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Medication treatment of severe mental illness has been advanced and
complicated by the introduction of numerous therapcutic agents.
Practice guidelines based on research evidence have been developed
to help clinicians make complex decisions. Studies of usual care sug-
gest an important potential role for guidelines in improving the qual-
ity of medication treatment for people with severe mental illness, The
authors review current evidence-based guidelines for medication
treatment of persons with severe mental illness. Four categories of
guidelines are described: recommendations, comprehensive treat-
ment options, medication algorithms, and expert consensus, The au-
thors note that more rescarch is needed on optimal nexi-step strate-
gies and the ireatment of patients with comorbidity and other compli-
cating problems. They discuss barriers to the implementation of
guidelines, and they observe that the potential of guidelines and algo-
rithms to promote evidence-based medication treatment for persons
with severe mental illness depends on refinement of tools, progress in
research, and cooperation of physicians, nonphysician clinicians, ad-
ministrators, and consumers and family members. sychiatric Ser-
vices 52:619-625, 2001)

guidelines is to promote the use of
effective therapeutic interventions
and reduce inappropriate variation in
clinical practice. Guideline imple-

n psychiatry, as in all branches of
medicine, an ever-expanding
range of therapeutic options is
being created. One response to this

evolving complexity has been the de-
velopment of guidelines intended to
inform and influence clinical prac-
tice, A proximal goal of practice

mentation is also expected to im-
prove outcomes and facilitate cost
management {1).

Most practice guidelines incorpo-
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rate and summarize research evi-
dence that supports their recom-
mendations. It is a formidable chal-
lenge for busy clinicians to keep up
with the high volume of research
findings. Thus an additional purpose
of practice guidelines is to dissemi-
nate research findings of direct rele-
vance to clinical practice. At the sys-
tems level, practice guidelines can
facilitate a systematic approach (o
medication management of chronic
illnesses across (reatment venues
and prescribers,

The complexity of practice, the vol-
ume of research findings, and the ad-
vent of guidelines are trends that
have become particularly gerimane to
pharmacologic ireatment of people
with severe mental iliness. During the
past 15 years, more than ten new an-
tipsychotic and antidepressant med-
ications have been approved for use
in the United States, and several new
mood stabilizers have been identi-
fied. The comparatively favorable
safety and side-effect profiles of these
agents as well as their putative thera-
peutic advantages have raised expec-
tations for improved outcomes wilh
psychiatric medications.

The availability of these medica-
tions may also contribute to greater
comfort with prescription of combi-
nations of psychotropic medications.
The proliferation of new agents and
the resulting increase in potential
medication combinations, along with
elevated treatment goals, all add to
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the importance and challenge of
defining and implementing evidence-
based psychopharmacologic practice.

Higher costs associated with new
medications and polypharmacy are a
growing concern for mental health
administrators, policy makers, con-
sumers and their families, and the
public. The question of how the im-
plementation of guidelines would in-
fluence medication costs and other
costs related to treatment and the im-
pact of illness is currently unan-
swered. Use of guidelines may reduce
costs by eliminaling ineffective prac-
tices, The more likely benefit of
guidelines is in producing greater val-
ue per health care dollar.

In this article we discuss guidelines
and algorithms as a means of address-
ing the complexity of pharmacologic
treatment of people with severe men-
tal ilinesses and disseminating rele-
vant research findings. Our definition
of severe mental illness includes psy-
chotic disorders, mood disorders, and
certain anxiety disorders—panic dis-
order, posttraumatic stress disorder,
and obsessive-compulsive disorder,
This definition is in keeping with the
substantial impairment and chronici-
ty associated with these disorders
(2,3) and the range of problems typi-
cally addressed with medication
treatment in mental health settings.
We do not review important work on
the screening and management of
anxiety and depression in primary
care seltings. We describe relevant
guidelines and discuss the nature and
limitations of the supporting evi-
dence. We then cxplore barricrs to
guideline implementation and critical
components of guidelines and make
recommendations for facilitating and
furthering evidence-based practices
in the pharmacologic treatment of
people wilh severe mental illnesses.

Overview of current

guidelines and algorithms

The current guidelines that address
pharmacologic treatment of severe
mental illness fall into one of four cat-
egories, according Lo their scope and
the stringency with which they rely on
empirical evidence: recommenda-
tions, comprehensive (reatment op-
tions, medication algorithms, and cx-
pert consensus. All of these cate-
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Editor's Note: This article is
part of a series of papers on evi-
dence-based practices being
published in Psychiatric Ser-
vices this year, Many of the pa-
pers in the series are from par-
ticipants in a national demon-
stration project, the Evidence-
Based Practices Project. The
goal of the project is to develop
standardized guidelines and
training maierials to improve
client outcomes in routine men-
tal health service settings. The
project is sponsored by the
Robert Wood Johnson Founda-
tion, the Center for Mental
Health Services, the National
Association of State Mental
Health Program Directors Re-
search Institute, and the Nation-
al Allfance for the Mentally Ill.
Mental health research centers,
state mental health authorities,
and local mental health pro-
grams in several states are par-
ticipating. Robert E. Drake,
M.D., Ph.D., and Howard H.
Goldman, M.D., Ph.D., are the
series editors.

gories are distinct from specific, high-
ly proscriptive protocols that might
be in place in some clinical settings.
Although the rccommended thera-
peutic options tend to be consistent
across the cxisting guidelines, they
diffcr in scope.

Recommendations

The first category, recommendations,
is exemplified by the Patient Qut-
comes Research Team (PORT) treat-
ment recommendations for schizo-
phrenia (4). The development of the
PORT recommendations was initially
sponsored by the U.S. Agency for
Health Care Policy and Research.
The PORT project was regionally
based; however, three research cen-
ters participated. Methods for devel-
oping the recommendations included
a literature review followed by re-
views of additional experts. Rigorous
requirements were established for ev-
idence to support revision.

The PORT recommendations are
supporied by “substantial evidence
of efficacy,” and the strength of spe-
cific supporting evidence is docu-
mented in the guidelines, The PORT
recommendations address antipsy-
chotic and adjunctive medications,
clectroconvulsive therapy (ECT),
and several psychosocial interven-
tions, Most PORT recommendations
are definitive, as embodied in state-
ments such as “antipsychotic med-
ications, other than clozapine,
should be used as first-line treat-
ment.” The PORT guidelines also
recommend use of conventional dos-
es and maintenance on continuing
treatment for at least a year for peo-
ple who respond to treatment. Cer-
tain practices, such as “loading”
medication treatment with “massive”
doses, are discouraged. Clozapine is
advocated as an approach for people
who have not experienced adequate
reduction in symploms with previous
antipsychotic medication treatment.

