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Purpose of This Document 
This document is an introduction and update to Magellan Health Services’ (Magellan) adopted clinical 
practice guidelines (CPG) for the treatment of persons with a schizophrenic disorder. 

As with all CPGs, these adopted guidelines and this Introduction are intended to augment, not replace, 
sound clinical judgment. As a matter of good practice, clinically sound exceptions to these practice 
guidelines should be noted in the member’s treatment record, documenting the clinical reasoning used in 
making the exception. Magellan periodically requests clinical files from providers in order to monitor 
compliance with adopted guidelines. Clear documentation of the rationale for exceptions to the guideline’s 
recommendations should be present in the member’s treatment record whenever there is evidence of 
deviation from the guideline. 
 
Additionally, this guideline does not supersede Food and Drug Administration (FDA) determinations or 
other actions regarding withdrawal or approval of specific medications or devices, and their uses. It is the 
responsibility of the treating clinician to remain current on medication/device alerts and warnings that are 
issued by the FDA and other regulatory and professional bodies, and to incorporate such information in his 
or her treatment decisions.  

Introduction 
Magellan has adopted the American Psychiatric Association’s (APA) Practice Guideline for the Treatment of 
Patients with Schizophrenia, Second Edition (2004)1 and Guideline Watch (September 2009): Practice 
Guideline for the Treatment of Patients with Schizophrenia (Dixon et al. 2009). Both documents serve as a 
framework for practitioners’ clinical decision-making with patients who have schizophrenia. The APA 
guideline is one of the most comprehensive and widely-used, evidence-based clinical practice guidelines (CPG) 
for this disorder. Therefore, adoption of this guideline and published update provides an excellent source of 
evidence-based information. Since the guideline is accepted by other managed behavioral health care 
companies, it reduces the burden on practitioners serving multiple organizations.  

The APA guideline and watch incorporate rapidly evolving developments in pharmacotherapy, as well as 
developments in other areas of psychiatric management of individuals with schizophrenia. Additionally, they 
provide information covering all areas of psychiatric management of patients with this disorder, from 
understanding the clinical features and epidemiology, to treatment approaches and planning.  

Additional Recommendations Based on Recent Literature 
Review 
The APA guideline is based on a literature review through 2002. The APA guideline watch reviewed 
the clinical literature between 2002 and 2008. Magellan conducted a further review of the clinical 
literature on assessment and treatment of schizophrenia published through August 2009. Key 
relevant recommendations from this more recent literature review are summarized here. Magellan 
encourages providers to be familiar with this information, as well as the information provided in the 
APA publications. 

Epidemiology 
The APA guideline reports that the lifetime morbidity risk for schizophrenia is 1.0 percent and that 80 
percent of patients with schizophrenia have parents who do not have the disorder. However, the guideline 
does indicate that the risk of having schizophrenia is greater in persons whose parents have the disorder 
where the lifetime risk is 13 percent for a child who has one parent with schizophrenia, 35 to 40 percent for a 
child with two affected parents, and an increasing risk with the corresponding number of affected relatives. A 
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more recent systematic review of family studies of probands with schizophrenia and bipolar disorder (BD) 
was conducted to determine whether these disorders coaggregate in families. Some 38 studies were used to 
investigate rates of BD in first degree relatives (FDRs) of probands with schizophrenia, while some 39 studies 
were used to examine rates of schizophrenia in FDRs of BD probands. The FDRs of probands with 
schizophrenia showed significantly increased rates of BD relative to control FDRs. The FDRs of probands 
with BD showed a marginally increased rate of schizophrenia relative to control FDRs. Researchers argued 
that this meta-analysis provided direct evidence for familial coaggregation of schizophrenia and BD. They 
also purported that these findings argue against the view that these disorders are entirely discrete diagnostic 
entities and support a continuum model (Van Snellenerg et al. 2009).  

First Episode/Early Psychosis  
Included in the APA guideline section titled “Clinical Features Influencing the Treatment Plan,” is 
an important discussion on the psychiatric features of schizophrenia and specifically, the first episode 
of the illness. This section stresses the importance of treating the condition immediately after 
psychosis is evident in order to ensure patient safety and to prevent the negative affect of delay on 
prognosis. A recent meta-analysis supported this premise and reported an association between 
duration of untreated psychosis and clinical outcome. Results of this review offer hope that early 
intervention programs are effective in reducing the length of the initial psychotic episode, and may 
enhance the likelihood of recovery and reduction in cumulative morbidity. Thus, duration of untreated 
psychosis may be a potentially modifiable prognostic factor3. There have been a number of other 
studies since the publication of the APA guideline on various treatment factors influencing the 
outcome of first episodes or early schizophrenia, such as choice of medications and the efficacy of 
psychosocial treatments.  

One study measuring treatment response in first-episode schizophrenia to either risperidone or 
haloperidol revealed that the time to antipsychotic response varied widely. These findings suggested 
that in first-episode schizophrenia, longer treatment trials may be necessary and that treatment trial 
periods of one month or even six weeks may not be adequate.4  

Studies comparing olanzapine, quetiapine and risperidone in early psychosis patients showed that all of 
these agents produced modest but significant improvements in neurocognition and its demonstrated 
clinical relevance to occupational and social functioning.5 Similarly, the all-cause discontinuation rates 
were comparable for all three of these drugs when used to treat patients early in the course of 
psychotic illness.6 Risperidone was shown to demonstrate superiority over haloperidol for first-
episode patients with schizophrenia in one recent study and was associated with wide ranging 
improvements in cognitive functioning that were not influenced by changes in symptoms, as was 
evident in the haloperidol-treated patients.7 

A more recent large, randomized, open-label clinical trial conducted in Europe and Israel (European 
First Episode Schizophrenia Trial [EUFEST]) compared symptom reductions and drug 
discontinuation rates of patients with schizophreniform disorder or first-episode schizophrenia who 
were treated with either a FGA (haloperidol) or a SGA (i.e., amisulpride, olanzapine, quetiapine, 
ziprasidone) drug. The study could not conclude that SGA drugs were more efficacious than 
haloperidol. However, the discontinuation rates for all SGAs were less than for haloperidol (Kahn et 
al. 2008). Additionally, the EUFEST findings showed that while antipsychotic medication is associated 
with moderate improvement in cognitive test performance, the magnitude of improvement does not 
differ between treatment with haloperidol and treatment with the SGA antipsychotics (Davidson et al. 
2009).  

Another pertinent study revealed that no differential drug effects were observed among two groups of 
patients with first-episode schizophrenia treated with drugs (olanzapine or risperidone) and healthy 
control subjects on measured cognitive improvements. In this study, researchers attributed 
improvements in cognition to practice effects (such as exposure, familiarity and/or procedural 
learning) and suggested they could not be accounted for by medication dose, demographic variable or 
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intellectual level (Goldberg et al. 2009). 

