
EarlyPsychosis
A C A R E G U I D E

S E N I O R  A U T H O R S

T O M  E H M A N N , P h . D.

L AU R A  H A N S O N , P h . D.

Mental Health 

Evaluation & Community 

Consultation Unit

DEPARTMENT OFPSYCHIATRY

FACULTY OFMEDICINE

THEUNIVERSITY OFBRITISHCOLUMBIA



Early Psychosis
A C A R E  G U I D E

Mental Health 
Evaluation & Community
Consultation Unit

DEPARTMENT OF PSYCHIATRY
FACULTY OF MEDICINE
THE UNIVERSITY OF BRITISH COLUMBIA

Q U A L I F Y I N G  S T A T E M E N T

This guide provides an overview of practices that the authors believe to be optimal in treating and assessing early

psychosis. Information and advice provided in the guide are based on:

■ a thorough review of published research evidence, including comprehensive published reviews (emphasis was 

placed on controlled studies, with uncontrolled trials and quasi-experimental designs used only where they provided 

information unavailable through controlled trials); priority was given to literature specific to early psychosis

■ examination of existing clinical practice guidelines

■ direct consultation with experts concerning current clinical practices.

Readers  will also find that the guide is not a standard of care and does not stipulate a single correct approach for 

all clinical situations. Decisions regarding specific procedures for specific individuals with psychosis remain the

responsibility of the attending professionals.

S E N I O R  A U T H O R S  A N D  E D I T O R S

Tom Ehmann, Ph.D.

Laura Hanson, Ph.D.



E A R L Y  P S Y C H O S I S A  C A R E  G U I D E

This document was produced in support of the British Columbia Early Psychosis Initiative (EPI). 

The Early Psychosis Initiative is an inter-ministerial project funded by the Ministry of Health Services

and the Ministry of Children and Family Development. Additional copies of this guide are available

through:

Mental Health Evaluation 

& Community Consultation Unit

2250 Wesbrook Mall

Vancouver, BC  V6T 1W6

http://www.mheccu.ubc.ca/

COPYRIGHT ©2002 THE UNIVERSITY OF BRITISH COLUMBIA

Senior Authors and Editors

Tom Ehmann, Ph.D.

Laura Hanson, Ph.D.

Section Contributors

Robin Friedlander, M.D. Developmental Disabilities

John Gray, Ph.D. Civil Commitment and Confidentiality

Other Contributors

Sean Flynn, M.D.

Josephine Hua, B.Sc.

Irfan Khanbhai, M.D.

Otto Lim, M.S.W.

Eric MacNaughton, M.A.

Fred Ott, B.Sc. O.T.

Richard Williams, M.D.

We wish to thank the following individuals for their comments on earlier drafts of the manuscript.These reviewers included researchers, clinicians,

administrators and consumer representatives: Jean Addington, Ph.D., Miriam Cohen, R.N., Jane Duval, Dave Erickson, Ph.D., Sean Flynn, M.D.,

Jim Harris, B.Sc. Pharm., Ruth Hess-Dolgin, M.S.W.,William Honer, M.D., Peter Liddle, M.D., G.W. MacEwan, M.D., Karen Tee, Ph.D.

2
CO N T E N T S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



C O N T E N T S

Section I: Introduction 9 – 14

■ GOALS 9

■ PRINCIPLES AND ASSUMPTIONS 10

■ SCOPE 10

■ RATIONALE FOR EARLY INTERVENTION 11
Course and outcomes in psychotic disorders 12
Primary targets for treatment 13

Section II: The Early Intervention Service-delivery System     15 – 21

■ INITIALIZING EARLY INTERVENTION SERVICES 15
Increase public awareness 16
Increase awareness of services 16
Increase accessibility of services 16
Increase responsiveness of services 17

■ MODELS OF SERVICE DELIVERY 17
Inpatient services 18
Inpatient-outpatient liaison

Community services 18
Case management

Forms of case management

Case management for early psychosis

Case management tasks and phase of psychosis

■ GROUP INTERVENTIONS 21

Section III: Assessment     22 – 26

■ GOALS OF ASSESSMENT 23
■ ASSESSMENT – CONTENT AREAS 23

Signs and symptoms 23
Functioning 23
History 23
Cognition 23
Stress/coping/personality 24
The patient's explanatory model 24

