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The following abstracts, from peer-reviewed journals containing literature on the treatment of 
psychoses, were selected for their relevance to this Special Report supplement.

Outcomes of Newer Antipsychotic Agents Analyzed Through Pharmacoeconomic Modeling
The Australian government requires pharmacoeconomic analyses before subsidizing a new drug. This paper reviews
the meta-analysis of pooled data from 6 randomized double-blind trials comparing risperidone with haloperidol,
which convinced the Australian government to fund risperidone. A decision-analytic model using data from the
meta-analysis showed a total cost savings for risperidone compared with haloperidol of $1850 per patient. The
majority of the cost was the result of hospitalization, confirming findings of earlier studies that risperidone decreases
the number of hospital days. (Hospitalization typically accounts for 70% of direct costs, drug therapy for 10%, and
outpatient care for 20%.) The article addresses objections that controlled trials are not appropriate for economic
analyses because they do not represent clinical reality and do not consider target outcomes, such as functional and
clinical status (eg, substance abuse, suicide, symptoms, access to housing and work, and others). Several naturalis-
tic studies of risperidone versus haloperidol and risperidone alone are reviewed. In these studies, cognitive function
was measured because it affects functional performance in numerous ways and can be a proxy for quality of life. As
a result, the impaired cognition observed with conventional therapy is expected to cost more. Although in a few spe-
cific circumstances risperidone did not do well, overall, it represents a more attractive treatment option for schizo-
phrenic patients when clinical and functional outcomes are considered. 

Keks NA. Impact of newer antipsychotics on outcomes in schizophrenia. Clin Ther 1997;19:148-158.

Relationship Between Psychosocial Treatment and Clozapine Efficacy
This 12-month, 15-site, blinded, randomized study examines the relationship between participation in psychosocial
treatment and the efficacy of clozapine in refractory schizophrenic patients. Patients were randomly assigned to
receive either clozapine (n = 122) or haloperidol (n = 169). Psychosocial services were offered based on clinical
need and patient interest. The results show that the beneficial effects of clozapine on schizophrenic symptoms are
noted early (ie, in the first 6 weeks). Patients treated with clozapine were more likely to participate in psychosocial
rehabilitation treatment than the patients treated with haloperidol. The enhanced participation is seen by 3 months.
Psychosocial treatment did not affect the efficacy of clozapine at 6 months, but at 1 year it was associated with
improved quality-of-life and symptom scores in those who received it. Potential limitations of the study include
selection and rater bias and the use of enrollment and attendance at psychosocial programs as outcomes rather than
quality of participation. The provision of services across sites was comparable, but their availability was not vali-
dated by on-site observation. This study supports the complementary role of clozapine and psychosocial treatment.
The results of efficacy studies in controlled settings are complemented by effectiveness studies in “real world” con-
ditions, in which compliance and treatment choice are significant factors. Naturalistic settings may provide the
opportunity to demonstrate benefits that cannot be observed in a controlled setting. 

Rosenheck R, Tekell J, Peters J, et al. Does participation in psychosocial treatment augment the benefit of clozapine? Arch Gen Psych
1998;55:618-625.
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Validity of Quality-of-Life Measurements in Schizophrenic Patients
A Canadian study evaluated whether self-reported quality-of-life scales used in clinical trials of schizophrenic
patients are valid in outcomes evaluations. During a 4-week period, 63 symptomatically schizophrenic patients who
were receiving maintenance treatment performed weekly self-evaluations that were assessed by clinicians using
global and domain-specific rating methods. The patients’ self-appraisals were highly consistent on the Sickness
Impact Profile and Gurin’s global quality-of-life measure over 4 weeks. The authors also looked at the impact of
symptom severity, neurocognitive deficits, and treatment-related factors (eg, attitudes toward drug therapy and side
effects) on the credibility of patients’ self-reports.  Patients were subdivided into groups based on the severity of their
symptom or cognitive deficit, and the correlation with physicians’ ratings was analyzed. Although patients’ quality-
of-life scores varied according to the severity of their symptoms, side effects, and cognitive deficits, these factors did
not influence the reliability of the measurements. The study’s limitations include the absence of a control group, and
that it s a clinical trial rather than a trial involving a broader schizophrenic population. The authors also discuss qual-
ity-of-life measurements, which focus on objective endpoints, such as housing and finances. They conclude that sub-
jective measurements in clinically compliant and stable patients are reliable and can provide more sensitive and
accurate quality-of-life measurements.

Voruganti L, Heslegrave R, Awad AG, Seeman MV. Quality-of-life measurement in schizophrenia: Reconciling the quest for subjectivity
with the question of reliability. Psychol Med 1998;28:165-172.