While the Clinical Antipsychotic Trials of Intervention Effectiveness (CATIE) study found efficacy 
advantages for olanzapine in multi-episode patients, this was not found in a study that showed clinical 
outcomes with risperidone were as good as or better than olanzapine for patients with first-episode 
schizophrenia. While olanzapine treatment has an advantage for motor side effects, the weight gain 
differences favoring risperidone may be more important in the long-term with most patients and 
particularly those in their first episode.8 

Psychopharmacology alone is not sufficient to prevent relapses or assure functional recovery from 
acute psychosis. Thus, there is a growing interest in psychosocial interventions as a means of 
facilitating recovery from an initial episode of psychosis and reducing long-term disability associated 
with schizophrenia. A recent review of the published research on psychosocial treatment for first-
episode psychosis supports the premise that adjunctive psychosocial interventions early in psychosis 
may be beneficial across a variety of domains, and can assist with symptomatic and functional 
recovery9. Comprehensive (i.e., multi-element) treatment approaches show promise in reducing 
symptoms and hospital re-admissions. Individual cognitive behavior therapy has shown modest 
efficacy in reducing symptoms, assisting individuals in adjusting to their illness, and improving 
subjective quality but has shown minimal efficacy in reducing relapse. However, no firm conclusions 
can be drawn yet from the literature on groups and families for this population.9  

Another area of renewed clinical interest is the measurement of Intelligence Quotient (IQ) as a 
measure of early neurodevelopmental abnormality in patients with schizophrenia. The research team 
of Woodberry et al. published a quantitative review of the literature on pre-morbid IQ in individuals 
with schizophrenia. (Woodbury et al. 2008) Their new meta-analysis revealed a reliable, medium-sized 
impairment in premorbid IQ such that years before onset of the psychotic symptoms, individuals with 
schizophrenia, as a group, demonstrated mean IQ scores approximately one-half of a standard 
deviation below that of healthy comparison subjects. Researchers also suggested that there was 
additional significant decline in the IQ of individuals with schizophrenia that was associated with the 
onset of frank psychosis (Woodberry et al. 2008).  

Violent Behavior 
Also included in the APA guideline section titled “Clinical Features Influencing the Treatment 
Plan,” is an important discussion on the psychiatric features of schizophrenia and, specifically, 
aggressive behavior. The discussion in the guideline provides information on socio-demographic risk 
factors for violent behavior in the schizophrenic population – male gender; being poor, unskilled, 
uneducated, or unmarried; and having a history of prior arrests or a prior history of violence. The 
APA guideline notes that the risk for aggressive behavior increases with co-morbid alcohol abuse, 
substance abuse, antisocial personality, or neurological impairment. The APA guideline also stresses 
that violent patients with schizophrenia have more positive symptoms and bizarre behaviors, and may 
act on their delusions, especially if the delusions are distressing and the patient can find evidence to 
support them. Also noted, patients who experience command hallucinations to harm others are more 
likely to be violent.  

The baseline assessments for all patients included in the CATIE study included clinical assessments 
and interviews about violent behaviors. A recent analysis published from this particular data set 
from the CATIE study confirmed that positive psychotic symptoms, such as persecutory delusions, 
increased the risk of minor and serious violence, while negative psychotic symptoms, such as social 
withdrawal, lowered the risk of serious violence. Minor violence was associated with co-occurring 
substance abuse and interpersonal and social factors. Serious violence was associated with psychotic 
and depressive symptoms, childhood conduct problems and victimization. The CATIE study 
baseline findings on violence, taken as a whole, provide some new evidence – specifically, patients 
living alone were significantly less likely to engage in any violence than their counterparts who were 
living with family, controlling for other risk factors. This analysis showed that high negative 
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psychotic symptoms were significantly associated with reduced risk of serious violence, and that 
they moderated the effect of the positive symptoms. Thus, violence was significantly increased by 
positive symptoms, but only when negative symptoms were low. Researchers noted that these 
findings my have intuitive clinical plausibility because a certain level of initiative, organization, 
psychomotor activation and social contact may be necessary to carry out violent acts − conditions 
that tend to be absent in persons with high negative symptoms of schizophrenia. Also, non-clinical 
variables such as family co-residence may affect violence risk in complex ways by either preventing 
or provoking violent behaviors, depending on whether the family environment serves as a protective 
matrix or an opportunity for aggressive interactions. Other factors, such as social interaction and 
lack of vocation or leisure activity, need to be reviewed in any violence risk assessment where the 
focus needs to be on the whole person in the community environment.10 

Cultural Factors 
The APA guideline includes a section titled “Clinical Features Influencing the Treatment Plan.” 
Within this section is an important discussion on cultural factors. Many studies have observed 
differences in diagnostic patterns and treatment patterns associated with cultural or racial factors.  

The critical component when one analyzes these different findings is to determine which ones may 
reflect: 

• Actual racial differences in biology (e.g., metabolism of medications)  

• Direct influence of culture on psychology (e.g., cultural belief system influencing a response to 
alternative treatments, different interpretation of symptoms)  

• Lack of awareness on the part of the clinician (mostly Caucasian) of the effects ethnicity and 
race are having on their diagnostic and treatment decisions (e.g., clinician making different 
diagnoses influenced by ethnic differences rather than different clinical presentations).  

In the APA guideline, the repeated observations of the race of the patient potentially eliciting a bias in 
the diagnostic process are discussed. It is noted that African Americans, particularly men, are more 
likely to be diagnosed with schizophrenia than with a mood disorder when compared to Caucasians. 
Similarly, African American men diagnosed with schizophrenia are less likely to be diagnosed with a 
co-morbid anxiety or mood disorder than their Caucasian counterparts. 

Another observation noted in the APA guideline is related to treatment studies that have reported 
that African Americans and other minorities are more likely to receive higher than recommended 
dosages of psychotropics when compared with Caucasians. Whether this is due to biological 
differences or cultural biases is the important question to resolve. In related studies, it also has been 
observed that two factors confer a higher risk of being diagnosed with schizophrenia: 1) if one is a 
migrant with darker skin than the background population of the country moved to, and 2) if the 
migrant is from an underdeveloped country.11 As we learn more about these different patterns and 
their causes, it is important for clinicians to be culturally sensitive and aware of this potential issue, 
as the APA guideline cautions. 

Other studies have looked for such cultural/racial differences in diagnosis and treatment, and have 
found less positive or even negative findings. For example, a review of the use of second-generation 
versus first-generation antipsychotics in the Veterans Administration showed only minor differences 
in the prescribing rates for whites, African American, and Hispanic patients.12 Another related study 
in a Texas Medicaid population showed some tendency of lower prescribing of second-generation 
antipsychotics in several populations, one of which was African Americans.13 However, the authors 
noted multiple other factors that could have contributed to these results, as well as several 
limitations of the study. 

Another study in a San Diego County mental health population showed that the prevalence of co-
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morbid substance use disorders in schizophrenic patients was much more highly determined by 
homelessness or living alone than by racial category.14 

In conclusion, in the face of these mixed findings, the APA guideline cautions clinicians to be aware 
of the issues of race, culture and social class, and not allow such factors to inappropriately affect 
diagnostic and treatment decisions. 