3
CO N T E N T S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



C O N T E N T S

Section III: Assessment /  continued

■ ASSESSMENT – CONTENT AREAS, continued

Physical assessment 24
Imaging 24

■ INITIAL INTERVIEW CONSIDERATIONS 25

■ ASSESSMENT FEEDBACK 26

■ DIAGNOSIS 26

Section IV: Treatment     27 – 64

■ GENERAL TREATMENT PRINCIPLES 28

■ ACUTE INPATIENT PRESENTATIONS 30
Special concerns regarding hospitalization 30
Handling emergency department presentations 30
Seclusion and restraint 30

Pharmacotherapy 31 – 46

■ STATUS OF TYPICAL ANTIPSYCHOTIC MEDICATIONS 31

■ STATUS OF ATYPICAL ANTIPSYCHOTICS 32

■ AVAILABILITY OF DIFFERENT ANTIPSYCHOTICS 32

■ TARGET SYMPTOMS 33

■ FIRST-EPISODE RESPONSE TO ANTIPSYCHOTICS 33

■ PREDICTORS OF RESPONSE IN FIRST-EPISODE PSYCHOSIS 34

■ OTHER TARGETS FOR ANTIPSYCHOTIC MEDICATIONS 34
Cognition 34
Depression and suicide 34
Agitation and aggression 34
Substance abuse 34

■ ACUTE PHASE 35
Starting medication treatment 35
Pharmacotherapy priorities in the Emergency Department 36
Phamacokinetics and drug interactions 37
Pharmacological considerations for adolescents 37

4
CO N T E N T S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



C O N T E N T S

5
CO N T E N T S

T H E E A R LY P S Y C H O S I S C A R E G U I D E

Section IV: Treatment / continued

Pharmacotherapy / continued

Side effects of antipsychotic medications 38
Motor

Elevated prolactin and sexual side effects

Weight gain

Other side effects

Treatment of side effects

Assessment of response 40

Increasing doses 40

Utility of antipsychotic plasma levels 41

Use of other medications 41
Benzodiazepines

Mood stabilizers

Antidepressants

Switching after a partial or poor response 42
Criteria for considering clozapine

Switching procedures

■ MAINTENANCE PHASE 44
Duration of treatment following a good response 44
Consequences of stopping treatment 45

■ SUMMARY 46

Social and Psychological Interventions 47

■ PSYCHOEDUCATION 47
Scope of psychoeducation 47
Benefits of psychoeducation 47
Involving families 47
Psychoeducation process 47
Content of psychoeducation 47
Educational frameworks 50
Educational materials 51
Formats and settings for delivering psychoeducation 51



INTRODUCTIONS E C T I O N  I

Rationale for early intervention

The most common diagnoses associated with psychosis are schizophrenia, schizophreniform 
disorder, schizoaffective disorder, bipolar disorder, and major depression with psychotic features. In
recent years, interest has grown in treating psychotic disorders as early as possible (1). Intervention 
in early psychosis aims to reduce the duration of untreated psychosis, thereby reducing immediate 
suffering and improving long-term outcomes (2).
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GOALS OF EARLY INTERVENTION

■ better short and long term prognoses

■ increased speed of recovery

■ lower use of hospitalization

■ decreased risk of damaging socio-economic 
consequences to the individual

■ reduced secondary psychiatric problems (e.g. depression,
substance abuse, etc)

■ minimization of family disruption

■ preservation of personal assets, psychosocial skills, role 
functions and social/environmental supports

■ reduced relapse risk

For all psychotic disorders, the better the short-term course, the better the long-term outcome (3).
Many studies found long delays before treatment began in first-episode psychosis. Long durations of
untreated psychosis have been associated with slower and less complete recovery, more biological
abnormalities, more relapses and poorer long-term outcomes (4).

The early phase of psychosis, the period when most deterioration occurs, may represent a 
“critical period” for determining long-term outcome (5). This period may present an important 
treatment opportunity because course-influencing biopsychosocial variables, including patient and
family reactions, develop and show maximum ability to positively change during this time (6). The 
relationship of the duration of untreated psychosis to outcomes is complex. Research findings are not
unanimous in showing that longer duration signals poorer outcome (7). Although the relationship
between duration of untreated psychosis and outcomes awaits further clarification, truncating the
time to effective treatment is one of several ways that improvement in long-term outcomes may 
be produced.

