher valuation as opposed to other group of respondents 
(PP = patients, F = family, C = professional caregiver), p < .001 
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Tablee 2. continued 

Patientt Family Profes. 
M_III M_II n„i t 

rr r r 

Takingg the expertise of family and patient seriously 

Helpp with discerning possibilities and limitations 

Directt attention to maintaining education and work 

Practicall  help with resocialization 

Calmm and patient attitude of professional 

Mutuall  support through contact with other patients 

Compulsoryy medication when necessary 

Advicee on coping with withdrawal behavior 

Possibilityy of compulsory admission 

Goodd physical examination 

Specificc attention to mourning 

Informationn for and by other patients 

Promotionn of consumers' interests 

Advicee on coping with aggression 

Practicall  help with housing 

Attentionn to physical exercise 

Service-mindedd attitude of professional 

Sufficientt home visits after being discharged 

Practicall  help with finances 

Practicall  help with housekeeping 

Informationn on healthy food 

rr = Rank order of preferences by groups 
Boldd numbers are top 10 priorities of groups 
Profes.== professional caregiver 
*== significantly higher valuation as opposed to other group of respondents 
(PP = patients, F = family, C = professional caregiver), p < .001 

51 1 

22 2 

23 3 

244 *F 

25 5 

26 6 

277 *C 

28 8 

29 9 

30 0 

31 1 

32 2 

33 3 

344 *C 

35 5 

36 6 

37*FC C 

38 8 

39 9 

40 0 

41 1 

42 2 

12*P P 

21 1 

35 5 

28 8 

23 3 

32 2 

9*PC C 

255 *C 

10*PC C 

33 3 

34 4 

38 8 

377 *C 

20*PC C 

36 6 

41 1 

300 *P 

244 *P 

39 9 

40 0 

42 2 

111 *P 

21 1 

288 *F 

25 5 

19 9 

36 6 

144 *P 

30 0 

188 *P 

34 4 

29 9 

39 9 

40 0 

31 1 

32 2 

41 1 

244 *P 

33 3 

38 8 

36 6 
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DifferencesDifferences between subgroups. 
Firstt episode patients (n=45) attach more value to "practical help with 
resocialisation""  than patients who experienced more than one psychotic 
episodee (n=54). There were no other significant differences in priorities for 
caree between first episode patients and multiple episode patients. 
Wee also found no significant differences in priorities for care between nurses, 
sociall  workers, psychiatrists and occupational therapists. 

1.2.4.. Discussion 

Wee found a high level of agreement on preferences for treatment during a 
firstt psychotic episode between patients, family members and professionals. 
Al ll  groups of respondents attach great value to information on diagnosis and 
medication.. The rating of all groups of respondents of the statement 'advice 
onn coping with psychotic symptoms' corresponds with the mutual priority 
concerningg the provision of information. From the severe dissatisfaction of 
patientss and family members with the provision of information (7, 13), it 
appearss that it is uncertain whether this important need is being adequately 
fulfilled.. A number of psycho-educational programs recently became 
available.. The question is, however, whether these programs contain the 
informationn which patients, family members and caregivers find so 
important.. Considering the great value patients give to individual encounters, 
theyy probably particularly appreciate information that is focused on their own 
individuall  problems. Poor or inaccurate information can have a negative 
impactt on the confidence patients and family members have in the future. 
Besidee the agreement that was found, patients, family members and 
caregiverss distinctly emphasize different priorities. These differences might 
bee important for suggestions for improvement of the help provided. Patients 
andd family members attach great value to early help in their own environment 
byy a psychiatrist or a general practitioner. Patients in particular emphasize the 
importancee of a 'quiet safe environment', 'short waiting period before 
admission'' (just like family members) and 'privacy'. The access to first-line 
andd clinical services might be a partly unrecognized priority of patients and 
theirr families. Professional caregivers value low-dose medication less than 
patients.. Research in the field of effectiveness, side effects and compliance 
(15)) supports the emphasis patients put here. 
Sladee et al. (16) also found moderate or substantial agreement on the 
presencee of need for most domains assessed with the Camberwell 
Assessmentt of Need in chronic patients and their carers. However, they 
foundd only slight agreement on presence of need in the domains "welfare 
benefits",, "sexual expression", "safety to others" and information". The most 
importantt disagreement was found concerning information: 40% of the 
patientss identified the presence of the need for information and only 10% of 
thee staff identified this need, resulting in a kappa coefficient of 0.04. Thus, in 
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aa group of patients with longstanding illness the need for information is still 
extensivee and goes largely unrecognised by staff. In a study comparing the 
assessmentt of needs by patients with schizophrenia versus the assessment of 
thosee needs by rehabilitation practitioners differences were found especially 
inn the areas of work, studies and independent living (17). The focus of this 
studyy was merely on rehabilitation than on help in case of a psychotic 
episode.. Wiersma et al. (18) evaluated the stability and change in needs of 
patientss with schizophrenic disorders 17 years from first onset of psychosis. 
Basedd on professional assessment there was an unfavourable trend in the 
coursee of 17 years: 28% suffered from new unmet needs, while only 12% had 
improvedd their status to no needs. At follow-up the problems patients 
reportedd most commonly were in the areas of day-time activities, social 
relationshipss and again information on their condition and treatment, for all 
whichh they needed more help than they received. The need for information 
onn the disorder and the treatment is present from the onset of psychosis and 
stayss urgent in the long term if sufficient information is not given. 
Sincee in our study first-episode patients and patients who experienced more 
thann one psychotic episode only differed in their priority for "practical help 
withh resocialisation" it seems that retrospective assessment of preferences for 
caree during a first psychotic episode is not much influenced by the duration 
off  the illness. 
Inn our study family members stress the necessity of compulsory treatment 
andd admission. These priorities and the need for 'advice on coping with 
aggression'' might be related to experiences with the adverse course of the 
illnesss of their family member (19). From our study it emerges that the views 
onn compulsory treatment are far apart and that consultation between interest 
groupss and professional caregivers is necessary. 
Needss of family caregivers in chronic schizophrenia are comparable with the 
prioritiess for help we identified for family caregivers confronted with a first 
psychoticc episode. Winefield and Harvey (20) found that family caregivers of 
patientss with longstanding schizophrenia needed earlier professional 
interventionn in episodes of illness and information about schizophrenia, 
besidess information how to lobby politicians for resources. The need for 
informationn and the need for early intervention in episodes of illness does not 
seemm to diminish in the course of the disorder. 

Inn interpreting the results of our study it is essential to consider the following 
limitations.. Our research has been confined to determining priorities in the 
needd for help during a first psychosis. Preferences pertaining to other phases 
off  psychotic disorders may be different. 
Thee fact that respondents valued certain items higher than others does not 
meann that they find the items with a lower priority unimportant. From the 
resultss of this study it is possible to get an impression of what respondents 
emphasize,, but one cannot conclude from it which helps are not found 
necessary. . 
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Respondentss retrospectively identified preferences associated with their first 
psychoticc episode. These views may be biased by later, more recent 
experiences.. Another limitation pertains to the selection of the respondents. 
Respondentss belong to active groups (members of patient consumer 
organizations,, members of a family consumer associations and professional 
caregiverss who visited a symposium on schizophrenia). Members of family 
associationss have on average been confronted with a more serious course of 
thee psychotic disorder (19). However, respondents who were admitted can be 
seenn as representative for young patients with some awareness of illness. 

Inn further research it would be desirable to focus attention on the following 
groups:: patients who refuse help or who are so dissatisfied with their 
experiencess of earlier help that they do not wish to have further contact with 
professionall  caregivers, and family members who are not organized. 
Differencess that have been found between groups of respondents are of great 
importancee given the tendency to agreement of studied groups of 
respondents. . 

Thee main findings of this study are that all groups of respondents give 
priorityy to information on the illness and that patients and family members 
givee priority to early help in their own environment by a psychiatrist or 
generall  practitioner. Considering the recently found dissatisfaction of first-
episodee psychosis patients and their family members with the provision of 
informationn and the continuity of this need in the long-term, it would be 
desirablee to reach agreement on the criteria that this information should fulfil . 
Thiss will enable us to adapt services more to the needs of the patients and 
theirr families. 
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Chapterr  2.1. 

Introductio n n 

Basedd on: 

HetHet beloop van schizofrenie gedurende vijfjaar na een eerste opname in de westerse 
wereld,wereld, een meta-analyse. 
DeDe Haan L, Timmer T, Linszen DH, Wouters L, Lenior ME 
TijdschriftTijdschrift voor psychiatrie, 2001, 43: 559-565 

NeurobiologischeNeurobiologische hypothesen over de pathogenese van schizofrenie. Van degeneratie tot 
progressieveprogressieve ontwikkelingsstoornis. 
BakkerBakker JM, De Haan L 
TijdschriftTijdschrift voor Psychiatrie, 2001, 43: 21-29 

DuurDuur onbehandelde psychose en beloop van schizofrenie. 
DeDe Haan L, Bottelier M 
TijdschriftTijdschrift voor Psychiatrie, 1999, 41: 239-243 
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Summary y 

Objectivee and Method: Review of literature concerning: outcome of 
schizophrenia;; pathogenetic hypothesis; and relationship between duration of 
untreatedd psychosis and outcome. 
Results::  - Outcome of schizophrenia during the years after the first 
admissionn is heterogeneous and for most patients not favourable. 
-- There are indications for a progressive pathogenetic process that takes place 
bothh before the first psychotic episode and after early childhood. Based on 
thee illness course, some progression of this process can be assumed after the 
startt of the first psychotic episode. 
-- Repeatedly, a relation has been found between duration of untreated 
psychosiss and the course of schizophrenia in the short and long term. 
However,, the extent of the role of confounding variables and of the beneficial 
effectt of shortening the DUP cannot yet be determined. 
Conclusion::  Intervention to reduce duration of untreated psychosis carries 
thee promise of ameliorating the prognosis of schizophrenia. However, more 
researchh is needed before specific intervention programmes can be 
recommended. . 
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2.1.1.. Outcome of schizophrenia 

Literaturee concerning the outcome of schizophrenia shows a puzzling diversity 
off  findings. Methodological factors cause part of this diversity. We therefore 
producedd a meta-analysis of prospective studies concerning the 5-year outcome 
off  schizophrenia after a first admission, in the western world. The results of this 
meta-analysiss are: 2/3 firstly admitted patients with schizophrenia are 
rehospitalisedd during the first five years, 4/5 of the patients had a psychotic 
relapsee during this period, 2/5 of the patients had psychotic symptoms at the end 
off  the five-year follow-up, 2/3 had moderate to severe impairments at that time. 
Moree then 3% of these (young) patients died during the five years after first 
admission,, most of them by suicide. 
Onee may conclude that the outcome of schizophrenia during the years after 
thee first admission is heterogeneous and for most patients not favourable. 
Becausee there is a substantial heterogeneity in course and outcome, 
predictorss of outcome are needed to enable differential treatment planning. 
Butt above all effective interventions are needed to influence the outcome of 
schizophrenia. . 

2.1.2.. Schizophrenia as a progressive developmental disorder: an 
argumentt  for  research into the impact of duration of 
untreatedd psychosis? 

Researchh findings and clinical observations are compatible with a hypothesis 
thatt schizophrenia is a progressive developmental disorder. A number of 
findingss that are usually mentioned as evidence for the model that assumes a 
developmentall  disorder limited to the early phase can also be regarded as 
evidencee for the hypothesis that schizophrenia is caused by a progressive 
developmentall  disorder. In combination with the increased extracerebral 
volumee (Woods, 1999) that has been found and the significant reduction of 
corticall  tissue volume and increase of ventricle volume during adolescence of 
childrenn with early onset schizophrenia in comparison to their peers 
(Rapoportt et al., 1999), these findings provide indications for a progressive 
processs that takes place both before the first psychotic episode and after early 
childhood.. Based on the illness course, some progression may be assumed 
afterr the first psychotic episode. This may be regarded as an argument to aim 
forr research on early intervention, after the occurrence of psychotic 
symptoms.. This may turn out to be important in order to limit irreversible 
damagee in schizophrenia as much as possible. 
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2.1.3.. Relationship between duration of untreated psychosis and 
outcome e 

Itt is possible that early treatment of a first psychosis not only has a positive 
effectt in the short term, but may also improve the outcome of schizophrenia in 
thee long term. Finding corroboration for this hypothesis is vital because the 
Durationn of Untreated Psychosis (DUP) can, in principle, be shortened. 
Repeatedly,, a relation has been found between DUP and the course of 
schizophreniaa in the short and long term (especially if the DUP is longer than 
aa year). This relation was seen in groups of patients that varied in the extent 
too which other prognostically unfavourable factors were present. In view of 
thee replications, it seems unlikely that this association is caused by chance. 
Howeverr several recent studies could not replicate the association between 
DUPP and outcome. The strength of findings is also limited by the lack of 
acceptedd criteria concerning onset of psychotic symptoms and the start of an 
adequatee treatment with antipsychotic medication. Moreover since long DUP 
patientss tend to refuse study participation this introduces a confounder of 
schizophreniaa study samples. 
Ass the study results are contradictory, it is not yet clear to what extent DUP is 
independentt of other prognostic factors that can not be influenced. The extent 
off  the role of confounding variables and of the beneficial effect of shortening 
thee DUP can not yet be determined. 
Researchh up to now has focused primarily on the relation between DUP and 
psychopathologicall  outcome. It is also important to investigate the connection 
betweenn DUP and social functioning. Studies on this relation are dealt with in 
chapterr 2.2 and chapter 2.3. 
Moreover,, while the impact of DUP is mainly relevant for the long term, most 
researchh results concern the relation between DUP and outcome in the short 
term.. Chapter 2.3. describes research into the relation between DUP and 
outcomee in the longer term. 
DUPP is often operationalized as the time between the beginning of psychotic 
symptomss and the start of treatment with antipsychotic medication. Another 
operationalizationn may be relevant as well, namely postponement of 
psychosociall  intervention. Chapter 2.4. describes research that compares the two 
operationalizations. . 
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Summary y 

Objective::  To find indications whether low-dose antipsychotic drugs and 
earlyy intensive intervention would reduce psychotic relapses and improve 
sociall  functioning. 
Method::  Social functioning and psychotic relapse were examined 
retrospectivelyy in an early intervention programme in 133 young patients 
(meann age 20.3 years, SD 2.3) with recent-onset schizophrenia and related 
disorders.. The programme included a combination of: (1) pharmacotherapy; 
(2)) psychoeducation of patients and parents; (3) individualized disease, 
medicationn and stress management; (4) support in the finding of structural 
activities;; (5) establishment of parent groups; and (6) provision of continuity 
off  care for both patients and parents. 
Results::  After 1 year of outpatient treatment, 89 patients (67 %) who were 
inactivee at admission had structured activities. Twenty-nine (21.8%) patients 
sufferedd from a psychotic relapse of which 13.5% were severe and 8.3 % 
mild.. A severe relapse was, in most cases, followed by readmission. The 
lengthh of time between the first contact with psychiatric services and 
admissionn to the treatment programme was associated with negative 
symptomss at the end of the treatment period. 
Conclusion::  Early psychosocial intervention combined with antipsychotic 
medicationn appears to improve social functioning and to reduce the relapse 
ratee in recent-onset schizophrenia. 
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2.2.1.. Introductio n 

Psychoticc relapses are a major factor in determining the severity of 
schizophreniaa and are associated with an increasing likelihood of further 
psychoticc relapse, as well as an increase in negative symptoms (WHO, 1979) 
andd risk of suicide (Drake et al., 1985). In addition, psychotic relapses have a 
negativee impact on education, career and self-image (Greenfeld et al., 1989; 
Lallyy et al., 1989). As the severity of schizophrenia can increase in the first 5-
100 years of the disorder (McGlashan 1988, Eaton et al., 1992), early intensive 
treatmentt programmes have been developed aimed at reducing the rate of 
relapsee and improving social functioning (Lam, 1991). In a prospective study 
examiningg the effect of early treatment in 76 patients with recent-onset 
schizophrenicc disorders (mean age at admission 20.3 years, SD. 2.3), 
psychoticc relapse during the first year after admission was relatively low 
(16%;; Linszen et al., 1996). Early treatment may therefore lead to a decrease 
inn the incidence of psychotic relapse. Change in social functioning was not, 
however,, evaluated in this study. Indeed, it is difficult to achieve both 
preventionn of psychotic relapse and improvement of psychosocial adaptation. 
Thiss has been shown in studies by Kane et al. (1983, 1985), in which 
treatmentt with high dose antipsychotic drugs resulted in fewer psychotic 
relapses,, but also in poor social functioning. 
Thiss study, therefore, in a comparable population and using the same 
treatmentt programme as in an earlier study by the same group (Linszen et al., 
1996),, investigated whether low-dose antipsychotic drugs and early intensive 
interventionn would reduce psychotic relapses and improve social functioning. 

2.2.2.. Patients and Methods 

AA total of 133 young patients with schizophrenic disorders were treated at a 
specialisedd unit, in the Academic Medical Centre, Amsterdam, The 
Netherlands,, in an early intensive treatment programme with a minimum of 
122 months of outpatient care following admission. Patients were eligible for 
thee treatment programme if they had an axis I schizophrenic disorder 
accordingg to the criteria of the third revised Diagnostic and Statistical Manual 
off  mental disorders ( DSM-III-R; American Psychiatric Association, 1987). 
Thee diagnosis was made at a clinical consensus meeting (comprising three 
psychiatristss and two residents) and involved the use of all available 
information,, including medical records, and interviews with patients and with 
parents. . 
Inclusionn criteria were the need for continuous antipsychotic medication, and 
agee between 15 and 26 years. Patients with primary alcohol dependence, drug 
dependencee (other than cannabis) or brief drug-related psychosis were 
excluded. . 
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Treatment Treatment 
Thee primary aims of treatment were the prevention of relapse and 
improvementt of quality of life. This was to be achieved by (1) decreasing 
psychoticc symptoms using medication, stimulus reduction and careful 
confrontationn with reality; (2) preventing relapse through the reduction of 
stresss and early intervention in case of prodromal symptoms; (3) preventing 
suicidee by careful confrontation with the illness, support during the process 
off  mourning and actively discussing suicidal thoughts; (4) decreasing 
negativee symptoms through mild stimulation, optimal medication and 
treatmentt of depression; (5) using the individual qualities of patients and the 
helpp of family and friends. The mean duration of the clinical and day-
treatmentt phase was 3.6 months. Outpatient treatment lasted for 12 months. 
Al ll  patients received standard antipsychotic medication (haloperidol, or its 
equivalent,, at a mean dose of 3.5 mg/day SD = 1.9). 
Duringg the inpatient phase, the family was contacted as soon as possible after 
admission.. Psychoeducation of the family according to the method developed 
andd described by Anderson et al. (1986) was started (Linszen et al. 1996). 
Duringg the outpatient phase, patients were seen weekly during the first 6 
weeks,, fortnightly for the following 3 months, and then at monthly intervals. 
Patientss could be seen more frequently if necessary. 
Patientss were intensively coached in finding structural daily activities. 
Choicess were made on the basis of patient's behaviour in the ward and during 
therapeuticc sessions, and in accordance with patient's own wishes and ability. 
Modestt target activities were deliberately chosen in order to maximise the 
successs rate. This part of the treatment program involved frequent contact 
withh parents, teachers and other care-givers. 

Measurements Measurements 
Thee following information was retrieved from the medical records at the time 
off  admission: (1) DSM-III-R diagnosis; (2) structural activities; (3) first 
contactt with psychiatric services (4) time of admission. Careful clinical 
recordss (including prodromal symptoms, relapse and social functioning) up to 
follow-upp 1 year after admission to the unit were available for all patients. 
Thesee records were used to assess (1) the number of mild psychotic relapses, 
definedd as a recurrence or exacerbation of psychotic symptoms requiring an 
increasee in medication, without a significant decline in social functioning and 
remissionn within 1 week; (2) the number of severe psychotic relapse, defined 
ass a recurrence or exacerbation of psychotic symptoms requiring an increase 
inn medication, with a significant decline in social functioning or a duration of 
moree than 1 week, or both; (3) readmission; and (4) social functioning. An 
independentt researcher reviewed the charts and a random sample of 36 
patientss was studied by another researcher. There was disagreement about the 
severityy of the relapse in only one patient (overall kappa coefficient = 0.89), 
butt the records of all patients with a relapse were re-examined by both 
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workerss to reach consensus about the categories of relapse severity. From 88 
consecutivelyy admitted patients (a subpopulation of the 133 patients) the 
severityy of negative symptoms at the end of the treatment programme was 
ratedd on a three-point scale (none, mild, severe). 

2.2.3.. Results 

Thee length of time between the first contact with psychiatric services and 
timee of admission to our hospital, was 18 months (mean, SD = 14). Before 
admissionn to our hospital, patients were admitted once (mean) to another 
psychiatricc hospital. The study population consisted of 101 men and 32 
womenn and their mean age at admission in our hospital was 20.3 years (SD = 
2.33 years). 
Thee diagnoses according to DSM-III-R criteria are shown in table 1. 

TableTable 1. Patient characteristics 

n_ _ 
Gender r 

Femalee 32 
Malee 101 

Diagnosiss according to DSM-III-R criteria 
Schizophrenicc disorder 91 
Schizoaffectivee disorder 19 
Schizophreniformm disorder 7 
Bipolarr disorder, manic (discongruent psychotic) 9 
Psychoticc disorder (unspecified) 7_ 

SocialSocial functioning 
Forr 29 of the 133 patients (22 %), there were no data describing their 
structurall  social activities after the 12-month period of outpatient care; these 
patientss were rated as having no structural activities. Some patients were 
activee in more than one category, for example in both study and hobby, but 
weree rated only once for the activity done most intensively. Of the patients 
withoutt any structural activities at admission, 89 (67 %) had structural 
activitiess after 12 months of outpatient treatment: 13% (re)started a hobby, 
27%% started volunteer work, 9% (re)started study and 18% had paid work 
(Tablee 2., page 73). 
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Tablee 2. Social functioning at admission and after  12 months out-patient 
caree of 133 young patients with recent onset schizophrenia and related 
disorders s 

Sociall  functioning 

Noo structural activities 

Hobby y 

Volunteerr work 

Study y 

Paidd work 

Missingg data 

Att admission 

1044 (78.2) 

44 (3.0) 

11 (0.8) 

19(14.3) ) 

55 (3.8) 

00 (0.0) 

nn (%) 

Afterr 12 months of 
outpatientt care 

15(11.3) ) 

133 (9.8) 

22(16.5) ) 

333 (24.8) 

211 (15.8) 

29(21.8) ) 

PsychoticPsychotic relapse 
Duringg the 12-month period of outpatient treatment, 11 (8.3%) patients had a 
mildd relapse, 18 (13.5%) had a severe relapse and 16 (12%) were readmitted. 
Thee mean duration of readmission in patients suffering from a severe relapse 
wass 62.5 days. 

EffectEffect of early intervention 
Thee time interval between the patient's first contact with psychiatric services 
andd time of admission to our hospital correlated with severity of negative 
symptomss at the end of the treatment programme (x2=12.21; p< 0.01). 

2.2.4.. Discussion 

Thee main finding of this retrospective cohort study of young patients with 
recent-onsett schizophrenic disorders was the major increase in structural 
activitiess during the treatment period (mean 15.6 months). This is important, 
becausee patients consider having meaningful activities as primary 
determinantt of their quality of life (Mercier, 1994). The improvement in 
sociall  functioning is probably related to the low relapse rate during the 12 
monthss of outpatient care. In the present study, low dose pharmacotherapy 
resultedd in relatively few psychotic relapses and was not associated with a 
worseningg in social functioning. The relatively low proportion of patients 
experiencingg relapses is in agreement with a previous prospective study in a 
comparablee population (Linszen et al, 1996). 
Patientss were young when admitted to our hospital, and the time between the 
firstfirst contact with psychiatric services and time of admission to our hospital 
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wass modest. In a subgroup of the studied population, early intervention was 
associatedd with fewer negative symptoms at the end of the outpatient phase. 
Earlyy intervention therefore seems to be important in achieving a favourable 
outcome.. The addition of psychosocial intervention may also be important to 
counteractt demoralization and loss of social functioning, and provide support 
too young patients with recent- onset schizophrenic disorders. 
AA major limitation of the present study is the relative short 1-year timespan 
off  treatment in a disease such as schizophrenia. Nevertheless, the decrease in 
psychoticc relapse and readmission during the first year after the intensive 
treatmentt is significant, especially as most psychotic relapses and 
readmissionss take place during the first year after admission (Eaton et al., 
1992a,, 1992b). 
Thee retrospective design of the present study and the lack of controls permit 
onlyy tentative conclusions. Improvement in social functioning and relatively 
feww psychotic relapses could be caused by evaluating a selected patient 
population.. However, the large number of patients with comorbidity (i.e. 
cannabiss abuse in 37 out of 133 patients), the young age at onset of the 
diseasee (Johnstone et al, 1989) and the predominance of men (75%) does not 
supportt a positive outcome a priori. In addition, the 42 patients with a 
diagnosiss other than schizophrenia did not improve the results: patients with 
aa bipolar disorder had a relapse percentage of 33.3%, while the relapse rate in 
patientss with a schizophreniform or schizoaffective disorder, or a psychotic 
disorderr not otherwise specified did not differ from those with a 
schizophrenicc disorder. 
Ourr results are in agreement with those of other studies evaluating the 
combinationn of pharmacotherapy and psychosocial intervention (Goldstein et 
al.,, 1978; Leff et al., 1982; 1985; Falloon et al., 1982; 1985; Tarrier et al., 
1988)) and social skills training and family interventions (Hogarty et al., 
1986;; 1991). In addition to early timing of intervention, individually tailored 
intervention,, continuity of care, cooperation with parents, and early 
interventionn in case of prodromal symptoms of psychotic relapse contribute 
too relatively few psychotic relapses and to an improvement of social 
functioning.. Parents also play an important role in the implementation and 
maintenancee of thee treatment. 
Althoughh the results after 1 year of treatment are promising, a prospective 
studyy with a longer duration is clearly needed. Furthermore, the results 
suggestt that in studies on the duration of untreated psychosis, delay in 
startingg intensive psychosocial intervention might be a critical factor which 
needss to be taken into account. 

75 5 



References s 

Americann Psychiatric Association, Committee on Nomenclature and Statistics 
(1987),, Diagnostic and Statistical Manual of Mental Disorders, Third 
Edition-RevisedEdition-Revised (DSM-III-R). American Psychiatric Association, Washington 
DC. . 

Andersonn CM, Reiss DJ, Hogarty GE (1986) Schizophrenia and the family. Guilford 
Press,, New York, London. 

Drakee RE et al (1985) Suicide among schizophrenics: a review. Comprehensive 
Psychiatry,Psychiatry, 26, 90-100. 

Eatonn WW, Mortensen PB, Hermann H et al (1992) Long-term course of hospitalisa-
tionn for schizophrenia: part I and II. Schizophrenia Bulletin, 18, 217-240. 

Falloonn IRH, Boyd J, McGill CW et al (1982) Family managment in the prevention 
off  exacerbations of schizophrenia - a controlled study. New England Journal 
Medicine,Medicine, 306, 1437-1440. 

Falloonn IRH, Boyd J, McGill CW et al (1985) Family managment in the prevention 
off  morbidity of schizophrenia. Clinical outcome of a two-year longitudinal 
study.. Archives of General Psychiatry, 42, 887-896. 

Gaebell  W and Pietzcker A (1985) One-year outcome of schizophrenic patients - the 
interactionn on chronicity and neuroleptic treatment. Pharmacopsychiatry, 
18/3,235-239. . 

Goldsteinn MJ, Rodnick EH, Evans JR et al (1978) Drug and family therapy in the 
aftercaree of acute schizophrenics. Archives of General Psychiatry, 35, 1169-
1177 7 

Greenfeldd D, Strauss JS, Bowers M et al (1989) Insight and interpretation of illness 
inn recovery from psychosis. Schizophrenia Bulletin, 15, 245-265. 

Hogartyy GE, Anderson CM, Reiss DJ et al (1986) Family psychoeducation, social 
skillstrainingg and chemotherapy in the aftercare treatment of schizophrenia. 
ArchivesArchives of General Psychiatry, 43, 633-642. 

Hogartyy GE, Anderson CM, Reiss DJ et al (1991) Family psychoeducation, social 
skillstraining,, and maintenance chemotherapy in the aftercare treatment of 
schizophrenia.. Archives of General Psychiatry, 48, 340-347. 

Hogartyy GE (1993) Prevention of relapse in chronic schizophrenic patients. Journal 
ofof Clinical Psychiatry, 54/3, 18-23. 

Johnstonee EC, Owens DGC, Colter N et al (1989) The spectrum of structural changes 
inn schizophrenia: Age of onset as a predictor of clinical and cognitive impair-
mentss and their cerebral correlates. Psychological Medicine, 19, 91-103. 

Kanee JM and Marder SR (1993) Psychopharmacologic treatment of schizophrenia. S-
chizophreniachizophrenia Bulletin, 19, 287-302. 

Lallyy SJ (1989) 'Does being in here mean there is something wrong with me'. Schizo-
phreniaphrenia Bulletin, 15,253-265. 

Lamm DH (1991) Psychosocial family interventions in schizophrenia: a review of em-
piricall  studies. Psychological Medicine, 2112, 423-441 

Lefff  JP, Kuipers L, Berkowitz R et al (1982) A controlled trial of social intervention 
inn families of schizophrenic patients. British Journal of Psychiatry, 141, 121-
134. . 

Lefff  JP, Kuipers L, Berkowitz R et al (1985) A controlled trial of social intervention 
inn the families of schizophrenic patients: two year follow-up. British Journal 
ofof Psychiatry, 146, 594-600. 

76 6 



Linszenn D, Dingemans P, Van der Does JW et al (1996) Treatment, Expressed 
emotionn and relapse in recent onset schizophrenic disorders. Psychological 
Medicine,Medicine, 26, 33-342. 