Cost Cutting and Cost Effectiveness in Psychosis Treatment
The risks of line-item pharmacy budget decisions regarding antipsychotic treatments for schizophrenic patients are
examined. Although the newer atypical drugs cost more, the overall cost of treatment is less because of fewer hos-
pitalization days. Budget-decision consequences are illustrated in a review of a Medicaid program in New
Hampshire that cut coverage to 3 prescriptions per patient per month. The results included an increase in admis-
sions to nursing homes, a decrease in patient compliance, and a 17-fold increase in costs from ambulatory and emer-
gency health services. A study with a mirror design was reviewed that compared the days patients were hospitalized
during a 1-year period when they were taking risperidone with the year before they began risperidone treatment; in
it patients acted as their own controls. Many patients were taking conventional neuroleptics in the year before
risperidone treatment. The mean number of hospital days decreased from 105 to 85. In another study in which
patients were divided into 3 subgroups—those who were often hospitalized, those who were never hospitalized, and
those who were sometimes hospitalized—a 73.5% decrease in the mean length of stay was reported for the some-
times hospitalized group. These studies suggest a reduction in costs and an increase in quality of life. The increas-
ing use of quality of life as an outcome in clinical trials is discussed, with the conclusion that it is a subjective term
that covers a range of issues. Three case studies are used, including one involving a dementia patient, to illustrate
that quality of life can significantly affect direct and indirect costs.

Aronson SM. Cost effectiveness and quality of life in psychosis: The pharmacoeconomics of risperidone. Clin Ther 1997;19:139-147.
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Olanzapine Versus Haloperidol for Quality of Life and Efficacy
This double-blind study of 335 patients ages 18 to 65 years with a Diagnostic and Statistical Manual of Mental
Disorders, III revised diagnosis of schizophrenia with an acute exacerbation was designed to assess the impact on
quality of life and long-term efficacy of 3 doses of olanzapine (5, 10, and 15 ± 2.5 mg/day) versus haloperidol (15
± 5 mg/day) and placebo. Patients participated in a 6-week acute phase and could enter the 48-week double-blind
extension phase if they were responding to treatment. Efficacy and quality of life over the first 24 weeks of the study
are discussed. The medium and high doses of olanzapine showed significant efficacy in Clinical Global Impressions
scores compared with placebo. Significant within-treatment-group improvements in negative symptoms were seen
in the medium- and high-dose olanzapine groups and in the haloperidol group. The high-dose olanzapine group
showed significant improvement in the mean scale for assessment of negative symptoms  summary scores compared
with haloperidol responders, but no significant difference was noted between the olanzapine and haloperidol groups
on the brief psychiatric rating scale total scores. On the Quality of Life Scale total scores, the medium- and high-
dose olanzapine groups showed improvement compared with those receiving placebo, but no significant difference
was observed between the olanzapine and haloperidol groups. Larger patient samples and a follow-up of both
responders and nonresponders are needed to examine the effect of pharmacotherapy on long-term efficacy, quality
of life, and reintegration into society.

Hamilton SH, Revicki DA, Genduso LA, Beasley CM Jr. Olanzapine versus placebo and haloperidol: Quality of life and efficacy results of
the North American double-blind trial. Neuropsychopharmacology 1998;18:41-49.

Effect of Atypical Antipsychotic Agents on Depressive Signs and Symptoms
Depressive signs and symptoms (DSS) in schizophrenic patients lead to morbidity and mortality, including relapse
and suicide. In addition, these symptoms affect functionality and the course of recovery. This 17-country, blinded,
comparative trial of 1996 patients with schizophrenia or a related diagnosis compared multiple doses of olanzapine
and haloperidol on DSS using the Positive and Negative Symptom Scale, Montgomery-Asberg Depression Rating
Scale (MADRS), and the Simpson-Angus Rating Scale. To appraise whether DSS are responsive to treatment, the
study participants entered a 6-week acute phase, and 933 patients continued with a 46-week blinded responder
maintenance period. Both the olanzapine and haloperidol groups experienced short-term baseline-to-endpoint
improvement, however, those in the olanzapine group demonstrated more significant improvement in the MADRS
total scores than the latter. When improvement was defined as  >50% improvement from baseline MADRS score
after at least 3 weeks of treatment, 46% of olanzapine-treated patients compared with 35% of haloperidol patients
showed improvement. Analysis revealed that improved MADRS scores were a result of a direct effect on depressive
symptoms rather than an indirect effect through improved positive and/or negative symptoms. The direct effect was
greater with olanzapine. Significantly fewer olanzapine-treated patients used 1 or more doses of benzodiazepines or
anticholinergics. The attrition rate among the haloperidol group entering the maintenance phase was high, limiting
a clear analysis of the long-term efficacy of the drug. It was postulated that the selective effects of olanzapine on
depressive symptoms may result from its affinities to receptors other than D2. 