Onset of psychosis typically occurs in late adolescence or early adulthood, thereby causing a major
disruption in the ability of individuals with the disorder to meet developmental challenges such as

■ pursuing academic or  vocational goals
■ developing sexual and social relationships
■ managing independent living
■ establishing personal values and identity.



INTRODUCTIONS E C T I O N  I

Rationale for early intervention / continued

At the same time, persons in the throes of a psychosis usually experience tremendous distress
and may engage in actions that are dangerous to themselves and others. Family relationships may be
affected, and individuals experiencing psychosis may also be prone to suicide, depression, aggression,
substance abuse, cognitive impairment and anxiety disorders.

Effective early intervention seeks to address these problems by
■ pursuing academic or  vocational goals
■ developing sexual and social relationships
■ managing independent living
■ establishing personal values and identity.
■ providing age-appropriate support to minimize disruption in the lives of these individuals 

and enable them to more successfully meet their developmental challenges
■ limiting the suffering and possible negative repercussions of psychotic behaviour
■ assisting families
■ remaining sensitive to factors that may hinder successful ongoing treatment, such as 

> negative effects generated by aversive assessment and/or admission procedures
> medication side effects
> stigma and other impediments to collaborative relationships.

■ providing treatment for associated problems such as suicidal tendencies, depression, aggression, 
substance abuse, cognitive impairment, and anxiety disorders, rather than simply assuming 
that these features are secondary phenomena.

COURSE AND OUTCOMES IN PSYCHOTIC DISORDERS
Most psychotic disorders tend to follow a relapsing course wherein periods of acute psychosis 

are preceded by periods of disruption (a ‘prodrome’) and followed by recovery, deterioration, and 
subsequent re-emergence of florid psychosis. By conceptualizing the disorder as consisting of these 
phases, different strategies become appropriate for assessment and treatment at each stage (10). 

For schizophrenia, males generally have an onset of psychosis during adolescence or early 
twenties. Females tend to have an onset when they are several years older. About 39% of males and
23% of females have onset of schizophrenia before age 19 (11). Onset of bipolar disorder is slightly later
with about 25% occurring before age 20 (12).

Numerous studies of first-episode patients with schizophrenia have reported on long-term 
outcomes. Typically, about 20-30% of first-episode patients recover with no persisting symptoms (13). 
Poor symptomatic outcomes are found in 20-42% of cases. Moderate to severe functional and/or social
impairment is found in about half of patients after five years (14). One five-year prospective study found
that 30% of patients were considered to have a good outcome with 14% doing poorly and 56% having an
intermediate outcome (15). About 27% had competitive employment and good social networks.
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Rationale for early intervention / continued

COURSE AND OUTCOMES IN PSYCHOTIC DISORDERS, continued
Almost 40% of patients showed no or minimal symptoms. About half of the 20% not on 

medication at five years had good outcomes. However, other studies have reported worse outcomes
with about 50% doing poorly and less than 20% being in remission after five years (16). In contrast 
to these overall general response rates, data from studies with high medication adherence rates 
presents a more favorable picture of recovery. For example, one study employing injectible medication
reported that about 85% of first episode patients were considered recovered by one year (17).

When all psychotic disorders are considered, about half of the patients were considered to have 
a good outcome after 15 years (schizophrenia 38% versus other psychoses 55%) (3). However, if more
stringent criteria are used that exclude patients who had an episode of treatment in the previous 
two years, and includes those who showed no symptoms, and enjoyed a reasonably high level of 
functioning, the proportion of recovered patients falls to 16% for those with schizophrenia and 36% 
for those with other psychoses (3).

Persons with schizophrenia who are male, with cognitive impairment, less education, and 
lower premorbid functioning levels tend to have  poorer outcomes (18). Additional predictors of poorer
long-term outcomes include onsets associated with younger age, history of drug abuse, lack of close
friends and negative symptoms (3). Schizophrenia is associated with poorer functional outcomes and
slower recoveries from episodes than other psychotic disorders (19) (3). For all psychotic disorders, the
better the short-term course, the better the long-term outcome with the percentage of time spent with
psychotic symptoms in the first few years being the best predictor (3). 