McGlashann TH (1988) A selective review of recent North American long term follo-
wupp studies of schizophrenia. Schizophrenia Bulletin, 14, 515-542. 

Mercierr C (1994) Improving the quality of life of people with severe mental 
disorders.. Social Indicators Research, 33, 165-192. 

Rabinerr CJ, Wegner JW, Kane JM (1986) Outcome study of first-episode psychosis, 
I:: Relapse rates after 1 year. American Journal of Psychiatry, 143/9 1155-11-
58. . 

Tarrierr N, Barrowclough C, Vaughn C et al (1988) The community managment of 
schizophreniaa - a controlled trial of a behavioral intervention with families to 
reducee relapse. British Journal of Psychiatry, 153, 532-542. 

Worldd Health Organisation (1979) The international pilot study of schizophrenia. 

11 11 



78 8 



Chapterr  2.3. 

Durationn of untreated psychosis 
andd long-term course 
off  schizophrenia 
EuropeanEuropean Psychiatry 2000; 15:264-267 

Lieuwee de Haan, Mark van der Gaag, Jiska Wolthaus 

79 9 



Summary y 

Objective::  To demonstrate an effect of duration of untreated psychosis (DUP) 
onn several domains of long-term outcome. 
Method::  This study examines the relationship between DUP and long-term 
symptomaticc and social outcome in 205 patients with schizophrenia, whose 
parentss are member of a consumer organisation. 
Results::  We found only a tendency that longer DUP was related to negative 
symptoms,, but no relation to other outcome domains. 
Conclusion::  The results of this study do not support the notion of early 
antipsychoticc intervention at the earliest sign of psychosis in order to "protect 
thee brain". 
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2.3.1.. Introductio n 

Recently,, projects have been set up to achieve early detection and intervention 
inn schizophrenia (4,10,11). These projects are based on the association between 
durationn of untreated psychosis (DUP) and outcome. Liebermann et al. (5) 
assumedd that ongoing (or recurrent) psychosis might lead to a degenerative 
processs manifested by persistent morbidity, treatment resistance, and clinical 
deterioration.. If psychosis is neurotoxic then it is likely that a longer DUP is 
associatedd with poorer outcomes in a variety of domains. The clinical import-
ancee is that DUP is one of the few prognostic factors that can be influenced. 
Neverthelesss DUP may not be independent of 'fixed markers' (6) such as mode 
off  onset, premorbid functioning and gender. 
DUPP was found to be significantly associated with some aspects of short-term 
outcome:: time to remission and level of remission (8) and time to relapse (3). 
Onee study found an association between extremely long DUP and level of 
negativee symptoms at long-term outcome (13). 
Dataa concerning the relationship of DUP and long-term outcome in several 
domainss are lacking. It will take many years before results from prospective 
longitudinall  studies into the relationship between DUP and long-term outcome 
wil ll  be available. This study reports a retrospective study in the relationship 
betweenn the extensive range of DUP and long-term outcome in several domains. 
Wee expected to demonstrate an effect of DUP on outcome as we intended to 
comparee the effects of extremely short versus very long DUP on several 
domainss of long-term outcome. 

2.3.2.. Subjects and methods 

AA questionnaire was published in the monthly magazine of family members for 
patientss with schizophrenia. Family members were asked the year and month in 
whichh psychotic symptoms first appeared in their relatives. The symptoms were 
definedd as: 1) delusions (individual convictions which are not concordant with 
reality,, for example thought reading or paranoid delusions), 2) hallucinations 
(sensoryy experiences - hearing, sight, smell etc.- without a concrete stimulus) or 
3)) disorganisation (strange or incomprehensible verbal expressions, or 
behaviour).. Family members were also asked the year and month in which 
antipsychoticc medication was first administered, and the year and month that the 
firstt psychotic episode ended. With this information we calculated DUP and 
durationn of the first psychotic episode. We investigated the following outcome-
measures:: positive symptoms and negative symptoms during the last half-year 
inn three categories (depending on the interference with daily functioning: none, 
mild,, severe), the number of psychotic episodes, the number of psychiatric 
admissionss and the number of compulsory admissions, the time to remission 
duringg treatment with an antipsychotic drug, the support in housing, any 
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regularr activities and vocational adjustment (hours regular activities in a week: 
noo activities, day activity centre, hobbies, volunteer job, education, paid job). 
Familyy members of patients with schizophrenia revealed information about 205 
patients.. The patients were predominantly male (71%), had a mean age of 31.9 
yearss (SD 8.8), an age of onset of 21.1 years (SD 4.4), a time between onset of 
firstt psychotic episode and moment of survey of 11.1 years (SD 7.9). The mean 
numberr of psychotic episodes was 3.58 (SD 4.34), while 15.4% of the patients 
weree chronically psychotic. The mean number of admissions was 3.40 (SD 
7.60).. Fourteen patients were never treated with antipsychotic medication, 71 
patientss had a DUP shorter than 3 months, and 73 patients had a DUP longer 
thann 16 months (mean five years, five months). 
Inn order to control for a possible response bias we compared demographic and 
admissionn characteristics of patients in our group with those of an extensive 
surveyy of a random sample of 1000 members (with a response rate of 70%) of 
thee same family association (12). 

Data-analysis Data-analysis 
Dataa were analysed with SPSS. Patients were divided into two extreme 
groups:: DUP shorter than three months (n=71), and patients with DUP longer 
thann 16 months (n=73). The middle group was expelled from analysis. The 
extremee groups were compared with multiple chi-squares {yj) in this 
exploratoryy study. 
Wee compared extremely short versus extremely long DUP on social, vocational 
andd symptomatic long-term outcome to find even small effects. We assumed 
thatt if family members thought the DUP shorter than 3 months that we could 
safelyy define that group as having a short DUP and that if family members 
thoughtt the DUP to be longer than 16 months we could define that group as 
havingg a long DUP. We assumed that the reliability of the retrospective 
assessmentt of DUP is too poor to analyse the intermediate group with a DUP 
betweenn 3 and 16 months. 

2.3.3.. Results 

2077 Questionnaires were returned. Two questionnaires could not be used 
becausee of incompleteness. 
Wee compared patients with a DUP of three months or less (n=71, mean DUP 14 
days)) with patients with a DUP of 16 months or longer (n=73, mean DUP 5.5 
years).. There were no significant differences (x~) between these extreme groups 
onn any of the outcome measures (table 1). 
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Tablee 1. Comparison between short and 

Positivee symptoms 
Negativee symptoms 
Numberr of psychotic relapses 
Numberr of admissions 
Numberr of compulsory admissions 
Timee to remission during 

antipsychoticc drugs 
Supportt in housing 
Noo activities 
Dayy Activity Centre 
Hobbies s 
VoluntaryVoluntary work 
Education n 
Paidd job 

treatment t with h 

longg DUP 
-> -> 

r r 1.99 9 
5.52 2 

10.05 5 
12.17 7 
4.74 4 

46.35 5 

0.01 1 
0.19 9 
9.89 9 

12.54 4 
10.28 8 
12.97 7 
9.23 3 

Df f 
2 2 
2 2 

10 0 
14 4 
7 7 

42 2 

1 1 
1 1 

13 3 
16 6 
14 4 
8 8 
8 8 

P-value e 
0.37 7 
0.06 6 
0.44 4 
0.59 9 
0.69 9 
0.30 0 

1.0 0 
0.66 6 
0.70 0 
0.71 1 
0.74 4 
0.11 1 
0.32 2 

Theree was a tendency for long DUP to be associated to negative symptoms. 
Thiss relationship was not statistically significant. 
Thee characteristics of the representative population of Schene and Van 
Wijngaardenn did not differ from our population on: mean age of the patients (34 
years,, SD 10 years versus 31.9 years, SD 8.8 years), gender (69.1% male versus 
71%% male), age of onset psychotic symptoms (22.9 years versus 21.1 years), 
meann amount of time since onset of the disorder (10.6 years versus 11.1 years), 
numberr of admissions (3.8 versus 3.4), and percentage with one or more 
involuntaryy admissions (58.7% versus 59.2%). 

2.3.4.. Discussion 

Wee found no relationship between short and long DUP and ten year outcome. 
Thee tendency between DUP and negative symptoms is in accordance with 
Waddington'ss study (13) in which extreme DUP (mean 17.1 years, SD 12.8) 
wass associated with negative symptoms. If we had found an effect of DUP on 
long-termm outcome, even then this effect could not be attributed to the timing of 
initiatingg treatment since DUP is possible related with insidious onset of 
psychosiss which is a poor prognostic factor on its own (14). 
Thee study has several drawbacks. The reliability of the diagnosis was not 
assessed.. Nevertheless there are arguments in favour of the representativeness 
off  the study population. The studied population has an age of onset and a long-
termm course that is comparable with other populations with schizophrenia (1,2). 
Moreover,, the family association focuses on relatives of patients with 
schizophrenia.. The primary diagnosis, made by health professionals and 
reportedd by the respondents, was schizophrenia for 87.6 percent, chronic 
psychosiss for 4.8 percent, manic-depressive disorder for 4.5 percent and other 
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disorderss for 3.1 percent in the survey of Schene and Wijngaarden (12). Another 
drawbackk is the predominance of male patients. This resembles the 
predominancee of males in the representative sample of the survey of Schene and 
Wijngaardenn (12) and points to the overrepresentation of family members of 
malee patients in this family association. Moreover members of advocacy groups 
tendd to be better educated and less likely to be member of a minority group, and 
tendd to have relatives that are more severely ill . 
Thesee biases limit the generalizability of our findings. As the population we 
studiedd resembles a random sample of the same family association, it is likely 
thatt patients from responding families and from non-responding families are 
comparable. . 
Howw can we explain the lack of long-term consequences of long DUP, while 
short-termm differences were documented by other studies? It is possible that 
theree are only short-term effects of variation in DUP. Current positive 
symptomss are a better predictor of independent living than DUP more then ten 
yearss ago. Also, current negative symptoms are a better predictor of activities 
andd vocational outcome than DUP more then ten years ago. Another 
explanationn could be that DUP is no predictor of outcome in a population with a 
predominancee of males. The results of this study do not support an aggressive 
pharmacologicc intervention at the earliest sign of psychosis in order to "protect 
thee brain". We are aware of three other findings that weaken the hypothesis of 
psychosiss as a neurotoxic process. Wyatt et al. (15) found no difference in long-
termm outcome between patients who used placebo in clinical trials and patients 
treatedd with active medication. Bleuler (1) found that there is usually a plateau 
inn the progression of schizophrenia after the first five to ten years. Finally a 
moree acute and florid presentation of psychosis is associated with a better 
prognosis.. Nevertheless there are also findings that support the hypothesis of 
psychosiss as a neurotoxic process (3, 7-9). 
Althoughh our results do not support that there is a relationship between DUP 
andd several domains of outcome, we think that early detection and intervention 
stilll  is desirable to diminish the suffering of patients and their families during 
thee early phase of schizophrenia. However more investigation is needed before 
recommendationss about programmes for early detection and treatment of 
psychosiss can be made. 
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Summary y 

Objective::  The influence of Duration of Untreated Psychosis (DUP) and 
Delayy in Intensive Psychosocial Treatment (DIPT) on several outcome 
domainss 6 years after onset of psychosis, in a cohort of 88 consecutively 
admittedd patients with early-onset schizophrenia and related disorders was 
examined. . 
Method::  Patients and their parents completed an inventory concerning 
DUP,, DIPT and various aspects of outcome. Psychotic relapse during the 
firstt year after hospitalization was assessed with a chart review. 
Results::  Both DUP and DIPT were found to be associated with negative 
symptomss at outcome, mode of onset was not. DUP was associated with 
mildd psychotic relapse. DIPT was associated with months of 
rehospitalization.. There was no relation between DUP or DIPT and other 
aspectss of outcome. When we controlled for age at onset, gender, duration 
off  treated psychotic episode, only DIPT was associated with negative 
symptomss at outcome. 
Conclusion::  DIPT may be a more important predictor of negative symp-
tomss at outcome than delay in starting antipsychotic medication. 
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2.4.1.. Introductio n 

Longg Duration of Untreated Psychosis (DUP) in schizophrenia has been 
associatedd with longer time til l remission, less remission (Loebel et al. 
1992),, more psychotic relapse (Crow et al. 1986) and progression of severe 
negativee symptoms (Waddington et al. 1995, Scully et al. 1997). These 
findingss remained significant when controlled for diagnosis and gender 
(Loebell  et al. 1992), for age, and for duration and continuity of neuroleptic 
treatmentt (Waddington et al. 1995). Nevertheless other studies found no 
associationn between duration of untreated psychosis and outcome (Linszen 
ett al. 1997, Robinson et al. 1999, Craig et al. 2000, De Haan et al 2000, Ho 
ett al. 2000). Moreover, DUP might not be independent of other prognostic 
factorss like premorbid functioning and mode of onset (Haas et al. 1992). In 
previouss studies DUP was found to be related to symptom related domains 
off  outcome such as psychotic relapse (Crow et al. 1986) and remission 
(Loebell  et al. 1992) but not to other domains like social functioning. In most 
off  the studies DUP has been defined as the time between onset of psychotic 
symptomss and the start of treatment with antipsychotic medication. Besides 
medication,, frameworks for psychiatric intervention directed at the 
problemss of patients with a recent-onset psychosis also include psychosocial 
interventions.. Early implementation of intensive psychosocial intervention 
aimedd at improving social functioning, disease management and self-esteem 
off  patients could also be an important favorable factor for the long-term 
prognosis.. Social functioning might deteriorate if there is no early 
interventionn directed at self-esteem and social functioning. Optimal 
treatmentt in a later stage of the illness may be hindered by increased 
demotivationn and understimulation. 
Thee purpose of the present study is twofold. First we wanted to know 
whetherr treatment delay defined as delay in intensive psychosocial 
treatmentt is related to various aspects of outcome. In this study Delay in 
startingg Intensive Psychosocial Treatment (DIPT) has been hypothesized to 
bee a predictor of outcome. Secondly we wondered whether DUP and DIPT 
aree associated with several long-term outcome domains (psychopathology 
andd social functioning). In short: we studied a cohort of young patients in 
thee early phase of schizophrenia who had completed a treatment program to 
determinee the differential impact of two distinct operationalizations of 
treatmentt delay on several domains of long-term outcome. 

2.4.2.. Methods 

Subjects Subjects 
Includedd were 88 consecutively admitted patients to the Adolescent Clinic 
off  the Academic Medical Center, University of Amsterdam. Patients were 
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eligiblee for the treatment program if they had an Axis I schizophrenic or 
relatedd disorder, using DSM-III-R criteria (American Psychiatric 
Associationn 1987). Patients were referred to the program by outpatient 
(63%)) and inpatient (37%) care facilities in the region. These care facilities 
weree asked to refer every young patient with recent-onset schizophrenia or a 
relatedd disorder to our department. 
Thee diagnosis according to DSM-III-R was made in a clinical consensus 
meetingg (three psychiatrists and two residents) with the use of all possible 
informationn (medical records, interviews with patients and with parents). A 
diagnosticc re-evaluation made according to the above- mentioned procedure 
(usingg DSM-IV) at the end of the treatment program showed that more 
patientss were diagnosed as having a schizophrenic disorder and relatively 
fewerr with schizoaffective disorder, schizophreniform disorder, bipolar 
disorder,, manic and psychotic disorder NOS (see table 1). Cannabis abuse 
wass a frequently encountered co-morbid disorder in the study population. At 
admissionn 37% of the patients used cannabis, 19% used on a daily basis. 
Patientss with primary alcohol dependence, drug dependence (other than 
cannabis)) or brief drug-related psychosis were not included in the treatment 
program.. The mean age at onset of psychotic symptoms was 19 years (SD 
2.5).. For a description of demographic and illness variables see table la. and 
lb.. (page 93). 

Treatment Treatment 
Patientss took part in an intensive psychosocial and medication treatment 
programm for young patients with recent-onset schizophrenia and related 
disorderss in clinical, day-treatment and outpatient care facilities. The 
treatmentt was characterized by a combination of pharmacotherapy, psycho-
educationn for patients and parents, an individually oriented intervention for 
diseasee management including recognition of early prodromal signs, stress 
managementt and medication management (Liberman et al 1986) as well as 
intensivee support for structural activities (work, study etc.), continuity of 
caree and parent groups (Linszen et al. 1996). We focused on increasing the 
self-esteemm of patients. 
Thee inpatient structured-milieu treatment program was aimed at remission 
orr stabilization of psychotic symptoms. The duration of the inpatient 
treatmentt period varied with the time needed to remit or stabilize psychotic 
symptomss (mean duration clinical plus day treatment phase in months: 3.4; 
SDD 1.8). The staff tried to maximize antipsychotic medication compliance. 
Patientss received group education about the nature and the treatment of the 
illness.. Development of illness insight and the controllability of the illness 
withh medication and active coping with stress were emphasized. The 
patientss were given support in matters of education, employment and 
finances.. After the creation of a working alliance with parents and other 
relativess as described by Anderson et al. (1986), relatives attended psycho-
educationall  meetings in groups of three or four families. Patients did not 
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attendd these meetings. Relatives were instructed to create low stress levels 
forr their child and were taught how to recognize positive and negative 
symptomss and prodromal signs of psychotic relapse. 

Tablee la. Patient characteristics: demographic and independent 
variables s 

Gender,, n (%) 
Female e 
Male e 

Maritall  status, unmarried n (%) 
Ethnicityy n (%) 

Caucasian n 
Chinese e 
Indonesian n 
Surinamese e 

Cannabiss use n (%) 
Cannabiss use daily n (%) 

Agee at onset of first psychotic 
episode,, mean [SD], years 

Durationn of untreated psychosis, 
meann [SD], months 

Delayy in Intensive Psychosocial Treatment, 
meann [SD], months 

Modee of onset: 
Acute e 
Insidious s 

Timee between onset of first psychotic 
episodee and interview, 
meann [SD], years 

20(33) ) 
68(77) ) 
88(100) ) 

733 (83) 
2(2) ) 
3(3) ) 

10(11) ) 
39(37) ) 
22(19) ) 

199 [2.5] 

8.66 [11.4] 

199 ([9.0] 

34 4 
54 4 

66 [2.3] 

Tablee lb. Patient characteristics: diagnosis 

DSM-III-R',DSM-IV2axiss 1 (n) 
Schizophrenicc disorder 
Schizoaffectivee disorder 
Schizophreniformm disorder 
Bipolarr disorder, manic 
(discongruentt psychotic features) 
Psychoticc disorder NOS 

Att admission' 

63 3 
12 2 
6 6 

3 3 
4 4 

Att end of treatment 
program2 2 

74 4 
8 8 
2 2 

1 1 
3 3 
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Thee duration of outpatient treatment lasted one year. Patients were seen 
weeklyy for the first 6 weeks, every other week for the following 3 months 
andd then at monthly intervals. Patients could be seen more frequently if 
necessary.. Patients were intensively coached in finding structural daily 
activities.. To find the most appropriate activity we evaluated the patient's 
behaviorr in the ward and during therapeutic sessions, and the patient's 
wishess and abilities. Modest target activities were deliberately chosen in 
orderr to maximize the success rate. This part of the treatment program 
involvedd frequent contact with parents, teachers and other caregivers. 

Assessment:Assessment: inventory 
888 patients consecutively admitted in one year and their parents were sent 
ann inventory three years after admission. 54 patients and parents returned an 
inventory,, the remaining 34 patients and parents were interviewed by phone, 
andd the inventory was then used as an interview schedule. All patients and 
parentss who were alive at the moment of the follow-up evaluation could be 
reached.. The parents of 2 patients of the original cohort who died (both 
suicide)) were excluded from the study. 
Patientss and parents were interviewed about the first onset of psychotic 
symptoms.. Psychotic symptoms were defined as: 1) Delusions: strange 
individuall  convictions which are not concordant with reality, for example 
thoughtt reading or paranoid delusions; 2) Hallucinations: sensory experi-
encess [hearing, sight, smell etc.] without real noise, image or odor; 3) 
Disorganization:: the verbal expressions of patients are strange or incompre-
hensible,, their behavior is strange or chaotic. Patients and parents were also 
askedd about the start of antipsychotic medication (for a minimum of 6 
weeks)) and the end of the first psychotic episode. By requiring a minimum 
durationn of 6 weeks treatment with antipsychotic medication we tried to 
operationalizee the start of adequate treatment with antipsychotic medication. 
Withh this definition we calculated DUP and the duration of treated 
psychoticc episode, which is defined as the time from the start of the 
treatmentt with antipsychotic medication till remission (comparable to the 
timee till remission in the study of Loebel et al. 1992). 
Beforee admission to our department patients received regular psychiatric 
care.. DIPT was defined as the time between the first contact with 
psychiatricc care relating to the first psychotic episode and the moment of 
admissionn to our specialized department. We chose the moment of first 
contactt with psychiatric care and not the onset of psychotic symptoms as the 
startingg point of the DIPT because we wanted to create a clear distinction 
betweenn DUP and DIPT in order to study the difference in prognostic 
significancee of delay in treatment with antipsychotic medication versus the 
delayy in starting intensive psychosocial treatment. There was also a clinical 
reasonn for defining DIPT as we did: first contact with psychiatric care 
offeredd the first possibility for intensive intervention. 
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Thee following outcome measures were used: the contemporary living 
situation,, structural activities in hours per week (hobby, education, 
volunteerr work, regular work), psychopathological state (positive symptoms 
andd negative symptoms), global functioning and total duration of psychiatric 
hospitalizationn after the treatment program. Positive symptoms were defined 
ass mentioned before. Negative symptoms were defined according the 
PANSSS rating manual (Kay et al 1986) as 1) Blunted affect: diminished 
emotionall  responsiveness as characterized by a reduction in facial 
expression,, modulation of feelings, and communicative gestures; 2) 
Emotionall  and social withdrawal: lack of interest in, involvement with, and 
affectivee commitment to life events and social interactions; 3) Lack of 
spontaneityy and flow of conversation: reduction in the normal flow of 
conversationn associated with apathy. These items were selected because of 
theirr appropriateness to be rated by the parent who had daily contact with 
thee patient and was aware of the problems. Parents could describe these 
itemss thanks to their intensive psycho-education during the program. These 
itemss can be seen as observable phenomena, and it was their observable 
characterr that made instruction possible. Positive and negative symptoms 
weree scored by parents who had regular contact with the patient on a three-
pointt scale according to their impact on functioning (no symptoms; mild 
symptomss with moderate impact on functioning; severe symptoms with 
severee impact on functioning). Assessment of positive and negative 
symptomss in three categories by treating clinicians was available for 32 
patients.. Kappa between assessment of parents and clinicians was 0.76 for 
positivee symptoms and 0.72 for negative symptoms. 

Assessment:Assessment: chart review 
Att admission to our treatment program a detailed description of the duration of 
thee prodromal phase before onset of first psychosis was assessed. Acute onset 
iss defined as a period of a month or less between first psychiatric symptoms 
andd first psychotic symptoms. 
AA careful clinical description of one-year outpatient care after treatment in 
ourr hospital was available for all patients. Mil d and severe psychotic 
relapsess of the patients were rated over a 12-month period. Mild psychotic 
relapsee was defined as a recurrence or exacerbation of psychotic symptoms 
(duringg no more than one week) for which an increase of antipsychotic 
medicationn was needed, without significant decline in social functioning. 
Severee psychotic relapse was defined as a recurrence or exacerbation of 
psychoticc symptoms for which increase of medication was necessary, with a 
significantt decline in social functioning and/or duration of more than one 
week.. One of the authors (RG) assessed from the chart review the number 
off  psychotic relapses and the severity of the relapse. An a-select sample of 
366 patients was examined independently by another author (LH). Both were 
blindd to the DUP and DIPT of these patients. For one patient there was 
disagreementt about the severity of the relapse (K=0.89). Both authors 
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reachedd consensus about the categories mild and severe relapse after re-
evaluatingg all charts of patients with a relapse. For another patient the 
severityy of the relapse was changed from mild to severe because a re-
examinationn of this chart showed the duration of the relapse was longer than 
onee week. 

DataData analysis 
Dataa were analyzed with the SPSS package (Norusis 1990). 
Thee relations of the independent variables DUP, DIPT and Duration of 
treatedd first psychotic episode to outcome variables were analyzed 
univariately.. The distribution of DUP, DIPT, and duration of treated 
psychoticc episode was skewed, prompting the use of non-parametric 
methodss of analysis. For categorical variables the statistic is x (Kruskal-
Walliss Test); for continuous variables the statistic is r (Spearman's Rank 
Correlation). . 
Subsequently,, the effect of DUP and DIPT on the outcome measure that had 
aa significant relationship with DUP and DIPT in the univariate analyses was 
analyzedd in a multivariate design Polytomous logistic regression analysis 
(Dixonn et al. 1990) was used since the outcome variable had three levels. 
Durationn of treated psychotic episode, age at onset of psychiatric illness and 
genderr were included in the model. First, the interval variables were tested 
forr non-linear (U-shape) relations with negative symptoms (Hosmer and 
Lemeshoww 1989). Secondly, interactions between the variables in the model 
weree tested by adding these, one at the time, to the model of main effects 
only.. Finally, the selected terms were tested for their relative contribution to 
thee prevalence of negative symptoms. 
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Figuree 1. Mean psychopathological and treatment episodes and timing of 
measurement.. Duration in months (SD) 

Timee between onset psychosis and follow-up inventory 72 (27.6) 
I I 
Durationn untreated 
Psychosiss 8.6 (11.4) 
II  1 

Durationn of treated 
Psychosiss 17.7 (26.1) 
II  1 
Delayy Intensive Psychosocial 
Interventionn 19(19.0) 
II  1 

Durationn intensive psychosocial 
treatmentt 15.6(2.7) 
II  1 
Durationn clinical 
andd day-treatment phase 3.4 (1.8) 
I—I I 

t t 
Onset t 
Psychosis s 

T T 
Firstt contact 
psychiatricc care, 
startt adequate 
antipsychotic c 
medication n 

2.4.3.. Results 

TT T 
Startt intensive End of intensive 
psychosociall  psychosocial 
Interventionn intervention 

Diagnostic c 
re-evaluation n 

T T 
Startt out-
patientt care 

T T 
Inventory y 
Chartt review 

Thee mean DUP was 8.6 months (SD 11.4), the median was 3.0 months. 
Theree were no differences in DUP between males and females. The mean 
durationn of first psychotic episode was 26.3 months (SD 31.3). The mean 
durationn of treated first psychotic episode was 17.7 months (SD 26.1). The 
meann DIPT was 19 months (SD 19.0) and the mean number of previous 
hospitalizationss was 1.02. The mean time between onset of psychotic 
symptomss and interview was 6 years (SD 2.3 years). 

95 5 



Thee relations between DUP, DIPT, duration of treated first episode, and 
outcomee variables are shown in Table 2. 

