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Abstract
Objective: To review recent advances in medica-

tion practices and standards of care in the treatment
of schizophrenia and examine the disparity between
the knowledge base and clinical practice.

Data Sources: Key literature on medication prac-
tices, novel pharmacotherapies, and the evolution of
practice guidelines for schizophrenia were
reviewed.

Discussion: Emerging data demonstrate a lack of
consistent application of current knowledge and
best practices, in part due to major structural incon-
sistencies in the public mental health system.
Implementation of results from effectiveness
research as well as the incorporation of practice
guidelines may help bridge this gap.

Conclusion: As standards of care for schizophre-
nia are developed, the following issues will need
particular attention: coordination with the criminal
justice system, comprehensive treatment of comor-
bid illnesses, outcomes based on symptoms in all
domains, and continuous and integrated collection
of data to produce rational cost justification.

(Am J Managed Care 1999;5:SP47-SP56)
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Over the past 10 years there have been major
changes in the treatment and management
of schizophrenia. They have had a substan-

tial impact on our understanding of this serious dis-
order, as well as our expectations about its outcome.
By contrast, from the mid 1950s through the 1980s,
available biologic therapies for the treatment of
schizophrenia remained relatively static. This
changed in 1990 with the introduction of the atypi-
cal antipsychotic clozapine, which had demonstrat-
ed efficacy in patients with previously treatment-
refractory schizophrenia.1 However, use of clozapine
was limited in clinical settings by side effects.

Since the introduction of clozapine, a series of
novel antipsychotic compounds (risperidone [1994],
olanzapine [1996], and quetiapine [1997]) were
approved by the FDA for the treatment of psychosis;
and several others are in advanced stages of clinical
development.1,2 These novel antipsychotics are asso-
ciated with fewer drug-related adverse effects com-
pared with older, conventional antipsychotic agents
and may lead to improved reduction of symptoms of
schizophrenia as well (Table 1).

Although encouraging, the advent of these drugs
has come amidst a marked gap in knowledge
between outcomes in the research setting and out-
comes in real-world clinical practice.3 Drug trials
involving novel antipsychotics have primarily
involved carefully screened patients with no comor-
bid psychiatric or medical conditions, who were
treated in academic or research-oriented medical
centers. Drug treatment in research settings tends to
be short term and focused on side effects and symp-
toms. Individuals who are likely to be noncompliant
with treatment regimens or who are unable to partic-
ipate in focused interviews or rating questionnaires
are usually excluded from participation.



In addition to these biologic therapies, there is
now substantial scientific evidence for efficacy of
nondrug therapies for the treatment of individuals
with schizophrenia.4 These interventions include
family therapy, psychosocial skills training, case
management, vocational rehabilitation, and
assertive community treatment. These approaches,
particularly when given in combination with effec-
tive pharmacotherapy, have improved outcomes for
individuals with schizophrenia. For example, ran-
domized clinical trials have reported 1-year relapse
rates in the range of 2% to 23% for patients receiving
family psychoeducation programs in combination
with medication treatments compared with relapse
rates of 40% to 53% for patients receiving medication
treatment alone.5

. . . AN AGENDA FOR CHANGE . . .

In the late 1980s the National Institute of Mental
Health instituted a national plan for schizophrenia
research that outlined a systematic research pro-
gram of two 5-year phases that extended to the end
of the 1990s.6 Neuroscience research continued to
grow rapidly during the “Decade of the Brain”
(declared by presidential proclamation in 1989),
with a relatively new focus on research related to

the assessment, treatment, rehabilitation, and clini-
cal outcomes of the seriously mentally ill in general
practice settings. The field of mental health services
research expanded, with support from both the pro-
fessional and lay communities. Rapid growth of con-
sumer and advocacy groups continued the emphasis
on effectiveness and expanded the role of families in
optimizing treatment outcomes for the seriously
mentally ill.7