Bipolar disorder is a prototypical relapsing-remitting psychiatric disorder. Patients who have 
ever been hospitalized are expected to spend about 20% of their lifetime in episodes (starting from the
onset of their disorder) (20). One half of bipolar episodes last between two and seven months (median
three months), with inter-episode intervals shortening over time. A 15-year follow up of bipolar patients
found that 17% showed a poor overall long-term outcome. Full compliance with medication, younger 
age at onset and male sex predicted good outcome. Younger age at onset as well as male sex, but not 
full compliance, also predicted a favorable psychosocial outcome (21). About 90% of youths with mania
will continue to have adult recurrences (22). Within one year of a first hospitalization for an affective 
psychosis, 56% achieved syndromal recovery but only 35% achieved symptomatic or functional 
recovery (23).

PRIMARY TARGETS FOR TREATMENT
Historically, the primary target symptoms were positive symptoms of psychosis (e.g., delusions,

hallucinations, thought disorder, and disorganization) and/or manic symptoms. Later, the importance of
treating negative symptoms became apparent. These defining features of psychosis remain the primary
targets of initial treatment efforts. 

Psychosocial rehabilitation of social skills, activities of daily living, and vocational pursuits have
a long history in the treatment of psychosis. However, early psychosis treatment tends to emphasize the
preservation of personal skills, opportunities, environmental supports, and social relationships. 

More recently, it has been recognized that other psychiatric symptoms and cognitive deficits are
intricately associated with psychotic disorders but do not necessarily vary with the positive psychotic
symptoms (24).
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Rationale for early intervention / continued

PRIMARY TARGETS FOR TREATMENT, continued
Associated psychiatric features of psychosis include suicide, depression, aggression, 

substance abuse, and anxiety disorders such as post-traumatic stress disorder (25) (26) (27) (28). 
About 45% of drug-free patients with schizophrenia were found to have significant depressive 
symptoms (29). Psychosis, regardless of type, carries an increased risk of suicide – half of the 
persons with schizophrenia who commit suicide do so in the first five years of illness (30). The rate 
of completed suicide in patients with schizophrenia is usually estimated to be about 10%, a rate 
25 times greater than in the general population (31). 

Cognitive deficits may both mediate functional performance and form the substrate of many
psychotic experiences. Patients with a first episode of schizophrenia frequently show a large generalized
neuropsychological deficit along with more selective deficits in attention, learning, memory, speeded
visual-motor, and executive functions (32) (33) (34). Similar cognitive impairments are also present in
other psychotic disorders (35) (36). Poorer long-term social functioning has been related to impaired 
cognitive functioning and more severe negative symptoms (37) (38) (39). Cognition is increasingly 
being targeted through both pharmacological (40) (41) and psychosocial approaches (42) (43) (44).
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Section II
T H E  E A R LY  I N T E RV E N T I O N  S E RV I C E - D E L I V E RY  S YS T E M

Initializing Early Intervention Services

An early intervention approach implies the following

basic actions:

1/ identification and referral early in the course 

of the illness

2/ rapid and appropriate response to the referral

3/ significant efforts to develop a long-lasting 

therapeutic alliance

4/ prompt initiation of suitable treatments

5/ minimization of negative effects associated 

with assessment and treatment

6/ provision of relapse prevention service

7/ completion of outcome assessments to assure 

quality service delivery and refine future services.
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THE EARLY INTERVENTION SERVICE-DELIVERY SYSTEMS E C T I O N  I I

Initializing early intervention services / continued

To accomplish these goals two major initiatives must be pursued. The first entails early 
identification of cases and linking persons with services. The second entails development of 
service-delivery systems that can provide appropriate interventions. 

Education programs aimed at people who are positioned to recognize and refer an individual
who is becoming psychotic enhance early identification. Teachers, the general public, students, family
physicians, professionals and paraprofessionals working in health, forensic, educational, and business
settings are populations that may be targeted for education. Educational content should include 
information on

■ signs and symptoms that may indicate psychosis
■ the potential benefits of early intervention
■ the availability of appropriate services and how they can be accessed.

The Australian National Early Psychosis Program developed a set of early intervention guidelines
in 1998 that formed a basis for action for both administrators and clinicians (45). The following steps 
to facilitate early intervention are derived from the Australian guidelines.