Tablee 2. Duration of untreated psychosis (DUP), Delay in intensive 
psychosociall  treatment (DIPT) and Duration of treated firs t psychotic 
episodee and outcome variables 

Durationn of Delay in Duration 
untreatedd intensive of treated 
psychosiss psychosocial first 

treatmentt episode 

nn Statistic' P Statistic1 P Statistic' P 

Livingg condition, No(%) 
Independentt 37 (42) 
withh parental family 28 (32) 
supportedd living 23 (26) 

Hobbyy (h. p/w), Mean(SD) 2.7 (6.1) 
Educationn (h. p/w), 

Mean(SD)) 3.4 (8.5) 
Volunteerr work (h. p/w), 

Mean(SD)) 3.4 (7.1) 
Regularr Work (h. p/w), 

Mean(SD)) 7.2 (16.6) 

Activities,, No(%) 
noo activities 
activities s 

222 (25) 
666 (75) 

Positivee symptoms, No(%) 
noo 58 (66) 
mildd 17 (19) 
severee 13 (15) 

Negativee symptoms, No(%) 
noo 27 (31) 
mildd 33 (38) 
severee 28 (32) 

Globall  score, No(%) 
good d 
intermediate e 
poor r 

344 (39) 
333 (38) 
211 (24) 

2.377 0.31 1.21 0.54 8.47 0.01 

0.022 0.87 0.11 0.33 0.08 0.47 

0.188 0.09 -0.07 0.53 -0.160.13 

-0.111 0.32 0.05 0.63 -0.17 0.11 

-0.199 0.08 -0.17 0.12 -0.14 0.20 

0.388 0.54 0.04 0.84 3.08 0.08 

0.555 0.76 0.03 0.99 21.880.01 

6.166 0.05 12.21 <0.01 4.60 0.10 

0.811 0.67 1.51 0.47 6.15 0.05 

Forr categorical variables the statistic is X" (Kruskal-Wallis Test); for continuous 
variabless the statistic is r (Spearman's Rank Correlation) 
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TableTable 2. Continued. Duration of untreated psychosis (DUP), Delay in 
intensivee psychosocial treatment (DIPT) and Duration of treated first 
psychoticc episode and outcome variables 

Durationn of Delay in Duration 
untreatedd intensive of treated 
psychosiss psychosocial first 

treatmentt episode 

n n Statisticc P Statistic P Statistic P 

No.. of severe relapses, No(%) 
nonee 69 (78) 
onee or more 19 (22) 

No.. of mild relapses, No(%) 
nonee 75 (85) 
onee or more 13 (15) 
Monthss of hospitalization, 

Mean(SD)) 13.7 (14.9) 

0.222 0.64 0.33 0.57 0.58 0.45 

5.311 0.02 0.66 0.42 1.81 0.11 

0.188 0.09 0.34 O.01 0.20 0.06 

11 For categorical variables the statistic is %2 (Kruskal-Wallis Test); for continuous 
variabless the statistic is r (Spearman's Rank Correlation) 

Negativee symptoms at outcome were significantly related with DIPT (x2 

12.21;; df 2; p < 0.01) and with DUP ( r 6.16; df 2; p = 0.05). No association 
wass found between DUP or DIPT and duration of first treated psychotic 
episodee or positive symptoms at outcome. We also found no association 
betweenn DUP or DIPT and the number of severe relapses during the first 
yearr after hospitalization. However we found a relation between DUP and 
mildd relapses during the first year after hospitalization (%2 5.31; df 1; p = 
0.02).. DIPT was related to months of hospitalization during follow-up 
(r=0.34;; p<0.01). We found no relation between DUP or DIPT and social 
outcome.. Mode of onset appeared not to be related to negative symptoms at 
outcome. . 
Thee reliability of the answers given by the parents is illustrated by the 
associationn between duration of treated psychosis and living condition, 
durationn of treated psychosis and psychotic symptoms at outcome, duration 
off  treated psychosis and global functioning. 
Thee independent variables DUP and DIPT were found to be related to the 
severityy of negative symptoms. We therefore tested the effect of these 
variabless multivariately, together with three other prognostic factors: 
durationn of treated first episode, age at onset of psychosis and gender. The 
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effectss of independent variables on the severity of negative symptoms are 
shownn in Table 3 (page 104). 
Thee relation of DIPT to negative symptoms was found to be non-linear. 
Thiss variable was therefore dichotomized. The first half of the patients had a 
relativelyy short DIPT (0-12 months); the second half had a longer delay (14-
1088 months). In this analysis DUP was not significantly related to negative 
symptomss (p = 0.07). The odds ratios for DIPT are both greater than 1.0 (p 
== 0.03) Patients with a relatively longer DIPT have a 5 times higher 
probabilityy of mild negative symptoms, and an almost 4.5 times higher pr-
obabilityy of severe negative symptoms. Age at onset of psychosis and 
genderr were not related to the severity of negative symptoms. 
Thee odds ratios for duration of treated first psychosis and mild negative 
symptomss are greater than 1.0, indicating a positive relation. The relation to 
severee negative symptoms is negative. 
Theree is an interaction between duration of treated first psychotic episode 
andd age at onset of psychotic symptoms. For patients with a median 
durationn of treated first episode (12 months) the odds ratio for mild negative 
symptomss decreases slightly with an older age at onset of psychotic 
symptoms.. For severe negative symptoms the odds ratio remains constant 
withh an older age at onset. However, when the other terms in the model are 
heldd constant, the probability of mild negative symptoms is 26 (e12*027) 
timess higher for every twelve months of duration of treated first episode. 
Forr severe negative symptoms the probability is 2 (1/e12*" 006) times lower 
forr every twelve months. 
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2.4.4.. Discussion 

Wee found an association between DUP and negative symptoms 6 years after 
thee onset of psychosis. Waddington et al. (1995) also found an association 
betweenn DUP and negative symptoms many years later in a group with 
chronicc schizophrenia with a much longer DUP. When we tested which 
variables,, controlled for others, were related to negative symptoms at 
outcome,, DUP no longer appeared to be significantly associated with 
negativee symptoms. Patients with a longer DIPT had a higher probability of 
negativee symptoms 6 years after the start of psychotic symptoms, 
independentt of the influence of DUP, duration of treated psychosis, age at 
onsett and gender. These results suggest that the delay in intensive 
psychosociall  treatment may be a better predictor of negative symptoms at 
outcomee then delay in starting antipsychotic medication alone. These results 
aree in line with the finding of Mojtabai et al. (1998), who reported in a 
meta-analyticc review of controlled outcome studies a relatively great effect-
sizee on negative symptoms of psychotherapy in addition to standard 
pharmacologicall  treatment in schizophrenia. 
Wee did not find an association between DUP and duration of first treated 
psychoticc episode. Perhaps our assessment was not detailed enough to 
replicatee the subtle difference in time til l remission as found by Loebel et al 
(1992).. Moreover DUP shorter than one year may not be a robust predictor 
off  psychopathological outcome. In our study DUP appeared to be neither a 
predictorr of social functioning nor a consistent predictor of psychotic 
symptomss and relapse. Besides the association between DIPT and negative 
symptomss at outcome, DIPT was also associated with months of 
hospitalizationn - an important and objectively assessed outcome measure. 
Durationn of first treated psychotic episode increases the probability of mild 
negativee symptoms but not the probability of severe negative symptoms. 
Severee negative symptoms may be independent of duration of episode. One 
mayy speculate that mild and transient negative symptoms are secondary to 
psychosiss or understimulation, and that the more severe and enduring 
negativee symptoms are primary. But this finding first needs replication 
beforee speculation is warranted. Also in the study of Scully et al. (1997) the 
durationn of illness following initiation of antipsychotic medication failed to 
predictt the severity of negative symptoms. 
Inn contrast to Larsen et al. (1996) and Loebel et al. (1992), the women in 
ourr cohort did not have a shorter DUP than men. The relatively short DUP, 
youngg age and overrepresentation of males in our study may preclude a 
genderr difference. Ho et al. (2000) also found no association between 
genderr and DUP in a group of patients with about 60% men. Age at onset 
wass not an independent predictor of negative symptoms at outcome in our 
study.. The absence of this relation can be caused by the small variation in 
agee at onset in our patients. Ho et al. (2000) found in a group with a slightly 
olderr age at onset and with a somewhat greater variation in age at onset than 
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ourss a relation between age at onset and time from onset of first general 
symptomm to initiation of neuroleptic treatment, but not between age at onset 
andd time from onset of full positive syndrome to initiation of neuroleptic 
treatment. . 
Too interpret our results it is essential to consider the relatively short DUP 
wee found and the relatively long period after onset of psychosis we studied, 
comparedd to most other studies of the relation between DUP and outcome. 
Limitationss of our study are the retrospective design, the overrepresentation 
off  young men and the fact that the time from onset of first psychiatric 
symptomm to initiation of treatment with antipsychotic drug medication is not 
takenn into account. We supposed that onset of first psychiatric symptom is 
tooo difficult to ascertain retrospectively. 
Wee want to stress that many factors may influence treatment-seeking 
behaviors.. These socio-cultural and psychopathological factors may 
influencee outcome in their own right, and the relationship between DIPT 
andd negative symptoms at outcome may be dependent on these factors. 
Ourr results suggest that delay in start of an intensive psychosocial and drug 
treatmentt directed at several outcome domains is a more important predictor 
off  negative symptoms at long-term outcome and of months of 
rehospitalizationn than delay in starting antipsychotic medication alone. The 
questionn of whether early implementation of intensive psychosocial 
interventionn improves aspects of long-term outcome, independent of other 
prognosticc factors, needs further study. 
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Partt  II I 
Subjectivee experiences of 
patientss with schizophrenia 
relatedd to 
antipsychoticc medication 
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Chapterr  3.1. 

Introductio n n 

Basedd on: 

SubjectieveSubjectieve ervaringen van patiënten met schizofrenie gerelateerd aan behandeling 
metmet antipsychotica 
TenTen Brink C, De Haan L, Knegtering H 
TijdschriftTijdschrift voor Psychiatrie, 1998, 40: 238-245 
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Summary y 

Objectivee and Method: Review of literature concerning subjective 
experiencess of patients related to treatment with antipsychotic medication. 
Results::  Since there is no generally accepted definition, I propose to 
operationalizee subjective experiences of patients in response to treatment 
withh antipsychotic medication as: all experiences patients report, whether 
positivee or negative, at the physical, emotional and cognitive levels, related 
too treatment with antipsychotic medication. 
Basedd on psychometric properties the Subjective Wellbeing on Neuroleptics 
andd the Subjective Deficit Syndrome Scale are good candidates to assess 
subjectivee experiences of patients in response to treatment with 
antipsychoticc medication. 
Repeatedlyy a relationship has been found between subjective experiences of 
patientss in response to treatment with antipsychotic medication and 
compliancee with antipsychotic medication. 
Thee relationship between subjective experiences of patients in response to 
treatmentt with antipsychotic medication and therapeutic effect is not clear. Not 
alll  studies revealed a correlation and moreover, the influence of subjective 
experiencee on therapeutic effect can also be explained by variations in 
compliance. . 
Conclusion::  Subjective experiences of patients in response to treatment with 
antipsychoticc medication is clinically relevant and deserves further research. 
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3.1.1.. Definition of subjective experiences of patients related to 
treatmentt  with antipsychotic medication 

Ann Anglo-Saxon and a German school can be distinguished in the literature 
aboutt subjective experiences of patients with schizophrenia (van den Bosch, 
1993).. In the Anglo-Saxon literature the focus is mainly on the subjective 
experiencee of patients during the acute psychotic phase. In the German 
traditionn attention is given to subjective experiences that relate to - and 
formm the operationalization of - the so-called basic disorders. These basic 
disorderss affect subjective experiences of cognitive function, emotional 
reactions,, energy, motor activities, physical sensations, perception, 
autonomicc reactions and tolerance for stress. Delusions and hallucinations 
aree viewed as secondary symptoms stemming from the basic disorders. Van 
denn Bosch suggests that subjective experiences might be of greater 
importancee for the validity of the diagnosis of schizophrenia than 
objectivelyy perceivable symptoms (van den Bosch et al. 1988). Selten 
(1995)) investigated the subjective experience of negative symptoms in 
schizophrenia.. Subjective experiences accompanying schizophrenia is not 
thee topic of this part of the thesis. The focus here is on subjective 
experiencess which relate to the use of antipsychotic medication by patients 
withh schizophrenic disorders. 
Theree is no generally accepted definition of subjective experiences of patients 
inn response to treatment with antipsychotic medication. Examples of 
definitionss include: "subjective, non-observable symptoms, reported by 
patientss who use neuroleptics" (Noll et al., 1991); "a changed subjective 
statee after just a few doses of a neuroleptic" (Awad, 1993); "side effects 
concerningg the motor-system, thinking and emotions that are difficult to 
objectify""  (Naber, 1995). 
Mostt authors describe negative experiences such as anxiety, gloominess, 
agitation,, akinesia, cognitive disturbances, blurred vision, muscle contraction 
andd "a zombie-like feeling." Concepts used include "dysphoria" (van Putten 
1974,, van Putten and May 1978a, Singh and Kay 1979, van Putten and Marder 
1987,, Weiden et al. 1989, Emerich and Sanberg 1991), "subjective side-
effects""  (Noll et al., 1991) or "deficit syndrome" (Lewander, 1994). Some of 
thesee terms exhibit overlap with negative symptomatology in the context of 
schizophreniaa ("deficit syndrome": Lewander, 1994), extrapyramidal side-
effectss ("akathisia": van Putten, 1975) or depression ("akinetic depression": 
vann Putten and May, 1978b). Some authors use concepts that also provide 
scopee for positive experiences such as a decrease in lability, being able to think 
clearlyy and being energetic. Examples include "subjective response to 
neuroleptics""  (Awad, 1993), "subjective well-being under neuroleptics" 
(Naber,, 1994) and "effects ascribed subjectively to neuroleptic medication" 
(Windgassen,, 1992). The study by Windgassen (1992) into subjective 
experiencess during treatment with clozapine reveals the importance of also 
recognizingg positive experience aspects. He observed that patients who report 
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aa predominantly negative subjective reaction have just as many negative, but 
fewerr positive subjective experiences than patients who have a predominantly 
positivee subjective reaction. 
II  will use a broad definition of the concept of subjective experiences in 
responsee to treatment with antipsychotic medication: all experiences 
patientss report, whether positive or negative, at the physical, emotional and 
cognitivee levels, related to treatment with antipsychotic medication. At the 
moment,, there are insufficient research results to allow a narrower 
definition. . 

3.1.2.. Assessment of subjective experiences of patients in response 
too treatment with antipsychotic medication 

Theree are four scales available for measuring subjective experiences in 
responsee to treatment with antipsychotic medication: the "Van Putten and 
May""  scale (Van Putten et al., 1978a, 1981), the Drug Attitude Inventory 
(DAI ;; Hogan and Awad, 1992) and the Subjective Well-being under 
Neurolepticss scale (SWN; Naber et al., 1994 and 1995; Dutch translation: 
dee Haan and Dingemans, 1995), and the Subjective Deficit Syndrome Scale 
(SDSS;; Jaeger et al. 1990, dutch translation de Haan, 1995) 
Thee "van Putten and May" scale is the simplest. Not examined in terms of 
reliability,, it is semi-structured, based on 4 items and can be used for 
acutelyy psychotic patients. The DAI-10 is not examined in terms of 
reliabilityy and is a 10-item 2-point self-assessment scale. This scale also 
measuress attitude toward medication and knowledge about relapse 
prevention,, for that reason it is the least appropriate to measure subjective 
experiencess of patients in response to treatment. In 1992, Hogan and Awad 
comparedd the DAI-10 and the "Van Putten and May scale" in order to test 
thee validity of the concept of "subjective response to neuroleptics." The 
degreee of similarities in identifying a "dysphoric" or "non-dysphoric" 
reactionn is great, and the hasty conclusion is drawn that this is evidence of a 
validd concept. The SDSS is designed to assess a subjective syndrome 
dimension,, not accounted for in traditional assessment of 
psychopathologicall  states. The SDSS is not designed to be sensitive to 
influencee of medication. The SWN (38 items), with good test-retest 
reliabilityy and appropriate sensitivity to medication changes, is the most 
differentiatedd 6-point self-assessment scale, which measures both positive 
andd negative experiences. The SWN has been used in several studies, 
includingg one randomised double-blind trial (Naber et al, 1994b 2001a, 
2001b). . 

Recentlyy a new instrument has been developed on the basis of statements 
madee by patients about their experiences with antipsychotic medication 
(Wolterss et al. 2001). The advantage of this instrument is that it is based on the 
articulationn of the subjective experiences that patients associate with their 
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treatmentt with antipsychotic medication. Never before have the experiences of 
patientss been so extensively inventorized in an instrument. There are also 
disadvantagess connected with this instrument. The construction of the items 
wass probably influenced by conceptions patients have about medication. In 
vieww of the explicit link posited between experience and the use of 
antipsychoticc medication, this instrument is only applicable in double-blind 
comparativee studies of antipsychotic medication. In open studies the 
ascertainmentt of subjective experiences will be influenced by specific 
conceptionss of patients about a certain medication. Finally, the psychometric 
characteristicss of this instrument are still unknown. If the instrument had been 
availablee at the moment when intake for our study began, we would certainly 
havee made use of it. 
AA priority for research is assessment of the psychometric properties of 
instrumentss designed to measure subjective experiences of patients with 
schizophreniaa (See chapter 3.2.). 

3.1.3.. Relationship between subjective experiences of patients in 
responsee to treatment with antipsychotic medication and 
compliance e 

Repeatedlyy associations have been found between a dysphoric reaction to 
medication,, negative subjective experiences with medication and 
antipsychoticss (AP) non-compliance (van Putten 1974, Van Putten et al. 
1981,, Hogan et al. 1983, Weiden et al. 1989, Naber et al. 1994). Because 
(subjective)) side effects predicts AP non-compliance, compliance could be 
improvedd by selecting medication and dosage to avoid (subjective) side 
effects.. However, randomised controlled trials comparing therapy 
compliancee for different AP and dosages do not exist. 

3.1.4.. Relationship between subjective experiences of patients in 
responsee to treatment with antipsychotic medication and 
therapeuticc effect 

Theree are nine studies, differing strongly in terms of methodological 
approach,, into the relationship between subjective experiences of patients in 
responsee to treatment with antipsychotic medication and therapeutic effect. 
Inn seven of these studies a favourable therapeutic effect is correlated with 
fewerr negative subjective experiences (May e.a. 1976, van Putten and May 
1978a,, Singh and Kay 1979, van Putten e.a. 1981, Vinar e.a. 1984, Hogan 
e.a.. 1985, Hogan and Awad 1992). In two of the studies, no correlation was 
foundd between subjective experiences of patients in response to treatment 
withh antipsychotic medication and therapeutic effect (Ayers e.a. 1984, 
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Weidenn e.a., 1989). Not all studies revealed a correlation and moreover, the 
influencee of subjective experience on therapeutic effect can also be 
explainedd by variations in compliance. So the relationship between 
subjectivee experiences of patients in response to treatment with 
antipsychoticc medication and therapeutic effect is not clear. 
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Chapterr  3.2. 

Psychometricc properties 
off  the Subjective Well-being under 
Neurolepticss scale (SWN) 
andd the Subjective Deficit 
Syndromee Scale (SDSS) 
InIn press Psychopharmacology 

Lieuwee de Haan, Martijn Weisfelt, Peter Dingemans, Don Linszen, 
Luukk Wouters 
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Summary y 

Objective::  To examine the internal consistency, test-retest reliability, 
sensitivityy to medication change and concurrent validity of two instruments: 
thee Subjective Well-being under Neuroleptics (SWN) and the Subjective 
Deficitt Syndrome Scale (SDSS). 
Methods::  Both instruments were administered at admission and after six 
weekss of medication stabilization in 105 consecutively admitted patients 
diagnosedd with DSM-IV diagnoses of recent-onset schizophrenia, 
schizophreniformm disorder or schizoaffective disorder. 
Results::  Almost all patients are capable of reproducing their subjective 
experiencee in a consistent way before as well as after medication stabilization. 
Thee internal consistency of both instruments is high. The test-retest reliability 
iss high if medication is not changed, especially for the SWN. The SWN is 
sensitivee for changes in medication or dosage. The short form of the SWN 
(SWN-200 items) has comparable psychometric qualities as the original 
instrumentt (SWN-38 items). The concurrent validity of the SWN and the 
SDSSS is good, indicating that both tests measure the same concept. 
Conclusions::  The assessment of subjective experience with the SWN (both 
versions)) may be used in evaluating differential effects of anti-psychotics 
andd dose on subjective well-being. 
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3.2.1.. Introductio n 

Antipsychoticc medication is effective in treating positive symptoms of 
schizophreniaa and in preventing psychotic relapse. Research of subjective 
experiencess of patients during treatment with antipsychotic medication is 
limited:: only 13% of the studies on the effectivity of antipsychotic medication 
payy attention to subjective experiences of patients (Collins et al.1991). The 
limitedd research may be attributed to the lack of consensus about the concept 
off  subjective experience. There is also the rigid idea that patients with 
schizophreniaa are unable to explore subjective experience in a valid or reliable 
way. . 

Theree are indications that subjective experience of antipsychotics is relevant 
forr compliance (Van Putten 1974; Van Putten et al. 1981; Weiden et al. 1989; 
Naberr et al. 1994). Differences in subjective experience during use of typical 
andd atypical antipsychotic drugs are found (Naber et al. 1995, 2001). 
Subjectivee well-being cannot reliably be predicted by means of 
psychopathologyy and the low correlations between improvement in 
psychopathologyy and subjective well-being underline how much psychiatrists 
andd patients differ in their evaluation of treatment with antipsychotic 
medicationn (Naber et al. 2001). A relationship between subjective experience 
andd D2 receptor occupancy by antipsychotic drugs as measured with SPECT 
wass recently demonstrated (De Haan et al. 2000). 

Instrumentss designed to measure subjective experience during use of 
antipsychoticc drugs usually are explicit in assuming a relationship with 
antipsychotics.. This may confound the assessment of subjective experience 
byy attitudes of patients towards medication. It may even be assumed that 
neitherr patients nor clinicians are capable in differentiating subjective 
experiencee of the disorder proper and other aspects of the treatment, such as 
medication.. We therefore propose to operationalize 'subjective experience' 
ass constituting aspects of mental or physical state which patients report 
regardlesss of etiological attributions: the latter should be assessed 
independently. . 

Wee selected two instruments designed to measure the subjective experience 
off  patients: the Subjective Well-being under Neuroleptics (SWN, Naber et 
al.. 1995, 2001) and the Subjective Deficit Syndrome Scale (SDSS, Jaeger et 
al.. 1990) because of their reported psychometric qualities. We report on: the 
internall  consistency (the property of the different items of an instrument to 
bee positively correlated) test-retest reliability (the property of producing 
equivalentt results when used for the same subject on different occasions), 
sensitivityy to medication-change (the property of producing different results 
whenn medication is different on different occasions) and concurrent validity 
(thee property of both instruments of producing equivalent results). We will 
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alsoo investigate the psychometric properties of the recently developed 20-
itemm version of the SWN. Our study aims to replicate abovementioned 
researchh on psychometric properties of the SWN (both versions) in a group 
off  young patients with recent onset schizophrenia (mostly first-episode). 

3.2.2.. Material s and methods 

Subjects Subjects 
Inclusionn criteria for this study were: written informed consent, diagnosis of 
recentt onset schizophrenia or a related disorder according to DSM-IV criteria, 
agee between 16 and 28, and being able to understand and speak Dutch. 
Exclusionn criteria were: diagnosis of a primary alcohol- or drug-related 
psychosis,, a known neurological or endocrine disease or mental retardation. 
Includedd were 105 consecutively admitted patients to the Adolescent Clinic for 
Schizophreniaa (Academic Medical Center, Amsterdam, The Netherlands). The 
diagnosiss at admission according to DSM-IV was made by three psychiatrists 
andd a research psychologist with the use of all possible information (medical 
records,, interviews with patients and with parents) based on longitudinal, 
clinical,, hetero-anamnestic assessment (Longitudinal Expert Assessment of 
Diagnosiss procedure; Spitzer and Williams 1985): 92 patients were 
diagnosedd as having schizophrenia, 8 had schizoaffective disorder and 5 had 
schizophreniformm disorder. The demographic characteristics of the study 
samplee are as follows: mean age at admission: 21.09 years (SD=2.88), 21 
females,, 84 males. 

Instruments Instruments 

SubjectiveSubjective Well-being under Neuroleptics scale 
Thee SWN is a 38 items and 6 point Likert type self rating scale referring to 
thee subjective experience in the past 7 days. Sample questions: "I am full of 
energyy and life", "I feel very comfortable in my body". 
Naberr et al. (1994) found a 5 factor solution of the scale, which was 
interpretedd as: emotional regulation, self- control, mental functioning, social 
integration,, and physical functioning. Analyses of the SWN (patients with 
schizophrenia,, n=216) showed good practicability, reliability and 
sensitivity.. In addition it was found that only 4% of the patients were 
inconsistentt in their ratings, that all 37 patients on stable medication were 
consistentt in rating their subjective experience and that the 16 patients 
whosee medication was changed in the study period also significantly 
changedd on their SWN factor scores (Naber et al. 1994,1995). 
Recentlyy a 20-item version of the SWN was developed, based on reliability 
analyses.. Items with a low item-test correlation were dropped. The internal 
consistencyy of both the short and long version is comparable and the 
versionss were found to be highly correlated. (Naber et al. 2001). 
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Wee translated the "Selbstbeurteilung der befindlichkeit unter neuroleptischer 
therapie""  (SWN-38) into Dutch. This version was retranslated in German by a 
Dutchh speaking psychiatrist who's native language is German. This 
retranslationn was reviewed by the principal author of the original scale and 
withh use of his comments the final Dutch translation was made. We want to 
stresss that in the Dutch translation of this instrument the possible relationship 
off  subjective experience with medication is not mentioned. 

SubjectiveSubjective Deficit Syndrome Scale 
Thee SDSS consists of 19 (patient's) complaint items which are rated on 
basiss of a semi structured interview covering the past 7 days. The scale is 
intendedd to measure the patient's self-reported complaints only, and not the 
interviewer'ss judgement of the patient's distress. Patients are asked "Do you 
havee trouble concentrating?", "Do you get tired easily?" or "Have you lost 
thee ability to enjoy things?". If a complaint is endorsed, its severity is 
elicitedd by asking the patient how disturbing the complaint is, and it is then 
ratedd on a 4 point scale. Jaeger et al. (1990) found (patients with 
schizophrenia,, n=166) that subjective experience was reliable assessed with 
thee SDSS: interrater reliability ranged from .97 to .99 (ICC). 
Sincee the SDSS is less complicated at face value than the SWN, we 
expectedd that this instrument would be better applicable in patients in a 
floridflorid  psychotic state. 
Thee SDSS was translated into Dutch, retranslated independently into an 
Englishh version and checked with the original version. This retranslation was 
foundd to be identical to the original instrument. 
Duringg a pilot study of 20 acutely psychotic patients it was found that two 
itemss could not be assessed without serious interference from the 
interviewer".. When presented with these items most patients indicated that 
theyy did not understand the question or were reluctant to answer. The 
concernedd items were: "Tolerance for conflicts/external events" and 
"Sensitivityy to weather". These two items were left out during this study. 

PANSSPANSS and MADRS 
Psychopathologyy was assessed with the positive and negative syndrome 
scalee (PANSS) (Kay et al. 1989) based on information collected in a semi-
structuredd interview (SCI-PANSS) and with the Montgommery Asberg 
Depressionn Rating Scale (MADRS) (Montgommery Asberg 1979). 
Psychopathologyy rating were performed by trained and experienced raters, 
independentlyy from the SWN and SDSS assessment. 

Procedure Procedure 
Inn the first week (Tl) of the admission each participant was administered 
thee SWN and the SDSS. At stabilization (medication type and dosage stable 
forr a period of 6 weeks) the SWN and the SDSS were readministered (T2). 
Psychopathologyy was rated at Tl and T2. Patients using co-medication in 
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additionn to antipsychotic medication (Tl and/or T2) or patients for whom 
T22 assessment was missing were not included in analyses (n=14). 

StatisticalStatistical analysis 

InternalInternal consistency 
Internall  consitency was tested using Cronbach's coefficient alpha. 

Test-retestTest-retest reliability and sensitivity to medication change 
Thee test-retest reliability of both instruments was tested in the group without 
changee in medication. 
Inn order to determine the reliability of patient's assessment with the SWN 
thee difference between the item scores on the positively and the negatively 
formulatedd items was computed. (The SWN consists of 38 items, divided in 
122 singular items and 26 dual items. The dual items consist of 13 positive 
andd 13 negative formulated items, describing each complaint in a positive 
andd a negative manner.) 
Thee sensitivity to medication change for the SWN (38 item and 20 item 
versions)) and the SDSS were examined by comparing differences in mean 
scores:: at Tl and T2 between subgroups (patients with versus without 
changess in medication or dosage and between Tl and T2 within groups 
(pairedd samples test). 
ConcurrentConcurrent validity 
Concurrentt validity was examined by comparing the Pearson correlation 
coefficientss between the test outcomes of the SWN and SDSS before and 
afterr medication stabilization. 

IndicationIndication of predictive validity 
Wee assume that lower scores on the SWN (implying worse subjective well-
being)) and a higher score on SDSS (also implying worse subjective well-
being)) are associated with the independent decision of the treating clinician to 
changee medication. Significant differences in the SWN and SDSS scores at 
baselinee between patients with no change in medication and those with later 
changee of medication is of interest. We suggest that if the self-rating of 
subjectivee experience of those patients whose medication is changed, indicate 
aa reduced well-being, the change of medication is an adequate clinical 
decision.. This implicates that self- assessment of subjective experience of 
patientss has clinical validity. We want to stress that treating clinicians were not 
awaree of the rating of subjective experience of their patients. 

RelationshipRelationship with psychopathology 
Thee Pearson correlation coefficients between SWN, SDSS scores and PANSS-
subscales'' rating and MADRS were computed to check the relationship 
betweenn subjective experience and psychopathology. 
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3.2.3.. Results 

Eightt Patients used co-medication in addition to antipsychotic medication 
(Tll  and/or T2) and of six patients a T2 assessment was missing (three 
patientss refused, two patients were lost to follow-up and assessment of one 
patientt was missing due to administrative failure) These fourteen patients 
weree not included in analyses. We found neither significant differences in 
demographicc and psychopathological characteristics of excluded (n=14) and 
includedd (n=91) patients, nor differences for these groups on total score or 
subscalee scores of the SWN and total score of SDSS 

InternalInternal consistency 
Thee results of the internal consistency analysis using Cronbach's alpha of 
thee SWN (both versions) and SDSS is shown in table 1. 

TableTable 1. Cronbach a's for  the SWN and subscales and for  the SDSS at 
bothh assessments (n=91) [number  of items of SWN-38 / number  of items 
ofSWN-20] ] 

Tll  T2 

SWNN total score [38/20] 
Physicall  functioning [7/4] 
Sociall  integration [8/4] 
Mentall  functioning [8/4] 
Self-controll  [6/4] 
Emotionall  regulation [8/4] 

SDSSS total score [17] 

Cronbachh a 
SWN-38 8 
.95 5 
.88 8 
.85 5 
.84 4 
.68 8 
.78 8 

.87 7 

SWN-20 0 
.93 3 
.84 4 
.82 2 
.68 8 
.56 6 
.68 8 

Cronbachh a 
SWN-38 8 
.95 5 
.86 6 
.85 5 
.82 2 
.76 6 
.77 7 

.88 8 

SWN N 
.93 3 
.80 0 
.84 4 
.63 3 
.64 4 
.59 9 

Tl:: in the first week of admission 
T2:: at stabilization (medication type and dosage stable for a period of 6 weeks) 

Test-retestTest-retest reliability and sensitivity to medication change 
Totall  score and correlation at Tl and T2 (SWN, both versions, SDSS) in the 
groupp with stable medication and in the group with change of medication 
aree shown in table 2 (page 122). 
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Tablee 2. Mean total score at Tl , T2 and correlation between mean total 
scoree at Tl and T2 for  the SWN and SDSS in the group with stable 
medicationn and in the group with a change of medication between Tl 
andd T2 

Numberr of patients 

SWN-38 8 
Meann SWN score Tl (SD) 
Meann SWN score T2 (SD) 
Correlationn Tl and T2 

SWN-20: : 
Meann SWN score Tl (SD) 
Meann SWN score T2 (SD) 
Correlationn Tl and T2 

SDSS: : 
Meann SDSS score Tl (SD) 
Meann SDSS score T2 (SD) 
Correlationn Tl and T2 

Stablee medication 
andd dosage 

30 0 

162.11 (32.4) 
163.4(32.2) ) 
0.84 4 

86.0(18.5) ) 
86.4(18.1) ) 
0.86 6 

19.8(13.1) ) 
17.2(11.7) ) 
0.70 0 

Change e 
medicationn or 

dosage e 
61 1 

139.9(29.6) ) 
154.4(27.5) ) 
0.67 7 

75.0(16.8) ) 
82.7(15.2) ) 
0.62 2 

27.4(12.4) ) 
20.6(11.8) ) 
0.52 2 

Thee mean absolute difference between the positively and the negatively 
formulatedd items of the SWN-38 at Tl and T2 were respectively 0.69 (SD 
0.49)) and 0.66 (SD 0.50). Only 1 patient at Tl and 3 patients at T2 had a 
meann difference of 2 or more. This means that patients produce mean 
differentt scores of about a half between the 6 possible responses when they 
assesss their subjective experience on items describing each complaint in a 
positivee and a negative manner. (For example when a patients marks 
"much""  (score 5) in response to the statement "My body is a burden to me" 
andd marks "much" to the statement "My thinking is difficult and slow" then 
theirr responses on the positively formulated statements: "I feel very 
comfortablee with my body" and "I find it easy to think" are "a little" (score 
2)) and "not at all" (score 1). Their responses "should have been" two times 
"aa little" to ensure complete consistency.) 
Correlationss between Tl and T2 assessments were higher in the group with 
stablee medication than in the group in which medication was changed. 