The National Alliance for the Mentally Ill (NAMI),
the primary consumer organization that represents
the needs of the seriously mentally ill, has become
increasingly preoccupied with ensuring access to
high-quality care, access that goes beyond mere pre-
scription of newer medication. The issues of insur-
ance parity and the adequacy and consistency of
care across systems are key components of NAMI’s
destigmatization campaign. This campaign, placing
mental illnesses in the context of other biologic
brain disorders (eg, Alzheimer’s disease, stroke,
multiple sclerosis), seeks to ensure parity across all
aspects of care between mental illness and other ill-
nesses. This consumer drive, allied with the greater
involvement and advocacy of those who have or are
recovering from mental illness, is a powerful impe-
tus toward high-quality, accountable, and consistent
care. Partly in response to these pressures, as well as
in recognition of the evolution of this area of science,
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Table 1. Schematic Representation of the Comparative Efficacy and Adverse Effects of Antipsychotic
Medications*

EPS = extrapyramidal symptoms; TD = tardive dyskinesia. 
*A general impression of each drug is provided by this schematic representation.

Efficacy Adverse Effects

Drug Positive Symptoms Negative Symptoms Cognitive Deficits EPS TD Agranulocytosis Sedation 

Haloperidol + 0 0 +++ + +/- +

Thioridazine + 0 0 ++ + +/- ++

Clozapine ++ + + 0 0 ++ +++

Risperidone ++ + + + +/- +/- +

Olanzapine ++ + + +/- +/- +/- ++

Quetiapine + + + 0 ? +/- +



the National Institute of Mental Health recently
endorsed effectiveness research as a priority area and
is strongly promoting interventions research that will
have an impact on real-world clinical practice.8

. . . IMPROVED KNOWLEDGE BUT LIMITED 
IMPLEMENTATION . . .

In spite of literature that demonstrates the effica-
cy of novel biologic and well-researched psychoso-
cial interventions in the treatment of schizophrenia,
available evidence suggests that there is limited
implementation of these advances in science and
knowledge. A recent report by Lehman and
Steinwachs on the schizophrenia Patient Outcomes
Research Team (PORT) study suggested that only
29% of individuals with schizophrenia receive the
appropriate dose of antipsychotic medication over
the long term, fewer than 10% of families receive
family education and support, only 10% of patients
receive assertive community treatment, and only
23% of patients receive vocational rehabilitation.9

The inadequacies in medication practices, the
underuse of assertive community treatment, and the
lack of family supportive psychotherapy that were
highlighted in this PORT follow-up study have not
gone unnoticed by NAMI.

There is also a disturbing discontinuity of care
between mental health services and medication
practices. Another recent NAMI-sponsored survey
reported that 9 of the largest managed behavioral
healthcare organizations in the United States fail to
provide appropriate care for the seriously mentally
ill in crucial areas such as hospital care, new med-
ications, guidelines for treatment, housing, rehabili-
tation, and involvement of consumers and families.10

Results of a recent naturalistic study on the use of
the novel antipsychotic risperidone in public psy-
chiatry suggest that medication practices are not
uniform and consistent over time.11 In a 1-year
study, patients randomized to receive risperidone or
an older antipsychotic spent an average of 100 days
without medication. Although noncompliance may
have influenced these results, these findings never-
theless speak to the not-infrequent practice of
patients repeatedly being switched from medication
to medication in different services and settings,
resulting in long periods without treatment and
“falling through the gaps.” The risperidone-treated
group had fewer days off medication, suggesting that
the attention to care during pharmacotherapy with
newer drugs may partially alleviate these gaps, but

that they will persist without major structural
changes in our system. Similar discontinuities have
been described elsewhere.12

Information from a recent consumer survey of
170 individuals with serious mental illness also illus-
trates the limited real impact of current treatment.13

More than 50% of those individuals surveyed report-
ed that they still experienced substantial distress in
their lives. Significantly, fewer than 10% of individu-
als felt that their symptoms had abated with phar-
macologic treatment.

. . . DEFINING QUALITY CARE FOR
SCHIZOPHRENIA . . .