First-Generation vs. Second-Generation Agents 
Upon publication in 2004, our adopted practice guideline suggested an advantage to starting 
treatment with a second-generation antipsychotic (SGA) over a first-generation antipsychotic (FGA) 
in the acute phase of the illness. The main demonstrated advantage of SGAs is their relative lack of 
extrapyramidal side effects at usual therapeutic dosages and perhaps some better efficacy at 
improving cognitive symptoms. The SGAs probably owe their differences to the different 
pharmacodynamic profile, with a lower affinity for dopamine D2 receptors (main effect of the 
FGAs) and a higher affinity for other neurotransmitters like 5-HT and NE. Following their 
introduction, the SGAs soon became recommended as first-line treatments in schizophrenia since it 
was felt that their unique pharmacodynamic profile made them more efficacious for the negative 
symptoms of schizophrenia, while also less apt to cause tardive dyskinesia and other extrapyramidal 
movement disorders. However, given more recent findings of cumulative research on their 
comparative clinical effectiveness, the APA Guideline Watch (2009) indicated that the distinction 
between FGA and SGA agents appears now to have limited clinical value. Additionally, the guideline 
watch authors noted that the published positive research findings for perphenzine and molindone 
lead to a “reconsideration of their usage…and by extension other FGAs with the exception of 
haloperidol” (Dixon et al. 2009). Note: See findings from the European First Episode Schizophrenia 
Trial (EUFEST) in the First Episode/Early Psychosis section, the CATIE study described below in 
this section, and the Treatment of Early-onset Schizophrenia Spectrum Disorders study (TEOSS) in 
the Schizophrenia in Children and Adolescents section for detailed information on these seminal 
studies.This purported advantage of the SGAs was put to the test in many studies.15,16,17 These 
studies led to a relative consensus that SGAs as a class had advantages over the FGAs in terms of 
efficacy, effects on negative and cognitive symptoms, better side effect profiles, and more cost-
effectiveness when overall medical costs were considered. Despite this relative consensus, some 
experts and studies questioned the validity of this purported better efficacy and safety of the SGAs. 
One such study found that in a two-year comparison study, haloperidol actually proved to yield 
significantly higher quality of life scores compared to olanzapine.18 This was accomplished at lower 
total costs due mainly to the lower medication cost. One drawback of this study was that the 
subjects averaged 20 years of schizophrenic illness, a duration that makes it very difficult to reliably 
ascertain an improvement in functioning. 

In a meta-analysis that sought to test this perceived superiority by reviewing studies from 1953-2002, 
clozapine, risperidone, and olanzapine emerged as superior to the FGAs, showing greater effect 
sizes, with the effect for clozapine most pronounced.16 Additionally, whereas olanzapine and 
risperidone were only slightly superior to FGAs on positive symptoms, they were moderately superior 
to the FGAs on negative symptoms, as well as thought disorder, mood and impulse 
control/excitement. The conclusion of this analysis was that this superiority was true for certain 
SGAs but did not hold up across the entire class of SGAs. 

The primary questions addressed by the CATIE Schizophrenia Trial were:  

(1) How do the second-generation antipsychotics compare with a representative first-generation 
antipsychotic?  

(2) What is the comparative effectiveness of the second-generation antipsychotic drugs?  

(3) Are the second-generation drugs cost-effective?19  
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The completed first phase of the CATIE study was specifically undertaken to test the hypothesis 
that the SGAs were not only safer but also more effective than the FGAs. However, the first phase 
revealed that the one FGA studied (perphenazine) was as efficacious as all of the studied SGAs, with 
the exception of olanzapine, which had slightly greater efficacy than all of the other studied 
medications.20 However, this efficacy was countered by olanzapine’s greater propensity to cause 
hyperglycemia, hyperlipidemia, and weight gain. This study also pointed out the great limitations of 
all of these medications since only 26 percent of subjects remained on their initial medication for 
the full 18 months of the study, the primary outcome measure. In addition, further analysis of 
CATIE study data showed that perphenazine was less costly than each of the four SGAs studied 
where average total monthly health care costs were 20 percent to 30 percent lower because of lower 
drug costs.21 Similarly, a recent review of cost-effectiveness studies revealed no clear evidence that 
atypical antipsychotics generate cost savings or are cost-effective (i.e., measuring health benefits 
achieved) in general use among schizophrenic patients.22 

Further analysis of CATIE study findings have demonstrated that after both two and six months of 
treatment with olanzapine, quetiapine, risperidone, ziprasidone or perphenazine, all treatment 
groups had small but significant improvement in neurocognition.23 Likewise, these same 
antipsychotic treatment groups made only modest improvements in psychosocial functions – with 
no one drug showing any distinct superiority.24 

Another randomized phase of the CATIE study studied patients with chronic schizophrenia who 
were prescribed a new second-generation antipsychotic after discontinuing the first-generation 
antipsychotic perphenazine. Results showed that quetiapine and olanzapine were more effective than 
risperidone in this group of patients. The findings from this phase of the CATIE study can be 
viewed in the context of recommendations about selection of sequential treatments based on 
efficacy rather than solely on side effect profile.25 Similarly, an analysis was conducted on Phase 1 
CATIE study findings to explore the advantages to continuing or switching baseline medications 
olanzapine or risperidone. For both treatments, findings showed that stayers on average fared 
somewhat better than patients newly switched to these two medications. These findings suggest that 
unless the clinical situation requires a medication change, prescribers should take steps to optimize 
current medication regimens (e.g., via dosage changes, behavioral or psychosocial interventions, 
adjunctive medications) before switching medications.26 

An additional study compared the efficacy of two atypical antipsychotic agents, clozapine and 
olanzapine with one another and with haloperidol in the treatment of physical assaults and other 
aggressive behaviors in physically assaultive patients with schizophrenia and schizoaffective disorder. 
The results showed that clozapine was superior to both olanzapine and haloperidol in reducing the 
number and severity of physical assaults, and in reducing overall aggressions. Further, this anti-
aggressive effect appears to be separate from the antipsychotic and sedative action of these 
medications.27 

More recent research on the unique dopamine partial agonist properties of aripiprazole has been 
conducted as the need continues to more fully understand differences among each of the SGA 
drugs. One early published study has reported that high resolution positron emission tomography 
(PET) brain scans in patients receiving clinically effective doses of aripiprazole showed very high 
striatal D2 occupancies of >80 percent and an increased risk of exptrapyramidal side effects at >90 
percent occupancy. Researchers suggested that this is a shift in occupancy threshold for both clinical 
effect and extrapyramidal side effects compared with other antipsychotic drugs (Mamo et al. 2007). 
Another study demonstrated that adjunctive aripiprazole treatment successfully alleviated 
hyperprolactinemia and menstrual disturbances in patients with schizophrenia currently taking 
haloperidol. Researchers suggested that the likely cause of this observation was due to aripiprazole 
having a higher affinity to D2 receptors than haloperidol (Shim et al. 2007).  

