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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. 

Parti 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 III 
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 
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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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