Comprehensive treatment options
Practice guidelines in the sccond
category have been developed pre-
dominantly by professional organiza-
tions. These guidelines are compre-
hensive in the scope of therapeutic
options presented. Thresholds for
the strength of evidence required
support recommended (reatment
options tend to be less stringent than
for the PORT treatment recommen-
dations, and these guidelines, ac-
cordingly, are less proscriptive, The
methods for developing these guide-
lines overlap with thase described
for PORT and include expert work-
ing groups, literature reviews, sec-
ondary expert review, and revision,
Guidelines developed through pro-
fessional organizations ultimately re-
quire organizational approval.
Pharmacologic treatment is ad-
dressed in detail by practice guide-
lines for the treatment of patients
with bipolar disorder (5), schizo-
phrenia {6), major depressive disor-
der (7), and panic disorder (8) devel-
oped by the American Psychiatric
Association (APA) and practice
guidelines for the treatment of post-
traumatic stress disorder (PTS) de-
veloped by the Tnternational Socicty
for Traumatic Stress Studies (ISTSS)
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{9). Except for schizophrenia and
bipolar disorder, specific psy-
chotherapics are presented as first-
line alternatives to medication, New-
er medications tend to be favored for
initial intervention; lithium for bipo-
lar disorder is the most notable ex-
ception,

The recently revised APA depres-
sion treatment guidelines also en-
dorse as first-line therapeutic op-
tions the tricyclic antidepressants
desipramine and nortriptyline, along
with sclective serotonin reuptake in-
hibitors (SSRIs) and antidepressanis
that have been marketed more re-
cently (6), The ISTSS guidelines for
PTSD give the strongest endorse-
ment to SSRIs as a first-line medica-
tion option on the basis of data sup-
porting their effectiveness and limit -
cd rescarch evaluation of alternative
treatments {9), For bipolar illness,
lithiwm or the anticonvulsant val-
proate arc endorsed for first-line
therapy (5).

Algorithms

An algorithm is a rule or set of rules
that is applied to solving a problem,
Medication algorithms are a subset
of practice guidelines, They are dis-
tinguished by an exclusive focus on
medications and by a more step-by-
step approach to clinical decisions.
The Texas Medication Algorithm
Project (TMAP) constitutes the most
extensive and comprehensive devel-
opment and implementation to date
of medication algorithms for persons
with serious mental illness. Current
projects address the trcatment of
schizophrenia, bipolar disorder, and
major depression.

TMAP was initiated by the Texas
Department of Mental Health and
Mental Retardation in collaboration
with a consortium of Texas academic
medical centers. The development
of the TMAP algorithms incorporat-
ed expert panels, literature review,
and consensus conferences. Devel-
opment has also incorporated con-
sumer input and revisions solicited
from academic and nonacademic cli-
nicians. Field-testing to evaluate
clinical and economic impact is un-
der way, principally in the public
mental health system of the state of
TFexas (10,11).

The Texas Implementation of
Medication Algorithms (TIMA) is
the practical, clinician-targeted im-
plementation of TMAP. TIMA and
TMAP user manuals are available on
the Internet (www.mhmr.stale.ix.us/
centraloffice/medicaldirector/tima or
tmap}, and outlines and summarics
have been presented in the litera-
ture, All the presentations feature
flow diagrams that provide recom-
mendations linked to specific stages
of treatment. Like other practice
guidelines described in this paper,
TMAP recommends a range of stage
1, or first-line, treatment initiation
strategics without prioritizing among
them, For the treatment of unipolar,
nonpsychotic major depression,
stage 1 options are the “new-genera-
tion™ antidepressants (11); for mania,
stage 1 options are lithium and one
of two antliconvulsants (12). All of
the atypical or novel antipsychotics
other than clozapine are recom-
mended for the initial treatment of
schizophrenia (13}, Adeguate re-
sponse dictates continuation of stage
1 therapy.

The most notable aspect of TMAP
may be the degree of elaboration of
stepwise strategies for partial re-
sponse, nonresponse, or medication
intolerance, Stage 2 and subsequent
stages comprise sequences of alterna-
tive medication treatment options,
Staging for inadequate responders ul-
timately leads to recommendations
such as clozapine, ECT, or combina-
tions of medications. Initial stages of
treatment usually feature monothera-
Py, except for the treatment of bipolar
and psychotic depression. In addition
to presenting the algorithms, TIMA
and TMAP documents include infor-
mation on dosing, side-effect profiles,
and the tools used for assessment and
monitoring as well as consumer edu-
cation material.

Expert consensus guidelines

The fourth category, expert consen-
sus guidelines, is quite distinct from
the categories previously considered.
Recommendations are based on the
results of surveying a relatively broad
array of experts in the (reatment of
the condition in question and do not
rely directly on analysis of the re-
search literature. The stated purpose
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of this approach is to supplement
“the first generation of treatment
guidelines,” and its rationale is that
research literature sometimes does
not adequately address critical points
for treatment decisions (14). Expert
consensus guidelines for the treat-
ment of schizophrenia (15), bipolar
disorder (16}, obsessive-compulsive
disorder (17), agitation in older per-
sons with dementia (18), and PTSD
(19) have been published as supple-
ments in journals and are available on
the Internet (www.psychguides.
com). Statistical results of question-
naire-based surveys addressing the
appropriatencss of interventions for
different stages of treatment are pre-
sented, along with guidelines synthe-
sized from the survey results,

Other efforts

Additional examples that illustrate
the scope of emerging guidelines rel-
cvanl to pharmacologic treatment in
psychiatry include the recent imple-
mentation of guidelines by the U.S.
Department of Veterans Affairs for
screening, referring, and managing
depression among persons with and
without PTSD and substance abuse
and for wreating psychosis (see www,
va.gov for more information). The
Canadian Psychiatric Association has
developed practice guidelines for
the treatment of schizophrenia that
have an emphasis similar to that of
the APA guidelines (20). Guidelines
developed by the American Acade-
my of Child and Adolescent Psychia-
try for the treatment of disorders
presenting in children and adoles-
cents address therapeuntic modalities
comprehensively and provide rec-
ommendations about the role of
medication (21). Texas now has a
children’s medication algorithm
project (CMAP) that addresses the
use of medication for childhood and
adolescent depression and attention-
deficit hyperactivity disorder and co-
morbid disorders (22}.