The atypical antipsychotic, paliperidone extended-release (major active metabolite of risperidone), 
was approved in July 2009 by the FDA as an osmotically released oral formulation that minimizes 
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peak-to-trough fluctuation and allows initiation at a once-daily therapeutic dose (Clinical 
Pharmacology [database online], 2009). A clinical trial compared paliperidone with quetiapine in 
patients with recently exacerbated schizophrenia requiring hospitalization. This study reported 
favorable findings of improved symptoms earlier and to a greater degree in the group treated with 
paliperidone (Canuso et al. 2009). Also, in August 2009 the FDA approved the atypical 
antipsychotic, asenapine, a broad spectrum, high potency serotonin, noradrenaline and dopamine 
antagonist (i.e., 5-HT2/D2 antagonist) for use in patients with schizophrenia and bipolar disorder. 
Unlike other atypical antipsychotics, asenapine may not exhibit some of the more troublesome side 
effects (e.g., QT prolongation) of other agents in the class and may cause less risk of extrapyramidal 
side effects (EPS) and weight gain (Clinical Pharmacology [database online], 2009). 

Since publication of the CATIE study, Leucht et al. conducted a very large meta-analysis (150 
double-blind trials with 21,533 participants) comparing first and second generation antipsychotics 
used in the United States and Europe. These findings were somewhat different with regard to 
previously reported comparisons of these two classes of antipsychotics. This analysis reported that 
amisulpride (not available in the U.S.), clozapine, olanzapine and risperidone were more efficacious 
than first generation drugs in the main domains (i.e., overall change in symptoms and positive and 
negative symptoms). Additionally, their findings showed that the remaining drugs in the SGA class 
were only as efficacious as FGA drugs, even in terms of negative symptoms, and stressed that 
“efficacy on negative symptoms cannot be considered a core component of atypicality” (Leucht, 
Corves et al., 2009).  

The research team of Leucht et al. also conducted the first large meta-analysis (78 studies with 
13,558 participants) comparing the efficacy of all SGAs in randomized trials that compared two or 
more of these agents head-to-head. Their analysis suggested that certain SGAs may be somewhat 
more efficacious than others. Specifically, olanzapine proved superior to aripiprazole, quetiapine, 
risperidone and ziprasidone. Also, risperidone was more efficacious than quetiapine and ziprasidone. 
Clozapine proved superior to zotepine (not available in the U.S.) and, in doses > 400mg/day, to 
risperidone. Researchers also noted these differences were due to improvement in positive 
symptoms rather than negative symptoms (Leucht, Komossa et al. 2009). 

In, conclusion, researchers now seem to be stressing that large differences in side effects may be 
more important than small efficacy superiorities for individual patients. Therefore, practitioners 
need to select medications based on individual factors with each patient such as previous response, 
side effect susceptibilities, family history, medical vulnerabilities, tolerances and patient preference 
(Leucht, Komassa et al. 2009/ Dixon et al. 2009).  

Metabolic Disturbances 
Metabolic disturbances, particularly weight gain, hyperlipidemia and hyperglycemia, have been 
reported as adverse events for the SGAs. Multiple case reports have suggested that clozapine and 
olanzapine in particular may induce weight gain and hyperlipidemia. A recent study of a large patient 
population indicated a significantly increased risk of developing hyperlipidemia if taking olanzapine. 
Specifically, a three-fold risk compared with patients taking FGAs, and a five-fold risk compared to 
those on no antipsychotic medication was found.28 This same increased risk did not appear to occur 
with risperidone in this study. Another recent study comparing olanzapine treatment with 
ziprasidone treatment resulted in significantly greater psychopathology improvement with 
olanzapine but ziprasidone was found to be superior for weight change and lipid profile. There was 
no significant difference in fasting glucose levels between treatment groups for both agents.29 

Multiple case reports also have associated clozapine and olanzapine with the adverse event of 
hyperglycemia, although it has been reported with other SGAs, such as risperidone. One recent study 
confirmed this association for olanzapine and clozapine, or at least an association with increased 
blood glucose levels, and also observed an association with haloperidol and increased blood glucose 
levels.30 These authors recommended baseline and six-month monitoring of glucose, glycated 
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hemoglobin and lipid profiles on all patients receiving antipsychotic medications. A more recent 
study confirmed the higher risk of inducing new onset type 2 diabetes from olanzapine and 
clozapine, finding 34 percent to 41 percent increased odds, as compared to typical antipsychotics.31 

In February 2004, panelists from four professional societies published a Consensus Statement after 
reviewing most of the evidence for these adverse events with SGAs.32 The Consensus Panel 
determined that the evidence supports the conclusions that olanzapine and clozapine were the most 
likely to induce these side effects while ziprasidone and aripiprazole were the least likely. They also 
concluded that the risks with risperidone and quetiapine were somewhere in the middle. The panel 
also recommended a schedule of monitoring physical signs and lab tests for the early emergence of 
warning signs. The provider should note that the APA guideline shares this view that physical 
findings and laboratory tests should be monitored, but differs in that it concludes that there is no 
one correct monitoring schedule. These documents, as well as a more recent article by Marder,33 offer 
good tables of what needs monitoring and suggested frequencies so providers may refer to these 
tables.1, 32,33 

Because of the serious morbidity and mortality that could arise from these adverse events, the 
prudent prescriber needs to be aware of the potential for weight gain, hyperglycemia, and 
dyslipidemia, and should monitor for emergence of these side effects as the clinical situation 
warrants. 

According to suggestive findings from a study with a small sample of inpatients treated with SGAs, a 
practical, cost-effective, and simple method of assessing and monitoring for metabolic syndrome is 
the combination of measurement of waist circumference and fasting blood glucose.34 In this study, 
waist circumference greater than 102 cm/40” in males and 88 cm/35” in females, with fasting blood 
glucose of 110mg/dl or a history of diabetes mellitus, predicted with 100 percent accuracy patients 
that had metabolic syndrome with elevated risk of future cardiovascular morbidity. If fasting blood 
glucose was not available, the combination of waist circumference and blood pressure greater than 
130/85 mm HG predicted with 96 percent accuracy those patients with metabolic syndrome. In the 
study, metabolic syndrome was defined as presence of three of the following: 1) blood pressure > 
130/85 mm HG; abdominal obesity at belly button >102 cm / 40” in males, 88 cm/35” in females; 
fasting blood glucose > 110mg/dl or history of diabetes mellitus; fasting HDL cholesterol 
<40mg/dl in males and <50mg/dl in females; fasting triglycerides > 150mg/dl. 

A recent article with an n of 37 subjects, indicated that sibutramine was an effective and well-
tolerated adjunct to behavior modification for weight loss in patients with schizophrenia and 
schizoaffective disorder being treated with olanzapine.35 In addition, sibutramine treatment 
improved several health status markers that are predictive of cardiovascular disease (e.g., reduced 
weight, reduced BMI, improved A1c hemoglobin, decreased overeating and decreased “empty 
calorie” food intake). However, long-term use of sibutramine was not evaluated and use with other 
antipsychotic medications was not studied. 