INCREASE PUBLIC AWARENESS
The first step toward enhancing early intervention is to increase public awareness about 

psychosis. The recognition of psychotic symptoms and awareness of the need for treatment are low in 
the general public (46). Education helps to dispel myths and misconceptions that result in stigma and
counter the false belief that little can be done to effectively treat psychoses. Public education aimed 
at custodians and at-risk populations should communicate in simple and respectful terms the signs 
and symptoms, the risk factors, the availability of effective treatments, and the rationale for early 
identification and treatment.

INCREASE AWARENESS OF AVAILABLE SERVICES
Even if a problem is recognized, patients and families may not be familiar with existing services.

Public awareness of available services and ease of accessing information about these services facilitate
first contact. Health professionals and other service providers should inform patients and families of the
range of services available. Special efforts must be made to educate teachers, physicians, counsellors,
and other service providers about early intervention services and how to access them. Increasingly, 
the Internet is employed as a first step in persons’ search for information. The development of websites
can serve to provide education and specific information on local services. 

INCREASE ACCESSIBILITY OF SERVICES
Patients should find access to services simple and convenient rather than stressful, confusing,

and complicated. Psychotic symptoms and cognitive deficits can significantly impair an individual’s
ability to access services. Entry can be facilitated by accepting referrals from a wide variety of sources
and situating services in discrete, accessible settings.
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THE EARLY INTERVENTION SERVICE-DELIVERY SYSTEMS E C T I O N  I I

Initializing early intervention services / continued

INCREASE RESPONSIVENESS OF SERVICES
After a referral is made, individuals should not have to wait for extended periods before being

seen. If the interval is long, ambivalence the individual may have about entering treatment could result
in a failure to follow through. Fewer than 40 percent of persons with severe mental disorders receive
ongoing treatment (47). Young adults and those living in urban areas are especially likely to have
unmet needs for treatment. The majority of those who did not receive treatment felt that they did not
have an emotional problem requiring treatment. Among those who did recognize a need for treatment, 
52 percent reported situational barriers, 46 percent reported financial barriers, and 45 percent reported
perceived lack of effectiveness as reasons for not seeking treatment. The most commonly reported 
reason both for failing to seek treatment and for treatment dropout was a desire to solve the problem
without treatment (47). If an individual believes there is a need for treatment yet is denied prompt
access to services, there is a risk that the individual’s distress will be exacerbated and that psychotic
symptomatology will worsen. What was a situation that could be handled in the community may 
deteriorate into one needing hospitalization. 

Services should be organized so that clinicians can respond quickly, efficiently, and humanely.
Creative alternatives to traditional office visits may facilitate early treatment. For example, a first
meeting could occur at a school and include someone such as a teacher or friend, if the patient wishes
it. Assessors must tactfully respect the patient’s privacy and be aware of social and cultural concerns.

Educational initiatives must occur in the context of suitable services. In an integrated approach,
community services are not isolated from inpatient units. Whereas many early psychosis programs
begin at inpatient units and gradually add outreach components, others start in the community and
then integrate hospital services into their programs. An empirical comparison of these approaches to
early intervention has not been conducted. Perhaps a more critical issue concerns the skills available to
the team members and the support they receive from management and policy makers in being able to
utilize those skills.

The development of multidisciplinary community teams is now the predominant model of care in
many jurisdictions. Compared to standard care, team care has been shown to be cost effective, better liked
by patients, and able to produce clinical outcomes similar to those associated with standard care (48).

Although early intervention hopes to avoid hospitalization through early identification and avoid
re-hospitalization by decreasing relapse, the fact remains that 50% of first episode cases will be hospitalized
within a week of first making contact with psychiatric services and 80% within three years (49).

Models of service delivery
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Models of service delivery / continued

INPATIENT SERVICES
Ideally, specialized inpatient units catering to the unique needs of young persons with 

early psychosis should be available. Such facilities would have the capability of providing early-
psychosis-specific interventions in the context of a homogenous patient population. Staff would have
available early-psychosis-specific resources and be well trained in their utilization. Patients of a similar
age and stage of illness could benefit from each other as they are undergoing a similar experience. 
They would also be shielded from the apprehension that can be produced by being grouped with 
more chronically ill patients. Sufficient numbers of patients would allow for the potential to hold 
age-appropriate and stage-appropriate group interventions. Also, recreational activities and general
ward atmosphere could be tailored to reflect youth culture, thereby helping to normalize the experience
and provide continuity with their normal pursuits. 