Wee found no significant differences between mean scores on subscales, 
totall  score of SWN, (both versions) or total score of SDSS at Tl and T2 in 
thee group with no change in medication (n=30). 
Differencess between mean scores on SWN (scale and subscales of both 
versions)) at Tl and T2 in the group with change in medication (n=61) are 
shownn in table 3 (page 123). Difference between mean total score on SDSS 
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att Tl and T2 in the group with change in medication (n=61) is -6.Ï 
(SD=11.9,p<0.000). . 

TableTable 3. Differences between mean scores of scale and subscales of the 
SWNN (both versions) at Tl and T2 in the group with a change in 
medicationn or  dosage (n=61) 

Differencee T2-T1, 
SWN-38 8 

Meann SD p_ 

Differencee T2-T1, 
SWN-20 0 

Meann SD p_ 
Totall  score 
Physicall  functioning 
Sociall  integration 
Mentall  functioning 
Self-control l 
Emotionall  regulation 

14.5 5 
2.7 7 
3.5 5 
3.2 2 
2.4 4 
2.4 4 

23.3 3 
5.5 5 
5.5 5 
7.2 2 
4.5 5 
5.8 8 

0.000 0 
0.000 0 
0.000 0 
0.001 1 
0.000 0 
0.002 2 

7.7 7 
1.9 9 
1.4 4 
1.6 6 
1.5 5 
1.2 2 

14.1 1 
3.8 8 
3.6 6 
4.7 7 
3.4 4 
3.9 9 

0.000 0 
0.000 0 
0.003 3 
0.010 0 
0.001 1 
0.017 7 

ConcurrentConcurrent validity 
Thee correlation between the total score on the SWN-38 item version and the 
totall  score on the SDSS at Tl is -0.83 (n = 91, pO.01) and at T2 -0.80 (n=91, 
pO.01).. The correlation between the total score on the SWN-20 item version 
andd the total score on the SDSS at Tl is -0.81 (n - 91, p<0.01) and at T2 -0.78 
(n=91,p<0.01). . 
(Correlationss between the 38 item version of the SWN and the 20 item version 
wass .98 for the total score and varied from .93 to .97 for the subscale scores.) 

IndicationIndication of predictive validity 
Differencess in mean total score of SWN-38 item version at Tl between 
patientss with no change in medication (n=30) and patients with change in 
medicationn (n=61) was: 22.2 (SD=6.8, p=0.002, independent samples test, 
twoo tailed). Differences in mean total score of SWN-20 item version at Tl 
betweenn patients with no change in medication (n=30) and patients with 
changee in medication (n=61) was: 11.0 (SD=3.9, p=0.006, independent 
sampless test, two tailed). Differences in mean total score of SDSS at Tl 
betweenn patients with no change in medication (n=30) and patients with 
changee in medication (n=61) was: -7.5 (SD=2.8, p=0.01, independent 
sampless test, two tailed). All subscale scores of the SWN-38 item version 
differedd significantly in patients with no medication change versus patients 
withh medication change (p<0.02). 

RelationshipRelationship with psychopathology 
Correlationss between the SWN total score (both versions), SDSS and PANSS-
subscaless and MADRS total score (n=91) are shown in table 4 (page 124). 
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Tablee 4. Correlations between the SWN total score (both versions), SDSS 
andd PANSS-subscales and MADRS total score (n=91) (two-tailed level of 
significancee *P<0.05; **P<0.005; ***P<0.001) 

PANSS' ' 
Positivee score 

PANSS1 1 

Negativee score 
PANSS' ' 

Globall  score 
MADRS' ' 

Totall score 
SWN-38atTl l 
SWN-38atT2 2 
SWN-20atTl l 
SWN-200 at T2 
SDSSS at Tl 
SDSSS at T2 

-.10 0 
-.21* * 
-.09 9 
-.20* * 
.15 5 
.10 0 

-.33** * 
-.24* * 
-.38** * 
-.22* * 
.35** * 
.15 5 

-.26* * 
.54** * * 
-.46*** * 
_ C ] * * * * 

39** * 
37*** * 

.. 4g*** 
-.52*** * 
-.50*** * 
__ CJ*** 

42*** * 
.46*** * 

assessedd at Tl and ratings of subjective experience at Tl; and between 
psychopathologyy ratings assessed at T2 and ratings of subjective experience at T2. 

3.2.4.. Discussion 

Thiss study was undertaken to examine the internal consistency, test-retest 
reliability,, sensitivity to medication-change and concurrent validity of the 
SWNN (two versions) and the SDSS. 
Fromm this study it may be concluded that the internal consistency of both 
instrumentss is high and that patients reliable assess their subjective 
experience,, independent of whether or not the patient is stablized on 
antipsychoticc medication. The applicability is very high in this sample of 
patients.. This indicates that patients suffering from schizophrenic disorders 
aree capable of representing their subjective experiences independent of their 
statee of psychopathological and medication stabilization. Actually the 
measuree of internal validity of the SWN 38 -item and 20 -item version is 
veryy high (0.95-0.93). This may indicate that one item could be sufficient 
becausee they all measure the same concept. At least it indicates that further 
shorteningg of the SWN might be possible. 
Thee test-retest reliability of the scores on the SWN and the SDSS in the 
groupp without changes in medication or dosage is good. The SWN is 
sensitivee to changes in medication and dosage. These findings indicate that 
thee SWN (both versions) can be used to measure the relationship between 
subjectivee experience and antipsychotic medication. 
Thee correlation between the SWN and the SDSS is high, indicating that the 
concurrentt validity is high and that both tests measure the same concept. 
Patientss whose medication was not changed had a significant higher level of 
subjectivee well-being on both tests, at admission, compared to the patients 
who'ss medication is adjusted. These findings give an indication of the 
predictivee validity of both instruments. Perhaps this can be of future use in 
identifyingg high-risk and low-risk patients regarding subjective unwell-
being,, need for medication change or future non-compliance. 
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Wee found higher correlations between PANSS global scale and scores on 
SWNN and SDSS than Naber et al. (2001). Moreover we found moderately to 
highh correlations between SWN and SDSS scores and depression as 
assessedd with MADRS. This indicates that patient's assessed subjective 
experiencee is related to objectively assessed affective state, but not to 
positivee symptoms as assessed with the PANSS. However, only 25% of the 
variancee of rater based assessment of depression is predicted by self-rated 
subjectivee experience. 

Thee short form of the SWN is the most practical without loosing important 
aspectss of psychometric quality. The internal consistency of the subscales 
mentall  functioning, self-control and emotional regulation is somewhat 
lowerr than the internal consistency of these subscales in the original version. 
Ourr study replicates the findings concerning the psychometric properties of 
thee short form by Naber et al., 2001 in a younger group of patients with 
recentt onset schizophrenic disorders. 

Inn the use of both the SWN and the SDSS we found the SWN to have 
advantagess over and above the SDSS. The structure of the items in the SW'N 
makess it possible to test the consistency after one assessment. Moreover, the 
SWNN has higher correlations in the stable group than the SDSS and the 
SWNN is more sensitive to medication change. The SWN and SDSS 
appearedd to be equal applicable in patients in a florid psychotic state. 

Onn the basis of the results of this study we conclude that the assessment of 
subjectivee experience with the SWN and the SDSS, not confounded by 
attitudess of patients to medication, can be used in evaluating differential effects 
off  type of medication and dose on subjective well being. Subjective unwell-
beingg related to treatment with antipsychotic medication diminishes quality of 
lif ee and might be a risk factor in future non-compliance. Subjective experience 
off  patients should be one of the outcome measures in clinical trials of 
antipsychoticc drugs. 
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Summary y 

Objective::  The authors' goal was to study the relationship between subjective 
experiencee during treatment with olanzapine or risperidone and dopamine D2 

receptorr occupancy in stabilized patients with schizophrenia. 
Method::  Subjective experience, psychopathology and extrapyramidal symp-
tomss were assessed and D2 receptor occupancy was determined with 
[ l23I]IBZ MM SPECT in 22 patients whose schizophrenia was stabilized by 
olanzapinee or risperidone. 
Results:: Subjective experience, depression, and negative symptoms were 
relatedd to D2 receptor occupancy, but extrapyramidal symptoms were not. 
Conclusions:: These results provide preliminary evidence that negative 
subjectivee experience is related to high D2 receptor occupancy. Longitudinal 
studyy is required because this relationship may have implications for dosing 
strategies. . 
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3.3.1.. Introductio n 

Thee subjective experience of patients treated with antipsychotic medication is 
relatedd to quality of life (1) and predicts medication compliance (1-3). 
Subjectivelyy experienced side effects are more distressing than other side 
effectss (4). 
Occupancyy of dopamine D2 receptors in the striatum by antipsychotic medica-
tionn is thought to influence patients' subjective experiences. The influence of 
cocainee on the dopamine system has a profound effect on subjective 
experiencee (5). The striatum is involved in the control of motivation and 
reward.. Extrapyramidal symptoms are related to D2 receptor occupancy (6) 
and,, in particular, akathisia has an important subjective component. 
Olanzapinee and risperidone may be associated with a better subjective 
experiencee than typical antipsychotic drugs (7, 8). However, if the severity of 
negativee subjective experience is related to D2 receptor occupancy of 
olanzapinee or risperidone, then these agents might not demonstrate more 
benefitss for subjective experience than typical antipsychotic drugs in doses that 
leadd to the same range of D2 receptor occupancy (9). 
Inn this study, we evaluated the relationship between subjective experience and 
striatall  D2 receptor occupancy in patients whose schizophrenia was stabilized 
byy olanzapine or risperidone. 

3.3.2.. Method 

Twenty-onee patients with schizophrenia and one patient with 
schizoaffectivee disorder, diagnosed according to the DSM-IV criteria were 
includedd in this study. Four of the patients were female and 18 were male; 
theirr mean age was 22 years (SD =4, range =16-28). Exclusion criteria were 
neurologicall  or endocrine disease and mental retardation. Nine healthy 
comparisonn subjects were also included; their mean age was 24. After a 
completee description of the study to the subjects, written informed consent 
wass obtained from all. 
Patients'' subjective experience during the previous 7 days was measured with 
thee Subjective Well-being under Neuroleptic treatment scale (1) and the 
Subjectivee Deficit Syndrome Scale (10). 
Patients'psychopathologyy was assessed with the Positive and Negative 
Syndromee Scale and the Montgomery-Asberg Depression Rating Scale. 
Extrapyramidall  symptoms and akathisia were assessed with the Simpson 
Anguss Rating Scale (range=0-40) and the Barnes Rating Scale for Drug-
Inducedd Akathisia, respectively. 
Singlee photon emission computed tomography imaging (SPECT) was 
performedd with a brain-dedicated SPECT camera 2 hours after intravenous 
injectionn of 110 MBq of iodobenzamide (['- I]IBZM) . Specifications and 
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imagingg procedures have been described elsewhere (12). SPECT imaging was 
performedd after a stable dose period of at least 6 weeks of olanzapine (n=15, 
meann dose=14.7 mg, SD=5.8, range=5-30) or risperidone (n=7, mean 
dose=4.11 mg, SD=0.9, range=3-6). 
Subjectivee experience, psychopathology, and extrapyramidal symptoms were 
assessedd within 2 days after SPECT imaging. None of the patients used 
alcohol,, cannabis, or other nonprescribed drugs. Patients were blind to the 
mainn goal of this study, i.e., assessment of the relationship between medication 
andd subjective experience. 
Semiquantificationn of [i23I]IBZ M binding was performed by placing a 
templatee of fixed regions of interest over the striatum and occipital cortex (12). 
Specificc striatal binding was defined as striatal binding divided by occipital 
bindingg (12). All analyses were performed blind to clinical data. The nine 
healthyy comparison subjects had a mean [123I]IBZ M binding ratio of 1.92 (SD 
0.08),, which was used to calculate the percentage of occupancy by medication 
ass (ratio striatum/occipital region)-1/(1.92-1)*(-100)+100 (12). 
Wee conducted one-tailed analyses because we hypothesized that high D: 

receptorr occupancy was related to worse subjective experience. 
Analysess were performed for the total group of patients (n=22) and for the 
groupp receiving olanzapine (n=15). Analyses for the subgroup using risperido-
nee were not performed, because there was minimal variation of doses in this 
group. . 

3.3.3.. Results 

Bothh self-control and emotional regulation items on the Subjective Well-being 
underr Neuroleptic treatment scale correlated with the percentage of D2 

receptorr occupancy (Table 1). Positive and Negative Syndrome Scale negative 
symptomss ratings and the Montgomery-Asberg Depression Rating Scale 
scoress also correlated with D2 receptor occupancy (Table 1). Other Positive 
andd Negative Syndrome Scale subscale ratings were not significantly 
correlatedd with D2 receptor occupancy. 
Simpson-Anguss ratings were zero in most patients, but two patients each had a 
totall  score of 3 and two patients each had a total score of 4. Six patients had a 
scoree of 2 on the Barnes scale. Extrapyramidal symptoms were not correlated 
withh percentage of D2 receptor occupancy. 
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TableTable 1. Correlations between D2 Receptor  Occupancy and 
Subjectivee Experience and Psychopathology in 22 patients with 
schizophreniaa stabilized by olanzapine or  risperidone 

Measuree of Subjective experience 
orr psychopathology 

Subjectivee Well-being under Neuroleptic treatment 
scale e 

Total l 
Emotionall  regulation 
Self-control l 

Subjectivee Deficit Syndrome Scale total 
Montgomery-Asbergg Depression Rating Scale 
Positivee and Negative Syndrome Scale 

Negative e 
Positive e 
General l 

Spearman n correlation n 
off  score with 

percentagee of D2 

receptorr occupancy 
rss P 

-0.33 3 
-0.36 6 
-0.41 1 
0.30 0 
0.46 6 

0.45 5 
0.26 6 
0.22 2 

0.06 6 
0.06 6 
0.03 3 
0.09 9 
0.02 2 

0.02 2 
0.12 2 
0.16 6 

Inn the subgroup of patients using olanzapine, a significant correlation was 
foundd between D2 receptor occupancy percentages and the Subjective Well-
beingg under Neuroleptic treatment scale self-control score (rs=-0.53, n=15, 
p=0.02)) and the Subjective Deficit Syndrome Scale total score (rs =0.45, 
n=15,, p=0.05). Olanzapine dose correlated with D2 receptor occupancy (rs 

=0.60,n=15,p=0.01). . 
Thee average D2 receptor occupancy was 67% in the olanzapine group and 77% 
inn the risperidone group. The correlations found would not have reached 
statisticall  significance if they had been corrected for multiple comparisons by 
thee Bonferroni test. 

3.3.4.. Discussion 

Wee found a correlation between striatal D2 receptor occupancy by olanzapine 
andd risperidone and subjective experience, negative symptoms, and 
depression,, in the absence of extrapyramidal symptoms. Higher doses of 
olanzapinee were correlated with higher D2 receptor occupancy and worse 
subjectivee experience. Negative subjective experience might be more sensitive 
too D2 receptor occupancy than extrapyramidal symptoms.The substantial D2 

receptorr occupancy of olanzapine and risperidone we found is in agreement 
withh recent findings of others (9). 
Ourr study design permitted assessment only of correlations between subjective 
experiencee and D2 receptor occupancy. Therefore, a longitudinal study is 
requiredd to confirm these results, since a relationship between higher D2 
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receptorr occupancy and worse subjective experience may have important 
implicationss for dosing strategies and compliance with antipsychotic 
medication. . 
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Summary y 

Objective::  To find evidence for the hypothesis that dopamine D2 receptor 
occupancyy between 60% and 70% in patients with recent-onset schizophrenia 
resultss in optimal subjective experience. To find preliminary evidence on 
whetherr subjective experience is better with low-dose olanzapine than with 
low-dosee haloperidol. 
Method::  Subjects (n=24) who met DSM-IV criteria for schizophrenia were 
randomlyy assigned, double-blind, to receive olanzapine 7.5 mg or haloperidol 
2.55 mg for 6 weeks. Subjective experience, psychopathology and extrapyrami-
dall  symptoms were assessed at baseline and at endpoint. At week six D2 recep-
torr occupancy was assessed with [123I]IBZ M SPECT. 
Results::  The two study groups were similar at baseline. Dopamine D2 receptor 
occupancyy between 60-70% was associated with optimal subjective 
experience.. Subjective experience improved significantly in the haloperidol 
group.. Olanzapine 7.5 mg showed a mean D2 receptor occupancy of 51.0 % 
(rangee 36%-67%), significantly lower than the mean occupancy of haloperidol 
2.55 mg of 65.5 % (range 45%-75%). 
Conclusions::  A level of D2 receptor occupancy between 60%o and 70% is 
optimall  for subjective experience of patients with recent-onset schizophrenia. 
Wee found substantial interindividual variation in D: receptor occupancy at 
fixedfixed low-dose olanzapine and haloperidol. Olanzapine 7.5 mg showed neither 
superiorr subjective response nor superior efficacy over haloperidol 2.5 mg. 
Olanzapinee needs to be dosed higher than 7.5 mg for most patients with recent-
onsett schizophrenia and haloperidol needs to be individually titrated in the 
veryy low dose range to reach optimal occupancy. 
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3.4.1.. Introductio n 

Thee debate about optimal dosing of antipsychotic medication is still lively. 
Haasee (1) introduced the concept "neuroleptic threshold dose": a dose at 
whichh patients develop minimal extrapyramidal side effects (EPS). 
Exceedingg this dose resulted in more EPS but not in a better response (2). 
Thee concept of a "therapeutic window" emerged (3). It has been suggested 
thatt a threshold in the range of 60%-70% D2 receptor occupancy is needed to 
obtainn satisfactory antipsychotic response. (4-6). A stepped increase in 
responsee was found beyond 65% D2 receptor occupancy; prolactin elevation 
becamee prominent beyond 72%, while EPS were evident beyond 78% (7). 

Dopaminergicc neurotransmission also plays an important role in the reward 
system,, and inhibition of this system can be accompanied by reduced 
motivation,, drive and spontaneity (8). Occupancy of dopamine receptors by 
antipsychoticc medication is thought to influence subjective experiences of pa-
tientss (9-12). 

Wee hypothesize that there is also a "window" for the influence of 
antipsychoticc medication on subjective experience of patients. In an earlier 
studyy we found that levels of D2 occupancy lower than those that cause EPS 
mayy relate to negative subjective experience (9). The "subjective side-effect 
window""  in dosing antipsychotic drugs may be small. We hypothesize that 
optimall  occupancy of D2 receptors lies between 60% and 70%. We propose 
thatt D2 binding should not exceed 70% to avoid excessive inhibition of 
dopaminee neurotransmission resulting in a negative impact on subjective 
experience.. On the other hand, D2 occupancy below 60% leaves patient in a 
psychoticc state (too high a functional level of the dopamine system) 
accompaniedd by negative subjective well-being. This line of thought can be 
comparedd to the hypothesis about an optimal range in which D2 receptor 
stimulationn by drugs of abuse can be perceived as reinforcing: too littl e may 
nott be sufficient, but too much may have an aversive effect (13). 

Subjectivee experience of patients treated with antipsychotic medication is 
relatedd to medication compliance (14-16). Moreover, subjectively experienced 
sidee effects are more distressing than other side effects (17). Strategies to 
improvee the subjective experience of patients receiving antipsychotic 
medicationn are needed to improve compliance and thereby ameliorate the 
coursee of schizophrenia. 
Thee development of a new generation of antipsychotic medications could be 
importantt in this respect. Olanzapine is found to be associated with a better 
subjectivee experience than typical antipsychotic drugs (18,19). However, 
differentt levels of D2 occupancy have confounded previous comparisons of 
antipsychoticc drugs (20). If the severity of negative subjective experience is 
relatedd to D2 receptor occupancy, then the new antipsychotic medications 
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mightt not be more beneficial for subjective experience than typical 
antipsychoticc drugs in doses with comparable D2 receptor occupancy. 
Thereforee another strategy to improve the subjective experience might be 
treatmentt with low-dose typical antipsychotic drugs. 

Limitationss of earlier studies on subjective experience with typical and atypical 
antipsychoticc medications were the non-comparative dosing and the lack of a 
randomizedd double-blind design. 

Wee therefore conducted a 6-weeks randomized double-blind study of low-
dosee olanzapine or haloperidol in young patients with recent-onset 
schizophrenia. . 

3.4.2.. Method 

Thiss prospective, randomized, double-blind study was conducted at the 
Adolescentt Clinic of the Academic Medical Center in Amsterdam, The 
Netherlands,, a specialized unit for in- and outpatient treatment of young 
personss with recent-onset schizophrenia. Local ethics committee approvals 
weree obtained, and subjects gave their written informed consent after a 
completee description of the study. 

Subjects Subjects 
Malee and female patients aged 17-28 years who met DSM-IV criteria for 
schizophreniaa and were admitted to the Adolescent Clinic were eligible for 
recruitment.. Discharge diagnoses according to DSM-IV criteria were based 
onn longitudinal, clinical and heteroanamnestic assessment (Longitudinal 
Expertt Assessment of Diagnosis procedure) (20). Exclusion criteria were 
neurologicall  or endocrine disease, mental retardation, and the use of 
adjunctivee medications such as mood stabilizers or antidepressants, a history 
off  treatment with clozapine, a history of unresponsiveness to haloperidol or 
olanzapine,, or intramuscular antipsychotic treatment within the last year. 

Procedure Procedure 
Previouss medication was diminished during one week and then stopped. 
Olanzapinee 7.5 mg or haloperidol 2.5 mg was assigned according to a 
randomizedd block design. These doses were chosen for their expected 
occupancyy of D2 receptors of 65% (20, 22) in patients with previous exposure 
too antipsychotic medication. Duration of the double-blind phase was 6 
weeks.. Only the benzodiazepine oxazepam was allowed as adjunctive 
medication.. Treating physicians made the decision regarding use of 
oxazepamm on the basis of clinical considerations. The use of oxazepam was 
indicatedd for anxiety, agitation and insomnia. 
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Assessments Assessments 
Subjectivee experience, EPS and psychopathology were assessed at baseline 
andd after six weeks. Patients' subjective experience was measured with the 
Subjectivee Well-being under Neuroleptic treatment scale (14,23). Patients' 
psychopathologyy was assessed with the Positive and Negative Syndrome 
Scale,, the Montgomery-Asberg Depression Rating Scale, and the Clinical 
Globall  Impression scale. Extrapyramidal symptoms and akathisia were 
assessedd with the Simpson Angus Rating Scale and the Barnes Rating Scale 
forr Drug-Induced Akathisia, respectively. 

SPECTT imaging to determine the levels of D2 occupancy was performed with a 
SMEE 810 brain-dedicated SPECT multi-detector system. The transaxial 
resolutionn of this camera is 7.6 mm full width half maximum (FWHM) of a 
linee source in air, and the axial resolution is 13.5 mm FWHM. All subjects 
receivedd potassium iodide orally to block thyroid uptake of free radioactive 
iodide.. [I23I]IBZ M (specific activity of >185 MBq/nmol; radiochemical 
purityy of > 95%) was injected intravenously at an approximate dose of 110 
MBq.. l23I; labeling of IBZM was performed by Amersham Cygne 
(Technicall  University Eindhoven, The Netherlands). SPECT image 
acquisitionn was always performed at 2 h p.i. (24). SPECT imaging was 
performedd after 6 weeks of continuous treatment with the study medication. 
Al ll  scans were carried out 12 to 13 hours after the administration of the last 
dosee of the study medication. Specifications and imaging procedures have 
beenn described elsewhere (25). 

DataData Analysis 
Semiquantificationn of [123I]IBZ M binding was performed by placing a 
templatee of fixed regions of interest over the striatum and occipital cortex (25). 
Specificc striatal binding was defined as striatal binding divided by occipital 
bindingg (25). All analyses were performed blind to clinical data. 
AA group of nine healthy comparison subjects meeting the following criteria -
noo current or past psychiatric, neurological or medical illness, no use of 
medication,, age 17-28 years - was included to obtain baseline dopamine 
receptorr densities. Their mean [l23I]IBZ M binding ratio was 1.92 (SD 0.08), 
whichh was used to calculate the percentage of occupancy by medication as 
(ratioo striatum/occipital region)-1/( 1.92-1 )*(-100)+l00 (25). 
Byy computing the mean absolute difference between the positively and the 
comparativee negatively formulated items of the SWN the reliability of 
patient'ss assessment with the SWN was estimated before further analyses 
weree done. If the mean absolute difference was 2 or higher, patient's 
assessmentt was considered to be not consistent and these patients were 
excludedd from analysis relating to subjective experience (14, 23). 
Differencess between groups were tested with a t test and differences between 
baselinee and endpoint were tested with a paired t test. All tests were two-tailed. 
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3.4.3.. Results 

Subjects Subjects 
Twenty-fourr patients with schizophrenia according to DSM-IV criteria were 
included.. Subjects' characteristics, including characteristics of the illness 
andd SWN total score, psychopathology ratings and percentage of D2 receptor 
occupancyy at endpoint, are shown in Table 1 (page 141). Characteristics of 
thee participants (sex, diagnosis, number of episode, duration of psychosis and 
priorr treatment) treated with olanzapine did not significantly differ at baseline 
fromm the characteristics of participants treated with haloperidol. 

Threee patients treated with olanzapine and one patient treated with 
haloperidoll  dropped out. Reasons for drop out were: patient decision (n=2, 
bothh olanzapine) and increase of psychosis (n=2, one patient treated with 
haloperidol,, one patient treated with olanzapine). There were no significant 
differencess between patients that dropped out and study completers with 
respectt to diagnosis, number of psychotic episode, duration of psychotic 
symptoms,, psychopathology or subjective experience ratings. 

Meann absolute difference between the positively and the comparative 
negativelyy formulated items of the SWN was 0.58 (SD 0.34). Only one 
patientt had a mean absolute difference of 2 or higher (2.9); this assessment 
wass considered to be not consistent and was excluded from analysis relating 
too subjective experience. 