Nature and limitations

of the evidence

Muost guideline documents include a
critical appraisal of the quality of sup-
porting evidence for each recontmen-
dation. The highest lcvels of confi-
dence are assigned to recommenda-
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tions supported by multiple random-
ized controlled clinical trials, Grada-
tions of confidence are generally rat-
ed on considerations that include the
number and quality of research stud-
ies and the consistency of findings.
Recommendations made with high
confidence arc those that arc based
on evidence supporting the efficacy
of first-line acute treatments for
schizophrenia, mood disorders, and
most anxiety disorders as well as on
evidence supporting the role in re-
lapse prevention of continualion of
these treatments. In recent guide-
lincs, the newer psychotropic agents
are preferred as first-line agents.
Their use is justified principally by
their safety and tolerability profiles.
First-line use of the newer antipsy-
chotic medications may also offer ad-
vantages in the areas of negative
symploms and cognition. However,
as experience with newer agents has
accumulated, their advantages have
been debated, and unforeseen risks,
such as weight gain, have been iden-
tified. As Miller and associates con-
cluded in their review (23), clozap-
ine is not considered a first-line op-
tion because of safety concerns and
monitoring requiremernts,
Recommendations for next-step
strategies for patients who respond
only partially or who do not respond
to these agents and recommenda-
tions for reating patients with com-
plex comorbidity often rely on more
limited rescarch evidence, such as
open studies and case series, and on
expert opinion. Most recommenda-
tions for treatment-resistant patients
with severe mental illness are not
guided by a strong research basc.
There are a few notable exceptions,
The utility of clozapine for trealing
persons with schizophrenia who do
not respond adequately to traditional
antipsychotic agents has been estab-
lished by controlled trials that fea-
tured prospective determination of
treatment nohresponsiveness (24).
Similar studies were not reguired
for the approval of risperidone, olan-
zapine, and quetiapine by the U.S,
Food and Drug Administration
(FDA), and such studies are just be-
ginning to appear in the literature.
Available studies of these novel an-
tipsychotic medications provide
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more limited support (25) or are not
supportive (26) of efficacy when the
initial treatment strategy is ineffec-
tive. In addition, in these studies,
treatment refractoriness is usually
defined in the context of traditional
antipsychotic medications., Because
atypical antipsychotics are now being
used as first-line agents, research is
needed to evaluate next-step strate-
gies for patients who are treatment
resistant to atypical antipsychotics.

For patients with depression who
are unresponsive or partially respon-
sive to initial (reaiment, extensive
evidence supports a reasonable
probability that patients who have
not adequately responded to or tol-
erated some agents will respond to
others (27). The best-studied med-
ication strategy for refractory major
depression other than switching
agents is lithium augmentation—the
addition of lithium to existing treat-
ment. The TMAP algorithms recom-
mend lithium augmentation before
augmentation with other medica-
tions and before combination strate-
gies (11). It is not known how lithi-
um augmentation compares with al-
ternative strategies that may current-
Iy be more popular, such as the addi-
tion of bupropion to an SSRI, an in-
tervention that is mainly supported
by a theoretical rationale and uncon-
trolled observations (28),

Some widely used strategies for
augmenting antidepressant response
have not withsteod the test of a ran-
domized controlled trial (29,30).
Other next-step strategies for the
treatment of mood disorders that are
supported by reasonable evidence
include combinations of mood stabi-
lizers in bipolar disorder (31) and
BCT. ECT, which is considered
more invasive than pharmacclogic
treatment, is a well-established ap-
proach to treatment-refractory mood
disorders (32).

There are other categories of se-
vere mental illness in which medica-
tion treatment is often used but is
generally understudied. For exam-
ple, research evaluating medication
treatment for PTSD is limited but is
gaining momentum. A large study
that showed the efficacy of sertra-
line, an SSRI, in the trcatment of
PTSD recently led to FDDA approval

of the addition of PTSD to sertra-
line’s on-label indications (33). Few
studies have examined second-line
medication strategies and treatment
of comorbid presentations that
would be highly relevant to clinical
practice. To our knowledge, some
evidence has not yet been synthe-
sized into guidelines. This evidence
supports the apparently common
practice of pharmacologically targel-
ing mood symptoms and impulsivity
in borderline and other severe per-
sonality disorders (34,35). The ra-
tionale for much of the prescribing
for patients with a dual diagnosis—
severe mental illness co-occwring
with a substance use disorder—is ex-
trapolated from studies of non-sub-
stance-abusing populations. Studies
that specifically address efficacy and
safety in younger populations are
sorely nceded as the use of psy-
chotropic medications by children
and adolescents increases (36).

Conformance of usual care

We are unaware of any published re-
ports showing the impact on treat-
ment outcomes of implementing
pharmacologic treatment guidelines
in mental health settings, However,
a {ew studies have evaluated how
closely usual care resembles that
suggested by guideline recommen-
dations, The PORT project included
a survey of usual care for pcople
with schizophrenia from geographi-
cally diverse public-sector settings.
The rates at which usual practice
conformed to medication recom-
mendations varied. Antipsychotic
medication was prescribed for 89
percent of inpatients and 92 percent
of outpatients, Prescriptions con-
formed to dosage recommendations
for 62 percent of the inpatients but
for only 29 percent of the outpa-
tients, Rates of use of adjunctive
agents in cases in which they appear
to have been therapeutically indicat-
ed ranged from 14 1o 41 percent, de-
pending on the setting (37).

Using criteria derived from the
PORT recommendations, Young
and associates (38) evaluated the ad-
equacy of treatment for patients
with schizophrenia in two large pub-
lic mental health settings in Los An-
geles in 1996, Inadequate treatment
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was defined as the presence of ci-
ther significant side effects or unre-
solved symptoms, with no attempt
imade to alter medication therapy. At
the two sites, the rates of inadequate
treatment not attributable Lo patient
factors were 28 percent and 16 per-
cent, respectively, Use of the atypi-
cal or novel antipsychotics available
at the time, clozapine and risperi-
done, was low (38},

Published studies, however, may
not adequately capture the evolving
landscape of pharmacelogic treat-
ment of severc mental illness. In
keeping with recent guideline rec-
ommendations, treatment with atyp-
ical antipsychotic medications ap-
pears to be becoming the modal
therapy for schizophrenia. A recent
analysis used data from a Medicaid
prescription database for the State
of New Hampshire to identify a co-
hort of persons diagnosed as having
schizophrenia (39). Prescription of
atypical antipsychotic medications
other than clozapine rose from 18
percent in 1995 to 54 percent in
1999, Clozapine use remained sta-
ble at 26 percent.