The lack of consensus regarding the treatment of
mental illness is a recognized problem. Efforts to
define an appropriate standard of care for schizo-
phrenia have been enhanced by the recent appear-
ance on the Internet of practice guidelines.14-20

Clinical practice guidelines, systematically devel-
oped recommendations for the treatment of speci-
fied disorders, have been developed by numerous
groups to improve standards of care and outcomes in
real-world settings.21-23 Although practice guidelines
exist for a variety of conditions including both acute
and chronic disorders, guidelines may be of particu-
lar benefit for seriously mentally ill populations who
obtain most of their care from the public sector.
Practice guidelines identify illnesses that are costly
to treat and for which there are optimal interven-
tions, or best practices. Best practices may be iden-
tified via consensus or survey of leading experts or
authorities in the field, or they may represent a dis-
tillation of the scientific literature into specific clin-
ical recommendations.

The process of guideline development for treat-
ment of schizophrenia is described in varying
degrees of detail in the articles about the guidelines
cited below, or in related publications. In all cases, a
core group of experts shape the content of the guide-
lines, directly or indirectly. The development
processes differ in the extent to which they arrive at
consensus through direct interactions, averaging
independent responses, or inviting outside com-
ments. In one case (the Texas Medication Algorithm
Project [TMAP]), the intended clinician users of the
algorithm had direct input into its develop-
ment.20,24,25 (Miller AL, Chiles JA, Chiles JK et al.
submitted for publication.) In most cases, potential
users have the opportunity to comment on the
guidelines before their implementation or publica-
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tion. Actual differences between guidelines seem
more related to time of development (ie, which
antipsychotics were available) and where they were
developed (see below).

Some guidelines focus on medical necessity as a
tool to manage costs. By standardizing the most
cost-effective best practices, quality improvement
and medical care costs are optimized. This is impor-
tant in public sector care settings, where there is
intense pressure to increase quality and serve more
individuals while resource support is often extreme-
ly limited. 

Rationale for Guidelines 
Over the past several years there has been a pro-

liferation of guidelines and algorithms for the treat-
ment of the major psychiatric disorders. The condi-
tions that have created a demand for systematic
approaches to treatment of these illnesses are
described below. 

First, there has been a major expansion in choic-
es of medications for schizophrenia since 1990. As
these choices have increased, the utility of having
an algorithm also has increased. In the aggregate,
these new medications represent distinct improve-
ments over older treatments in efficacy and tolera-
bility, and they cost more. They are attractive to
clinicians and patients, and their widespread use
has major budgetary effects.

Second, there is evidence that practitioner vari-
ability in treating schizophrenia is substantial and
often deviates considerably from best practices. In
addition, many systems have not been budgeted for
the increased costs of the new antipsychotics and
have developed their own guidelines to restrict use
of these medications to patients with specified
diagnoses or medication histories. As a result,
there is a perception that failure to have guidelines
will have a negative impact on outcomes, budget,
or both.

Third, there are cost, tolerability, safety, and effica-
cy differences among antipsychotics for schizophre-
nia—all of which can be used to create a hierarchy of
choices. There must be some basis for prioritization of
choices if medication guidelines and algorithms are to
be meaningful. It is worth noting that all of the current
guidelines for schizophrenia were developed on the
basis of perceived benefits of the medications to
patients, without reference to their costs. When
medication costs (acquisition and prescription) alone
are used as a basis for prioritizing treatments, without
regard to pharmacoeconomic issues, the sequence in
which the medications are used is likely to be radical-

ly changed. The critical question with regard to cost,
however, is cost effectiveness, not cost per se.

Fourth, more than 90% of the care of patients with
schizophrenia is delivered through public healthcare
systems that employ or contract with groups of
physicians. These organizations are able to specify
treatment regimens for schizophrenia and can
encourage their use or even make them mandatory.