DD22 receptor occupancy of olanzapine or haloperidol and subjective experience 
Meann D2 occupancy in patients treated with 7.5 mg olanzapine was 51.0 % (SD 
11.1%,, range 36%-67%). This was lower than in patients treated with 2.5 mg 
haloperidol,, with a mean D2 receptor occupancy of 65.5 % (SD 8.7%, range 
45%-75%)) t=3.3, df 18, p=0.004 (Figure l.,page 142) 
D22 occupancy was not related to any baseline variable (age, weight, nicotine 
use,, coffee use or severity of illness). 
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Figuree 1. D2 receptor occupancy on olanzapine 7.5 mg/day and haloperidol 
2.55 mg/day 
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Patientss with a D2 receptor occupancy between 60 and 70% (n=6) had a 
significantlyy higher SWN-total score (mean 193.5, SD 28.7) than subjects (n=5) 
withh D2 receptor occupancy higher than 70% (140.6, SD 10.8) (t-test t=3.9 df=9 
p=0.004). . 
Subjectss with a D2 receptor occupancy between 60 to 70% (n=6) had a higher 
SWN-totall  score (mean 193.5, SD 28.7) than subjects (n=13) with D2 receptor 
occupancyy lower than 60% or higher than 70 % (151.2, SD 24.7) (t-test t=3.3 
df=177 p=0.004). The mean scores on all the SWN-subscales were significantly 
higherr in subjects with a D2 receptor occupancy between 60 to 70% than in 
subjectss with D2 receptor occupancy lower than 60% or higher than 70 %. 
(Tablee 2, and Figure 2, page 144) 

Tablee 2. Subjective experience in participants with D2 occupancy lower 
thann 60%, between 60% and 70%, and higher  than 70% 

Measure e 

Totall  score SWNa 

Emotional l 
regulation n 

Selff  control 
Mentall  functioning 
Physical l 

functioning g 
Sociall  functioning 

Participants s 
withh D2 

occupancy y 
0%--

(n= = 
Mean n 

157.8 8 

32.4 4 
24.6 6 
35.5 5 

27.6 6 
34.1 1 

59% % 
=8) ) 

SD D 

29.1 1 

8.6 6 
4.7 7 
6.8 8 

4.9 9 
5.0 0 

Participants s 
with h 

D22 occupancy 
60%--

(n= = 
Mean n 

193.5 5 

40.3 3 
32.0 0 
41.5 5 

33.7 7 
42.0 0 

% % 
=6) ) 

SD D 

28.7 7 

8.2 2 
4.9 9 
4.4 4 

4.5 5 
7.0 0 

Participants s 
with h 

D22 occupancy 
71%--

(n= = 
Mean n 
140.6 6 

27.0 0 
26.2 2 
30.0 0 

24.7 7 
31.2 2 

100% % 
-5) ) 

SD D 
10.8 8 

4.1 1 
3.7 7 
2.5 5 

2.3 3 
4.0 0 

T T 

3.9 9 

3.3 3 
2.2 2 
5.2 2 

4.3 3 
3.0 0 

Analysis0 0 

Df f 

9 9 

9 9 
9 9 
9 9 

9 9 
9 9 

P P 
0.004 4 

0.009 9 
0.057 7 
0.001 1 

0.002 2 
0.014 4 

aSWN:: Subjective Well-being under Neuroleptic treatment scale, higher score means 
betterr subjective experience 
bb Differences in mean SWN score (total and subscales) between Participants with a 
D22 occupancy of 60%-70% and participants with a D2 occupancy higher than 70%, t 
test,, 2 tailed 
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Figuree 2. Correlation between SWN total score and D2 receptor 
occupancy y 
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SWN:: Subjective Well-being on Neuroleptics scale, higher scores imply better 
subjectivee well-being. 
Openn circles represent participants treated with olanzapine 7.5 mg/day, 
closedd circles represent participants treated with haloperidol 2.5 mg/day 

Subjectss treated with haloperidol accounted for most of the difference in mean 
SWNN score between participants with a D2 occupancy 60%-70% (211.3, SD 
11.1,, n=3) and participants with a D2 occupancy of 71% or higher (140.6, SD 
10.8,, n=5) (t-test 1=8.9 df=6 pO.001) 

Meann baseline and change at endpoint SWN total score and subscale scores did 
nott differ significantly between participants treated with haloperidol or 
olanzapine,, except for a significant difference in the change at endpoint in the 
SWNN subscale score self-control in favor of haloperidol. Mean SWN total score 
andd four of the five subscale scores improved significantly from baseline to 
endpointt in the patients treated with haloperidol (See Table 3., page 145) 
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TableTable 3. Subjective experience at Baseline and Change from Baseline at 
endpointt  of study participant s treated with Olanzapine or  Haloperidol 

Measure e 

Totall  score SWNa 

Baseline e 
Changee at endpoint 

Emotionall  regulation a 

Baseline e 
Changee at endpoint 

Self-control3 3 

Baseline e 
Changee at endpoint 

Mentall  functioning* 
Baseline e 
Changee at endpoint 

Physicall  functioning* 
Baseline e 
Changee at endpoint 

Sociall  functioning3 

Baseline e 
Changee at endpoint 

Participants s 
treatedd with 
Olanzapine e 

(n= = 

Mean n 

154.0 0 
4.7 7 

29.7 7 
1.8 8 

26.0 0 
-0.9 9 

34.1 1 
1.7 7 

28.7 7 
0.0 0 

32.3 3 
2.2 2 

=9) ) 

SD D 

21.1 1 
15.6 6 

7.3 3 
3.7 7 

4.5 5 
4.1 1 

5.0 0 
5.8 8 

4.6 6 
4.0 0 

5.0 0 
5.0 0 

Participants s 
treatedd with 
Haloperidol l 

(n=l l 

Meanb b 

158.0 0 
11.7** * 

31.7 7 
3.5** * 

27.1 1 
2.3** * 

33.5 5 
2.5* * 

26.7 7 
1.8** * 

35.7 7 
1.3 3 

0) ) 

SD D 

35.9 9 
10.2 2 

9.5 5 
3.2 2 

5.7 7 
1.4 4 

7.2 2 
3.1 1 

6.1 1 
1.5 5 

7.4 4 
3.1 1 

Analy; ; 

T T 

0.29 9 
-1.19 9 

0.52 2 
-1.01 1 

0.46 6 
-2.33 3 

-0.21 1 
-0.34 4 

-0.78 8 
-1.31 1 

1.41 1 
0.47 7 

df f 

17 7 
17 7 

17 7 
17 7 

17 7 
17 7 

17 7 
17 7 

17 7 
17 7 

17 7 
17 7 

sisc c 

P P 

0.77 7 
0.26 6 

0.61 1 
0.33 3 

0.65 5 
0.03 3 

0.84 4 
0.74 4 

0.44 4 
0.21 1 

0.27 7 
0.64 4 

aSWN:: Subjective Well-being under Neuroleptic treatment scale, higher scores mean 
betterr subjective experience (range total score 38-228) 
bAsteriskss denote significant within-treatment differences (paired t test, 2 tailed), 
*p<0.05.. **p<0.01 
cc Between-treatment differences, t test, 2 tailed 

PsychopathologyPsychopathology and extrapyramidal side effects 
Noo significant differences in mean baseline and change at endpoint scores were 
foundd between participants treated with haloperidol and olanzapine (Table 4., 
pagee 146). 
Wee found no relationship between level of D2 receptor occupancy and response 
definedd as difference in CGI, PANSS and MADRS scores between baseline and 
endpoint. . 
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Tablee 4. Clinical Global Impression (CGI), Positive and Negative 
Syndromee Scale (PANSS) and Montgomery Asberg Depression Rating 
Scalee (MADRS) at Baseline and Change from Baseline at endpoint of the 
studyy after  treatment with Olanzapine or  Haloperidol 

Measure e 
Clinicall  Global 

Impression*1 1 

Baseline e 
Changee at endpoint 

PANSSS total score 
Baseline e 
Changee at endpoint 

PANSSS positive 
subscale e 

Baseline e 
Changee at endpoint 

PANSSS negative 
subscale e 

Baseline e 
Changee at endpoint 

PANSSS gen. Path. 
Subscale e 

Baseline e 
Changee at endpoint 

MADRSS total score 
Baseline e 
Changee at endpoint 

Participants s 
treatec c with h 
Olanzapine e 

(nn = 

Mean n 

4.6 6 
-1.3* * 

66.1 1 
-7.2 2 

15.1 1 
-2.7 7 

16.8 8 
1.4 4 

34.2 2 
-6.0 0 

13.3 3 
-2.8 8 

9) ) 

SD D 

1.1 1 
1.0 0 

17.2 2 
31.9 9 

5.7 7 
7.4 4 

6.5 5 
11.1 1 

8.7 7 
15.5 5 

7.9 9 
12.1 1 

Participants s 
treatedd with 
Haloperidol l 

(nn = 

Mean n 

4.7 7 
-0.8* * 

71.8 8 
-11.4 4 

16.1 1 
-1.6 6 

20.6 6 
-2.2 2 

35.2 2 
-7.6* * 

9.1 1 
-1.2 2 

11) ) 

SD D 

1.2 2 
0.9 9 

18.7 7 
19.5 5 

6.6 6 
5.1 1 

7.0 0 
8.8 8 

9.6 6 
9.7 7 

6.1 1 
3.6 6 

Analys s 

T T 

0.19 9 
0.98 8 

0.71 1 
-0.36 6 

0.35 5 
0.37 7 

1.24 4 
-0.82 2 

0.23 3 
-0.27 7 

-1.35 5 
0.42 2 

df f 

17 7 
16 6 

18 8 
18 8 

18 8 
18 8 

18 8 
18 8 

18 8 
18 8 

18 8 
18 8 

sa a 

P P 

0.85 5 
0.34 4 

0.49 9 
0.72 2 

0.73 3 
0.72 2 

0.23 3 
0.43 3 

0.82 2 
0.79 9 

0.19 9 
0.68 8 

aa Analyses comparing haloperidol and olanzapine using t-test. 
Onee patient had missing endpoint-CGI measure in haloperidol group, and one 

patientt had missing baseline-CGI measure in olanzapine group. 
**  Significant within-group difference, change from baseline to endpoint using paired 
t-test,, p<0.05. 

Noo relationship between percentage D : occupancy and PANSS total and 
subscalee scores or MADRS scores was found at endpoint. 

Att baseline participants treated with haloperidol experienced more akathisia 
thann participants treated with olanzapine. Change at endpoint did not differ 
significantlyy between groups. Within the haloperidol group mean score on 
thee Simpson-Angus Scale improved significantly. 
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Att endpoint Akathisia and Parkinsonism was generally absent. No 
relationshipp between percentage D2 occupancy and Barnes Akathisia Scale 
scoress or Simpson-Angus Scale scores was found at endpoint (Table 5.). 

TableTable 5. Akathisia and Parkinsonism at baseline and Change from 
Baselinee to Endpoint of the Study after  Treatment with Olanzapine or 
Haloperidol l 

Participantss Participants 
treatedd with treated with 
Olanzapinee Haloperidol Analysisc 

Measuree n Mean SD N Mean SD T Df P 
Akathisia3 3 

Baselinee 9 0.0 0.0 11 
Changee at endpoint 9 0.6 0.7 11 

Parkinsonism m 
Baselinee 9 3.8 4.4 11 
Changee at endpoint 9 -2.4 3.8 10 

aa Barnes Akathisia Scale. 
bb Simpson-Angus Scale. 
LL Analyses comparing olanzapine and haloperidol using t-test. 
**  Significant within-group change from baseline to endpoint using paired t-test, 
P<0.05 5 

3.4.4.. Discussion 

Thee results of this study offer evidence that D2 receptor occupancy between 
60%% and 70% is optimal for subjective experience of patients with recent-
onsett schizophrenia. Exceeding a level of 70% D2 receptor occupancy may 
substantiallyy increase the risk of inducing worse subjective experience, 
noncompliancee and therefore psychotic relapse. 

Thee very low incidence and severity of EPS we found is in line with the D2 

occupancyy threshold for development of EPS effects of 78%. We were not 
ablee to replicate the relationship between D2 occupancy and response as 
foundd by Kapur et al. (7). None of our patients exceeded 75% D2 occupancy, 
whilee five of the ten patients with much or very much improved CGI scores 
inn the study of Kapur et al. exceeded 75% D2 occupancy. This leaves 
clinicianss with an almost insurmountable problem: the level of D2 occupancy 
neededd for response in some patients exceeds the level of D2 occupancy 
abovee which the risk of negative influence on subjective experience is 
probablyy high. However, since in the study by Kapur et al. (7) the duration of 
treatmentt was only two weeks, a lower level then 75% D2 occupancy for a 
longerr period of time may result in response in most patients. Moreover, most 
off  our patients had been treated with antipsychotic medication before study 

0.66 0.8 2.35 18 <0.05 
-0.00 1.0 -1.57 18 0.13 

5.33 6.5 0.59 18 0.56 
-3.9**  5.0 -0.71 17 0.49 
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entry,, thereby increasing the risk of a higher percentage of patients with 
treatmentt resistance than in a neuroleptic-naive population. This may also 
explainn why we could not replicate the relationship between D2 occupancy 
andd response. 

Wee found a lower mean D2 occupancy (65.5%) in patients treated with 
haloperidoll  2.5 mg/day than Kapur et al. in nine first episode patients also 
receivingg 2.5 mg haloperidol/ day (75%) (7). This difference could reflect the 
needd for treatment with very low doses for neuroleptic-naïve patients compared 
too patients who have been treated with antipsychotic medication before. As far 
ass we know it is not clear when the need for higher doses emerges during 
treatmentt with antipsychotic medication. 
Thee substantial interindividual variation in D2 receptor occupancy at fixed low-
dosee haloperidol and olanzapine in this homogeneous group of subjects was 
inn concordance with the wide interindividual variation at a given dose of 
haloperidoll  found in other studies (4,7). 
Meann D2 occupancy in patients treated with olanzapine 7.5 mg/day was 
significantlyy lower than mean D2 occupancy reached during treatment with 
haloperidoll  2.5 mg/day. The mean D2 occupancy found with olanzapine 7.5 
mg/dayy is in line with a saturation hyperbole as earlier described (20). In a 
studyy on the D2 receptor occupancy of olanzapine more interindividual 
variationn seems to occur in patients receiving 5 mg olanzapine/day than in 
patientss receiving doses of 10 mg or higher (20). In our study, more than half 
off  the patients treated with olanzapine 7.5 mg /day reached D2 receptor 
occupancyy of 45% or less; however one third of these patients showed an 
occupancyy of 60% or more. 

Olanzapinee 7.5 mg showed neither superior subjective response nor superior 
efficacyy over haloperidol 2.5 mg in patients with recent-onset schizophrenia. In 
fact,, subjective experience improved significantly only during treatment with 
haloperidol.. This is an unexpected finding given the advantages in subjective 
experiencee found during treatment with olanzapine in former studies. 
Inordinatelyy high levels of D2 receptor occupancy in the typical comparison 
groupp have confounded these studies. However, our study may be biased by the 
relativelyy low D2 receptor occupancy associated with the treatment of 
olanzapinee 7.5 mg/day. 

Fastt dissociation from the D2 receptor could make an antipsychotic medication 
moree accommodating of physiological dopamine transmission, permitting 
antipsychoticc effect without major side effects (21). This proposed mechanism 
couldd also account for superior subjective experience associated with atypical 
antipsychoticc drugs. Since we found no evidence for superior subjective 
experiencee associated with low-dose olanzapine compared to low-dose 
haloperidol,, we suppose that besides faster dissociation the level of D2 

occupancyy is also important for the influence of antipsychotic drugs on 
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subjectivee experience. Moreover, subjective experience is probably influenced 
nott only by effects on modulation of the D2 neurotransmission; effects on 
receptorss other than D2 can also account for worse subjective experience. 
Probablyy an ideal antipsychotic medication binds selectively to the D2 receptor 
andd dissociates relatively fast from it, without causing enduring occupancy 
beyondd about 70%. 

Ourr study has several limitations. First, mesolimbic D2 receptors might be 
moree relevant to subjective experience than striatal D2 receptors. Since there 
aree no indications for differences in striatal and extrastriatal D2 occupancy in 
patientss treated with haloperidol, we think that striatal occupancy is a 
reasonablee surrogate of mesolimbic D2 occupancy, at least in the case of 
haloperidoll  (26, 27). Second, most of the patients included used 
antipsychoticc medication before study entry, probably altering their D2 

bindingg capacity. We think that the study duration of 6 weeks makes 
confoundingg effects on subjective experience measures caused by former 
medicationn less probable. Third, half of the patients used oxazepam as 
adjunctivee medication. However, occupancy in a PET study of lorazepam has 
beenn shown to have no influence on striatal  n C-raclopride binding (28). 
Fourth,, dose of olanzapine 7.5 mg/day is too low for most (not all) patients 
withh recent-onset schizophrenia previously treated with antipsychotic 
medication.. Comparison of 2.5 mg haloperidol to 10 mg olanzapine might 
givee ideal D2 occupancy matching. Fifth, only one out of 24 subjects was 
female. . 

Inn summary, we found evidence that a level of D2 receptor occupancy 
betweenn 60% and 70% is optimal for subjective experience of patients with 
recent-onsett schizophrenia. We found substantial interindividual variation in 
D22 receptor occupancy at fixed low-dose haloperidol and olanzapine. 
Olanzapinee 7.5 mg showed neither superior subjective response nor superior 
efficacyy over haloperidol 2.5 mg. From the perspective of subjective experience 
off  patients, haloperidol needs to be individually titrated in the very low dose 
rangee (probably 1.5-3 mg/day) to reach optimal occupancy and olanzapine 
needss to be dosed higher than 7.5 mg for most patients with recent-onset 
schizophreniaa previously treated with antipsychotic medication. 
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Partt  IV 
Obsessive-compulsivee symptoms 
associatedd with 
antipsychoticc medication 
inn patients with schizophrenia 
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Chapterr  4.1. 

Introductio n n 

Basedd on: 

DwangsymptomenDwangsymptomen bij schizofrenie: aanwijzingen voor een aparte groep 
BeukBeuk N, De Haan L 
TijdschriftTijdschrift voor Psychiatrie, 2000, 42: 347-351 
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Summary y 

Objectivee and Method: Review of literature concerning prevalence of 
obsessive-compulsivee symptoms in patients with schizophrenia, and its 
relationshipp with antipsychotic medication. 
Results::  Obsessive-compulsive symptoms can be found in 13% to 52% of 
thee patients with schizophrenia. Outcome was found to be worse in these 
patients. . 
Theree are several reports suggesting a relationship between treatment with 
antipsychoticc medication and emergence or increase of obsessive-compulsive 
symptoms. . 
Conclusion::  Systematic studies are needed to investigate the relationship 
betweenn antipsychotic medication and obsessive-compulsive symptoms. 
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Ann obsession, which is an intrusive, repugnant idea recognized as senseless 
orr irrational and experienced as internal in origin, can be distinguished from a 
delusion,, in which the senselessness is not appreciated and the idea is held 
withh conviction. However obsessive-compulsive disorder (OCD) represents a 
psychopathologicall  spectrum varying along a continuum of insight. In the 
DSM-IVV the specifier "lacking insight" can be used "i f for most of the time 
duringg the current episode, the person does not recognize that the obsessions 
andd compulsions are excessive or unreasonable". If someone fears that harm 
wil ll  come to his partner if he fails to say goodbye in a very special manner 
andd is "lacking insight" into this thought, is this a delusion or an obsession? 
Iss the moment that a patient no longer recognizes that the ideas he or she has 
aree senseless or irrational or of internal origin, the moment he or she moves 
intoo a psychotic state? The surprising thing is not that some patients with 
OCDD become psychotic, but that only a few do so. It must be a very short 
step,, one might suppose, from feeling that one must struggle against thoughts 
thatt are not one's own, to believing that they are forced upon one by an 
externall  agency. From the other perspective many patients with 
schizophreniaa have symptoms that resemble those of OCD. In a dimensional 
approachh obsessive-compulsive symptoms (OCS) can be studied in patients 
withh schizophrenia. Patients with schizophrenia often don not recognize that 
OCSS are products of their own mind. Fenton en McGlashan (1986) and 
Bermann e.a. (1995,1998) propose assessment of OCS notwithstanding the 
insightt of patients. According to Poyurovsky et al (1999) the presence of 
OCSS in patients with schizophrenia can be defined as persistent, repetitive, 
intrusive,, and distressful thoughts (obsessions) not related to the patient's 
delusionss or repetitive goal-directed rituals (compulsions) clinically 
distinguishablee from schizophrenic mannerisms or posturing. To distinghuish 
OCSS in patients with schizophrenia can approve to be useful if patients with 
schizophreniaa and OCS differ from patients with schizophrenia without OCS 
inn prognosis, treatment response or susceptibility for adverse effects. 
Recentt research suggests that OCS can be found in 13% to 52% of the 
patientss with schizophrenia. Outcome was found to be worse in patients with 
schizophreniaa and OCS (Fenton and McGlashan, 1986, Zaharovits, 1990, 
Bermann e.a., 1995, Loyzaga e.a. 2001) 
Bermann e.a. (1998) found comparable deficits in visual flexibilit y in patients 
withh schizophrenia and OCS as in patients with obsessive-compulsive 
disorder. . 

Theree are several reports suggesting a relationship between treatment with 
antipsychoticc medication and OCS (Tibbo and Warneke, 1999). There are 
twoo different hypothesis concerning this association. OCS could be the 
remainderr when psychosis is effectively treated. Otherwise OCS could occur 
dee novo by direct influence of the antipsychotic agent on brain systems that 
inflictt OCS in vulnerable patients with schizophrenia. Study into the 
relationshipp between antipsychotic medication and OCS may improve our 
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knowledgee about the pathophysiological mechanisms implicated in OCD. 
Moree important from a clinical point of view may be the impact of OCS on 
thee well being of patients with schizophrenia and the negative influence that 
emergencee of OCS during treatment with antipsychotic agents may have on 
medicationn compliance. However, before speculation is warranted more 
knowledgee about the relationship between antipsychotic medication and OCS 
inn patients with schizophrenia is necessary. 
Inn the following two chapters I describe research on the relationship between 
OCSS and antipsychotic medication in patients with recent onset 
schizophreniaa and related disorders. 
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Chapterr  4.2. 

Clozapinee and obsessions in patients 
withh recent-onset schizophrenia and 
otherr  psychotic disorders 
TheThe Journal of Clinical Psychiatry 1999; 60:364-365 

Lieuwee de Haan, Don Linszen, Rob Gorsira 
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Summary y 

Objective::  The increase or emergence of obsessions was compared in young 
patientss with recent-onset schizophrenia or other psychotic disorders taking 
clozapinee and other antipsychotic drugs. 
Method::  We conducted a retrospective cohort study. Subjects were 121 
consecutivelyy admitted patients diagnosed with DSM-III-R schizophrenia, 
schizoaffectivee disorder, schizophreniform disorder, or psychotic disorder not 
otherwisee specified. Obsessions were diagnosed according to DSM-IV criteria. 
Results::  More clozapine-treated subjects (20.6%) than subjects treated with 
otherr antipsychotic drugs (1.3%) experienced an emergence or increase of 
obsessions. . 
Conclusion::  Use of clozapine is associated with the emergence or increase of 
obsessionss in early-phase schizophrenic disorders. 
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4.2.1.. Introductio n 

Clozapinee is an effective drug for treating patients with psychotic symptoms 
whoo are refractory to other neuroleptics (1,2), or have severe extrapyramidal 
adversee effects while taking selective dopamine-2 (D2) antagonists (1,3). A risk 
off  agranulocytosis is the most important side effect of clozapine. A less well 
known,, but possible, side effect we frequently encounter is emergence or 
increasee of obsessions in the treatment with clozapine of young patients with 
recent-onsett schizophrenia or other psychotic disorders. The decrease of 
psychoticc symptoms and the increase of obsessions during clozapine treatment 
suggestt that these 2 types of symptoms are discrete phenomena. 
AA review of the literature concerning the association between obsessive-
compulsivee symptoms and clozapine treatment showed contradictory results. 
Thee coincidence of worsening obsessive symptoms when clozapine is taken has 
beenn reported in 13 case reports (4-10). All report an improvement of psychotic 
symptomss and an increase of obsessions during clozapine treatment. A dose-
responsee relationship between clozapine and obsessive symptoms has been 
reportedd (10); a decrease in obsessions has been found after initiating comedi-
cationn with a selective sertonin reuptake inhibitor (SSRI) (6,7) and after stoping 
clozapinee therapy (8). However, in a chart review of 142 patients taking 
clozapine,, Ghaemi et al. (11) could not find a definitive relationship between 
obsessivee compulsive disorder and clozapine treatment. However only 41 
subjectss in their sample had a diagnosis of schizophrenia, and most obsessions 
andd compulsions occurred during clozapine treatment in patients with schi-
zophrenia.. Baker et al. (12) conducted a prospective study concerning the relati-
onshipp of olanzapine and obsessive-compulsive symptoms. Olanzapine is 
comparablee to clozapine in its structure and its relatively strong serotonin-2A 
(5-HT2A)) receptor antagonism. In a 6 weeks double-blind design 7 patients 
receivedd placebo, 11 received olanzapine, 1 mg daily and 7 received olanzapine, 
100 mg daily. There were no significant differences in obsessive-compulsive 
symptomss found between these groups. Base-line evaluations revealed that 8 of 
thee 25 subjects had mild obsessions, and 6 of the 25 subjects had mild 
compulsions.. The small sample size, short duration of treatment, and very low 
dosee of olanzapine limit the conclusions of this study. 
Thee purpose of the present study is to examine whether the increase or 
emergencee of obsessive symptoms is more frequent during clozapine treatment 
thann treatment with other antipsychotic drugs in a large group of young patients 
withh recent-onset schizophrenia and related psychotic disorders, and whether 
comedicationn with SSRIs diminishes obsessions. 
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4.2.2.. Method 

Subjects Subjects 
Initiall  diagnosis was made in a clinical consensus meeting (3 psychiatrist and 2 
psychiatrist-in-training)) with the use of all available information (medical 
reports,, interviews with patients and parents) according to DSM-III-R criteria. 
Wee studied 91 patients with a schizophrenia, 17 patients with schizoaffective 
disorder,, 9 patients with schizophreniform disorder, 4 patients with a psychotic 
disorderr not otherwise specified. The mean age at admission was 20.9 years (SD 
2.2);; 25 subjects were women and 96 were men. 

Assessments Assessments 
Inn this retrospective cohort study of 121 patients consecutively admitted to the 
Adolescentt Clinic at the Academic Medical Center of the University of 
Amsterdamm (The Netherlands) 2 investigators (R.G. and L.H.) used chart review 
too identify patients who experienced emergence or increase of obsessions while 
takingg antipsychotic medication. These investigators worked independently and 
weree blind to the medication taken by the subjects (Kappa 0.94). Obsessions 
weree diagnosed according to DSM-IV criteria. We also estimated global 
improvementt of obsessions during co-medication with SSRIs. Clozapine 
treatmentt was studied over a period of 7.3 months (SD 1.9). The mean period of 
observationn since the start of other antipsychotic drugs was 10.1 months (SD 
3.1).. Thirty-two patients (26%) were taking clozapine at the time of the study, 
andd 2 patients had taken clozapine before but were not taking it at the time of 
thee chart review. Fifty-seven patients took typical antipsychotics, and 19 
patientss took risperidone. Eleven patients refused to take medication. There 
weree no differences concerning sex, age at admission, or diagnosis between 
clozapinee receivers and nonclozapine receivers. Clozapine receivers more often 
hadd extrapyramidal adverse effects of greater severity and more often were 
nonresponderss to typical antipsychotics. 

4.2.3.. Results 

Sevenn patients (20.6%) reported an increase in obsessions after the start of 
clozapine,, in contrast with 1 patient (1.3%) treated with another antipsychotic 
drugg (Fisher exact test, 1-tailed, p < .01). Five patients had no obsessions before 
thee start of clozapine treatment. One patients stopped taking clozapine after 3 
months,, which was followed by disappearance of obsessions. Seven patients 
weree cotreated with SSRIs (6 with paroxetine, 1 with fluoxetine). Lowering the 
dosee of clozapine and comedication with SSRIs was associated with improve-
mentt in 3 patients. In 4 patients, comedication with an SSR1 did not diminish 
thee obsessions. 
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4.2.4.. Discussion 

Inn this study, one fifth of the patients treated with clozapine experienced an 
emergencee or increase of obsessive symptoms. There was a significant 
differencee compared with other antipsychotic drugs. It is possible that obsessive 
symptomss are a remainder when psychotic symptoms disappear. Furthermore 
differencess in side effect liabilities between the 2 populations examined 
(clozapinee receivers and nonclozapine receivers) could account for the 
differencess found. However, the results suggest that clozapine induced or 
worsenedd obsessions in a subgroup. Obsessions are associated with a hyposero-
tonergicc neurotransmission, and SSRIs can have a therapeutic effect on obsessi-
ve-compulsivee disorder. In this study, co-medication with an SSRI diminished 
obsessionss in less then half of the patients. Obsessions might be a transient 
adversee effect (4), which is one of the reasons we are not able to attribute the 
improvementt to the SSRIs. When SSRI and clozapine are administered 
together,, attention should be paid to the possibility that SSRI can induce a great-
lyy elevated plasma clozapine level (13, 14). 
Inn this retrospective study, obsessions were frequently encountered during treat-
mentt with clozapine. Prospective and controlled studies of emergence or 
increasee of obsessive symptoms during clozapine (and olanzapine) treatment are 
necessary. . 
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Summary y 

Background::  To determine whether severity of obsessive-compulsive 
symptomss (OCS) differs during treatment with olanzapine or risperidone, and 
too establish whether duration of antipsychotic treatment is related to severity 
off  OCS. 
Method::  Prospective study of consecutively hospitalized young patients with 
DSM-IVV schizophrenia or related disorders (n=l 13), treated with olanzapine 
orr risperidone. Olanzapine or risperidone was randomly prescribed for 
patientss who were drug-naive or were treated with typical antipsychotics 
beforee admission (n= 36). Patients who had started with olanzapine (n=39) or 
risperidonee (n=23) prior to admission continued with that medication if they 
showedd initial clinical response. Patients who prior to admission started 
olanzapinee (n=6) or risperidone (n=9) but showed no response or suffered 
fromm adverse effects, switched at admission to risperidone or olanzapine 
respectively.. The Yale-Brown Obsessive Compulsive Scale (Y-BOCS) was 
administeredd at admission and 6 weeks thereafter. 
Results::  OCS were found in about 30% of all cases at both assessments and 
15%% met DSM-IV criteria for Obsessive-Compulsive Disorder (OCD). No 
differencess in OCS were found in the patients randomly assigned to 
olanzapinee or risperidone. Subjects treated with olanzapine at both 
assessmentss had significantly more severe OCS than subjects treated with 
risperidonee at both assessments. Duration of treatment with olanzapine was 
significantlyy related to severity of OCS. 
Conclusion::  There are no differences in the short-term propensity of 
olanzapinee or risperidone to induce or exacerbate OCS. However severity of 
OCSS was associated with duration of treatment with olanzapine. 
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4.3.1.. Introductio n 

Thee prevalence of Obsessive-Compulsive Disorder (OCD) is estimated to be 
14%% in patients with first-episode schizophrenia \ Obsessive-Compulsive 
Symptomss (OCS) probably occur more frequently in patients with 
schizophreniaa 2. Retrospective studies and case-reports suggest that some 
antipsychoticc drugs may induce or exacerbate OCS in patients with 
schizophrenia.. Most reports concern clozapine 3'5. Case-reports mention OCS 
ass occurring in olanzapine-treated patients 67. Tibbo et al. reviewed four 
case-reportss with regard to the relation between risperidone and OCS that 
showedd contradictory results. The retrospective and cross-sectional 
methodologyy and the focus on chronically ill patients limit the conclusions 
thatt can be drawn from these reports. Baker et al. s conducted a prospective 
studyy of the propensity of olanzapine to induce or exacerbate OCS. In a 6-
weekk double-blind design, 7 patients received placebo, 11 received 
olanzapine,, 1 mg daily, and 7 received olanzapine, 10 mg daily. No 
significantt differences were found between these groups. The small sample 
sizee and low dose of olanzapine limit the conclusions to be drawn from this 
studyy also. 
Inn the present prospective longitudinal study we attempted to determine if the 
prevalencee and severity of OCS differs during treatment with olanzapine or 
risperidone.. We also examined the relationship between duration of treatment 
withh olanzapine or risperidone and severity of OCS. 