The oral biguanide antidiabetic agent, metformin, has recently been studied in China in two clinical trials for 
the treatment of antipsychotic-induced weight gain. In the first study, the research team of Wu et al., found 
that when patients on olanzapine 15 mg per day were treated with metformin 750 mg per day, metformin 
was effective and safe in attenuating olanzapine-induced weight gain and insulin resistance in drug-naive 
first-episode schizophrenia patients (Wu, Zhao, Guo et al. 2008). Their other clinical trial involved some 128 
adult patients with schizophrenia who were allowed to continue their antipsychotic medication (i.e., 
clozapine, olanzapine, risperidone and sulpiride) while being randomized into four treatment study arms. 
These patients received either 12 weeks of placebo, 750 mg per day of metformin alone, 750 mg per day of 
metformin and lifestyle intervention (i.e., psychoeducational, dietary and exercise programs), or lifestyle 
intervention only. Researchers found statistically significant decreases in mean weight, BMI, waist 
circumference, insulin and insulin resistance index (IRI) in all groups except the placebo group. Additionally, 
lifestyle intervention and metformin alone and in combination demonstrated efficacy for antipsychotic-
induced weight gain. Lifestyle intervention plus metformin showed the best effect on weight loss. Metformin 
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alone was more effective in weight loss and improving insulin sensitivity than lifestyle intervention alone 
(Wu, Zhao, Jin et al. 2008).  

Other Pharmacological Agents 
 
The APA guideline reported promising early evidence on the use of glutamatergic agents (i.e., glycine and D-
cycloserine) as additions to both first and second generation antipsychotics and concluded that more research 
was required on both agents to further determine and compare their efficacy. Since then, The Cognitive and 
Negative Symptoms in Schizophrenia Trial (CONSIST) was conducted at four sites in the United States and 
one site in Israel. In this study, all 157 inpatients were allowed to remain on any of their currently prescribed 
antipsychotic medications (except clozapine) and other concomitant medication regimens. (i.e., 
anticholingeric, beta-blocker, mood stabilizer, antidepressant, antianxiety or anticonvulsant drugs). 
Researchers found that neither glycine nor D-cycloserine was an effective therapeutic option for treating 
negative symptoms or cognitive impairments (Buchanan, Javitt et al. 2007). Another more recent clinical trial 
of new adjunctive agents involved the use of transdermal estradiol in women with schizophrenia. In this 
preliminary clinical trial of 102 women of childbearing age, those who received an addition of 100 μg of 
transdermal estradiol, in addition to their usual medication FGA or SGA regime, experienced a significant 
reduction in both positive and general psychopathological symptoms (Kuldarni et al. 2009).  
 
The APA guideline also discussed the interest in using the acetylcholinesterase inhibitors (“cognitive 
enhancers”), developed for use in dementia, to treat the cognitive deficits in patients with schizophrenia. In 
this regard, the guideline indicated that there was an insufficient evidence base to support their usage. More 
recently, researchers evaluated the efficacy of galantamine (an acetylcholinesterase inhibitor that acts as an 
allosteric modulator at the α4β2 and α7 nicotinic receptors) on various cognitive skills such as attention, motor 
speed, processing speed, verbal and visual memory, and working memory. Researchers concluded that 
galantamine did not exhibit a significant global benefit for cognitive impairments but did have selective 
benefits for aspects of processing speed and verbal memory (Buchanan, Connelly et al. 2008).  
 
In addition, since publication of the APA guideline, a new agent has been identified and studied. A 
randomized, double-blind clinical pilot study demonstrated that the selective muscarinic receptor agonist, 
xanomeline, may provide a potentially new mechanism to treat multiple symptom domains in schizophrenia. 
Researchers argued that these results support the need for further investigation of xanomeline as a novel 
approach to treat schizophrenia (Shekhar et al. 2008). 

Outpatient Commitment 
Outpatient commitment or “mandatory outpatient treatment” has been defined by the APA as 
court-ordered outpatient treatment for patients who are otherwise unlikely to be compliant with 
such treatment and who do not currently meet inpatient commitment criteria, but would meet 
such criteria if it were not for this outpatient treatment.36 Studies reviewing outpatient 
commitment demonstrate a promising role for this option in certain patients. One study 
assessing clinician, consumer and general public opinion found an acceptance of this option if it 
was in the service of reducing the risk of re-hospitalization.37 Another study of outpatient 
commitment in a seriously ill population found a significant reduction in readmissions, hospital 
days, and emergency room visits along with increased outpatient visits.38 Based on these and 
other studies, it does appear that outpatient commitment is a viable option to consider, 
particularly with recidivistic patients. 

Debate exists however on the degree of perceived coercion patients experience from outpatient 
commitment and the clinical and ethical ramifications of such. Another difficulty in this area is the 
great variability between states in entrance criteria for outpatient commitment and the definition of 
outpatient commitment. The APA’s Council on Psychiatry and the Law addressed these issues in a 
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1999 resource document on Mandatory Outpatient Commitment.36 The APA’s conclusion is that 
outpatient commitment is potentially beneficial for recidivistic patients who are non-compliant with 
medication and/or outpatient follow-up. Since state law varies on outpatient commitment, providers 
need to educate themselves on the laws in the states in which they practice. 

Promoting Treatment Adherence 
Various psycho-educational approaches have been developed for promoting patient adherence to 
treatment. However, a more recent systematic review of the literature found no effect for broadly 
based psycho-educational approaches. Rather, psycho-educational approaches with a behavioral, 
cognitive or motivational focus, or tied to supportive or rehabilitative services, were found to be 
effective in promoting adherence. Successful behavioral techniques include the use of reminders, 
self-monitoring tools, cues and reinforcements.39 Effective cognitive and motivational approaches 
include reviewing the benefits and drawbacks of drug treatment, exploring sources of ambivalence, 
confronting stigma, pointing out discrepancies between the patient’s beliefs and actions, and 
focusing on adaptive behaviors.40 

Long-acting depot injections of fluphenazine (Prolixin) and haloperidol (Haldol) have long been one 
method to support treatment adherence in select patients who are having difficulty reliably taking 
daily oral medication. One drawback of these medications has been the significant problem with 
extrapyramidal side effects (EPS). In 2003, the FDA approved depot IM risperidone (Risperdal 
Consta). Dosages of 25-50 mgs administered every two weeks were well-tolerated and efficacious, 
with steady state blood levels achieved in four to six weeks.41 Until this steady state is achieved, one 
should probably use oral medication as a supplement. The efficacy appears equivalent to IM Haldol 
Decanoate, but the distinct advantage is a very low EPS profile. In 2009, the FDA approved 
paliperidone palmitate extended-release (Invega Sustenna) injectable suspension for the acute and 
maintenance treatment of schizophrenia in adults. FDA approval followed positive findings from a 
long-term efficacy trial where relapse prevention was noted in 77.9 percent of patients receiving the 
drug versus 48.5 percent of those receiving placebo in the maintenance treatment of schizophrenia. 
It is the first once-monthly, long-acting, injectable, atypical antipsychotic approved in the United 
States for this use and is available in pre-filled syringes requiring no reconstitution or refrigeration 
(Clinical Pharmacology [database online], 2009/ Johnson and Johnson, 2009).  

Schizophrenia in Children and Adolescents 
There are few studies that evaluate the efficacy of SGA medications in children with schizophrenia, 
but recent research at the request of the FDA has indicated that use of Abilify (aripiprazole) in adult 
doses proved effective and well-tolerated.42 The patients were started at doses of 2 mg daily, 
followed by an increase to 5 mg daily. After that, over a period of 10 to 15 days, doses increased in 
increments of 5 mg until reaching 20 mg, 25 mg, or 30 mg. In children and adolescents, this 
regimen of Abilify did not cause the metabolic side effects, such as weight gain and lipid 
dysregulation, typical of drugs in this class. Using Abilify to treat severe mental illnesses in children 
and adolescents represents one of the latest developments in the quest for a more benign 
antipsychotic medication. 