Characteristics of Guidelines 
Table 2 shows 7 different guidelines that have been
developed for the management of schizophrenia.
Some are intended to be comprehensive; others
focus mainly on medications. Algorithms, in the
continuum of guidelines, attempt to clearly identify
choice points and make the alternatives at these
choice points very explicit. Most guidelines have
reached practitioners by being published in med-
ical journals. Two (Veterans Administration and
TMAP) have been distributed directly to practition-
ers by the developers of the guidelines.19,20

There are a number of differences between the
guidelines, but many of these differences can be
explained by examining the time frame in which
they were developed. Taking into account the lag
time from guideline development to publication, the
only guideline that does not identify the available
newer antipsychotics as first-line treatment is the
one developed primarily by European experts.18 

The lag time between guideline development and
dissemination raises an important issue. If it is the
intent of the developers of each guideline that clini-
cians receive guidance about the place of all proven
treatments, how can they keep the guidelines current
when the interval between approval of new drugs
approaches the interval between manuscript submis-
sion and publication? One approach to this problem
is discussed below.

An important practical difference between guide-
lines is the degree to which they specify parameters
such as sequence of medications, doses, duration of
treatment, drug titration schedules, and response cri-
teria. There is an obvious tension between the need
to be adequately specific and the need to allow good
clinical judgment to tailor treatments to individual
patients. The balance that is struck between being
prescriptive and encouraging individualization of
practices will depend on the target audience and the
goals of the guideline developers. The American
Psychiatric Association guidelines, for example, were
developed for all practitioners treating schizophrenia
and were not intended to serve as an operational
manual.16 The developers of the TMAP algo-
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rithms,20,24,25 (Miller AL, Chiles JA, Chiles JK et al.
submitted for publication) on the other hand, began
with the specific recommendations of the Expert
Consensus Guidelines,15 modified them to be com-
patible with the rules and realities of the Texas public
mental health system, and purposely made choices as
explicit as possible, so that physician adherence to
the algorithms could be monitored and related to
patient outcomes. Thus, an organization or system
that contemplates distributing or implementing
guidelines first must carefully define its purposes for
doing so, before selecting the “best” of the available
guidelines.

Evolution of Guidelines
The evolution of treatment guidelines is driven by

new treatments, new information about existing
treatments, and user experiences. Table 3 illustrates
some of the changes made in the TMAP schizophre-
nia antipsychotic algorithm based on (1) user expe-

riences in a pilot phase, (2) postmarketing informa-
tion about safety of olanzapine, and (3) FDA
approval of quetiapine in 1997. Users indicated that
they wanted more detailed recommendations about
many aspects of medication use. This led to creation
of a users’ manual. They also wanted the algorithm
to deal with the real-world problem of treating
patients who do not respond to or refuse to take
clozapine, even though there is a paucity of studies
on this population. In addition, the developers found
in the pilot phase that there was considerable user
variability in defining adequacy of patient response.
Hence, explicit response criteria, using clinical rating
scales, were incorporated into the users’ manual.

As noted above, the pace of new drug develop-
ment for the major psychiatric disorders, including
schizophrenia, recently has been faster than the
pace of publication of guidelines in the peer-
reviewed medical literature. In a project such as
TMAP, which aims to advise a group of practitioners
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Table 2. Schizophrenia Medication Guidelines

A = all typical antipsychotics; H= high-potency typical antipsychotics; O = olanzapine; Q= quetiapine; R= risperidone.
* Doses are specified only for atypical antipsychotics.

