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Scope of the thesis 

Introduction 
 
Since about 1996, a number of patients in our clinic for people with schizophrenia 
have requested consultations for sexual problems or amenorrhoea. In the past, 
patients reported these problems only occasionally, and our clinicians felt that they 
were occurring now with greater frequency. Patients and clinicians felt that the 
introduction of a new class of antipsychotic drugs may be involved, but this could 
not be confirmed by reviewing the literature. It turned out that systematic studies on 
the frequency and quality of sexual functioning in patients with schizophrenia being 
treated with antipsychotics were almost entirely lacking. No information was 
available on sexual side effects of the newer antipsychotics. The literature hardly 
gave any information supporting evidence-based clinical guidance. The limited 
information available suggested that some antipsychotics often induce sexual side 
effects. Comparative studies were almost completely absent. Apart from some 
information on clozapine, there were no studies comparing the sexual side effects 
of classical or (new) atypical antipsychotics. The underlying mechanisms of sexual 
side effects induced by antipsychotics are only partly known. For instance, the role 
of prolactin and other hormones, although sometimes suggested, has hardly been 
investigated. These findings or rather lack of findings, prompted several studies, 
and finally the writing of this thesis. 
 
Aims of the thesis 
 

• To investigate the frequency and nature of sexual side effects and 
hormonal alterations related to treatment with antipsychotics. 

• To increase insight into the pathophysiological mechanisms of sexual side 
effects induced by antipsychotics. 

• To generate information in order to improve clinical guidance of patients 
treated with antipsychotics.  

 
Content of the thesis 
 
Chapter 1 reviews the literature about sexual functioning in patients with 
schizophrenia. After a short historical overview, the impact of schizophrenia on 
social and sexual functioning is presented. The major impact of antipsychotics on 
sexual functioning is discussed. The individual dimensions of sexual functioning, 
together with what is known about the influence of antipsychotics, sexual 
physiology and possible pathophysiology, are summarized. Our knowledge about 
the frequency and impact of sexual side effects of antipsychotics is far from 
complete, partly because of a lack of systematic research. This is possibly related 
to the sexual taboos many physicians and patients experience.  



 

Chapter 2 describes a pilot study comparing sexual side effects and serum 
prolactin levels in patients treated for six weeks with either risperidone or classical 
antipsychotics, primarily pimozide. The findings are discussed, and hypotheses 
about possible mechanisms are generated. The discussion focuses on the 
regulation of prolactin secretion as it relates to the pharmacological profile of 
antipsychotics in general and risperidone in particular. 
Chapter 3 presents the development of the Antipsychotics and Sexual Functioning 
Questionnaire (ASFQ), a questionnaire evaluating sexual side effects of 
antipsychotics in patients with schizophrenia. The questionnaire is described, and 
preliminary data on its validity and reliability are presented. 
Chapter 4 reports on an open randomized study comparing sexual side effects 
and prolactin levels in patients being treated for six weeks with either olanzapine or 
risperidone. The majority of patients included in this study were men. Differences 
between the antipsychotics are presented. Possible mechanisms and clinical 
consequences are discussed. 
Chapter 5 describes a second randomized study, which compares the impact on 
sexual functioning of quetiapine with risperidone. Data are presented for men and 
women. The differences found are discussed with regard to the possible 
mechanisms and clinical consequences. 
Chapter 6 attempts to explore the mechanisms through which risperidone induces 
serum prolactin levels to elevate. The correlations between serum levels of 
risperidone, the main metabolite 9-hydroxy risperidone, and prolactin are 
examined. The pharmacological and pharmaco-dynamical properties of risperidone 
and 9-hydroxy risperidone are discussed. In the discussion the question is raised 
why risperidone, contrary to the hypothesis about dopamine and serotonin 
blockage, induces major elevation of serum prolactin levels. 
Chapter 7 starts by presenting the seemingly contradictory findings in the 
literature, i.e. that clozapine, in comparison with classical antipsychotics, seems to 
induce the same frequency of sexual side effects. This is followed by the 
preliminary results of a study involving patients being treated with classical depot 
antipsychotics versus clozapine. Questions about persistence of sexual side 
effects over time are addressed by only including patients who have been under 
treatment for more than six months. 
Chapter 8 reviews the literature on the sexual side effects of antipsychotics, and 
presents data pooled from ongoing open naturalistic follow-up studies and from a 
randomized trial comparing risperidone and olanzapine. These data permit 
comparisons between classical antipsychotics, clozapine, risperidone and 
olanzapine, for men and women. 
Chapter 9 presents data gathered from one open and two controlled studies, which 
permits multiple comparisons of sexual dysfunctions induced by various 
antipsychotics (classical antipsychotics, clozapine, olanzapine, quetiapine and 
risperidone) and examines associations between dosage, plasma levels of 
antipsychotics and prolactin levels. Possible mechanisms of antipsychotic-induced 
sexual dysfunctions are discussed, focusing on the role of dopamine and prolactin. 
The clinical implications of the findings in this chapter are also considered. 

  



 

Chapter 10 forms the last part of the thesis. In this chapter, the results of the 
studies of the earlier chapters are briefly summarized and then presented in a 
broader perspective. Results of recent animal and human studies, on behavioral 
and biological effects of both brief and prolonged elevation of plasma prolactin 
levels, are discussed. Possible risks of prolonged exposure to elevated plasma 
prolactin levels are explored. Hypotheses on the impact of prolactin and dopamine 
on sexual functioning are presented, and possible directions for future research are 
suggested. 
 

 
 