Tollefson GD, Sanger TM, Lu Y, Thieme ME. Depressive signs and symptoms in schizophrenia: A prospective blinded trial of olanzapine
and haloperidol. Arch Gen Psych 1998;55:250-258.
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Consumer Advocacy for Schizophrenia
The increasing focus on cost containment has made psychiatrists aware of the power of politicians over their budg-
ets and the effect advocates have on politicians. Laypeople involved in pushing for optimal care and human rights
of the mentally ill are often jointly labeled as consumer advocacy groups. The history of advocacy and consumerism
for schizophrenia is reviewed, and the role psychiatrists may play in the near future as both advocates and clini-
cians/scientists is discussed. The story is told from the perspective of a doctoral psychologist who was previously
diagnosed with paranoid schizophrenia. Whereas he is a consumer and an advocate, he is not a traditional consumer
advocate. The evolution of the 2 advocacy factions: consumer advocates (those who rejected any form of treatment
offered by psychiatrists, especially treatment without patient consent and those who took a more moderate view) and
family advocates is described. The family movement has emerged as a response to the growing theory that schizo-
phrenia resulted from cold, aloof mothers. As the scientific community has found greater evidence of the neuro-
chemical basis for schizophrenia, the family advocacy groups have aligned themselves with the clinical/scientific
communities. Today, family advocates are represented by the National Alliance for the Mentally Ill, and traditional
consumer advocates now work with families and professionals to improve current systems of treatment delivery.

Frese FJ III. Advocacy, recovery, and the challenges of consumerism for schizophrenia. Psychiatr Clin North Am 1998;21:233-249.

Fertility Issues in Schizophrenia
This article examines the role prolactin levels and societal influences have played on the fertility of schizophrenic
patients and the ethical considerations for physicians as they evaluate the consequences of parenthood for their
patients. Factored into the study are data that new atypical antipsychotic agents, such as olanzapine, show no ele-
vation of prolactin levels. Recent anecdotes that reveal family physicians’ reliance on increased prolactin levels from
typical agents as a means of contraception in schizophrenic patients, which might be considered “medical pater-
nalism,” are related. However, studies have shown that women with schizophrenia have more chaotic reproductive
patterns and an increased number of unplanned births and abortions. Although no linear relationship between pro-
lactin levels and neuroleptic levels or clinical response exists, such typical agents do interrupt ovulation.  Whereas
there are no controlled studies on fertility rates of women treated with atypical agents, the authors caution that cli-
nicians who treat patients with the new agents as well as typical agents should monitor endocrine effects closely and
consider family-planning counseling and a comprehensive sexual history as part of their care.  

Currier GW, Simpson GM. Antipsychotic medications and fertility. Psychiatr Serv 1998;49:175-176.

Defining Treatment-Resistant Schizophrenia
Previously published guidelines on treating patients who inadequately respond to conventional drug therapy are
summarized, based on a review of studies evaluating atypical antipsychotic agents (eg, clozapine, risperidone, olan-
zapine, sertindole, and quetiapine) and other therapies in treatment-resistant patients. The role of atypical agents in
this patient group is not yet defined, partly because a rigorous definition of treatment resistance is lacking.  A poor
response to therapy, often regarded as treatment resistance, may be caused by secondary influences such as intoler-
ance to medication, poor compliance, inappropriate dosing, or inadequate psychosocial treatment. Treatment resist-
ance has become increasingly important because one fifth to one third of all schizophrenic patients do not respond
adequately to drug treatment and thereby consume a disproportionate amount of the total cost of treating schizo-
phrenia. The various attempts to define treatment resistance are described, and the strategy of managing treatment
resistance when the first-line therapy involves typical agents is reviewed. As atypical agents assume a greater pres-
ence as first-line therapy, their role in treating resistance will have to be reevaluated with well-designed, double-
blind trials using rigorous definitions of treatment resistance. It is unclear whether nonresponsiveness to one atypi-
cal agent predicts nonresponsiveness to another. Advice is offered on maximizing successful outcomes, and an
examination of secondary factors that can influence treatment response, such as psychosocial treatment, poor social
support, and an inadequate duration of a clinical drug trial, is recommended.

Conley RR, Buchanan RW. Evaluation of treatment-resistant schizophrenia. Schizophr Bull 1997;23(4):663-674.