Concurrent prescription of two or
more anlipsychotic medications ap-
peared to be a related trend (Clark
RE, Mellman TA, Bartels 8], et al,
unpublished data, 2001). Rates of
coprescription of antipsychotics rose
from 6 percent in 1995 to 24 percent
in 1999, In most cases, the duration
of coprescription exceeded that ex-
pected during a straightforward
medication switch—that is, cross-ta-
pering. Further rescarch is nceded
to provide an understanding of the
course of treatment, the rationales,
and the outcomes associated with
this and other common forms of co-
prescription. The practice of copre-
scribing appears more common than
would be expected if practice con-
formed to TMAP and other medica-
tion guidelines, which place combi-
nations of antipsychotic medications
at or near the last step of their rec-
ommendations,

Barriers to implementation

The findings discussed here suggest
that implementation of guidelines
can improve the quality of medica-
tion treatment for people with schiz-

ophrenia. It seems likely that the sit-
uation is similar for the usual treat-
ment of other severe psychiatric dis-
orders. For implementation to be
successful, the effort must address
potential barriers. Implementation
of medication guidelines as well as
barriers to implementation can be
conceptually divided into two cate-
gories, systemic and individual.

At the systemic level, there must
be a commitment to providing the
tools necessary for guideline imple-
mentation. Practically speaking, this
means providing the resources nec-
essary to implement guidelines, such
as ensuring that the recommended
medications are on the formulary

It is
our experience
that practice within
appropriately constructed
guideline parameters readily
allows for consideration of
the individual and for
creative, individualized
treatment
planning.

and that adequate time is provided
for required assessments. In addi-
tion, documentation forms must be
changed to facilitate recording and
review of data used in making med-
ication decisions, according to rec-
ommendations of the particular al-
gorithm or guideline being imple-
mented.

At the individual level, providers
and patients must accept the guide-
lines as a reasonable approach to
treatment that increases the likeli-
hood of successful outcomes. Expe-
rience indicates that clinicfans do
not readily adhere to practice guide-
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lines, Literature from nonpsychiatric
medicine identifies barriers to ¢lini-
cians’ adherence, including lack of
familiarity with guidelines, lack of
agreement with or confidence in
guidelines, practical limitations, and
practice inertia (39), Some clinicians
may vicw guidelines as limiting their
autonemy and creativity.

Barriers specific to clinical prac-
tice in psychiatry may complicate ef-
forts to implement guidelines, Clini-
cal histories that arc used to “siage”
patients in guideline-based treat-
ment may be inaccurate when ob-
tained from patients with scvere
mental illness, who may have symp-
toms that limit their ability (o report
their past treatiment responsc ade-
guately and for whom cellateral in-
formants may be lacking. Psychia-
trists and other treatment staff as
well as patients and family members
may be resistant to switching med-
ications when the patient has a histo-
ry of violence toward self or others or
has gotten worse after previous med-
ication changes. In many public-sec-
tor settings, patients who are consid-
ered stable by the treatment (cam
continue to experience disabling
symptoms. Because switching med-
ications involves some risk of behav-
ioral deterioration, treatment {eams
may forgo attempts to treat remain-
ing symptoms in order to maintain
the status quo.

Consumers and family members
may fear that guidelines represent a
dehumanizing trend in health care
that limits consideration of individu-
ality. Although this cencern is under-
standable, it is our cxperience that
practice within appropriately con-
structed guideline parameters readi-
ly allows for consideration of the in-
dividual and for creative, individual-
ized treatment planning. Guideline
materials developed for consumers
and their families can help them un-
derstand the rationale for current
medication treatments and can serve
as tools for initiating discussion of al-
ternative considerations, thereby pro-
moting shared decision making,

Critical components, current
applications, and future issues
Discussions of evidence-bascd prac-
tice for nonpharmacclogic treat-
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ments, including papers previously
published and those projected for
this series, emphasize implementa-
tion of underused effective practices,
1o contrast, pharmacologic treatment
is accepted by most treatment
providers and does not appear to be
generally underused in the usual
treatment of people with severe men-
tal illness. Our emphasis is on using
medication treatments that are evi-
dence based and, whenever possible,
on using them in sequences suppori-
ed by research—that is, in confor-
mance with the principles delineated
in the guidelines and algorithms dis-
cussed in this paper,

What practices are needed for
pharmacologic treatment for people
with severe mental illnesses to con-
form to evidence-based principles?
First, the clinician must make an ac-
curale diagnosis and specify targel
symptoms and their initial severity.
Second, the clinician should choose a
medication and dosage range sup-
ported by the research evidence for
the condition and target symptoms in
question.

Third, the clinician should monitor
changes in symptoms and the occur-
rence and tolerability of side effects,
Determining adequacy of response
and tolerance of side effects requires
clinical judgment. Use of systematic
rating instruments can make these
determinations more precise. Deler-
mining appropriate thresholds to de-
fine adequate versus inadequate re-
sponse is an important focus for con-
tinuing investigation.

Fourth, if medications arc not tol-
erated well or symptoms do not re-
spond after a trial of adequate dura-
tion, the clinician should consider
strategies recommended by the ill-
ness-specific guidelines, such as rais-
ing the dosage, changing to another
efficacious medication, or using an
augmentation strategy. Fifth, similar
approaches should be used to address
co-oceurring syndromes. Finally, the
clinician must critically evaluate a pa-
tient’s response to coadministered
medication treatments—augmenta-
tion and combination strategies—and
atlempt to discontinue medications
that have not improved the therapeu-
tic response,

Although these principles may
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seem self-evident, it is not clear that
they are routinely applied in many
practice settings. The guidelines and
algorithms present options for imple-
menting evidence-based medication
treatment, For example, the more
proscriptive nature of the PORT
guidelines leads to identification of
tregtments that do not conform to the
usually recommended practices. In
our view, given the present state of
knowledge, it would not be appropri-
ate to uniformly prohibit treatment
approaches that do not conform to
medication guidelines. Rather, many
nonconforming practices might be
held to greater scrutiny and standards
for justification,

TMAP offers clinicians a conven-
ient, comprehensive elaboration of
next-step alternatives. The recent de-
velopment of consumer-oriented ma-
terials is a promising approach (o fa-
cilitating clinician-consumer diatogue
and shared dccision making (41).