Similar positive findings on the use of aripiprazole in the younger population were demonstrated in 
a more recently published, large study of some 302 adolescents with schizophrenia. The results of 
this double-blind, randomized, placebo-controlled trial showed that both a 10 mg and 30 mg/day 
dosage of aripiprazole were superior to placebo in the acute treatment of adolescents with 
schizophrenia, and was generally well tolerated. Neither active treatment groups exhibited 
substantial weight gain in this study. However, change in weight differed across groups because of 
weight loss in the placebo group, but not in the active groups. Therefore, researchers did issue a 
cautionary note to clinicians treating adolescents with aripiprazole that they should remain 

©2006-2010 Magellan Health Services          
This document is the proprietary information of Magellan Health Services and its affiliates. 

10



concerned about the potential for adverse long-term changes in weight with the drug (Findling et 
al. 2008). 

Another recent trial compared the efficacy and safety of olanzapine and clozapine in treating 
children with treatment refractory schizophrenia. These results showed clozapine to have a more 
even profile of clinical improvement and a unique, predicted superiority in ameliorating negative 
symptoms. A two-year follow-up of patients on clozapine demonstrated sustained clinical 
improvement balanced by a profile of serious metabolic and neurological adverse effects. Despite 
its limitations, the study provides controlled data supporting clozapine’s use in treatment-resistance 
childhood-onset schizophrenia.43  

More recently, the publicly funded study, Treatment of Early-Onset Schizophrenia Spectrum 
Disorder (TEOSS), was designed to compare the efficacy and safety of a FGA, molindone, with 
two SGAs, olanzapine and risperidone, in the treatment of early-onset schizophrenia and 
schizoaffective disorder. This study was deemed necessary given some of the questions raised about 
the superiority of SGAs over FGAs in recent large clinical trials such as the CATIE study, the 
EUFEST and the Cost Utility of the Latest Antipsychotic Drugs in Schizophrenia Study (CUtLASS 
1). The double-blind, multi-site TEOSS trial randomly assigned 116 pediatric patients with early 
onset schizophrenia and schizoaffective disorder to treatment with either olanzapine (2.5-20 
mg/day), risperidone (0.5-6 mg/day), or molindone (10-140 mg/day, plus 1 mg of benztropine) for 
eight weeks. No significant differences were found among treatment groups in response rates 
(molindone: 50 percent; olanzapine: 34 percent; risperidone: 46 percent) or magnitude of symptoms 
reduction. Other important study results found that molindone led to more self-reports of 
akathesia and that olanzapine and risperidone were associated with significantly greater weight gain. 
Additionally, olanzapine showed the greatest risk of weight gain and significant increases in fasting 
cholesterol, low density lipoprotein, insulin and liver transaminase levels. These findings led 
researchers to question the nearly exclusive use of SGAs to treat patients with early-onset 
schizophrenia and schizo-affective disorder and its widespread use in other non-psychotic mood 
and behavioral disorders in youth (Sikich et al., 2008/ Dixon et al. 2009).  

Schizophrenia in the Elderly 
The elderly patient with schizophrenia presents unique concerns, which will become more visible to 
providers since the population is aging. Similar to the younger patient with schizophrenia, there is 
increasing data supporting use of SGAs as first line agents in the elderly patient because of their 
favorable side effect profiles. Clozapine, however, is not recommended as first line in the elderly 
patient because of its adverse side effect profile, specifically significant anticholinergic and 
hematologic adverse effects. In addition to these drug selection considerations, antipsychotic drug 
dosages should be halved for elderly patients, with particular caution when the patient is on multiple 
medications and/or has co-morbid medical conditions. Also relevant to the discussion on use of 
psychotropic medications, is a FDA Alert that clinicians should consider when treating elderly patients. 
Specifically, this FDA Alert was issued notifying healthcare professionals that both conventional and atypical 
antipsychotics are associated with an increased risk of mortality in elderly treated for dementia-related 
psychosis (FDA Alert 6/16/08).    

As part of an appropriate initial assessment of an elderly patient with schizophrenia, it is relevant to 
distinguish whether or not schizophrenia had its onset before or after the age of 40. Onset prior to 
age 40 can be called Early Onset Schizophrenia (EOS), and onset after 40 can be called Late Onset 
Schizophrenia (LOS). Evidence is accumulating that this differentiation may be relevant in dosaging 
considerations. Studies suggest that the recommended daily dosages for risperidone and olanzapine 
in elderly EOS patients be approximately 2 mg and 10 mg respectively, while in elderly LOS 
patients, even lower doses of these medications may be effective.44 
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Supported Employment 
The APA Guideline indicates that supported employment should be offered to any person with 
schizophrenia who expresses an interest in work. The APA guidelines also notes that current evidence shows 
that engagement in supported employment does not lead to stress, increased symptoms or negative outcome. 
One recent study examined the effectiveness of a cognitive training program that was integrated into a 
supported employment program. Findings showed that patients in the supported employment with cognitive 
training program demonstrated significant greater improvements in cognitive functioning, depression and 
autistic preoccupation. Over two to three years, patients in supported employment with cognitive training 
were more likely to work, hold more jobs, worked more weeks, worked more hours and earned more wages 
than patients in the program offering supported employment alone.45  

A recent analysis published using baseline data, collected prior to randomization from the CATIE study, were 
used to examine the association of diverse socio-demographic, clinical and environmental factors with 
participation in competitive employment, other employment (e.g., volunteer, workshop, prevocational) 
activities and reported monthly earnings. Results showed that overall employment of persons with 
schizophrenia seems to be impeded by clinical problems, including symptoms of schizophrenia and poorer 
neurocognitive and intrapsychic functioning. However, participation in employment may be specifically 
impeded by potentially adverse incentives of disability payments and by race. Specifically, competitively 
employed patients tended to be younger, less likely to be African-American, and received lower public 
support payments on average (e.g., DDS and SSI payments). The study showed that depression, substance 
abuse, tardive dyskinesia, extrapyramidal symptoms and waist-to-hip ratio did not impact employment.46   

Social Skills Training 
The APA guideline indicates that social skills training (SST) is well established for improving 
outcomes and reducing relapse rates and symptoms scores. However, a recent meta-analysis based 
on a review of the randomized controlled trial literature from 1966 through 1999, in which inclusion 
criteria were strictly defined, yielded a result that brings this broad conclusion into question.47,48 In 
this review of nine trials that met the inclusion criteria, none supported the conclusion that relapse 
rates or symptom scores were diminished as a result of social skills training. However, one study did 
demonstrate a significant improvement in the outcome measure of quality of life and another study 
supported a similar trend without offering a statistically significant finding. 

Another study indicated that manual-based community support in addition to traditional skills-based 
training in the clinic led to greater improvements than traditional SST in the clinic alone. The 
improvements were noted in instrumental role functioning and close family relationships, as well as 
overall adjustment as measured on the Quality of Life Scale instrument.49 Also, patients in the 
manual-based, community support group often made gains more quickly and gained higher levels of 
scores than those in traditional clinic-based SST alone. 