4.3.2.. Method 

Consecutivelyy admitted patients (n=113) participating in a prospective study 
off  recent-onset schizophrenia and related disorders were included. Patients 
weree treated at a specialized unit in the Academic Medical Center, 
Amsterdam,, The Netherlands. The intensive treatment program was aimed at 
decreasingg psychotic symptoms, preventing psychotic relapse and improving 
qualityy of life. Reasons for admission to the treatment program were: clinical 
treatmentt was considered necessary to enable stabilization, psycho-education 
andd rehabilitation. Discharge diagnoses according to DSM-IV criteria were 
basedd on longitudinal, clinical and, heteroanamnestic assessment 
(Longitudinall  Expert Assessment of Diagnosis procedure 9). Exclusion 
criteriaa were: neurological or endocrine disease and mental retardation. After 
aa complete description of the study to the subjects, written informed consent 
wass obtained from all. 
Olanzapinee or risperidone was randomly prescribed for patients who were 
drug-naivee or were being treated with typical antipsychotics at admission (n= 
36).. Patients who had started with olanzapine or risperidone prior to 
admissionn continued with that medication if they showed initial clinical 
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responsee (olanzapine, n=39; risperidone, n=23). Patients who showed no 
responsee or adverse effects of olanzapine (n=6) or risperidone (n=9) at 
admissionn were switched to risperidone or olanzapine. 
Excludedd from analyses were three patients because of medication non-
compliancee (two patients were treated with olanzapine at admission, one 
patientt was treated with risperidone), and four patients because of crossover 
too typical antipsychotics 6 weeks after first assessment (two olanzapine-
treatedd subjects, two risperidone-treated subjects). Analyses of differences in 
OCSS of these small groups were deemed not to be appropriate. 
Thee presence of OCS was defined according to the SC1D-P 10 as persistent, 
repetitive,, intrusive, and distressful thoughts (obsessions) not related to the 
patient'ss delusions, or repetitive goal-directed rituals (compulsions) clinically 
distinguishablee from schizophrenic mannerisms or posturing. The Yale-
Brownn Obsessive Compulsive Scale "(Y-BOCS) was administered at 
admissionn and 6 weeks later by two trained psychiatric residents (N.B., B.H.) 
whoo rated the patients twice and were not blind to medication. Inter-rater 
agreementt for Y-BOCS total score in four categories was good (weighted 
K=0.73). . 

Thee cut-off point of clinically significant OCD is a Y-BOCS score of 7 in 
non-psychoticc populations. However, we chose a cut-off score of 10 for 
clinicallyy significant comorbid OCD in these patients with schizophrenia and 
relatedd disorders, since a patient with a Y-BOCS score of 10 or less could 
havee no more than mild OCS. We think that it is appropriate to increase the 
thresholdd for clinical significant co-morbidity of OCD in this severe disabled 
group,, since it is difficult to disentangle interference with social or 
occupationall  activities caused by OCS from symptoms of a schizophrenic 
disorder. . 
Determinationn of the duration of antipsychotic treatment with olanzapine or 
risperidonee was based on the clinical research file. 
Thee Mann-Whitney statistic was used to determine grouping effects and the 
Pearsonn statistic was used for correlations (both two-tailed). 

4.3.3.. Results 

One-hundred-thirteenn patients (92 men and 21 women) were included; 97 had 
schizophrenia,, 7 had a schizophreniform and 9 had a schizoaffective 
disorder;; mean age at admission was 22.4 years (SD=3.2). Mean dose (both 
assessments)) of olanzapine was 14.2 mg. (SD=5.4 mg.); mean dose of 
risperidonee was 4.1 mg. (SD=1.7 mg.). 
Att admission 33 (29.2%) patients had OCS, (mean Y-BOCS total score-3.6, 
SD=6.8).. Six weeks later 36 (31.9%) patients had OCS, (mean Y-BOCS total 
score=3.1,SD=5.9). . 
Seventeenn (15%) patients had a Y-BOCS total score of 10 or higher and 
fulfille dd DSM-IV criteria for OCD at both assessments (mean Y-BOCS total 
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scoree at admission=17.5, SD=7.0; mean Y-BOCS total score 6 weeks after 
admission̂^ 17.8, SD=5.8). 
Inn the randomly allocated group we found no differences in Y-BOCS total 
scoress between patients assigned to the olanzapine or risperidone treatment 
condition. . 
Inn the groups starting with olanzapine or risperidone prior to admission and 
usingg olanzapine (n=35) or risperidone (n=20) at both assessments the Y-
BOCSS total score tended to be higher in the olanzapine group at admission 
(Mann-Whitneyy test p=0.08), and was significantly higher in the olanzapine 
groupp 6 weeks later (Mann-Whitney test p=0.01). The mean total score of 
compulsionss was significantly higher in the olanzapine group (mean=2.4, 
SD=4.6,, versus mean=0.5, SD=2.2; Mann-Whitney test p=0.04) There were 
noo significant differences in mean Y-BOCS total score at admission and 6 
weekss later in the six patients who switched from olanzapine to risperidone, 
norr in the nine patients who switched from risperidone to olanzapine. 
Twelvee out of 63 patients (19%) who used olanzapine 6 weeks after 
admissionn fulfilled DSM-IV criteria for OCD, four out of 43 patients (9%) 
whoo used risperidone 6 weeks after admission fulfilled DSM-IV criteria for 
OCD. . 

Tablee 1. Y-BOCS score at admission and 6 weeks later3 

Patients s 
withh OCD 

Meann Y-BOCS (Y-BOCS 
scoree (SD) score> 10) 

66 At 6 
Att weeks admi weeks 

Medicationn at admission and 6 weeks later admission later ssion later 

Randomlyy allocated to: Olanzapine (n= 19) 2.4(5.3) 1.9(4.2) 2 2 
Risperidonee (n= 17) 2.4(5.4) 2.2(5.0) 1 1 

Startedd before admission: Olanzapine (n=35) 4.9 (7.8) 4.5 (6.7) 7 8 
Risperidonee (n=20) 1.9(8.8) 2.2(7.1) 2 2 

Switchedd from: Olanzapine to Risperidone (n=6) 5.8(7.0) 4.7(3.1) 2 1 
Risperidonee to Olanzapine (n=9) 3.5(4.9) 4.0(5.6) 2 2 

aa Abbreviations: Y-BOCS = Yale-Brown Obsessive Compulsive Scale, 
SDD = standard deviation 

Durationn of treatment with olanzapine correlated with Y-BOCS total score 
(r=0.33,, p<0.01). The correlation between duration of treatment with 
olanzapinee and Y-BOCS total score was r=0.51 (pO.01) for patients who 
hadd a positive Y-BOCS total score. Patients who were treated 12 weeks or 
longerr with olanzapine had a significantly higher Y-BOCS total score than 
patientss who used olanzapine for less than 12 weeks (mean=7.3, SD=9.7 
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versuss mean=2.7, SD=4.9; Mann-Whitney test p<0.05). Duration of 
treatmentt with risperidone was not related to Y-BOCS total score (r=-0.12, 
p=0.23).. Mean duration of treatment with olanzapine 6 weeks after admission 
wass 53.6 days (SD=50.4 days). Mean duration of treatment with risperidone 
66 weeks after admission was 71.3 days (SD=73.0 days). 

4.3.4.. Discussion 

Thee co morbidity rate of OCD in our patient's sample (15%) was similar to 
thee 14% reported by Poyurovsky et al. '. About another 15% of our patients 
hadd not severe enough OCS to fulfil l DSM-IV criteria for OCD, underscoring 
thee importance of a dimensional view on the co-occurrence of OCS and 
schizophrenia. . 

Wee found no differences in the short-term propensity of olanzapine versus 
risperidonee to induce or exacerbate OCS. However, the findings of our study 
givee a preliminary indication that olanzapine treatment duration is related to 
severityy of OCS, whereas duration of treatment with risperidone is not related 
too severity of OCS. Olanzapine may be associated with a delayed expression 
off  clinical relevant OCS in a subset of patients with recent-onset 
schizophrenia.. Although most patients had low scores on the Y-BOCS, and 
meann scores slightly decreased from admission to 6 weeks later, almost one 
fift hh of the patients using olanzapine had clinically significant OCS. 

Ourr findings should be cautiously interpreted because of the response 
complexityy of patients with both schizophrenia and OCS to atypical 
antipsychotics. . 
AA number of case-reports, retrospective chart review studies and prospective 
openn label studies link clozapine, olanzapine and risperidone to worsening or 
precipitatingg obsessions and compulsions in individuals with schizophrenia. 
Theree are also preliminary reports indicating that in some individuals 
clozapinee '2" '3'14, l5 and olanzapine '6 may be efficacious in alleviation of both 
psychoticc symptoms and OCS. However, treatment with clozapine was 
associatedd with improvement of OCS in only five of nine cases described i2. 
Moreover,, it is worth mentioning the differences in the definition of OCS 
betweenn our study and that in the case-reports described by Bermanzohn et al 
'2.. We only assessed the presence of OCS if patients had persistent, 
repetitive,, intrusive, and distressful thoughts (obsessions) not related to the 
patient'ss delusions, or repetitive goal-directed rituals (compulsions) clinically 
distinguishablee from schizophrenic mannerisms or posturing. Bermanzohn et 
al.. included OCS related to delusions. In fact psychotic and obsessive 
symptomss were intertwined and were referred to as "obsessive delusions". 
Therefore,, the improvement of obsessive delusions in some patients reported 
byy Bermanzohn et al. could be accounted for by the effectivity of clozapine 
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onn neuroleptic refractory psychotic symptoms. Bermanzohn et al. have 
suggestedd that "obsessive delusions" in schizophrenic patients may originate 
fromm two sources. Those schizophrenic patients in whom obsessive delusions 
greww out of pre-existing simple obsessions, of which they lost insight, would 
respondd to adjunctive anti-obsessional agents, whereas those in whom 
obsessivee delusions grew out of "obsessive preoccupation with schizophrenic 
delusions""  would be responsive to atypical antipsychotics. Although we agree 
thatt obsessions and delusions are not necessarily mutually exclusive we took 
aa different stand in our study because we wanted to disentangle psychotic 
symptomss and OCS as much as possible. The improvement of OCS during 
treatmentt with olanzapine described by Poyurovsky et al. '6 may have been 
partiallyy attributable to the clozapine discontinuation in two of their three 
patients.. However there may be a great interindividual variability in response 
concerningg OCS to treatment with olanzapine. The abovementioned 
complexityy of response of patients with both schizophrenia and OCS to 
atypicall  antipsychotics underscores the need for further investigation in 
largerr controlled studies. 

Moreover,, the finding that long-term treatment with olanzapine may induce 
orr exacerbate OCS in a subgroup of patients with schizophrenia or related 
disorders,, seems in contradiction with open reports and studies which suggest 
thatt olanzapine augmentation may benefit some patients with treatment 
refractoryy OCD 17J8J9-2(). However, risperidone showed a more robust 
responsee in patients with treatment-refractory OCD 2I-22-23-24-25-26 Our 
findingss are therefore compatible with a difference between risperidone and 
olanzapinee in terms of effectiveness for treatment-resistant OCD, although 
double-blindd controlled comparisons are needed to establish the differences 
betweenn olanzapine and risperidone in this respect. 

Perhapss the increase in OCS in a subgroup of patients with schizophrenia 
duringg treatment with olanzapine, and the decrease in OCS in other patients 
duringg treatment with olanzapine, is related to genetic diversity. It has been 
suggestedd that polymorphisms in the 5-HT2A receptor gene are associated 
withh clinical response to clozapine 27 and obsessive-compulsive disorder ~ , 
andd such polymorphisms might also be associated with the differential effects 
off  olanzapine in different groups of patients. 

Thee number of patients studied, the prospective longitudinal design and the 
relativelyy homogenous group of patients with recent-onset schizophrenia 
studied,, are strengths of our study. Limitations are the unknown reliability 
andd validity of the DSM-IV OCD diagnosis or Y-BOCS in patients with 
schizophreniaa and the open label character of our study. 

Withh regard to further studies we recommend that OCS assessments should 
alsoo be done considerable time (for instance about 12 weeks) after the start of 
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treatmentt with olanzapine. Replication of the presented findings may raise 
clinicians'' awareness of the possible occurrence or exacerbation of OCS in a 
subsett of patients during long-term treatment with olanzapine, with a 
potentiall  negative effect on maintenance treatment compliance. Also, if 
differencess in long-term propensity of olanzapine and risperidone to induce 
orr exacerbate OCS are replicated, this may contribute to our understanding of 
mechanismss associated with occurrence of OCS. 

174 4 



References s 

1.. Poyurovsky M, Fuchs C, Weizman A. Obsessive-compulsive disorder in 
patientss with first-episode schizophrenia. American Journal of Psychiatry 
1999;; 156:1998-2000 

2.. Berman I, Merson A, Viegner B, et al. Obsessions and compulsions as a 
distinctt cluster of symptoms in schizophrenia: a neuropsychological study. 
Journall  of Nervous and Mental Disease 1998; 143:437-441 

3.. Tibbo P, Warneke L. Obsessive-compulsive disorder in schizophrenia: 
epidemiologicc and biologic overlap. Journal of Psychiatry & Neuroscience 
1999;24:15-24 4 

4.. Eales MJ, Layeni AO. Exacerbation of obsessive-compulsive symptoms 
associatedd with clozapine. British Journal of Psychiatry 1994; 164:687-688 

5.. Haan de L, Linszen DH, Gorsira, R. Clozapine and obsessions in patients 
withh recent-onset schizophrenic disorders. Journal of Clinical Psychiatry 
1999;60:364-365 5 

6.. Morrison D, Clark D, Goldfarb E. Worsening of obsessive-compulsive 
symptomss following treatment with olanzapine, [letter] American Journal of 
Psychiatryy 1998; 155, 855. 

7.. Mottard JP, De la Sablonniere JF. Olanzapine-induced obsessive-compulsive 
disorder.. American Journal of Psychiatry 1999; 156:799-800 

8.. Baker RW, Ames D, Umbricht, DSG, et al. Obsessive-compulsive symptoms 
inn schizophrenia: A comparison of olanzapine and placebo. 
Psychopharmacologyy Bulletin 1996; 32:89-93 

9.. Spitzer RL, Williams JBW. Classification of mental disorders. In 
Comprehensivee Textbook of Psychiatry, 4th ed. Edited by Kaplan HJ, Sadock 
BJ.. Baltimore, Williams& Wilkins, 1985 

10.. First MB, Spitzer RL, Gibbon M, et al. Structured Clinical Interview for 
DSM-IVV Axis I Disorders, Patient edition (SCID-P), version 2. New York 
Statee Psychiatric Institute, Biometrics Research, 1994 

11.. Goodman WK, Price LH, Rasmussen SA, et al. The Yale-Brown Obsessive 
Compulsivee Scale II: validity. Archives of General Psychiatry 1989; 46:1012-
1016 6 

12.. Bermanzohn PC, Porto L, Arlow PB, et al. Are some neuroleptic-refractory 
symptomss of schizophrenia really obsessions? CNS Spectrums 1997; 2: 51-57 

13.. Bürgy M. Clozapine and obsessive-compulsive symptoms in schizophrenia. A 
casee history of one patient. Nervenarzt 1999; 70: 64-67 

14.. LaPorta LD. More on obsessive-compulsive symptoms and clozapine [letter]. 
Journall  of Clinical Psychiatry 1994; 55: 312 

15.. Tibbo P, Gendemann K. Improvement of obsessions and compulsions with 
clozapinee in an individual with schizophrenia. The Canadian Journal of 
Psychiatryy 1999; 44: 1049-1050 

16.. Poyurovsky M, Dorman-Etrog P, Hermesh H, et al. Beneficial effect of 
olanzapinee in schizophrenic patients with obsessive-compulsive symptoms. 
Internationall  Clinical Psychopharmacology 2000; 15: 169-173 

17.. Koran LM, Ringold AL, Elliott MA. Olanzapine augmentation for treatment-
resistantt obsessive-compulsive disorder. Journal of Clinical Psychiatry 2000; 
61:514-517 7 

175 5 



18.. Weiss EL, Potenza MN, McDougle CJ, et al. Olanzapine addition in 
obsessive-compulsivee disorder refractory to selective serotonin reuptake 
inhibitors:: an open label case series. Journal of Clinical Psychiatry 1999; 
60:524-527 7 

19.. Marazitti D, Pallanti S. Effectiveness of olanzapine treatment for sever 
obsessive-compulsivee disorder [letter]. American Journal of Psychiatry 
1999;156:1834-1835 5 

20.. Potenza MN, Wasylink S, Longhurst JG, et al. Olanzapine augmentation of 
fluoxetinee in the treatment of refractory obsessive-compulsive disorder. 
Journall  of Clinical Psychopharmacology 1998; 18: 423- 424 

21.. Jacobsen FM. Risperidone in the treatment of affective illness and obsessive-
compulsivee disorder. Journal of Clinical Psychiatry 1995;56:423-429 

22.. McDougle CJ, Fleischmann RL, Epperson CN, et al. Risperidone addition in 
fluvoxamine-refractoryy obsessive-compulsive disorder: three cases. Journal of 
Clinicall  Psychiatry 1995;56:526-528 

23.. Stein DJ, Bouwer C, Hawkridge S, et al. Risperidone augmentation of 
serotoninn reuptake inhibitors in obsessive-compulsive and related disorders. 
Journall  of Clinical Psychiatry 1997;58:119-122 

24.. Ravizza L, Barzega G, Bellino S, et al. Therapeutic effect and safety of 
adjunctivee risperidone in refractory obsessive-compulsive disorder (OCD). 
Psychopharmacologyy Bulletin 1996;32:677-682 

25.. Saxena S, Wang G, Bystritsky A, et al. Risperidone augmentation of SRI 
treatmentt for refractory obsessive-compulsive disorder. Journal of Clinical 
Psychiatryy 1996;57:303-306 

26.. McDougle CJ, Epperson CN, Pelton GH, et al. A double-blind, placebo-
controlledd study of risperidone addition in serotonin reuptake inhibitor-
refractoryy obsessive-compulsive disorder. Archives of General Psychiatry 
2000;57:794-801 1 

27.. Arranz MJ, Munro J, Sham P, et al. Meta-analysis of studies on genetic 
variationn in 5-HT2A receptors and clozapine response. Schizophrenia Research 
1998;32:93-99 9 

28.. Enoch MA, Kaye WH, Rotondo A, et al. 5-HT2A promotor polymorphism -
1438G/A,, anorexia nervosa, and obsessive-compulsive disorder [letter]. 
Lancett 1998;351:1785-1786 

176 6 



Summary y 

177 7 



Summary y 

Background::  This thesis discusses research into the perspective of patients 
withh recent-onset schizophrenic disorders: 
(Partt I) The opinion of patients about the beginning of the disorder and the 
treatment. . 
(Partt II) The prospects of patients in connection with the postponement of 
treatment. . 
Thee experiences of patients with the treatment: 
(Partt III ) Subjective experiences. 
(Partt IV) Obsessive-compulsive symptoms as a possible side-effect of 
antipsychoticc medication. 
Method::  Review of the literature, retrospective and prospective studies. 
Results::  (Part I) More than half of the patients realize at the first manifestation 
off  psychotic symptoms that they are suffering from a mental disorder. Yet it 
usuallyy takes months before they acknowledge the need for psychiatric 
treatment. . 
Patientss give priority to the following aspects of the treatment: information, 
calmm and safe possibilities for hospitalization, help in their own environment, 
andd individual consultations. 
(Partt II) The idea that shortening the duration of untreated psychosis improves 
thee prognosis was not substantiated by our research. 
(Partt III ) Subjective experiences of patients can be determined in a reliable way. 
Subjectivee non-well-being is related to higher D2 receptor occupancy by 
antipsychoticc medication. D2 receptor occupancy between 60%-70% results in 
optimall  subjective experience. 
(Partt IV) Obsessive-compulsive symptoms frequently occur during use of 
clozapine.. There are provisional indications that treatment with olanzapine can 
inn the longer term be associated with increased severity of obsessive-compulsive 
symptomss in comparison to treatment with risperidon. 
Conclusion::  Research into the perspective of patients with recent-onset 
schizophreniaa yields clinically relevant findings. 



Thee following pages give a summary of the findings and limitations of the 
researchh described in this thesis. 

Partt  I. Attitudes of patients concerning psychosis and 
treatment t 

Chapterr  1.1. Attitudes of patients concerning the first  psychotic episode 
andd the start of treatment 

Findings: Findings: 
566 Successively hospitalized patients with recent-onset schizophrenic disorders 
weree asked about: their ideas regarding the disorder at the moment they first 
manifestedd psychotic symptoms; their opinion about the need for psychiatric 
treatment;; their perception of the role of others in bringing about psychiatric 
treatment;; suggestions for getting treatment underway at an earlier point. 
Approximatelyy 57% of the patients realized at the first manifestation of 
psychoticc symptoms that they were suffering from a mental disorder. Before 
treatmentt was started, approximately two-thirds of the patients were of the 
opinionn that psychiatric treatment was unnecessary. It took an average of 8 
monthss before patients recognized the need for treatment. A majority of the 
patientss (91%) considered the role of others essential in bringing about the 
treatment.. Patients attributed delay in treatment chiefly to themselves. 
Limitations: Limitations: 
-- The group that we studied consisted largely of young men, 78% of whom had 
att some time used drugs. This limits the possibility of generalizing from our 
findings.findings. We studied no patients who had never been hospitalized, no older 
patients,, and only a few women. 
-- The retrospective character of the research implies that the answers obtained to 
ourr questions could have been influenced by memory defects, later experiences 
orr the current psychiatric state. Prospective research, which is free of these 
problems,, is not available at present. However, research into the attitudes of 
patientss at the moment when they first experience psychotic symptoms is not 
feasible. . 

Chapterr  1.2. Preferences for  treatment during a first psychotic episode 
Findings: Findings: 
Forr an optimal treatment it is necessary to know which aspects of the care are 
consideredd important by patients and family members. Ten patients, ten family 
memberss and ten professional caregivers compiled a list of 42 statements about 
desirablee elements in the treatment of a first psychotic episode. 99 patients, 100 
familyy members and 263 caregivers ranked these 42 statements. We found a 
strikingg agreement between the rankings of the statements by patients, family 
memberss and caregivers. All the groups considered information about the 
disorderr and the treatment to be especially important. Yet significant differences 
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emergedd between the groups that we studied. Patients placed a higher priority 
thann caregivers on the following aspects of the treatment of a first psychosis: 
rapidd help in their own environment by a family doctor or psychiatrist, the 
creationn of a quiet, safe environment, a short waiting period for hospitalization, 
andd individual consultations. 
Limitations: Limitations: 
-- From the ranking of the statements it cannot be inferred that respondents 
considerr statements with a lower priority to be unimportant. 
-- The respondents' judgment of priority could be influenced by later 
experiences. . 
-- The similarity found between the groups of respondents could be caused by 
thee selection of respondents. The active involvement of family members and 
caregiverss in the treatment of patients with psychotic disorders is probably 
abovee average, considering their presence at a congress on schizophrenia. 
-- Preferences for treatment during other phases of the disorder have not been 
studied. . 

Partt  II . Duration of untreated psychosis and outcome 

Chapterr  2.1. Course of schizophrenia; 
Pathogeneticc hypotheses concerning schizophrenia; 
Durationn of untreated psychosis and outcome 

Findings: Findings: 
-- The course of schizophrenia in the years after the first hospitalization is 
heterogeneouss and for a large number of patients unfavorable. 
-- There are indications that, in addition to an early developmental disorder, 
schizophreniaa involves a progression of brain defects around the time that the 
disorderr sets in. This underscores the importance of further research into the 
relationn between early treatment after the development of psychotic symptoms 
andd the prognosis. 
-- Studies have repeatedly found a relation between the duration of untreated 
psychosiss and the outcome of schizophrenia. This link was found in groups of 
patientss to whom other unfavorable prognostic factors applied in varying 
degrees.. Yet in a number of recent studies no relation was found between the 
durationn of untreated psychosis and the outcome of schizophrenia (Craig et al. 
2000;; Ho et al. 2000; Hoff et al. 2000; Barnes et al. 2000). Moreover, in view of 
thee contradictory research results it is not yet clear to what extent the duration of 
untreatedd psychosis is dependent on other prognostic factors that cannot be 
influenced.. For this reason it is not yet possible to determine whether shortening 
thee duration of untreated psychosis favorably affects the prognosis. 
Limitations: Limitations: 
-- Data available up to now are derived mainly from correlation research. 
-- Studies in this area are difficult to compare owing to the lack of generally 
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acceptedd criteria for identifying the beginning of psychotic symptoms and the 
startt of adequate treatment. It is unclear, for example, whether the start of 
adequatee treatment should be defined as the start of treatment with antipsychotic 
medicationn or whether it is (also) a matter of the start of psychosocial and 
psychotherapeuticc interventions. 

Chapterr  2.2. Early intervention, social functioning and psychotic relapse in 
patientss with recent-onset schizophrenic disorders 

Findings: Findings: 
Afterr an early intensive treatment of 133 young patients with recent-onset 
schizophrenicc disorders, the social functioning and the frequency of psychotic 
relapsee were assessed retrospectively. Two-thirds of the patients who had 
undertakenn no activities at the time of their hospitalization were involved in 
structuredd activities after 12 months of outpatient treatment. One-fifth of the 
patientss experienced a relapse within one year. Early intensive intervention 
combinedd with treatment with antipsychotic medication was found in these 
casess to be associated with an improvement in social functioning and a 
relativelyy low percentage of relapse in the period of 1 year. 
Limitations: Limitations: 
-- This was an uncontrolled retrospective study. 
-- A follow-up period of a year is not sufficient to yield a picture of the course of 
recent-onsett schizophrenia. 

Chapterr  2.3. Duration of untreated psychosis and the long-term course of 
schizophrenia a 

Findings: Findings: 
Thee relation between the duration of untreated psychosis and the course of 
psychopathologyy and social functioning in the longer term was studied 
retrospectivelyy in 205 patients with schizophrenic disorders. These were patients 
whosee parents belonged to an organization for family members of patients with 
schizophrenia.. No relation was found between the duration of untreated 
psychosiss and the course over an average of 11 years. 
Limitations: Limitations: 
-- The reliability of assessing the duration of untreated psychosis a considerable 
timee after the development of the first psychosis is unknown. 
-- The findings cannot be generalized for the entire population of patients with 
schizophrenicc disorders because we studied a select group of patients (mainly 
men,, information obtained from members of an organization for family 
memberss of patients with schizophrenia). 
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Chapterr  2.4. Duration of untreated psychosis and the outcome of 
schizophrenia::  delay in intensive psychosocial treatment versus delay 
inn treatment with antipsychotic medication 

Findings: Findings: 
Wee investigated the relation between delay in treatment with medication, delay 
inn intensive psychosocial treatment and the outcome of schizophrenia. The 
outcomee was measured an average of 6 years after the development of the first 
psychoticc symptoms, in a cohort of 88 patients. Both delay in treatment with 
medicationn and delay in intensive psychosocial treatment were related to 
negativee symptoms 6 years after the development of the first psychosis. Delay 
inn intensive psychosocial treatment was related to the number of months that 
patientss were hospitalized in a psychiatric institution. Delay in intensive 
psychosociall  treatment remained related to negative symptoms when correction 
wass made for the age at which the first psychosis developed, sex, and duration 
off  the psychotic symptoms during treatment. Delay in intensive psychosocial 
treatmentt may have consequences for the long-term course. 
Limitations: Limitations: 
-- Retrospective study. 
-- Over-representation of young men in the group we studied. 
-- The relation between delay in intensive psychosocial treatment and outcome 
withh regard to negative symptoms can be influenced by sociocultural and/or 
psychopathologicall  characteristics. 

Partt  III . Subjective experience of patients with 
schizophreniaa related to antipsychotic medication 

Chapterr  3.1. Introductio n 
Findings: Findings: 
Subjectivee experiences of patients during use of antipsychotic medication have 
receivedd relatively littl e attention in research and in clinical practice. With the 
developmentt of a new generation of antipsychotic medication and the 
rediscoveryy of the importance of low doses of selective D2 antagonists there has 
beenn increased interest in the subjective experiences of patients during treatment 
withh antipsychotic medication. Attention has shifted from combating psychotic 
symptomss to improving the quality of life. Patients' subjective feelings of non-
well-beingg during the use of antipsychotic medication are related to non-
compliancee with medication. Considering that medication non-compliance 
increasess the chance of a psychotic relapse, "the subjective experiences of 
patientss during the use of antipsychotic medication" are very likely also relevant 
forr the course of schizophrenia. 
Limitations: Limitations: 
Thee relation between subjective experiences and therapy compliance in the use 
off  antipsychotic medication has been found almost without exception in studies 
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inn which it was clear to the patients that a link was being sought between the use 
off  antipsychotic medication and subjective experiences. This means that the 
relationn between subjective experiences and therapy compliance could be 
explainedd by patients' ideas about antipsychotic medication. 

Chapterr  3.2. Psychometric properties of the Subjective Well-being under 
Neurolepticss Scale (SWN) and the Subjective Deficit Syndrome Scale 
(SDSS) ) 

Findings: Findings: 
Psychometricc properties of the SWN and the SDSS were studied at admission 
andd after stabilization on antipsychotic medication in 105 successively 
hospitalizedd patients with recent-onset schizophrenic disorders. 
Bothh before and after stabilization of their disorder, the patients proved capable 
off  reliably assessing their subjective experiences with the SWN. The SWN is 
particularlyy sensitive to changes in medication or dosage. The concurrent 
validityy of SWN and SDSS is good, indicating that both instruments measure 
thee same concept. 
Thee short version of the SWN has psychometric properties equal in quality to 
thosee of the original version. 