The ultimate utility of guidelines
and algorithms for promoting evi-
dence-based medication treatment
for people with severe mental illness
depends on continuing refinement of
guideline 1ools and progress in re-
search. The likelihood that a busy cli-
nician will refer to guideline material
is greatly enhanced by cificient access
to the information, ideally during the
clinical encounter itself. The litera-
ture on guideline implementation in
nonpsychiatric medicine suggests
that computerized tools for tracking
clinical data and providing informa-
tion offer advantages (41). The guide-
lines discussed in this paper address a
range of problems from various per-
spectives. Tools that distill and syn-
thesize key clements to educate clini-
cians and consunmers should enhance
guideline implementation, One worth-
while goal may be to integrate tools
that apply to different disorders,
which may facilitate comprehensive
application of guidelines in public
mental health settings.

Further development and dissemi-
nation of practical assessment and
tracking tools would advance the im-
plementation of evidence-based pre-
scribing. Clinical decisions about
changes in treatment after the initial
intervention hinge on judgments of
the adequacy of response. In research

settings, diagnosis and therapeutic re-
sponse are determined by systematic
assessments with standardized tools.
Although it is reasonable to apply
some of the available rating instru-
menls in clinical settings, others can
be complicated and time-consuming.
Research is needed to establish the va-
lidity of pared-down, elinician-friendly
rating instruments. For assessment
and tracking tools to be more widely
accepted outside of research settings,
they should not substantially increase,
and ideally would decrcase, the bur-
den of documentation.

Research in these areas can better
inform the next generation of guide-
lines and algorithms. We hope that the
current prioritization of effectiveness
research (42) will address the more
critical gaps in current evidence.

Conclusions

The potential for guidelines to im-
prove care ultimately depends on the
acceptance and commitment of ad-
ministrators, consumers, and mem-
bers of the treatment team, Success-
ful implementation of guidelines re-
quires administrative support and
motivated prescribers. Nonphysician
members of the treatment team have
a critical role in monitoring medica-
tion compliance, affecting patients’
and families' attitudes toward changes
in treatment, and providing critical
feedback to prescribers about a pa-
tient’s ¢linical state and treatment re-
sponse. Consumers and their family
members must have an active role in
discussing therapeutic options, initi-
ating changes, and providing feed-
back about treatment response,
Achieving the potential of improved
quality of care through the use of
medication guidelines founded on ev-
idence-based practices requires cal-
laboration between policy makers,
administrators, providers, and con-
sumers of psychiatric care. ¢
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Treatment in Psychiatry begins with a hypothetical case ilustrating a problem in current clinical practice. The authors
review current data on prevalence, diagnosis, pathophysiology, and treatment. The article concludes with the authors'
treatment recommendations for cases like the one presented,

Schizophrenia and Co-Occurring Substance Use Disorder

Alan 1, Green, M.D.

How commonly does schizophrenia co-
occur with substance use disorder?

Robert E. Drake, M.D., Ph.D.

Mary F. Brunette, M.D.
Douglas L, Noordsy, M.D.

A 29-year-old Caucasian man was

brought to the emergency department
by the police after he was found wander-
ing barefoot through the snow on Main
Street. The police had been called after
passers-by reported that the man
seemed intoxicated and was acting
strangely. When an officer approached
the man, he became belligerent and agi-
tated and angrily exclaimed that they
had no reason to question him. Using
some force, the police brought him to
the emergency department. The psychia-
trist who interviewed him noted a strong
smell of alcahol and signs of psychosis;
the man demonstrated a clear thought
disorder, and he appeared to be re-
sponding to internal voices. A physical
examination was unremarkable. His
urine was positive for cannabis by dip-
stick test, and an alcohol breath test was
positive, Given the absence of further in-
formation about him, the patient was ad-
mitted to the crisis service, where he
promptly fell asleep. Four hours later, he
was less intoxicated. A history was ob-
tained and a mental status examination
was performed, As far as could be deter-
mined, he had been receiving treatment
at a local mental health center, but he
had stopped taking his medication (ris-
peridone) 4 weeks earlier and had re-
lapsed to heavy use of alcohol and can-
nabis. During this period he had been
essentially homeless, a situation that pre-
sented increasing difficulty for him given
the recent cold weather and snow.

What are the implications of substance
use for the course of the psychosis?
What do we understand about the basis
of the co-occurrence of substance use
disorder and schizophrenia? How best
can a psychiatrist work with this type of
a patient? What medications are most
likely to be helpful?

Overview of Schizophrenia and Co-
Occurring Substance Use Disorder

This patient presents with a “dual disorder,” most likely
schizophrenia and co-occurring alcohol and cannabis use
disorders. This is not an uncommon clinical scenario. The
literature suggests that nearly 50% of patients with schizo-
phrenia have a co-occurring substance use disorder, most
frequently alcohol and/or cannabis {at & rate about three
ttmes as high as that of the general population) (1), Pa-
tients with dual diagnoses are highly prone to adverse out-
comes in several domains: increased symptom severity;
increased rates of hospitalization, infectious illnesses, vic-
lence, victimization, homelessness, and nonadherence to
medication; and poor overall response to pharmacoeloglc
treatinent (1), Co-occurring substance use disorders con-
tribute substantially to the financial costs and emotional
burdens of schizophrenia—for patients, their families,
and the mental health system,

The co-occurrence of schizophrenia and substance
use disorder is nol seen only in patients with chronic ill-
ness. Rates of cannabis use disorder as high as 53% have
been reported in some studies of patients with first-epi-
sode schizophrenic psychosis (2), and cannabis use has
been associated with an earlier age at onset of schizo-
phrenia (2), an elevated risk of developing psychosis (3),
and a higher relapse rate after remission of acute psy-
chotic symptoms in the first episode (4). Strategies to
help patients decrease substance use both in their the
first episode and over the course of their illness are es-
sential if we are to achieve optimal outcomes for patients
with schizophrenia.

This article is featured in this menth’s AJP Audio, and is the subject of a CME course.
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Theories on the Co-Occurrence of
Schizophrenia and Substance Use Disorder

A number of theories have been advanced to explain the
elevated prevalence of substance use disorder in people
with schizophrenta (5, 6). First, some authors have pro-
posed neural diathesis-stress models, which suggest thata
neurcbiologic vulnerability interacts with environmental
stressors (such as substance use} in vidnerable individuals
to precipitate the onset of schizophrenia or relapse of psy-
chosis (7). Suppeort for this model has been found in studies
indicating that substance abuse is associated with an earlier
age at onset of schizophrenia (2, 3), the

use may modulate this dysfunctional brain reward cir-
cuitry by producing an increase in the neuronally based
signal detection of these dopamine-tich systems (15),
Thus, the basis of the use of these substances may be re-
lated to the difficulty these patients have in experiencing
“normal” levels of reward from the environment and to
the ability of substances of abuse to ameliorate this reward
circuitry deficit (6, 12).