The variety of findings does not diminish the potential value of SST, but does indicate the need for 
further research on the most effective methods. 

Cognitive Remediation and Rehabilitation 
 
The APA guideline acknowledges that cognitive deficits associated with schizophrenia have assumed an 
increasingly central role in explaining the disability associated with the disorder. The guideline cites the 
cognitive impairments that are most pervasive include distractibility, memory problems, lack of vigilance, 
attentional deficits, and limitations in planning and decision making. In their discussion, the APA indicates 
that while cognitive remediation strategies have attempted to address these problems using restorative, 
compensatory and environmental approaches, the body of evidence is not strong enough to recommend its 
use in practice. In particular, the guideline specifies that the studies reviewed, did not demonstrate durability 
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and generalizability of the intervention, nor did they adequately control for medication use.  
 
Since publication of the APA guideline, research studies have been conducted providing an update to our 
understanding of this particular psychosocial intervention. The CATIE study protocol gathered data from the 
1,386 patients with schizophrenia on symptoms, neurocognitive functioning and social/vocational function at 
baseline, six-month and 18-month follow-ups. Researchers examined the relationship of both neurocognition 
and schizophrenia symptoms to social and vocational functioning at the macrosocial level, using the 
Heinrichs-Carpenter Quality of Life Scale, reported days of employment and a modification of the Positive 
and Negative Syndrome Scale (PANSS) negative syndrome scale. Study findings revealed that both psychotic 
symptoms and neurocognitive deficits appear to contribute independently to decreased quality of life in 
schizophrenia (Mohamed et al. 2008).  
 
Regarding treatment efficacy, a meta-analytic review of 26 randomized controlled trials of cognitive 
remediation in schizophrenia found that this treatment produced moderate improvement in cognitive 
performance. When combined with psychiatric rehabilitation, it also improved functional outcomes (McGurk 
et al. 2007). Another meta-analysis examined functional imaging studies that contrasted patients with 
schizophrenia and healthy subjects during episodic encoding and retrieval. Findings provided strong support 
for the conclusion that episodic memory impairments in schizophrenia during encoding and retrieval are 
related to a reduction in memory control mechanisms implemented by the anterior, ventrolateral, and 
dorsolateral prefrontal cortex. Researchers suggested that behavioral interventions and pharmacotherapy 
approaches developed for remediating memory deficits in patients with frontal lobe damage may be 
applicable to schizophrenia (Ragland et al. 2009).  
 
Additionally, an innovative approach using neuroplasticity-based auditory training to improve verbal memory 
in schizophrenia has been investigated. While cognitive remediation trials demonstrate some efficacy, the 
research team of Fisher et al., have noted that current evidence “reveal a ‘glass ceiling’ of low to medium 
effect sizes across a large variety of methods” (Fisher et al. 2009). These researchers studied a new auditory 
training program consisting of a set of computerized exercises designed to improve the speed and accuracy of 
auditory information processing while engaging neuromodulatory systems involved in attention and reward. 
Their study findings showed initial promising results in that the 55 clinically stable patients with schizophrenia 
who were randomly assigned to 50 hours of computerized auditory training showed significant gains in global 
cognition, verbal working memory, and verbal learning and memory (Fisher et al. 2009).  

Suicide Prevention 
Clozapine therapy demonstrated superiority to the other atypical antipsychotic drugs in reducing 
suicide attempts in patients with schizophrenia and schizoaffective disorder at high risk for 
suicide.50,51,52 Magellan recommends considering clozapine as an option in the treatment of patients 
with schizophrenia who have a high degree of suicide risk. Magellan’s Clinical Practice Guideline for 
Assessing and Managing the Suicidal Patient contains additional guidance on the treatment of patients at 
risk for self-harm. 

Treatment-Resistant Illness 
Any algorithm for treatment-resistant illness must begin with recommendations to re-evaluate the 
accuracy of the diagnosis and assess for treatment compliance. A recent study of California Medicaid 
patients with schizophrenia found that partial compliance (e.g., intermittent taking of medications) is 
much more common than non-compliance (stopping of medications).53 Gaps in medication taking as 
short as 10 days double the annualized risk of re-hospitalization. Gaps of 30 days or longer quadruple 
the risk of re-hospitalization. The authors suggest that partial compliance should be thoroughly 
considered before concluding that a particular medication or dosage is ineffective. 

It has been demonstrated that clozapine is effective in a significant percentage of patients with 
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schizophrenic symptomatology who have not responded to initial adequate medication trials. A 
recent study suggests that both olanzapine and risperidone are also effective in such patients.54 
However, another medication trial in refractory patients with schizophrenia showed that the 
addition of risperidone to clozapine did not improve symptoms in these patients with severe 
symptoms.55 It is further emphasized that medication trials in such patients may need to last at 
least 12 weeks. However, another study concerning olanzapine calls this conclusion into 
question.56 Further research is needed in the area of medication for treatment-resistant illness and 
augmentation strategies. 

 
Other Psychotic Disorders 
 
The Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, Text Revision (DSM-IV-TR®) describes 
Schizophrenia and Other Psychotic Disorders (American Psychiatric Association, 2000).83 According to the 
DSM-IV-TR, “In Schizophrenia, Schizophreniform Disorder, Schizoaffective Disorder, and Brief Psychotic 
Disorder, the term psychotic refers to delusions, any prominent hallucinations, disorganized speech, or 
disorganized or catatonic behavior. In Psychotic Disorder Due to a General Medical Condition and in 
Substance-Induced Psychotic Disorder, psychotic refers to delusions or only those hallucinations that are not 
accompanied by insight. Finally, in Delusional Disorder and Shared Psychotic Disorder, psychotic is equivalent 
to delusional.”  
 The DSM-IV-TR describes the following psychotic disorders: 

• “Schizophrenia is a disorder that lasts for at least 6 months and includes at least 1 month of active-
phase symptoms (i.e., two [or more] of the following: delusions, hallucinations, disorganized speech, 
grossly disorganized or catatonic behavior, negative symptoms).” 

• “Schizophreniform Disorder is characterized by a symptomatic presentation that is equivalent to 
Schizophrenia except for its duration (i.e., the disturbance lasts from 1 to 6 months) and the absence 
of a requirement that there be a decline in functioning.” 

• “Schizoaffective Disorder is a disorder in which a mood episode and the active-phase symptoms of 
Schizophrenia occur together and were preceded or are followed by at least 2 weeks of delusions or 
hallucinations without prominent mood symptoms.” 

• “Delusional Disorder is characterized by at least 1 month of nonbizarre delusions without other 
active-phase symptoms of Schizophrenia.” 