Unfortunately, the development of such units would be restricted to large urban areas. The vast
majority of early psychosis cases will present to general inpatient units. Ward managers should be 
sensitive to optimal early psychosis practices and strive to incorporate them into daily practice. One
initial strategy would be to provide staff training in these issues and assign staff with the greatest
interest and expertise to first-episode admissions. 

Avoiding hospitalization when possible may decrease system costs and represent a less trying
experience for the patient and family. Alternatives to hospitalization include home care, outpatient
services, or specialized halfway houses. These settings must have adequate supportive capacities 
and are not usually suitable for individuals at risk for harm to self or others.

Inpatient-outpatient liaison
If outpatient services are ongoing before a first admission is needed, the outpatient mental

health worker should be involved in the intake procedures, throughout the period of hospitalization,
and in discharge planning. This may mean having the mental health worker accompany the person 
to hospital. 

Conversely, if first contact is hospitalization, early engagement of community services should be
established. This will help ensure smooth transition and reduce the likelihood of the patient becoming
lost to “the system” after discharge from hospital. It is particularly important in early psychosis cases
to initiate discharge planning as soon as possible after admission since the patient is unlikely to have
any familiarity with community resources and housing options.

COMMUNITY SERVICES

Case management
Case management is at the center of comprehensive treatment of psychosis. It provides a 

continuing relationship between service providers), the patient, and his or her family. The goals of 
case management are to:

■ engage and maintain contact with the patient
■ ensure continuity of care
■ provide comprehensive treatment
■ increase accountability of service providers.
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Models of service delivery / continued

COMMUNITY SERVICES
Case management, continued

At a minimum, a case manager should be:

■ knowledgeable about theories of psychosis, presentation and course, and the range of treatments 
appropriate for early psychosis 

■ skillful at assessing psychosis, early warning signs, other potential comorbid conditions, 
level of functioning, and medication side effects 

■ proficient at providing suitable psychoeducation 
■ aware of other appropriate available services.

Additional training in a variety of psychosocial treatments allows the case manager to offer
more comprehensive care without having to refer to another professional. Case managers should only
provide treatments consistent with their level of expertise. 

Forms of case management

Brokerage –
■ The case managers’ role is to refer the patient to services and coordinate care.
■ The case manager does not usually provide direct care to the patient.

Clinical case management –
■ Within this model, the approaches differ in emphasis (i.e., rehabilitation, personal strengths) and 

intensity (i.e., intensive case management, which includes frequent contact and proactive outreach).
■ An individual case manager directly provides the majority of services/treatments. Referrals are made

to other services on an as-needed basis.

Assertive community treatment –
■ Intensive support and rehabilitation are provided where the patient resides.
■ Support and treatment responsibilities for a case are shared by a team of mental health workers 

rather than by one individual case manager.

Clinical case management has been shown to increase contact with mental health services and
treatment adherence (50). There is less evidence that it results in improvements in mental state or social
functioning when compared to standard care. Within the general model of clinical case management,
intensive case management is associated with better short-term outcomes and lower rates of hospital
admission (51) (52).

Compared to clinical case management, there is more evidence demonstrating the effectiveness
of assertive community treatment (53). In addition to increasing contact with services and improving
treatment adherence, assertive community treatment is associated with a lower rate of hospital 
admission, improved accommodation and employment status, and higher levels of patient satisfaction
(51) (54) (55). Patient-focused case management (in which the patient is seen as an equal partner 
in treatment) is also associated with greater patient satisfaction with services (56).
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Models of service delivery / continued

Case management for early psychosis
The vast majority of studies examining clinical case management and assertive community

treatment have focused on patients with significant social disability and chronic psychotic illnesses.
Most early psychosis programs utilize a model of intensive clinical case management. In the only 
study to date, at three-month follow-up, there were greater improvements in treatment alliance and
adherence with assertive community treatment than with standard clinical case management (57).
Either assertive community treatment teams or intensive case management with team back-up 
appear to be the most desirable case management approaches to providing community care for 
individuals with early psychosis.