Detection of Substance Use Disorders in
Patients With Schizophrenia

Co-occurring substance use disorders are often under-
detected and undertreated in mental

recent finding that use of cannabis by
adolescents who have the "high out-
put” catechol O-methyltransferase
polymorphism (Val/Val) is associated
with a higher risk of developing psy-
chosis in young adulthood (8}, and evi-
dence that patients with schizophrenia
experience negative clinical effects,
such as relapse, after using small quan-
tities of substances of abuse (9), Pa-
tients with schizophrenia thus appear
to have a heightened vulnerability ro
the effects of psychoactive substances,

“The literature suggests
that nearly 50% of
patients with
schizophrenia have a co-
occurring substance use
disorder, most frequently
alcohol and/ior
cannabis.”

health settings, where the traditional
separation between mental health
and substance use training programs
and service delivery systems results in
a lack of knowledge about co-cccur-
ring disorders and a seemingly incon-
sistent commitment to the treatment
of the substance use component,
Given the substantial lifetime vulnera-
bility of patients with schizophrenia to
substance use disorder, this situation
is clearly problematic. Clinicians must
keep possible substance use clearly in

with relatively modest levels of alcohol
and drug use leading to acdverse consequences,

Second, the accumulative risk factor hypothesis (5} sug-
gests that people with schizophrenia may have a greater
risk of substance use disorder because of the cumulative
effects of poor cognitive, social, educational, and voca-
tlonal functioning as well as poverty, victimization, and
expostire to deviant and/or substance-using familial and
social environments, all of which are known risk factors
for substance abuse, While this model has strong face va-
lidity, research has not yet tested whether the accumula-
tion of these risk factors underlies the higher rates of sub-
stance abuse in patients with schizophrenia.

Third, the self-medication hypothesis (see reference 10,
for example) proposes that patients with schizophrenia
use substances in order to reduce symptoms of the disor-
der or to lessen the side effects of antipsychotic medica-
tions. While this model has some commonsense appeal,
most studies have reported no relationship or only a im-
ited relationship between substance use and either posi-
tive or negative symptoms or medication-induced ex-
trapyramidal side effects (see reference 11, for example).
Studies demonstrating elevated rates of substance use dis-
order among patients with first-episode psychosis before
any exposuire to antipsychotic medication further argue
against this hypothesis (2.

CQur group (6, 12) and Chambers and colleagues (13)
have proposed an alternative model, that of reward cir-
cuitry dysfunction. Animal and human studies indicate
that the brain areas thaught to be dysfunctional in schizo-
phrenia are part of the depamine-mediated brain reward
circuitry (14). In patients with schizophrenia, substance

2 ajp.psychiatryoniine.org

mind when evaluating and treating
patients with schizophrenia, Screening and assessment
can be aided by the use of standardized measures, espe-
cially instruments specifically developed for patients with
severe mental illness, such as the Dartmouth Assessment
of Life Style Instrument for Screening |16; http://
dms.dartmouth.edu/pre/instruments/dali.pdf); the Alco-
hol Use Scale and the Drug Use Scale (17); and the Stage of
Treatment Scale for ongoing assessment (18, 19). The key
ingredient, however, is for clinicians to be alert to the po-
tential for substance use when working with patients who
are unstable, Taking note of behaviors consistent with
substance abuse—for example, freguent missed appoint-
ments, poor medication adherence, and financial or legal
problems—and obtaining collateral information from
family members, case managers, and significant others
can be of great help. Honest reporting of actual use is most
likely to occur If the clinician establishes a nonjudgmental
therapeutic alliance when assessing a patient who may
have a co-occurring substance use disorder,

Treatment and Management

Integrated Treatment

More than 50 controlled studies have established the
importance of integrating the treatment of patients with
co-occurring disorders—in essence, overcoming the prob-
lems inherent in the separate systems of care for these in-
dividuals (20). While the philesophical approaches of sub-
stance use treatment programs and communitly mental
health centers may differ, patients with co-oceurting dis-
orders need to be treated in a coherent manner, ensuring

Am | Psychiatry 164.3, March 2007




that they receive the same message from all clinicians
about the importance of treatment for both their mental
illness and their substance use, Programs that coordinate
pharmacotherapy, psychosocial treatments, and sub-
stance abuse counseling into a single comprehensive
package are most likely to have good treatment oufcomes.
Integrated treatment programs for dual-diagnosis pa-
tients should include staged interventions tailored to the
patient’s motivation for change (e.g., the use of assertive
outreach (o engage patients in treatment and moftiva-
tional interviewing techniques to develop motivation fo
address substance use); comprehensive services {(e.g.,
medication management, rehabilitation, and social sup-
port interventions); and a long-term perspective, since re-
lapse is a common occurrence. One such well-described
treatment program, integrated dual disorder treatment
(21}, involves mukltidisciplinary teams to provide a truly in-
tegrated level of care, The teans often include clinical case
managers, who may serve as individual, group, or family
therapists, as well as psychiatrists and other medical staff,
One of the keys to success in such treatment strategies lies
in ensuring that patients have access to residential ser-
vices and vocational supports, which the majority of these
patients need.

Patients with co-occurring disorders benefit from stan-
dard psychosocial interventions, such as assertive com-
munity treatment and supported employment, just as
other patients do, but these interventions have a minimal
impact on their substance use disorder. The specific inte-
grated interventions that consistently reduce substance
abuse inclede group counseling with cognitive behavior
and motivational components (22), contingency manage-
ment (23), and, for patients who do not respond to less in-
tensive interventions, long-terin residential programs
{24). With treatment, the majority of these patients will be-
come abstinent over time, but incarceration, homeless-
ness, infection with hepatitis C and HIV, and early mortal-
ity are clear risks for those who do not become abstinent.