Expert International Patient Texas
Consensus American American Journal of Outcomes Medication

Guideline Guideline Psychiatric Pharmaceutical Psychiatry Veterans Research Algorithm
Characteristic Series15 Association16 Association17 Clinical Practice18 Administration19 Team (PORT)9 Project 324

1996 1997 1997 1997 1997 1998 June 1998

First-line medications Yes Yes Yes Yes Yes No Yes
specified

Number of steps  2 1-2 3-4 ? 2 2 3-4
before clozapine

Number of steps 0 0 0 1 0 1 2
beyond clozapine 
monotherapy

Duration of treatment Yes Yes Yes Yes No Yes Yes
specified

Doses specified Yes Yes Yes No Yes* Yes Yes

Response criteria  No No R,O No No No Yes
specified

First-line atypical  R R No R,O R R,O,Q
antipsychotics

First-line typical  H A A A A A No
antipsychotics

Nonmedication inter- Yes Yes No No Yes Yes No
ventions specified



about all currently available medication treatments
for 3 major disorders, it is not practical to wait for a
consensus about the place of new treatments to
emerge from the medical literature before develop-
ing recommendations for their use. The same con-
sideration would apply to any behavioral healthcare
organization that seeks to have its practitioners
follow specific guidelines about medication use.

The approach with TMAP has been to have the 2
experts responsible for each disease’s algorithm ini-
tiate changes once new drugs have been approved
for at least 6 months and used by at least 50,000
patients. Suggested changes are reviewed by the
TMAP management team, with informal input from
outside experts. Once approved, they are incorpo-
rated into revisions of the procedures manual.
They also are put on the TMAP Web site, so that
others who are interested in using these algorithms
in their own settings can have timely access to
information about changes without having to con-
tact the TMAP investigators.

Effect of Guidelines
The impact of guidelines can be assessed in at

least 2 different ways. First, one can attempt to look

at their influence on practitioners. How widely are
they used? How frequently are they referenced? Is
there evidence that they have influenced clinical
practice? Second, one can attempt to assess their
impact on patient outcomes. Do patients treated
according to the guidelines have different outcomes
than other patients?

Systematic studies of the impact of schizophrenia
treatment guidelines on clinical practices are lack-
ing. The American Psychiatric Association guide-
lines and Expert Consensus Guidelines are widely
referenced in articles on treatment. The results of
the schizophrenia PORT study of actual versus pre-
ferred practices have brought a new awareness of
this issue. 

Quantifying the effects of algorithm use in con-
junction with a patient and family education pro-
gram is the central goal of TMAP. In the current
phase of this program, patients being treated
according to the algorithm plus education and
patients receiving treatment as usual are being
evaluated by a broad spectrum of outcome mea-
sures. The study is due to end in mid 2000. Some of
the results of the pilot phase of this project have
been presented in abstracts.26,27 They showed that

user satisfaction was high (for both
clinicians and patients), that clini-
cal improvement was substantial,
and that full implementation of
the algorithms in this particular
system required additional per-
sonnel. Because there was no
comparison group, however,
these results must be considered
preliminary.

. . . APPROACHING REAL-WORLD
CARE . . .

Any overarching and salient
standard of care that will truly
advance the treatment of schizo-
phrenia in the real world must take
into account facts about this ill-
ness. These facts, outlined below,
define its gestalt in this decade.

Gap Between Knowledge and
Treatment

The first fact is fundamental:
knowledge of treatment has far
outstripped the application of
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Table 3. Iterations of the Texas Medication Algorithm Project (TMAP)
Schizophrenia Algorithm

O = olanzapine; Q= quetiapine; R= risperidone.

Guideline Characteristic TMAP 1 TMAP 2 TMAP 3

Published or implemented October 1996 February 1998 June 1998 

First-line medications specified Yes Yes Yes 

Number of steps before clozapine 3 2-3 3-4 

Number of steps beyond 0 2 2
clozapine monotherapy

Duration of treatment specified Yes Yes Yes 

Doses specified Yes Yes Yes 

Response criteria specified No Yes Yes 

First-line atypical antipsychotics R O,R O,Q,R 

First-line typical antipsychotics Yes No No

Titration No Yes Yes 
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treatment. The process of deinstitutionalization—
the systematic undoing of long-term, hospital-based
treatment of schizophrenia—has produced a system
of care that is inadequately funded, poorly planned,
and often executed in a disjointed fashion.