Chapterr  3.3. Subjective experience and striatal dopamine D2 receptor 
occupancyy in patients with schizophrenia stabilized on olanzapine or 
risperidone e 

Findings: Findings: 
Studyy was made of the relation between subjective experience and dopamine D2 

receptorr occupancy as determined with [123I]IBZ M SPECT in 22 patients with 
schizophrenicc disorders stabilized during treatment with olanzapine or 
risperidone. risperidone. 
Subjectivee experience, depressive symptoms and negative symptoms were 
foundd to be related to the degree of D2 receptor occupancy. There were virtually 
noo extrapyramidal symptoms in the group studied. 
Limitations: Limitations: 
Fromm our research it cannot be concluded that there is a causal relation between 
increasee in D2 receptor occupancy and negative subjective experience. 

Chapterr  3.4. Subjective experience and D2 receptor  occupancy in patients 
withh schizophrenia, treated with low dose Olanzapine or 
Haloperidol;;  a randomized double-blind study 

Findings: Findings: 
Inn a randomized double blind study 24 patients with schizophrenia received 
olanzapinee 7.5 mg/day or haloperidol 2.5 mg/day for 6 weeks. Preliminary 
evidencee was found that a level of D2 receptor occupancy between 60% and 
70%% is optimal for subjective experience of patients with recent onset 
schizoprenia.. We found substantial interindividual variation in D2 receptor 
occupancyy at fixed low-dose haloperidol and olanzapine. Olanzapine 7.5mg 
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showedd neither superior subjective response nor superior efficacy over 
haloperidoll  2.5 mg. Haloperidol needs to be individualy titrated in the very 
loww dose range to reach optimal occupancy and olanzapine needs to be dosed 
higherr than 7.5 mg for most patients with recent onset schizophrenia. 
Limitations: Limitations: 
Mostt of the included patients used antipsychotic medication before study entry, 
probablyy altering their D2 binding capacity. Half of the patients used oxazepam 
ass adjunctive medication. 

Partt  IV . Obsessive-compulsive Symptoms associated with 
antipsychoticc medication in patients with 
schizophrenia a 

Chapterr  4.1. Obsessive-Compulsive Symptoms and antipsychotic 
medicationn in patients with schizophrenia 

Findings: Findings: 
Obsessive-compulsivee symptoms occur relatively frequently in patients with 
schizophrenia.. Patients with schizophrenia who exhibit obsessive-compulsive 
symptomss probably have a worse prognosis and specific neuropsychological 
functionn disorders. Case reports and a few retrospective studies tentatively 
indicatee a relation between use of certain antipsychotic medications and the 
developmentt or exacerbation of obsessive-compulsive symptoms. 
Limitations: Limitations: 
Theree is no agreement about the criteria for demarcating psychotic symptoms 
fromm obsessive-compulsive symptoms. Much of the data about the prevalence 
off  OCS is based on studies of select clinical populations. 

Chapterr  4.2. Clozapine and obsessions in patients with recent-onset 
schizophreniaa and other  psychotic disorders 

Findings: Findings: 
AA retrospective cohort study of young patients with recent-onset schizophrenic 
disorderss (n=121) investigated the increase or the development of obsessions 
duringg treatment with clozapine and during treatment with other antipsychotic 
medications.. Also studied was whether the addition of selective serotonine 
reuptakee inhibitors (SSRIs) to the antipsychotic medication lessened the 
obsessive-compulsivee symptoms. Patients who used clozapine were found to 
developp obsessive-compulsive symptoms or experience an increase in those 
alreadyy present more frequently than patients who used other anti spy chotic 
medication.. After a lowering of the clozapine dosage and an addition of SSRIs 
thee obsessive-compulsive symptoms decreased in less than half of the patients. 
Limitations: Limitations: 
-- Because this was a retrospective cohort study, the findings have to be seen as 
tentativee indications. 
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-- It is possible that obsessions remain when psychotic symptoms are treated 
successfully. . 
-- The finding could also be explained by differences between the group of 
patientss treated with clozapine and the group that received other antipsychotic 
medication. . 
-- Because obsessive-compulsive symptoms may decrease spontaneously, no 
conclusionss can be drawn from the favorable reaction of some patients to 
SSRIs. . 

Chapterr  4.3. Obsessive-compulsive symptoms during treatment with 
olanzapinee and risperidone, a prospective longitudinal study of 113 
patientss with recent-onset schizophrenia or  related disorders 
Findings: Findings: 
Inn a prospective study no difference was found in the occurrence and severity of 
obsessive-compulsivee symptoms between patients who were randomized for 
olanzapinee or risperidone (n=36). In the group that was already receiving 
olanzapinee or risperidone before admission and that continued with this 
medicationn for 6 weeks during hospitalization (n=55) more severe obsessive-
compulsivee symptoms occurred in patients treated with olanzapine. A relation 
wass found between the duration of the treatment with olanzapine and the 
severityy of the obsessive-compulsive symptoms. 
Limitations: Limitations: 
-- Considering the open and only partly randomized nature of the study, the 
resultss are tentative in character. 
-- The reliability and validity of the DSM-IV diagnosis OCD and the reliability 
andd validity of the instrument used (Y-BOCS) are unknown for patients with 
schizophrenia. . 
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Samenvatting g 

Achtergrond::  In dit proefschrift wordt onderzoek naar het perspectief van 
patiëntenn met recent ontstane schizofrene stoornissen besproken: 
(Deell  I) De mening van patiënten over het begin van de aandoening en de 
behandeling. . 
(Deell  II) Het effect van uitstel van behandeling op de vooruitzichten van 
patiënten. . 
Dee ervaringen van patiënten met de behandeling: 
(Deell  III ) Subjectieve ervaringen. 
(Deell  IV) Dwangverschijnselen als mogelijke bijwerking van antipsychotica. 
Methode::  Literatuuronderzoek, retrospectief en prospectief onderzoek. 
Resultaten::  (Deel I) Meer dan de helft van de patiënten beseft bij het ontstaan 
vann psychotische verschijnselen last te hebben van een mentale aandoening. 
Tochh duurt het meestal maanden voordat patiënten de noodzaak van 
psychiatrischee behandeling inzien. 
Patiëntenn geven prioriteit aan de volgende aspecten van een behandeling: 
voorlichting,, rustige en veilige opname mogelijkheden, hulp in de eigen 
omgevingg en individuele gesprekken. 
(Deell  II) Het is niet aangetoond dat bekorten van de duur van onbehandelde 
psychosee de prognose verbetert. 
(Deell  III ) Subjectieve ervaringen van patiënten zijn betrouwbaar vast te stellen. 
Subjectieff  onwelbevinden hangt samen met hogere D2 receptor bezetting door 
antipsychotica.. D2 receptor bezetting tussen 60% en 70% resulteert in optimale 
subjectievee ervaring. 
(Deell  IV) Tijdens gebruik van clozapine komen vaak dwangsymptomen voor. 
Err zijn aanwijzingen dat bij behandeling met olanzapine op de langere termijn 
ernstigeree obsessieve compulsieve symptomen optreden dan bij behandeling 
mett risperidon. 
Conclusie::  Onderzoek naar het perspectief van patiënten met recent ontstane 
schizofrenee stoornissen levert klinisch relevante bevindingen op. 
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Inn het onderstaande wordt een samenvatting gegeven van bevindingen en 
beperkingenn van het in dit proefschrift beschreven onderzoek. 

Deell  I. Opvattingen van patiënten over  psychose en 
behandeling g 

Hoofdstukk 1.1. Opvattingen van patiënten over  de eerste psychotische 
episodee en het begin van behandeling 

Bevindingen: Bevindingen: 
Aann 56 achtereenvolgens opgenomen patiënten met recent ontstane schizofrene 
stoornissenn werd gevraagd naar: hun opvatting over de aandoening op het 
momentt dat ze voor het eerst psychotische verschijnselen kregen; hun mening 
overr de noodzaak van psychiatrische behandeling; hun perceptie van de rol van 
anderenn bij het tot stand komen van de eerste psychiatrische behandeling; 
suggestiess om de behandeling eerder tot stand te laten komen. 
Ongeveerr 57% van de patiënten besefte bij het ontstaan van psychotische 
verschijnselenn last te hebben van een mentale aandoening. Ongeveer twee derde 
vann de patiënten was, voordat de behandeling startte, van mening dat 
psychiatrischee behandeling niet nodig was. De psychose duurde gemiddeld 8 
maandenn voordat patiënten de noodzaak tot behandeling inzagen. Een 
meerderheidd van de patiënten (91%) achtte de rol van anderen essentieel bij het 
tott stand komen van de behandeling. Uitstel van behandeling schrijven patiënten 
voorall  aan zichzelf toe. 
Beperkingen: Beperkingen: 
-- De groep die we onderzochten bestond voor een groot deel uit jonge mannen 
vann wie 78% ooit drugs had gebruikt. Dit beperkt de generaliseerbaarheid van 
dee bevindingen. Wij hebben geen patiënten onderzocht die nooit zijn 
opgenomen,, geen oudere patiënten en slechts weinig vrouwen. 
-- Met het retrospectieve karakter van het onderzoek hangt samen dat de 
verkregenn antwoorden op onze vragen beïnvloed kunnen zijn door 
geheugenstoornissen,, latere ervaringen of de huidige psychiatrische toestand. 
Prospectieff  onderzoek, dat deze bezwaren niet heeft, is nu niet beschikbaar. 
Echter,, onderzoek naar de opvattingen van patiënten op het moment dat zij 
voorr het eerst psychotische verschijnselen ervaren is praktisch onhaalbaar. 

Hoofdstukk 1.2. Voorkeur  voor  behandeling gedurende een eerste 
psychotischee episode 

Bevindingen: Bevindingen: 
Hett is voor een optimale behandeling nodig om te weten welke aspecten van 
dee hulp door patiënten en familieleden belangrijk gevonden worden. Tien 
patiënten,, tien familieleden en tien behandelaars stelden een lijst samen met 
422 uitspraken over gewenste onderdelen van de behandeling bij een eerste 
psychotischee episode. 99 patiënten, 100 familieleden en 263 behandelaars 
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gavenn een rangorde aan van deze 42 uitspraken. Wij vonden een opvallende 
overeenkomstt tussen de rangorde van de uitspraken van patiënten, 
familieledenn en behandelaars: vooral informatie over de aandoening en de 
behandelingg werd door alle groepen als zeer belangrijk beschouwd. 
Tochh bleken er tussen de door ons onderzochte groepen ook belangrijke 
verschillenn te zijn. Patiënten gaven een hogere prioriteit dan behandelaars aan 
dee volgende aspecten van behandeling bij een eerste psychose: spoedige hulp in 
eigenn omgeving door huisarts of psychiater, het creëren van een rustige veilige 
omgeving,, korte wachttijd voor opname en individuele gesprekken. 
Beperkingen: Beperkingen: 
-- Uit de rangorde van uitspraken kan niet worden afgeleid dat respondenten 
uitsprakenn met een lagere prioriteit onbelangrijk vinden. 
-- De beoordeling van de prioriteit door respondenten kan beïnvloed zijn door 
lateree ervaringen. 
-- De gevonden overeenkomst tussen de groepen respondenten zou veroorzaakt 
kunnenn zijn door de selectie van respondenten. Familieleden en behandelaars 
zijnn waarschijnlijk bovengemiddeld actief betrokken bij de behandeling van 
patiëntenn met psychotische stoornissen, gezien hun aanwezigheid op een 
congress over schizofrenie. 
-- Voorkeuren voor behandeling gedurende andere fasen van de aandoening zijn 
niett onderzocht. 

Deell  II . Duur  van onbehandelde psychose en beloop 

Hoofdstukk 2.1. Beloop van schizofrenie; 
Pathogenetischee hypothesen betreffende schizofrenie; 
Duurr  van onbehandelde psychose en beloop 

Bevindingen: Bevindingen: 
-- Het beloop van schizofrenie in de jaren na de eerste opname is heterogeen en 
voorr een groot deel van de patiënten ongunstig. 
-- Er zijn aanwijzingen dat er bij schizofrenie naast een vroeg ontstane 
ontwikkelingsstoorniss sprake is van progressie van hersenafw ij kingen 
gedurendee een periode rondom het begin van de aandoening. Dit ondersteunt 
hett belang van verder onderzoek naar het verband tussen vroegtijdige 
behandelingg na het ontstaan van psychotische verschijnselen en de prognose. 
-- Herhaaldelijk is in onderzoek een verband gevonden tussen de duur van de 
onbehandeldee psychose en het beloop van schizofrenie. Dit verband werd 
aangetroffenn bij groepen patiënten waarbij andere prognostisch ongunstige 
factorenn in wisselende mate aanwezig waren. Toch is er in een aantal recente 
onderzoekenn geen verband gevonden tussen de duur van onbehandelde 
psychosee en het beloop van schizofrenie. Aangezien onderzoeksresultaten 
elkaarr tegenspreken is het ook nog niet duidelijk in welke mate de duur van 
onbehandeldee psychose afhankelijk is van andere, niet te beïnvloeden, 
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prognostischee factoren. Om deze reden kan nog niet worden vastgesteld of 
verkortingg van de duur van onbehandelde psychose de prognose gunstig 
beïnvloedt. . 
Beperkingen: Beperkingen: 
-Tott nu toe beschikbare gegevens zijn voornamelijk afkomstig uit 
correlationeell  onderzoek. 
-Dee onderzoeken op dit gebied zijn moeilijk te vergelijken door het 
ontbrekenn van algemeen geaccepteerde criteria over het vaststellen van het 
beginn van psychotische verschijnselen en over de start van een adequate 
behandeling.. Zo is het bijvoorbeeld onduidelijk of de start van adequate 
behandelingg gedefinieerd moet worden als start van behandeling met 
antipsychoticaa of dat het (ook) gaat om de start van psychosociale en 
psychotherapeutischee interventies. 

Hoofdstukk 2.2. Vroegtijdige interventie, sociaal functioneren en 
psychotischee terugval bij  patiënten met recent ontstane schizofrene 
stoornissen n 
Bevindingen: Bevindingen: 
Naa een vroegtijdig gestarte intensieve behandeling van 133 jonge patiënten met 
recent-ontstanee schizofrene stoornissen werd het sociaal functioneren en de 
frequentiee van psychotische terugval retrospectief vastgesteld. Tweederde van 
dee patiënten die bij opname geen bezigheden hadden ondernam na 12 maan-
denn ambulante behandeling gestructureerde activiteiten. Eénvijfde van de 
patiëntenn bleek binnen één jaar psychotisch te recidiveren. Een vroegtijdige 
intensievee psychosociale interventie gecombineerd met behandeling met 
antipsychotica,, blijkt bij deze patiënten samen te gaan met een verbetering in 
sociaall  functioneren en een betrekkelijk gering percentage psychose recidie-
venn gedurende 1 jaar. 
Beperkingen: Beperkingen: 
-- Het betrof een ongecontroleerd retrospectief onderzoek. 
-- Een follow-up duur van een jaar is onvoldoende om een beeld te krijgen van 
hett beloop van recent ontstane schizofrenie. 

Hoofdstukk 2.3. Duur  van onbehandelde psychose en het beloop van 
schizofreniee op de lange termij n 

Bevindingen: Bevindingen: 
Hett verband tussen de duur van onbehandelde psychose en het beloop van 
psychopathologiee en sociaal functioneren op langere termijn werd in 
retrospectieff  onderzoek nagegaan bij 205 patiënten met schizofrene stoornissen. 
Hett onderzoek betrof patiënten wier ouders lid waren van een vereniging voor 
familieledenn van patiënten met schizofrenie. Er werd geen verband gevonden 
tussenn de duur van onbehandelde psychose en het beloop over gemiddeld 11 
jaar. . 
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Beperkingen: Beperkingen: 
-- De betrouwbaarheid van de vaststelling van de duur van onbehandelde 
psychose,, geruime tijd na het ontstaan van de eerste psychotische episode is 
onbekend. . 
Dee bevindingen kunnen niet gegeneraliseerd worden naar de gehele populatie 
vann patiënten met schizofrene stoornissen omdat we een selecte patiëntengroep 
onderzochtenn (voornamelijk mannen, informatie verkregen van leden van een 
verenigingg voor familieleden van patiënten met schizofrenie). 

Hoofdstukk 2.4. Duur  van onbehandelde psychose en de prognose van 
schizofrenie::  uitstel van intensieve psychosociale behandeling versus 
uitstell  van behandeling met medicatie 

Bevindingen: Bevindingen: 
Wee onderzochten het verband tussen uitstel van behandeling met medicatie, 
uitstell  van intensieve psychosociale behandeling en de uitkomst van 
schizofrenie.. De uitkomst werd gemeten gemiddeld 6 jaar na het ontstaan van 
dee eerste psychotische symptomen, bij een cohort van 88 patiënten. Zowel 
uitstell  van behandeling met medicatie als uitstel van intensieve psychosociale 
behandelingg hingen samen met negatieve symptomen 6 jaar na het ontstaan 
vann de eerste psychose. Uitstel van intensieve psychosociale behandeling 
hingg samen met het aantal maanden dat patiënten opgenomen waren in een 
psychiatrischh ziekenhuis. Uitstel van intensieve psychosociale behandeling 
bleeff  samen hangen met negatieve symptomen als gecorrigeerd werd voor de 
leeftijdd waarop de eerste psychose ontstond, geslacht en de duur van de 
psychotischee verschijnselen tijdens behandeling. Uitstel van intensieve 
psychosocialee behandeling heeft mogelijk gevolgen voor het beloop op de 
langee termijn. 
Beperkingen: Beperkingen: 
-- Retrospectief onderzoek 
-- Oververtegenwoordiging van jonge mannen in de door ons onderzochte 
groep. . 
-- De samenhang tussen uitstel van intensieve psychosociale behandeling en 
dee uitkomst betreffende negatieve symptomen kan beïnvloed zijn door 
socioculturelee en/of psychopathologische kenmerken. 
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Deell  III . Subjectieve ervaringen van patiënten met 
schizofreniee samenhangend met antipsychotica 
gebruik k 

Hoofdstukk 3.1. Subjectieve ervaringen van patiënten die antipsychotica 
gebruiken n 

Bevindingen: Bevindingen: 
Subjectievee ervaringen van patiënten tijdens het gebruik van antipsychotica 
heeftt betrekkelijk weinig aandacht gekregen in onderzoek en in de klinische 
praktijk.. Met de ontwikkeling van nieuwe generatie antipsychotica en de 
herontdekkingg van het belang van lage doseringen van selectieve D2 

antagonistenn is de aandacht voor subjectieve ervaringen van patiënten tijdens 
hett gebruik van antipsychotica toegenomen. De aandacht is verschoven van 
bestrijdingg van psychotische verschijnselen naar verbetering van de kwaliteit 
vann leven. Subjectief onwelbevinden van patiënten tijdens het gebruik van 
antipsychoticaa hangt samen met medicatie ontrouw. Aangezien medicatie 
ontrouww de kans op een psychotisch terugval vergroot zijn subjectieve 
ervaringg van patiënten tijdens het gebruik van antipsychotica waarschijnlijk 
ookk relevant voor het beloop van schizofrenie. 
Beperkingen: Beperkingen: 
Hett verband tussen subjectieve ervaringen en therapietrouw bij 
antipsychoticagebruikk is gevonden in onderzoek waarin het voor patiënten 
vrijwell  altijd duidelijk was dat er gezocht werd naar de relatie tussen 
antipsychoticaa gebruik en subjectieve ervaringen. Hierdoor zou het verband 
tussenn subjectieve ervaringen en therapietrouw verklaard kunnen worden 
doorr opvattingen van patiënten over antipsychotica. 

Hoofdstukk 3.2. Psychometrische eigenschappen van de Subjective Well-
beingg under  Neuroleptics scale (SWN) en de Subjective Deficit 
Syndromee Scale (SDSS) 

Bevindingen: Bevindingen: 
Psychometrischee eigenschappen van de SWN en SDSS werden onderzocht 
bijj  opname en na stabilisatie op antipsychotica bij 105 achtereenvolgens 
opgenomenn patiënten met recent ontstane schizofrene stoornissen. 
Patiëntenn bleken zowel voor als na stabilisatie van hun aandoening in staat om 
hunn subjectieve ervaringen betrouwbaar vast te stellen met de SWN. Vooral de 
SWNN is gevoelig voor veranderingen in medicatie of dosering. De concurrente 
validiteitt van de SWN en SDSS is goed, hetgeen een aanwijzing geeft dat beide 
instrumentenn hetzelfde concept meten. 
Dee korte versie van de SWN heeft even goede psychometrische kwaliteiten als 
dee oorspronkelijke versie. 
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Hoofdstukk 3.3. Subjectieve ervaring en striatale dopamine D2 receptor 
bezettingg bij  patiënten met schizofrenie gestabiliseerd op olanzapine 
off  risperidon 

Bevindingen: Bevindingen: 
Dee relatie werd onderzocht tussen subjectieve ervaring en dopamine D2 receptor 
bezettingg zoals vastgesteld met [123I]IBZ M SPECT bij 22 patiënten met 
schizofrenee stoornissen gestabiliseerd tijdens behandeling met olanzapine of 
risperidon. risperidon. 
Subjectievee ervaring, depressieve symptomen en negatieve symptomen bleken 
samenn te hangen met de mate van D2 receptor bezetting. Extrapiramidale 
symptomenn kwamen vrijwel niet voor in de onderzochte groep. 
Beperkingen: Beperkingen: 
Uitt dit onderzoek kan niet geconcludeerd worden dat er een causale relatie is 
tussenn toename van de D2 receptor bezetting en negatieve subjectieve ervaring. 

Hoofdstukk 3.4. Subjectieve ervaring en D2 receptor  bezetting bij  patiënten 
mett  schizofrenie, behandeld met een lage dosering olanzapine of 
haloperidol; ; 
eenn gerandomiseerde dubbel-blind onderzoek 

Bevindingen: Bevindingen: 
Inn een gerandomiseerde dubbel blind onderzoek werden 24 patiënten met 
schizofreniee gedurende zes weken behandeld met olanzapine 7.5 mg/dag of 
haloperidoll  2.5 mg/dag. D2 receptor bezetting tussen 60% and 70% bleek 
samenn te hangen met optimale subjectieve ervaring. D2 receptor bezetting 
bleekk behoorlijk te varieeren in patiënten die een vaste lage dosis olanzapine 
off  haloperidol kregen. Behandeling met olanzapine 7.5mg/dag ging niet 
gepaardd met betere subjectieve ervaring of betere effectiviteit dan behandeling 
mett haloperidol 2.5 mg/dag. Haloperidol moet individueel getitreerd worden 
inn zeer lage doseringen om optimale bezetting te bereiken en olanzapine moet 
hogerr gedoseerd worden dan 7.5 mg/dag voor de meeste patiënten met recent 
ontstanee schizofrenie. 
Beperkingen: Beperkingen: 
Hett merendeel van de onderzochte patiënten gebruikte antipsychotica 
voorafgaandd aan het onderzoek, waardoor hun D2 bindings capaciteit 
waarschijnlijkk is toegenomen. Ongeveer de helft van de patiënten gebruikte 
naastt de antipsychotica oxazepam. 
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Deell  IV. Obsessieve-Compulsieve Symptomen en 
antipsychoticaa bij  patiënten met schizofrenie 

Hoofdstukk 4.1. Dwangsymptomen bij  patiënten met schizofrenie 
gerelateerdd aan antipsychoticagebruik 

Bevindingen: Bevindingen: 
Obsessievee compulsieve symptomen komen betrekkelijk vaak voor bij 
patiëntenn met schizofrenie. Patiënten met zowel schizofrenie als 
dwangsymptomenn hebben waarschijnlijk een slechtere prognose en 
specifiekee neuropsychologische functiestoornissen. Case-reports en enkele 
retrospectievee studies geven voorlopige aanwijzingen dat er een verband 
bestaatt tussen gebruik van bepaalde antipsychotica en het ontstaan of 
verergerenn van obsessieve compulsieve symptomen. 
Beperkingen: Beperkingen: 
Err is geen overeenstemming over de criteria om psychotische verschijnselen af 
tee grenzen van obsessieve compulsieve verschijnselen. Veel gegevens over 
prevalentiee van obsessieve compulsieve symptomen bij patiënten met 
schizofreniee zijn gebaseerd op onderzoek bij selecte klinische populaties. 

Hoofdstukk 4.2. Clozapine en dwanggedachten bij  patiënten met recent 
ontstanee schizofrenie en andere psychotische stoornissen 

Bevindingen: Bevindingen: 
Dee toename of het ontstaan van dwanggedachten werd onderzocht tijdens 
gebruikk van clozapine en tijdens gebruik van andere antipsychotica bij jonge 
patiëntenn met recent ontstane schizofrene stoornissen (n=121) in een 
retrospectieff  cohort onderzoek. Daarnaast werd nagegaan of door toevoeging 
vann selectieve serotonine heropname remmers (SSRIs) aan de antipsychotica de 
dwangsymptomenn verminderden. Patiënten die clozapine gebruikten bleken 
vakerr dwangsymptomen te ontwikkelen of een toename te ervaren van reeds 
aanwezigee dwangsymptomen dan patiënten die andere antipsychotica 
gebruikten.. Na verlaging van de dosering clozapine en toevoeging van SSRIs 
verminderdenn de dwangsymptomen bij minder dan de helft van de patiënten. 
Beperkingen: Beperkingen: 
-- De bevindingen moeten worden opgevat als voorlopige aanwijzingen omdat 
hett een retrospectief cohort onderzoek betrof. 
-- Het is mogelijk dat dwanggedachten overblijven als psychotische 
symptomenn succesvol behandeld worden. 
-- Daarnaast zou de bevinding verklaard kunnen worden door verschillen 
tussenn de patiënten groep die clozapine gebruikt en de groep die andere 
antipsychoticaa voorgeschreven krijgt. 
-- Omdat dwangsymptomen mogelijk spontaan afnemen zijn er geen 
conclusiess te verbinden aan de gunstige reactie op SSRI's bij sommige 
patiënten. . 
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Hoofdstukk 4.3. Obsessieve compulsieve symptomen gedurende behandeling 
mett  olanzapine en risperidon, een prospectief longitudinaal 
onderzoekk bij  113 patiënten met recent ontstane schizofrenie of 
aanverwantee stoornissen 

Bevindingen: Bevindingen: 
Inn een prospectief onderzoek bleek het voorkomen en de ernst van obsessieve 
compulsievee symptomen tussen patiënten die gerandomiseerd waren naar 
olanzapinee of risperidon (n=36) niet te verschillen. In de groep die reeds voor 
opnamee olanzapine of risperidon gebruikte en deze medicatie tijdens opname 
66 weken continueerde (n=55) kwamen ernstiger obsessieve compulsieve 
symptomenn voor bij patiënten die olanzapine gebruikten. Er werd een relatie 
gevondenn tussen de duur van de behandeling met olanzapine en de ernst van 
dee obsessieve compulsieve symptomen. 
Beperkingen: Beperkingen: 
-- Aangezien dit een open onderzoek betreft dat slechts gedeeltelijk 
gerandomiseerdd is, hebben de resultaten een voorlopig karakter. 
-- De betrouwbaarheid en validiteit van de DSM-IV diagnose obsessieve 
compulsievee stoornis en de betrouwbaarheid en validiteit van het gebruikte 
instrumentt (Y-BOCS) zijn bij patiënten met schizofrenie onbekend. 
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Generall  discussion 
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Thee studies of attitudes and subjective experiences of patients described in this 
thesiss follow on earlier research into symptoms, family aspects, family 
intervention,, personality factors and biological traits of patients with recent-
onsett schizophrenic disorders carried out in the Adolescent Clinic of the 
AMC/dee Meren. 

Thiss chapter consists of three parts: 1.Background of the research questions. 2. 
Observationss on the methods used. 3. Implications for treatment and research 
andd relationship to other findings. 

1.. Background of the research questions 

Thee interactive phenomena that constitute so much of human experience cannot 
bee understood properly if they are viewed merely as representatives of brain 
functions.. Ideas and convictions can only be comprehended in a social context. 
Neurall  or cognitive psychological processes can never fully explain the 
vulnerabilityy to, or the manifestation, course and treatment of psychiatric 
disorders.. A convincing explanation will have to integrate higher psychosocial 
levelss of explanation with more basal levels. This means that knowledge of 
interpersonall  interaction as well as of the meaning and motivation underlying 
behaviorr is needed to arrive at a comprehensive explanatory model (Henningsen 
andd Kirmayer, 2000). Although all mental processes are associated with events 
inn the brain, it is a simplification to conclude that all mental processes are 
determinedd by the brain and that all mental disorders are essentially disturbances 
inn brain function. The psychosocial process that we call mind comes about 
throughh the interplay of brain, body and environment, and it is impossible to 
explainn this interplay if we limit ourselves to the intrapersonal or intracerebral 
levell  (Oyama, 2000). This also applies to psychiatric disorders and their 
interpretation.. Psychosocial explanations and interpretations are largely 
dependentt on the context, which means that generalization is difficult, but they 
mustt remain part of the explanatory framework of psychiatry. Psychological 
explanationss do have to be in agreement with the more basal levels of 
neurologicall  science. The interpretation of effects of psychotherapy and 
treatmentt with medication also becomes more complete if the different levels of 
explanationn are taken into account. At the basal level psychotherapy changes 
neurall  networks and gene expression. But that is not all: psychotherapy 
influencess cognition, relations with others and social position. Treatment with 
psychopharmacologicc drugs also has an effect on the personal and cultural 
significancee of a patient's disorder. It changes the attribution and attitude of 
patientss and others with regard to the disorder (Henningsen and Kirmayer, 
2000). . 