Pharmacologic Management

Antipsychotic Medication. While some controversy ex-
ists on the optimal antipsychotic medication for patients
with schizophrenia, there is a general consensus that the
first-generation (conventional) antipsychotics are not
particularly helpful in the treatment of patients with
schizophrenia and substance use disorder. Studies over
many years have documented a high rate of substance use
disorder in schizophrenia patients who have been treated
with these agents and have shown that patients with dual
diagnoses experience a more difficult course of illness
when treated with these medications compared with
schizaphrenia patients who do not have a co-oceurring
substance use disorder. Several investigators have sug-
gested that conventional antipsychotics may actually pre-
cipitate or worsen the abuse of substances in patients with
schizophrenia (reference 25, for example), The data sug-
gesting that haloperidol may increase cigarette smoking in
patients with schizophrenia are often cited to highlight the

Am ] Psychiatry 1643, March 2007
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problems associated with the use of conventional antipsy-
chotics in these patients (26).

Injectable Antipsychotics. Given the poor treatment
adherence that is characteristic of patients with schizo-
phrenia and co-occurring substance use disorder, it is not
surprising thai long-acting injectable conventional antip-
sychotics have often been used in these patients to en-
hance controt over psychosis, Data on the efficacy of these
medications are sparse, however. One unblinded study
(27) suggests that the long-acting injectable second-gen-
eration antipsychotic risperidone may be of greater value
than long-acting injectable conventional antipsychotics
in these patients.

Atypical Antipsychotics, In contrast to concerns that
conventional antipsychotics may worsen substance abuse,
a number of (still preliminary) studies suggest that some of
the second-generation {atypical) agents may be helpful for
these patients (see reference 28 for detailed review). For ex-
ample, there have been reports that for patients freated
with clozapine and olanzapine, overall cutcomes during
treatment are as good among those who have a co-occur-
ring substance use disorder as those who do not, Some re-
searchers have suggested that the lower Incidence of neuro-
logic side effects produced by the atypical antipsychotics,
along with the possibility that these agents may be more
likely to decrease negalive symptoms, make them a logical
choice for patients with co-occurring substance use disor-
der (even though parameters of the metabolic syndrome
must be monitored while using these agents),

Regarding nicotine, several controlled studies (refer-
ence 29, for example) have indicated that smoking cessa-
tion interventions may be more effective in patients with
schizophrenia who are treated with atypical rather than
conventional antipsychotics. McEvoy and colleagues pro-
spectively studied patients switching from conventional
antlpsychotics to clozapine and observed spontaneous re-
ductions in cigarette smoking, in both a small (N=12) and
a larger (N=55) group of patlents (review in reference 28).

A substantial portion of the available data concerning
the effects of atypical antipsychotics on substance use in
pattents with schizophrenia is from clozapine studies, Ini-
tially, case reports and series noted reduced use {with [re-
quent abstinence) and reduced craving for substances
while taking clozapine. Two retrospective surveys of ap-
proximately 35 patients each {one by our group) reported
significant reductions in use of alcehol and other sub-
stances. These findings were supported by data from a
prospective trial indicating that 11 of 16 patients (70%)
with co-occurring substance use disorder and schizophre-
nia reduced or stopped using substances during a 12-week
prospective trial of clozapine (review in reference 28},

Our group also reported data supporting this unusual
effect of clozapine. In a naturalistic study of 151 patients
with schizophrenia and substance use disorder who were
followed longitudinally for more than 3 years (30), we
found that the 36 patients treated with clozapine were
more than twice as likely to attain full remission of alcohol
abuse than those treated with conventional antipsychot-
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ics (79% versus 34%). In a 10-year follow-up report on the
same patient sample (31}, we noted that in patients who
atlained remission, use of clozapine was associated with a
markedly reduced relapse rate over the subsequent year
(8% of the clozapine group versus 40% of the conventional
antipsychotic group). We have proposed that the effect of
clozapine on substance use in these patients is related to
clozapine's broad-spectrum pharmacologic effects (i.e., its
weak antagonism at the dopamine D2 receptor and its po-
tent blockade of the noradrenergic «? receptor, coupled
with its ability to release norepinephrine in the brain},
which result in an amelioration of the brain reward circuit
deficiency in these patients {6). However, despite the
strong suggestions these studies offer on clozapine’s po-
tential, none were prospective randomized controlied tri-
als, and thus the evidence about clozapine's value for
these patients remains preliminary.

A number of other, more recently developed atypical
antipsychotics have also been assessed in patients with
co-occurring substance use disorder, but there is even less
infermation about them than about clozapine. In a ran-
domized, prospective study comparing risperidene and
haloperidol, risperidone treatment decreased cue-craving
and substance abuse relapse in patients with schizophre-
nia and co-occurring cocaine dependence (32). However,
our group, In a retrospective study of 41 patients with
schizophrenia and co-occurring alcohol or cannabis use
disorder (33), noted that abstinence rates were consider-
ably higher among patients treated with clozapine {54%)
than among those treated with risperidone (12,5%). More-
over, a large (N=249) retrospective chart review of Depart-
ment of Veterans Affairs (VA) patients (34) found that after
confounding factors were controlled for, there were no dif-
ferences in improvement on Addiction Severity Index
scores between patients treated with atypical antipsychot-
ics (mostly risperidone and olanzapine) and those treated
with conventional antipsychotics.

Although case reporis and one open-label (rial (review
in reference 28) have suggested that olanzapine may be
associated with a reduction in substance use, results of
randomized controlled trials have been mixed. Smelson
and colleagues (35) reported reduced cue-craving and re-
duced cocaine-positive urine screens with olanzapine
compared with haloperidol, but Sayers and colleagues
(36) reported negative findings for olanzapine compared
with haloperidol, Our group reported that although the
rate of substance use appeared to decrease in patients
treated with olanzapine, the same decreased rate was ob-
served in patients treated with conventional antipsychot-
ics (see reference 28). Finally, as noted above, in the large
VA chart review, no differences were observed in improve-
ment in substance abuse measures between those taking
olanzapine or risperidone and those taking conventional
antipsychotics (34).

In two open trials, treatment with quetiapine was asso-
ciated with reductions in one of several measures of sub-
stance abuse in 24 patients with schizophrenta spectrum
disorders and with decreased stimulant craving but not
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decreased stimulant use in 24 patients with co-occurring
disorders whose medications were switched from conven-
tional antipsychotics (see reference 28}, In two small pilot
studies, aripiprazole has been reported to decrease crav-
ing for and use of alcohol and cocaine (see reference 28).
To our knowledge, there are no reports on the use of
ziprasidone i this population.

Clearly, further studies of the effects of the various atyp-
ical antipsychotics will be needed before clear recommen-
dations can be made on optimal pharmacologic manage-
ment for patients with schizophrenia and co-occurring
substance use disorder.