The optimal treatment for schizophrenia is not
always used in clinical practice. In many, if not
most, states this information is difficult to come by
because of poorly designed and unconnected infor-
mation management systems. For example, the
majority of local mental health centers (the corner-
stones of community care for individuals with serious
mental illness) cannot link physician data to patient
data to medication treatment data. Moreover, sys-
tems of care need to react quickly to changes in ser-
vice demographics. In the Veterans Administration,
for example, continuing deinstitutionalization has
resulted in a nearly 50% decrease in long inpatient
stays from fiscal year 1995 to 1998.28

Incarceration
Second, in our country and in our time, more and

more individuals with schizophrenia are incarcerated
in jails and prisons.29,30 More individuals with this ill-
ness are to be found in large county jails than in cor-
responding state hospitals. As hospital beds
decrease, schizophrenic patients in prisons increase
in a nearly 1:1 ratio. Although treatment in prison
has improved via federal court mandate,31 there is
little to no follow-up after these individuals are
released from prison and a high rate of recidivism. 

Comorbidity
Third, schizophrenia is an illness with a high

degree of comorbidity. Substance abuse, depres-
sion, and obsessive-compulsive disorder affect sig-
nificant numbers of individuals with schizophrenia.
These comorbid conditions increase the suffering of
the individuals who have them, and they are inte-
gral to the definition of the seriously and persis-
tently mentally ill.

The gap between provision and coordination of
services is most pronounced for those with comor-
bid substance abuse.32 These individuals, who are
notoriously difficult to engage and retain in treat-
ment, are ill served in most mental health systems
because on an administrative level the substance
abuse and mental health components are not inte-
grated.32 Service philosophies differ, and staff are
rarely trained or supported to treat substance abuse
and psychosis in tandem. This service discontinuity
persists in the face of ample clinical and research
evidence that comorbid substance abuse confers

higher risks of violence, recidivism, treatment non-
compliance, and ultimately higher cost of care
among individuals with serious mental illness.33,34

Moreover, research on the efficacy of newer medica-
tions in this subgroup is scant because these indi-
viduals have typically been excluded from participa-
tion in clinical trials. Emerging evidence suggests
that making resources and the latest treatment
advances available to this group can result in sub-
stantial clinical success.34

“Quiet” Symptoms
Fourth, most treatment systems do not seem to

do well by patients whose symptoms limit their
mobility and emotional expressiveness and whose
condition might best be described as stable but mis-
erable. They do not create a “call to alarm” by fre-
quent hospitalization, crisis visits, or boisterous
behavior. Rather, their negative symptoms (illness
based), cognitive impairment (illness or medication
based), akinesia (medication based), or all 3 lead to
an impassive state. They are no trouble, and, in a
system that responds to trouble, they go unnoticed.

High Medication Costs
Fifth, the new medications, which are clear

improvements over their predecessors, cost more.2

Their cost is moderate compared with other new
drugs (eg, new antibiotics, angiotensin-converting
enzyme inhibitors, HIV drugs), but they tend to be
seen as quite expensive compared with the older
medications (Table 4). In the Texas mental health
system, which has emphasized the use of new med-
ications,5 their cost has gone from 2% to 10% of the
cost of direct care. This fact has led to administra-
tive consternation and highlighted the problem pro-
duced by isolated budgets. Costlier yet more effec-
tive treatments can effect overall savings, but it is
often quite difficult to reroute the savings to pay for
the treatment that is producing them. 

The discontent about the prescription costs of
newer medications and about the extent to which
these treatments will “bust the budget” seems pre-
mature and misplaced because available evidence
suggests that these treatments are at least cost neu-
tral and are likely to result in cost savings with pro-
longed use over 1 to 2 years. The available litera-
ture on the cost and pharmacoeconomics of schiz-
ophrenia is thoroughly reviewed elsewhere.2,35

Inequitable Insurance Coverage
Sixth, insurance coverage and insurance formula-

ries are inequitable with respect to the ease of access



to care for individuals with serious mental illness.36

A recent analysis of patterns and access to care for
patients with schizophrenia even at the beginning of
their illness suggests considerable disparity.37