Thee research described in this thesis focuses on the ideas, attitudes and 
experiencess of patients. The research questions arose out of the perspective of 
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thee treatment of patients with psychotic disorders. The underlying idea of this 
studyy is that knowledge of the ideas, attitudes and experiences of patients is 
necessaryy in order to arrive at successful cooperation and treatment. 
Psychiatristss ask about the experiences, ideas and views of their patients 
(thinking,, perceiving, feeling, willing). Psychiatrists use what they perceive in 
orderr to arrive at a judgment about a psychiatric disorder of a patient. Findings 
fromm physical examinations and supplementary diagnostic data are needed to 
comee to a diagnostic decision. But most of the information on which the 
formulationn of the problem and the evaluation of policy are based consists of the 
experiences,, ideas and views of the patient as perceived by the psychiatrist. In 
otherr words, the perception of reported information about subjective 
experiencess is the most important method for obtaining information in 
psychiatry. . 
Thiss method is problematic because the perception of experiences, ideas and 
viewss is always imperfect. This is due to the limitations in the self-revelation by 
patientss but also to the unavoidable interpretation of that self-revelation by 
psychiatrists.. There is, however, no other method better suited for investigating 
andd approaching the nature and severity of psychiatric problems than 
conversationn between patient and diagnostician. In order to limit as much as 
possiblee the variability inherent in this method, psychiatrists confer about their 
perceptionss and try to reach agreement about the perception itself, the 
interpretationn of symptoms and diagnostic criteria. Psychopathological 
measuringg instruments and diagnostic classification systems are a consequence 
off  this striving for agreement and reliability. 

Thee subjective character of information collecting in psychiatry has far-reaching 
ramificationss for the degree to which psychiatrists feel certain about their 
evaluation.. Not very long ago a great deal was written about subjective 
experiencess in psychiatric journals. The above-mentioned problems relating to 
validityy and reliability in assessing subjective experiences and the rise of 
researchh into biological aspects of mental disorders led to the virtual 
disappearancee of descriptions of subjective experiences from the psychiatric 
literature.. Some even consider the subjective collecting of information a 
necessaryy evil. Individual ideas, views and experiences of patients that are not 
directlyy related to diagnostics or evaluation of psychiatric policy receive less 
attentionn and quickly recede to the background in research and in clinical work. 
Yett it is necessary to understand the patient's subjective experience in order to 
initiatee and maintain cooperation. The studies combined in this thesis deal with 
patients'' ideas, their subjective experiences and their views regarding the mental 
disorderr and its treatment. Knowledge of the individual ideas of patients about 
theirr disorder and treatment is extremely important for getting treatment 
underwayy and keeping it on track. In evaluating the results of the treatment, the 
experiencee of patients once again plays a role. It often happens that patients and 
thosee providing treatment differ considerably in their evaluation of treatment 
results.. If patients indicate that they no longer suffer from certain symptoms 
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targetedd by the treatment, the psychiatrist concludes that the treatment has been 
successfull  and should be continued. Patients regularly arrive at a completely 
differentt conclusion based on their experiences. While it is true that certain 
symptomss have disappeared, they fell less well: flattened in their emotions, 
lackingg initiative, fatigued or unable to concentrate. It is also possible that they 
misss certain aspects of the disappeared symptoms or that they now experience 
symptomss that did not trouble them before. The patient comes to the conclusion 
thatt the treatment is not providing the desired effect or that the disadvantages 
aree too great and that the treatment should be changed or stopped. 
Inn patients who are psychotic the above-mentioned factors play a more 
importantt role than in non-psychotic patients. The ideas and experiences of 
patientss with a psychosis by definition diverge widely from those of 
psychiatrists.. Their views about the presence of a disorder and the need for 
treatmentt often differ as well. This discrepancy in insight is probably related to 
thee speed with which the treatment begins and the way in which it is 
maintained.. There is often a long delay in treatment, and patients who are 
psychoticc are frequently treated involuntarily. After treatment has started 
approximatelyy only half of the patients with a psychotic disorder persevere in 
thee prescribed treatment. A late start with treatment means that the psychotic 
symptomss remain present for a longer time, and this has consequences for the 
functioningg of patients in that period as well as for the people who are directly 
involvedd with them. In recent years indications have been found that delay in 
treatmentt may even have an unfavorable effect on the course of the disorder in 
thee longer term. In addition, stopping the use of antipsychotic medication is the 
mostt important cause of the reappearance or exacerbation of a psychosis. 
Knowledgee of the experiences, opinions and ideas of patients therefore has great 
clinicall  relevance. 

Attentionn to the experiences and ideas of patients is also necessary in connection 
withh the low self-esteem of many patients. The manifestation of psychotic 
symptomss brings about a sharp drop in the social hierarchy. Patients suffering 
fromm psychotic symptoms notice that they are taken less seriously. This is 
painfull  and can lead to avoidance of contact and to a damaged sense of self. For 
manyy patients, accepting psychiatric care feels like a capitulation: "I am 
deranged.""  If there is inadequate explicit attention for the ideas, experiences and 
opinionss of patients, their feeling of not being taken seriously will very likely be 
strengthened. . 

Thee last part of this thesis describes research into the occurrence of obsessive-
compulsivee symptoms in patients with a psychotic disorder. Obsessive-
compulsivee symptoms can precede psychotic symptoms, develop in the 
presencee of psychotic symptoms, or continue or develop after the disappearance 
off  psychotic symptoms. In some cases obsessive-compulsive symptoms make 
theirr first appearance during treatment, and they may then be caused by the 
treatmentt with antipsychotic medication. 
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Thee debate about a dimensional versus a categorial diagnostic approach is also 
relevantt for the research described here. The prevailing classification system of 
psychiatricc disorders (DSM-IV) does not do justice to the simultaneous 
occurrencee of symptoms belonging to different diagnostic categories. Owing to 
thee hierarchy in the classification system, symptoms that occur in addition to so-
calledd primary symptoms receive less attention, and this may be part of the 
reasonn why they are not adequately treated. Dimensional diagnostics offers 
possibilitiess to pay closer attention to the diversity of symptoms confronting 
manyy patients with schizophrenia. 

2.. Observations on the methods used 

Subjectivee experience has to be converted into a verbal or non-verbal message 
inn order to be understood by others. Others understand a message of this kind in 
aa unique way. A wide variety of formulations and interpretations of the message 
aree possible. The difficulties that can be associated with this are known as 
communicationn problems. Assessing subjective experience is never a simple 
matter.. The reliability of the articulation of subjective experience is uncertain, 
andd worse, the validity of the interpretation of the message about subjective 
experiencee is uncertain. Reason enough to avoid the topic of subjective 
experiencee in a scientific study. Yet subjective experience is relevant. Clinical 
psychiatricc work is based on knowledge about the subjective experience of 
patients.. Scientific research should support and augment this clinical experience. 
Researchh into the relation between subjective experience and other factors can 
onlyy be conducted if there is a way to measure subjective experience. 

Inn order to assess the ideas of patients regarding their disorder and treatment, 
patientss were asked a number of open questions. The information obtained was 
subsequentlyy divided into certain categories. This entailed a loss of unique 
individuall  information. The advantage, however, was that the results of the 
studyy can be summarized in a limited number of categories and that the relation 
betweenn these categories and other aspects can be investigated. 

Inn order to determine preferences for certain aspects of the treatment, 
respondentss were presented with a list of statements that they were asked to 
evaluate.. The respondents were given no opportunity to indicate unique 
individuall  ideas. The instrument does offer the possibility to quantify 
preferences.. The lists with statements about aspects of the treatment were 
developedd after extensive consultation with groups of patients. Individual ideas 
off  patients who were involved in the development of these lists therefore come 
too expression in the measuring instruments. 

Inn this thesis the concept "subjective experiences of patients during the use of 
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antipsychoticc medication" is defined as follows: all the changes experienced by 
thee patient, both positive and negative, on the physical, emotional and cognitive 
level,, related to treatment with antipsychotic medication. Two problems arise 
here.. How can subjective experience be assessed? How can certainty be 
achievedd about the relation between subjective experience and the use of 
antipsychoticc medication? 
Thee measuring of subjective experience is made possible by having patients 
evaluatee a verbal expression related to their inner life. Here patients had to limit 
themselvess to a fixed list of statements concerning experiences. This method has 
thee disadvantage that unique individual formulations of subjective experience 
cannott be recorded. The advantage of the method chosen is that a reflection of 
thee experience of patients can be measured, so that the degree to which patients 
havee certain experiences can be followed in the course of time and/or compared 
betweenn patients. To measure subjective experience we used both a list to be 
filledd in by the patients and a structured interview, because prior to the study we 
didd not know for sure whether patients in a psychotic state would be able to fil l 
inn the list themselves in a reliable way. 
Regardingg the relation between subjective experience and use of antipsychotic 
medicationn the following should be noted. It is important to have patients assess 
subjectivee experiences without letting them know that a relation is being sought 
withh the use of antipsychotic medication. If patients are aware of the fact that 
thee clinician or researcher is looking for a link between subjective experiences 
andd the use of antipsychotic medication, the articulation of subjective 
experiencess of patients during use of antipsychotic medication will probably be 
influencedd by their ideas about medication. Moreover, it is unlikely that patients 
andd clinicians are able to distinguish subjective experiences related to use of 
antipsychoticc medication from those related to other aspects of the treatment or 
too the disorder itself. What should be studied is the relation between "blindly" 
assessedd subjective experience and the use of antipsychotic medication. This 
couldd be done, for example, by changing the use of antipsychotic medication 
andd then investigating whether this is associated with a change in subjective 
experience.. The above-mentioned method for determining the relation between 
subjectivee experience and the use of antipsychotic medication is especially 
importantt if one wants to investigate whether there are differences in subjective 
experiencee associated with different antipsychotic medications. For research 
focusedd on the relation between subjective experience and therapy compliance 
inn clinical practice it is less important to make a distinction between attitude and 
subjectivee experience. 
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Obsessive-compulsivee symptoms were assessed with an instrument developed 
forr non-psychotic patients. The distinction between obsessive-compulsive 
symptomss and psychotic symptoms is problematic. We opted to ascertain 
obsessive-compulsivee symptoms only if a clear distinction could be made in 
termss of content between psychotic symptoms and obsessive-compulsive 
symptoms.. We did, for example, identify obsessive-compulsive symptoms in a 
youngg man who repeatedly had to check whether he had locked the door to his 
housee properly and whether he had asked a question correctly and who in 
additionn suffered from acoustic hallucinations in which strangers commented on 
hiss own thoughts. In a young man who repeatedly checked to see whether 
anyonee had entered his room in his absence and who in addition had the 
psychoticc conviction that others were following him or were out to get him we 
didd not identify obsessive-compulsive symptoms because the obsessive actions 
weree related to his psychotic ideas. By identifying symptoms as obsessive-
compulsivee only if they differ in content from psychotic symptoms, one can 
avoidd finding obsessive-compulsive symptoms in the majority of psychotic 
patients.. The repetitive, intrusive character of many psychotic symptoms would 
otherwisee lead to a frequent identification of obsessive-compulsive symptoms in 
psychoticc patients. 
Anotherr criterion used to differentiate psychotic from obsessive-compulsive 
symptomss is the degree to which patients are aware that the obsessive thoughts, 
impulsess or ideas are a product of their own mind. Some authors (Fenton and 
McGlashann 1986) suggest that this criterion should not be used to differentiate 
betweenn psychotic and obsessive-compulsive symptoms in patients with 
schizophrenia.. Although obsessive-compulsive symptoms accompanied by a 
temporaryy lack of insight do occur in obsessive compulsive disorder, we 
identifiedd obsessive-compulsive symptoms in the study described here only if 
patientss had insight into the exaggerated or unwarranted character of the 
symptomss and ascribed them to their own mental functioning. 

Thee methods in the studies brought together in this thesis are not always ideal. 
Manyy questions regarding clinical problems can only be answered by a 
controlledd experiment. This research method is often not applicable. Because, 
forr example, it is not ethical to withhold a certain treatment from patients for a 
givenn period of time. Or because the knowledge about long-term effects will 
onlyy be available far in the future and tentative answers are needed now. For 
somee questions no experiment is necessary, but information should preferably 
bee collected in a prospective study. But this type of study is not always possible 
orr available either. It is not feasible, for example, to investigate the ideas of a 
groupp of patients at the moment they become psychotic for the first time. And it 
iss virtually impossible to determine the duration of the untreated psychosis in a 
prospectivee way. The application of less ideal methods results in less certainty 
aboutt the answers found. 
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3.. Implications for  treatment and research and 
relationshipp to other  findings 

Thee confrontation with psychotic symptoms often has dramatic consequences 
forr patients. Most of the patients who suffer from psychotic symptoms come 
intoo contact with psychiatric care after some time. For many of them this is also 
aa devastating experience. Usually the ideas patients have about the problems 
theyy are experiencing do not agree with the views of family members or 
professionall  caregivers. What is more, prior to their psychotic episode patients 
becomee acquainted with the ideas prevalent in society about people with mental 
disorders.. Patients will therefore tend to reject psychiatric treatment. Treatment 
cann only be started, however, when there are first signs of cooperation. It is 
necessaryy for caregivers to thoroughly acquaint themselves with the ideas of 
patients.. Only if the patient has the impression that his ideas are taken seriously 
cann he meet the caregiver halfway. 

Part i i 
Thee study of the ideas of patients concerning their first psychotic episode and 
theirr treatment has yielded a number of implications for clinical practice. 
Patients,, for example, appear to have widely varied ideas about their disorder 
andd the treatment. There is evidently a complex relation between these ideas and 
thee speed with which treatment comes about. 
Startingg treatment at the moment when patients themselves realize the need to 
bee treated usually entails a long delay. Achieving cooperation requires of 
caregiverss different, and at times contradictory qualities: patience, perseverance, 
thoroughness,, empathy, respect and modesty. 
Patientss later emphasize their resistance to accepting treatment. This indicates 
thatt great caution is advised. The mere supposition that there could be a link 
betweenn the duration of untreated psychosis and the prognosis could induce 
guiltt feelings in patients. 
Whenn starting a treatment it is important to know the priorities of patients and 
theirr family members with respect to the treatment. The study of the priorities of 
patientss and family members relating to the treatment of the first psychotic 
episodee has yielded the following clinically relevant information. 
Patientss and family members have a need for information about specific 
problemss they are experiencing. Priority should be given to informing them 
aboutt the disorder and the treatment and helping them deal with the disorder. 
Changess in the care offered are desired. Patients attach special importance to 
outpatientt care in their own environment. They also give priority to accessible 
andd safe possibilities for hospitalization. 
Patientss consider individual consultations to be very important. 
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Partt  II 
Theree is a great need for interventions that improve the outcome of 
schizophrenia.. An early start with treatment is promising in this respect. If proof 
couldd be found that shortening the duration of untreated psychosis gives a 
clinicallyy relevant improvement, it would be a major breakthrough. This 
explainss the many studies on this topic recently undertaken and described. There 
aree also clinicians who have already started programs to shorten the duration of 
untreatedd psychosis. Yet the question arises whether these dynamic clinical 
initiativess are supported by the research results presently available. 
Beginningg treatment as soon as possible after the manifestation of psychotic 
symptomss can have a favorable effect in the short term. That in itself is reason 
enoughh to initiate treatment as quickly as possible. Whether treatment programs 
aimedd at shortening the duration of untreated psychosis also result in 
improvementt in the longer term is unknown. There are indications that 
especiallyy a duration of untreated psychosis longer than one year is associated 
withh a worse outcome. In the Netherlands the duration of untreated psychosis is 
usuallyy shorter than one year. (It should be noted here that the long average 
durationn of untreated psychosis reported in studies from other countries is often 
causedd by a few patients with an extremely long duration of untreated 
psychosis.) ) 
Wee found no link between the duration of untreated psychosis and aspects of the 
long-termm course in a group of mainly male patients whose family belonged to 
ann association for family members of patients with schizophrenia. Research 
resultss presently available do not allow for a definitive conclusion about the 
extentt to which the duration of untreated psychosis is related to outcome (Ho 
andd Andreasen 2001). It remains questionable whether early intervention 
programss in first-episode patients with a short duration of untreated psychosis 
cann offer the prospect of altering the course of schizophrenia without a sustained 
comprehensivee treatment program (Linszen et al. 2001). This underscores the 
importancee of further research before specific intervention programs aimed at 
shorteningg the duration of untreated psychosis are implemented as regular health 
care.. On the other hand many clinician feel the need for a treatment that is 
startedd swiftly and maintained over a long period of time, in view of the serious 
coursee of schizophrenia in the first years. 
Inn order to answer the question of whether shortening the duration of untreated 
psychosiss improves the prognosis, study has to be made of the long-term 
outcomee of comparable groups of patients who start with treatment at an earlier 
versuss a later point after the development of psychotic symptoms. 
Studiess of the relation between the duration of untreated psychosis and outcome, 
shouldd be controlling for prognostic factors that cannot be influenced (diagnosis, 
premorbidd functioning, severity of negative symptoms, age at manifestation of 
psychoticc symptoms, sex, rapidity with which psychotic symptoms developed). 
Thee relation we found between delay in intensive psychosocial intervention and 
outcomee indicates that the concept of treatment delay should not be limited to 
delayy in treatment with anitpsychotic medication but should also include delay 
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inn psychosocial intervention. A rapid start with intensive psychosocial 
interventionn aimed at the patient and the family could lead to a better course in 
thee short term. Randomized and controlled research is necessary to investigate 
whetherr this indication can be confirmed. There are, however, important ethical 
objectionss to research of this kind. For this reason it is advisable to first 
investigatee whether the relation mentioned above is found again in another 
exploratoryy study. 

Partt  II I 
Antipsychoticc medication plays an important role in the treatment of psychoses. 
Psychoticc symptoms can recede to the background under the influence of 
treatmentt with antipsychotic medication. If the antipsychotic medication is 
discontinuedd the disorder resumes its natural course. In other words, 
antipsychoticc medication does not function as a cure. Antipsychotic medication 
doess not exclusively affect psychotic symptoms but can influence other mental 
processess as well. In order to suppress psychotic symptoms antipsychotic 
medicationn has to affect (inhibit) dopamine neurotransmission. There are two 
majorr dopaminergic systems, the extrapyramidal system (projection of 
dopaminergicc neurons from the substantia nigra to the striatium) and the limbic 
systemm (projection from the ventral tegmentum to the nucleus accumbens, 
cortex,, amygdala and hippocampus). These systems are involved in the 
physiologicall  basis of the emotional properties of impressions, experiences and 
motorr activities. Dopaminergic neurotransmission plays an important role in the 
rewardd system, and inhibition of this system can be accompanied by reduced 
motivation,, drive and spontaneity. A lower level of dopamine transmission is 
relatedd to a lesser function of the activations and reward system (Blum et al. 
1996).. Recently the following findings have been published about 
characteristicss of dopamine transmission and their relation to symptoms and 
subjectivee experience of healthy persons and patients. A reduced presynaptic 
dopaminee function was found in the left nucleus caudatus of depressive patients 
withh flattened affect and psychomotoric retardation (Martinot et al. 2001). 
Reducedd availability of D2 receptors in the putamen and the nucleus caudatus is 
relatedd to motoric as well as cognitive disturbances in healthy persons (Volkow 
ett al. 1998). Dopamine transporter reduction is related to slower motoric skills 
andd memory defects in detoxified methampetamine abusers (Volkow et al. 
2001).. D2 receptor antagonists have shown a decrease in the subjective ratings 
off  pleasant sensations induced by cocaine (Sherer 1989, Berger 1996). Nicotine 
stimulatess the release of dopamine and the energy metabolism in the basal 
ganglia,, especially in the ventral tegmental areas and the nucleus accumbens 
(Pontierii  et al. 1996), putamen and nucleus caudatus (Salokangas et al. 2000), 
andd this is probably the central reinforcing mechanism of addictive substances 
(Koobb 1992). Cannabinoids also increase the activity of dopaminergic neurons 
inn the ventral tegmentum and the mesolimbic projections; this is accompanied 
byy the desired subjective effects and reinforces the use (Ameri, 1999). A smaller 
quantityy of D2 receptors predicts a pleasant subjective response to 
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psychostimulantss in healthy persons (Volkow et al. 1999). The frequent 
smokingg of patients with schizophrenia can be understood as a form of self-
medicationn to reduce negative symptoms (Dalack et al. 1998). (In addition 
smokingg reduces the blood level of antipsychotic medication (Goff et al. 1992) 
andd could in this way also affect the inhibiting function of antipsychotic 
medicationn that the patient experiences as unpleasant.). A link was found 
betweenn avoidant personality traits and reduced dopamine D: receptor density, 
particularlyy in the putamen (Farde et al. 1997, Breier et al. 1998), and dopamine 
transporterr density (Laakso et al. 2000). A relation was also found between low 
D22 receptor binding capacity and social phobia (Schneier et al. 2000). 
Inn view of the above-mentioned findings, it is highly probable that antipsychotic 
medicationn (which inhibits dopamine transmission) influences the subjective 
experiencess of patients. Perceptions and ideas can become less meaningful for 
them.. This is also the desired effect of antipsychotic medication, namely to 
reducee the significance of hyperindividual false beliefs (delusions) and 
perceptionss (hallucinations). Treatment with antipsychotic medication can, 
however,, also reduce a desirable sense of significance. This is a major problem, 
consideringg that reduced drive, motivation, spontaneity and sense of 
significancee also occur inherently in schizophrenia. Treatment with the 
antipsychoticc medication available should inhibit the neurotransmission of 
dopaminee while avoiding too much inhibition. Because treatment with 
antipsychoticc medication very likely affects the subjective experiences of 
patients,, evaluation of these experiences is desirable in order to determine 
whetherr some adjustment in the antipsychotic medication is needed. In other 
words,, subjective experience is an important outcome measure in clinical 
antipsychoticc medication research. 
Ourr study has shown that a questionnaire filled in by patients (SWN) can be 
usedd to determine the effect of various antipsychotic medications and various 
dosess on the subjective experiences of patients. With this instrument it is 
possiblee to investigate whether the type and/or dose of antipsychotic medication 
affectss the subjective experiences of patients. In future research we will also 
investigatee to what extent there is a relation between ideas about antipsychotic 
medicationn and subjective experiences during use of antipsychotic medication. 
Thee question at issue will be whether it is mainly the opinion about medication 
orr mainly the experience with medication that influences therapy compliance. If 
negativee subjective experience is closely related to the ideas patients have about 
medication,, than it need to be studied whether experiences shape the ideas or the 
otherr way around. If the latter is correct, it is less likely that therapy compliance 
wil ll  improve by changing the antipsychotic medication or dosage. In that case 
improvementt of therapy compliance could better be expected from an 
interventionn aimed at changing the ideas patients have about medication than 
fromm a change in medication. 
Inn our research we found tentative indications that high D; receptor 
occupancyy is related to subjective feelings of non-well-being and to 
depressionn as measured by researchers. This relation can be understood as a 
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validationn of the concept "Subjective experience of patients during the use of 
antipsychoticc medication." Our findings agree with those of Bressan et al. 
(2001),, who also found a relation between depression and the degree of D2 

receptorr occupancy by antipsychotic medication. Longitudinal controlled 
researchh should investigate whether there is a causal relation between 
increasedd D2 receptor occupancy and negative subjective experience. The 
relationn between the degree of occupancy of D2 receptors by antipsychotic 
medicationn and negative subjective experience can be understood as an 
argumentt for treatment with antipsychotic medication in doses that avoid an 
overlyy high occupancy of dopamine D2 receptors. We also found preliminary 
evidencee that optimal subjective experience of patients with recent onset 
schizopreniaa is related to D2 receptor occupancy between 60% and 70%. 
Theree are also various other arguments for treatment with low doses of D2 

antagonistss (De Haan and Maksmovic, 1999). 
Bollinii  et al. (1994) found in a meta-analysis involving 1638 patients that doses 
beloww 2 to 3 mg haloperidol equivalents a day are associated with less effect on 
positivee symptoms. Doses above 7 mg per day are not associated with greater 
effect,, but they are accompanied by more side effects. McEvoy et al. (1991) also 
foundd that patients do not improve more if they receive a higher dose than the 
onee at which they develop minimal extrapyramidal side-effects (known as the 
"neurolepticc threshold dose" Haase, 1961). With higher doses there is an 
increasee in extrapyramidal side effects and negative symptoms. Stone et al. 
(1995)) found no difference in clinical improvement between the group of 
patientss that received 4 mg of haloperidol per day compared with the group that 
receivedd 10 mg of haloperidol per day. Marder et al. (1987) and Hogarty et al. 
(1988)) found that the psychotic relapse percentage over 2 years in the group 
withh an especially low dose of fluphenazine decanoate (approximately 5 mg/2 
weeks)) was littl e higher than in a group that received a standard dose (25 mg/2 
weeks).. The group with the low maintenance dose had fewer negative and 
depressivee symptoms and a better social functioning. Research on binding has 
shownn that 60% to 74% occupancy of D2 receptors is optimal for therapeutic 
effectt (Kapur et al. 1996). This occupancy is already reached in first-episode 
patientss with 2 mg of haloperidol per day. To conclude, raising doses above 7 
mgg haloperidol or an equivalent per day is not associated with more 
improvementt of psychotic symptoms, in most cases, but is associated with more 
sidee effects. Particularly for patients with a first psychotic episode low doses 
(betweenn 2 and 4 mg per day) are important. Similar advice appears applicable 
too new antipsychotic medications with a strong D: antagonism. Since we found 
substantiall  interindividual variation in D2 receptor occupancy at fixed low-dose 
haloperidoll  (2.5 mg/day), haloperidol needs to be individualy titrated in the very 
loww dose range to reach optimal occupancy. In addition it is advisable to 
comparee the side effects profile of new antipsychotic medications with that of 
loww doses of selective D2 antagonists. 

However,, other factors besides the side effects of antipsychotic medication 
influencee the subjectively experienced quality of life. A recent study (Ritsner et 

208 8 



al.. 2001) found that only 3.2% of the variance of subjectively experienced 
qualityy of life is determined by side effects of antipsychotic medication, as 
opposedd to 10.1% by difficulties relating to clinical symptoms and 20.9% by 
psychosociall  support. 

Partt  IV 
Wee found tentative indications that obsessive-compulsive symptoms are related 
too the use of certain antipsychotic medications. A confirmation of this relation 
cann be clinically relevant and could clarify pathophysiological mechanisms 
involvedd in the development of obsessive-compulsive symptoms. For this 
reasonn it would be desirable to conduct prospective controlled studies of the 
relationn between obsessive-compulsive symptoms and clozapine or olanzapine. 
Iff  the finding mentioned above is confirmed in future research, the clinician 
shouldd be alert to the development or exacerbation of obsessive-compulsive 
symptomss during treatment with clozapine or olanzapine. Development or 
exacerbationn of obsessive-compulsive symptoms during treatment with 
clozapinee or olanzapine could have an effect on therapy compliance. 
Itt is still unclear whether the addition of antidepressant drugs to the treatment 
withh clozapine and olanzapine helps reduce obsessive-compulsive symptoms. 
Double-blindd randomized controlled studies should be conducted of the 
treatmentt of obsessive-compulsive symptoms in schizophrenia patients with 
antidepressantt drugs added to the antipsychotic medication. 
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Inn dit proefschrift wordt onderzoek naar het perspectief van patiënten met 

recentt ontstane schizofrenie besproken. 

Dee belangrijkste bevindingen zijn: 
 Veel patiënten beseffen bij het ontstaan van psychotische verschijnselen 
datt zij last hebben van een psychische aandoening. Toch duurt het 
meestall  maanden voordat zij de noodzaak van een behandeling inzien. 
Patiëntenn vinden de volgende aspecten van behandeling het belangrijkst: 
voorlichting,, rustige en veilige opnamemogelijkheid, hulp in de eigen 
omgevingg en individuele gesprekken. 

 Het is niet aangetoond dat bekorten van de duur van onbehandelde psy-
chosee de prognose op langere termijn verbetert. 

 Subjectieve ervaringen van patiënten zijn betrouwbaar vast te stellen. 
Subjectieff  onwelbevinden hangt samen met een relatief hoge bezetting 
vann dopamine receptoren door antipsychotica. Patiënten die zich on-
prettigg voelen zullen eerder geneigd zijn te stoppen met antipsychotica, 
waardoorr er een grote kans is op terugkeer van psychotische verschijn-
selen. . 

 Er zijn enige aanwijzingen dat gebruik van clozapine of olanzapine sa-
menhangtt met dwangverschijnselen bij een subgroep van patiënten met 
schizofrenie. . 


	Cover
	Stellingen
	Titlepage
	Table of contents
	General Introduction
	Part I Attitudes of patients concerning psychosis and treatment
	Chapter 1.1. Attitudes of patients towards the First Psychotic Episode and the Start of Treatment
	Chapter 1.2. Preferences for treatment during a first psychotic episode
	Part II Duration of untreated psychosis and outcome
	Chapter 2.1. Introduction
	Chapter 2.2. Early intervention, social functioning and psychotic relapse of patients with recent onset schizophrenic disorders
	Chapter 2.3. Duration of untreated psychosis and long-term course of schizophrenia
	Chapter 2.4. Duration of untreated psychosis and outcome of schizophrenia: delay in intensive psychosocial treatment versus delay in treatment with antipsychotic medication
	Part III Subjective experiences of patients with schizophrenia related to antipsychotic medication
	chapter 3.1. Introduction
	Chapter 3.2. Psychometric properties of the Subjective Well0being under Neuroleptics scale (SWN) and the Subjecive Deficit Syndrome Scale (SDSS)
	Chapter 3.3. Subjective experiences and stratial dopamine D2 receptor occupancy in patients with schizophrenia rstabilized on olanzapine or risperidone
	Chapter 3.4. Subjective experience and D2 receptor occupancy in patients with schizophrenia treated with low dose Olanzapine or Holaperidol; a randomized double-blind study
	Part IV Obsessive-compulsive symptoms associated with antipsychotic medication in patients with schizophrenia
	Chapter 4.1. Introduction
	Chapter 4.2. Clozapine and obsessions in patients with recent-onset schizophrenia and other psychotic disorders
	Chapter 4.3.Obsessive-compulsive symptoms during treatment with olanzapine and risperidone, a prospective study of 113 patients with recent onset schizophrenia or related disorders
	Summary
	Samenvatting
	General discussion
	Referenties
	Dankwoord
	Curriculum Vitae
	List of publications
	Cover