Adjunctive Agents, A number of medications have been
used adjunctively with antipsychotics in patients with
schizophrenia and co-occurring substance use disorder.
For example, several recent studies have suggested that
bupropion may be helpful for smoking cessation in pa-
tients with schizophrenia {reference 37, for example), The
tricyclic antidepressants desipramine and imipramine ap-
pear to be helpful in reducing cocaine use in patients with
a co-occurring cocaine use disorder {reference 38, for ex-
ample), Although a few studies have suggested that valp-
roic acid may reduce alcohol use in patients with bipolar
disorder, this agent has not been studied in patients with
schizophrenia and co-occutring alcohel use disorder.

Adjunctive Alcohol Use Disorder Treatments, Three
medications have been approved in the United States for
the treatment of alcohol use disorders—disulfiram, naltr-
exone, and acamprosate. While disulfiram has been avail-
able for decades as a treatment for alcoholism and has
been used safely in patients with schizophrenia and alco-
hol use disorders, its use in this patient group has been
quite limited. This may be due to concerns about its po-
tentlal ability to increase psychosis and about its potential
liver toxicity. However, a recent retrospective study of dis-
ulfiram in 33 patients with alcohol use disorder and severe
mental illness found that 64% developed a sustained re-
mission from their alcohal use diserder without evidence
of exacerbation of psychosis (39), A recent report (40) on
the use of disulfiram in a large group of patients (N=250)
with a varlety of mental illnesses and co-occurring alcohol
dependence (66 of whom had a diagnosis of a psychotic
spectrum disorder) demonstrated that disulfiram was well
tolerated and more effective than placebo in reducing al-
cohol use in this population, without worsening psychosis
or causing liver toxicity.

Naltrexone, which has been shown to reduce drinking in
patients with primary alcohol use disorders, has shown
promise in patients with co-occurring schizophrenia or
other psychotic disorders and alcohol use disorder. In two
randomized controlled {rials, one with 31 patients with
schizophrenia, the other with 66 patients with a psychotic
spectrum disorder, alcohol use decreased more in patients
treated with adjunctive naltrexone than in those treated
with adjunctive placebo {40, 41). Continued studies will be
needed to fully delineate the extent of this effect and to as-
certain whether naltrexene'’s potential liver toxiclty will be
problematic for routine use in this population, The avail-
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ability of long-acting injectable naltrexone will provide
another potential therapeutic eption for these patients.

"o other medications may be of interest in the future
for this population. Acamprosate, an agent with
glutamatergic effects, was recently approved for use in the
treatment of alcoholism, However, we are not aware of any
studies of this medication in patients with schizophrenia.
Finally, the anticonvulsant topiramate has shown promis-
ing results in patients with alcoholism. At the time of this
writing, case reports suggest that topiramate may also
have a beneficial effect on alcohal use in patients with
schizophrenia (review in reference 28),

Summary and Recommendations

As we noted earlier, nearly 50% of patients with schizo-
phrenia develop a substance use disorder in their lifetime,
and this co-oceurring disorder substantially worsens the
caurse of schizaphrenia by destabilizing the illness, im-
peding treatment adherence, and adding the problems of
psychosocial instability, legal entanglements, and medical
illnesses to the challenge of managing psychotic symp-
toms, While the basis of the high rate of substance use in
this patient group is uncertain, it appears that these pa-
tienis are highly vulnerable to the effecis of aleohol and
other drugs and that they suffer from an accurmuiation of
known tisk factors for the development of substance use
disorder, We and others have hypothesized that a brain re-
ward circuit dysfunction may underpin substance use in
these patients. The emerging data suggesting that patients
with schizophrenia may have a biologic basis for their sub-
stance use may be helpful therapeutically. The notion that
patients have a desire to use substances in order to
achieve some feelings of normalcy can help clinicians sus-
pend judgment about substance use and adopt a prag-
matic attitude that they will need if they are to work effec-
tively with these patients and apply the techniques
recommended by clinical experts in behavioral substance
abuse counseling (21), In addition, careful prescription of
medications to treat the psychotic illness and the sub-
stance use disorder is likely to enhance the treatment of
patients with co-occurring disorders,

Although the patient described in the vignette at the be-
ginning of this article was homneless, psychotic, and intox-
icated, clinicians should be optimistic about the potential
for effective treatment of his co-occurring conditions.
While he is in the hospital, clinicians should conduct an
assessment (in a nonjudgmental fashion}, including con-
tacting the outpatient treatment team and family or sup-
portt persons for information. Psychiatric stabilization
with medication should be initiated immediately, The pa-
tient should be offered a choice of antipsychotic medica-
tions that are least likely to exacerbate substance use and
most likely to enhance adherence, such as one of the atyp-
ical agents (recognizing that no published data are as yet
available on ziprasidene in this population). Assessment
for common comorbid medical conditions, such as infec-
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tious diseases and diabetes, and comorbid psychiatric
conditions, such as posttraumatic stress diserder, should
also be conducted and any comorbid conditions treated.

Since this patient is likely to have a very brief hospital
stay, a community-based, stagewise clinical approach to
treatment would be optimal. Outpatient clinicians treat-
ing a patient who has recently suffered a significant re-
lapse, as this patient has, should reach out to him while he
is in the hospital and immediately after discharge to offer
practical assistance, such as help with regaining housing,
reaccessing erititlements, and other concerns the patient
may have. Once the patient becomes reengaged in treat-
ment, clinicians can provide motivational counseling to
enhance his motivation to participate in treatment and to
consider the impact of alcohol use on his ability to attain
his own petsonal goals, Efforts to stabilize the patient's
psychiatric symptoms should continue. Ensuring that he
continues to take his antipsychotic medication and en-
gaging him in rehabilitation, such as supported employ-
ment services and sacial skills training, are ofien ad-
dressed first. As the patient becomes motivated to address
his substance use, he should be encouraged to participate
in a dual-disorder treatment group or a contingency man-
agement program, since these have the strongest evidence
of efficacy. The treatment teamn should encourage the pa-
tient to develop friendships with sober peers and to be-
come involved in activities with substantial reinforcement
value that are alternatives to substance use, such as work,
exercise, or a hobby. Use of an adjunctive medication
aimed at decreasing substance use, such as naltrexone,
should also be considered. Once remission is attalned, cli-
nicians should focus on maintaining remission over the
long term while they address other key issues, such as
overall physical health, employment, and ongoing symp-
tom management.
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