Patients with private insurance entered treatment
some 3 months earlier than individuals who lacked
insurance. They were also more likely to have
received psychotropic medications (but not antipsy-
chotic drugs) in the 6 months before hospitalization.
Such differences are not trivial, particularly in light
of an emerging consensus that a delay in instituting
pharmacologic treatment may contribute to pro-
tracted psychosis and to a subsequent inadequate
treatment response.38 Similar difficulties also are
experienced by persons with serious mental illness
in accessing appropriate services for their physical
health needs.39

Moreover, and perhaps partly as a result of the
promulgation of practice guidelines, mental health
services differ in their formulary availability and
treatment requirements for each of the newer
antipsychotics. Prior authorization from Medicaid is
still required in some states for clozapine therapy.

Some states have relegated risperidone, olanzapine,
and quetiapine to the position of third and “last-
resort” choices despite all research evidence
pointing to efficacy in treatment-responsive
patients and the current uncertainty of efficacy
in patients with severe, refractory illnesses.40,41

Managed care organizations are inconsistent in their
support for the prescription of newer antipsychotics,
and many have complicated requirements for a
failed treatment response to older antipsychotics
before one of the newer treatments is allowed. 

. . . CONCLUSION . . .

Several recommendations for the implementa-
tion of best practices in real-world settings can be
made. First, the effectiveness (and not just the effi-
cacy) of newer medications must be demonstrated
in public psychiatry settings over a reasonable
length of time to buttress available short-term effi-
cacy data from clinical trials. Second, nonpharma-
cologic approaches (cognitive behavioral therapy,
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Table 4. Prescription Costs for Antipsychotic Medications*†

*Costs are based on the average wholesale price of the oral solid dosage form; data were provided by Central Pharmacy, Ohio
Department of Mental Health.
†Comparative costs of HIV protease-inhibiting drugs (based on wholesale prices of 30-day supply to the pharmacist) are $450 (indinavir),
$667 (ritonavir), and $586 (saquinavir). 
‡Average clinical doses have, and continue to, change over time. For example, doses of risperidone have become lower over time, and
those for olanzapine have increased since FDA approval.

Average Clinical Dose‡ Low Clinical Dose High Clinical Dose

Drug How Supplied mg Cost/Day ($) mg Cost/Day ($) mg Cost/Day ($)

Haloperidol 0.5-, 1-, 2-, 5-, 10 0.04 4 0.04 20 0.12
10-, 20-mg tablets;
5-mg/mL injectable;
2-mg/mL concentrate

Clozapine 25-, 100-mg tablets 400 13.68 150 6.06 800 23.44

Risperidone 1-, 2-, 3-, 4-mg 5 7.10 2 3.16 14 9.47 
tablets; 1-mg/mL
oral solution

Olanzapine 5-, 7.5-, 10-mg 10 7.74 5 5.24 20 15.48
tablets

Quetiapine 25-, 100-, 200-mg 300 6.55 150 4.58 750 17.69
tablets



family supportive therapy, assertive community
treatment) should receive appropriate resources
and should be developed and made available as a
part of community services in a consistent manner.
Third, access to newer medications should be based
on patient assessment and needs, not on the relative
competency of the physician or the resources of the
community provider. Implementation of these rec-
ommendations requires a substantial commitment
to providing high-quality care and to finding the
necessary resources through budget reallocation,
creative partnerships, or both.

Although practice guidelines are certainly not the
Holy Grail of quality care,23 they provide a useful
template for discussing and monitoring the treat-
ment needs of persons with serious mental illness
and also the consistency of care across settings.
Having efficacious treatments is good. Using them
effectively and consistently is even better. As we
develop encompassing standards of care for schizo-
phrenia, the following issues will need particular
attention: coordination with the criminal justice
system, comprehensive treatment of comorbid ill-
nesses, outcomes based on symptoms in all
domains, and continuous and integrated collection
of data to produce rational cost justification.
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