• “Brief Psychotic Disorder is a disorder that lasts more than 1 day and remits by 1 month”. 
• “Shared Psychotic Disorder is characterized by the presence of a delusion in an individual who is 

influenced by someone else who has a longer-standing delusion with similar content.” 
• “In Psychotic Disorder Due to a General Medical Condition, the psychotic symptoms are 

judged to be a direct physiological consequence of a general medical condition.” 
• “In Substance-Induced Psychotic Disorder, the psychotic symptoms are judged to be a direct 

physiological consequence of a drug of abuse, a medication, or toxin exposure.” 
• “Psychotic Disorder Not Otherwise Specified is included for classifying psychotic presentations 

that do not meet the criteria for any of the specific Psychotic Disorders…or psychotic 
symptomatology about which there is inadequate or contradictory information.” (American 
Psychiatric Association, 2000) 

 
It is important to determine the etiology of any psychotic disorder so that a proper diagnosis is established 
and proper treatment is instituted. Psychotic disorders that may be caused by underlying medical conditions, 
abuse of substances, medications, toxins and other psychiatric conditions that may involve psychotic 
symptoms (e.g., Schizoaffective Disorder, Major Depressive Disorder with Psychotic Features and Bipolar I 
Disorder Single Manic Episode/Most Recent Episode Manic/Most Recent Episode Mixed/Most Recent 
Episode Depressed and Bipolar II Disorder and Bipolar Disorder Not Otherwise Specified) all exist. Medical 
causes of psychotic illness are varied and include intracranial processes such as infections, as well as 
neoplastic, epileptic, hypoxic, ischemic, metabolic or endocrinologic disorders. Additionally, dementias, 
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delirium, Parkinson’s disease, Pick’s disease and Huntington’s disease can have psychotic features. Symptoms 
of psychosis may occur with acute intoxication caused by substance use, including the intermittent or chronic 
use of drugs, particularly stimulants (American Psychiatric Association, 2000: Hales et al., 2008).82 
 
DSM-IV-R also discusses other diagnoses that are to be considered in the differential diagnosis of 
schizophrenia: Psychotic Disorder Due to a General Medical Condition, delirium, dementia, Substance-
Induced Psychotic Disorder, Substance-Induced Delirium, Substance-Induced Persisting Dementia, 
Substance-Related Disorders which may produce symptoms similar to those of Schizophrenia (“e.g., 
sustained amphetamine or cocaine use may produce delusions or hallucinations; phencyclidine use may 
produce a mixture of positive and negative symptoms”), Mood Disorder with Psychotic Features, 
Schizoaffective Disorder, Depressive Disorder Not Otherwise Specified, Bipolar Disorder Not Otherwise 
Specified, Mood Disorder with Catatonic Features, Schizophreniform Disorder, Brief Psychotic Disorder, 
Delusional Disorder, Psychotic Disorder Not Otherwise Specified, Pervasive Developmental Disorders, 
childhood presentations combining disorganized speech (from a Communication Disorder) and disorganized 
behavior (from Attention Deficit/Hyperactivity Disorder) as well as Schizotypal, Schizoid or Paranoid 
Personality Disorder (American Psychiatric Association, 2000). DSM-IV-TR also notes that some individuals 
with Borderline Personality Disorder “…develop psychotic-like symptoms (e.g., hallucinations, body-image 
distortions, ideas of reference, and hypnagogic phenomena) during times of stress,” (American Psychiatric 
Association, 2000). The reader is referred to DSM-IV-TR for more information on these conditions.  
 
While empirical evidence for the treatment of Delusional Disorder is scant, treatment for this disorder has 
proceeded on the basis of established efficacy for delusions in schizophrenia (Hales et al., 2008). A 
combination of first- or second-generation antipsychotics and antidepressant medication may be used while 
being complemented by other interventions (e.g., cognitive behavioral therapy). Somatic delusions may be 
more responsive to medications than other types of delusions (Chopra et al., 2009).84 High potency 
antipsychotic agents that provide rapid, predictable and effective sedation may be used in the management of 
patients who are acutely psychotic in Brief Psychotic Disorder. In these cases, protecting the patient from 
self-injury or harm to others is imperative. Or, if the symptoms are minimally impairing, removing the 
specific stress should suffice (Memon et al., 2009).85 After the acute episode is resolved, individual, family and 
group therapy may be considered to help the patient cope with stressors, resolve conflict and improve self-
esteem (Memon et al., 2009). The pharmacotherapy and psychosocial interventions (e.g., supportive, family, 
vocational and educational) for Schizophreniform Disorder are similar to those for schizophrenia (Bhalla 
,2009).86  
 
Cluster A Personality Disorders (schizotypal, paranoid and schizoid) manifest positive and/or negative 
subpsychotic symptoms with mild to moderate cognitive and social impairment and less functional decline 
than in schizophrenia. Cluster B Borderline Personality Disorder exhibits instability in mood, impulse control 
and interpersonal relationships where there is less functional decline than in schizophrenia. In this condition, 
the symptoms are more sensitive to interpersonal factors and are more unstable over time with psychosis 
emerging only with significant stress (APA 2000; Hales et al., 2008). Psychotherapy is the core component of 
care for personality disorders and medications are usually seen as an adjunct to psychotherapy so that the 
patient may engage in psychotherapy in a productive way (Hales et al., 2008; Bienenfeld, 2008).87 It is 
generally believed that the focus of psychopharmacological therapy in the treatment of personality disorders 
should be on the treatment of symptom clusters – i.e., cognitive-perceptual symptoms (e.g., transient 
psychosis, idiosyncratic ideation), affective dysregulation symptoms (e.g., anxiety, hostility, sensitivity to 
rejection) and impulsive-behavioral dyscontrol symptoms (e.g., aggressive behavior). Careful use of 
antidepressant, anticonvulsant and antipsychotic drugs may be used in the treatment of personality disorders 
while symptoms are active along with vigilant and ongoing monitoring (Hales et al., 2008; Bienenfeld 2008).      
 
For more information on the assessment and treatment-planning process for schizoaffective disorder, mood 
disorders with psychosis and drug-related psychoses, the reader is directed to review the following 
documents: (1) Introduction to Magellan’s Adopted Clinical Practice Guidelines for the Treatment of Schizophrenia; (2) 

©2006-2010 Magellan Health Services          
This document is the proprietary information of Magellan Health Services and its affiliates. 

15



Introduction to the Magellan’s Clinical Practice Guidelines for the Treatment of Bipolar Disorder; (3) Introduction to 
Magellan’s Clinical Practice Guidelines for the Assessment and Treatment of Patients with Depressive Disorders and (4) 
Introduction to Magellan’s Clinical Practice Guidelines for the Assessment and Treatment of Patients with Substance Use 
Disorders.  

Obtaining Copies of the APA Guidelines 
Copies of the Practice Guideline for the Treatment of Patients with Schizophrenia, Second Edition 
and Guideline Watch (September 2009): Practice Guideline for the Treatment of Patients with 
Schizophrenia may be obtained through the APA at www.appi.org, by calling (800)368-5777, or by 
U.S. mail at: 

American Psychiatric Publishing, Inc. 
1000 Wilson Blvd., Suite 1825 

Arlington, VA 22209-3901 

Provider Feedback 
Magellan welcomes feedback on our clinical practice guidelines. All suggestions and 
recommendations are taken into consideration in our ongoing review of the guidelines. Comments 
may be submitted to: 

Clinical Operations Coordinator 
Re: CPG 

Magellan Health Services 
6950 Columbia Gateway Drive 

Columbia, Maryland 21046 
E-mail: CPG@MagellanHealth.com 
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