Case management tasks and phase of psychosis

Case management tasks have been subdivided according to phase of disorder (58):

Acute phase –
■ Priorities in this phase are to establish engagement, provide symptomatic relief, perform a 

comprehensive assessment, and provide information about psychosis and treatments.
■ Although there is considerable variability across individuals, the acute phase typically lasts 

several weeks.
■ Patients and families are usually seen several times per week.

Early recovery phase –
■ As the psychosis begins to respond to treatment, the case manager starts to address secondary 

problems (e.g., depression, anxiety, substance abuse), provides psychoeducation, encourages 
adherence, monitors for side effects, explores the patient’s explanatory model, teaches coping 
strategies, and gradually begins the reintegration process.

■ This phase frequently lasts several months.
■ Visits occur about one to two times per week.

Later recovery phase –
■ Later in recovery, the case manager continues to treat secondary problems, works on relapse 

prevention, assists with problem solving, and monitors for return of symptoms.
■ Visits are about once per week, moving to once per month as recovery progresses.

The case manager should become actively involved with the patient and family as soon as 
possible – at the initial assessment or as soon as possible after hospital admission (58) (59). The case
manager typically carries the bulk of responsibility in providing direct service to the patient and 
family. The case manager must be accessible to the patient and family should a crisis arise, flexible 
to meet the individual needs of patient and family, as well as optimistic and encouraging in the 
promotion of recovery.

The transition from adolescent to adult services may be particularly awkward. If such a 
transition is unavoidable or associated with possible benefits to the patient (i.e., access to other 
services not available in adolescent services), case managers are advised to gradually transfer 
therapeutic contact until engagement with the new case manager is established. 
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Group interventions

Case managers often act as leaders in therapeutic and educational groups. Groups can 
be a useful and cost-effective method for providing education, support and treatment to people 
with psychosis and their families. Group work may cover a wide variety of topics including 
psychoeducation, health education, life style issues, stress management, social skills training, 
occupational preparation, academic upgrading, and recreational pursuits. Specific benefits of 
the group approach include:

■ a sense of belonging for those whose social circles have diminished
■ an opportunity to develop interpersonal skills
■ a rich source of ideas for problem-solving regarding specific situations (60) (61).

Group approaches need to include individuals who are at a similar stage in terms of phase of 
illness and need. Efforts should be made to create a climate that is safe for disclosure, allows discussion
of individual views of the illness, and allows equal participation. Group membership should be kept as
consistent as possible. Skilled facilitation must be available to minimize the possible deterioration into
“gripe sessions” (62) (63). When case managers facilitate the sessions, clinical issues that arise can be 
handled in the context of continuity of care. Ideally, there should be two facilitators, and the group
should run in parallel with individual psychoeducational interventions, including home-based 
interventions  (62) (64).

Experience from early psychosis patient-group programs shows that they may be less desirable
for individuals who are further along in their recovery, and less convenient for people who continue to
attend school or work (65). Group-based education and interventions should be considered as an 
adjunct (not an alternative) to individually based work.
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Section III
A S S E S S M E N T

Assessment

Assessment and treatment constitute the core of 

early intervention. Ongoing accurate assessment

guides treatment decisions, monitors changes over

time, reveals additional areas in need of attention, 

and allows for program evaluation and research.

Assessment domains and procedures are examined

here in sufficient detail to allow clinicians to 

meaningfully review their own practices.
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Goals of assessment

Assessment provides sufficient information for diagnosis, guides treatment planning and 
facilitates the development of a therapeutic alliance. Assessment must be ongoing in order to ascertain
change, uncover new problem areas and evaluation service delivery. The quality and breadth of any
assessment session will be affected by time constraints, degree of rapport, the assessor’s skill, and 
the patient’s insight and ability to cooperate. A mental status exam should ascertain the presence,
severity, and duration of signs and symptoms. A thorough assessment ensures collection of collateral
information from family, social worker, school, police, or other authorities, etc. Many of the following
assessment recommendations were derived from existing clinical practice guidelines (45, 66-69) (70).

Assessment – Content areas

SIGNS AND SYMPTOMS
Regardless of the stage of illness, assessments of symptoms and functioning are essential. 

The assessor  not only focuses on the referral symptoms suggestive of psychosis, but conducts a 
comprehensive assessment of symptoms to allow for the diagnosis of comorbid conditions such as
depression and substance abuse. Particular attention should be paid to any indicators of suicidal, 
homicidal, or victimization risk.

FUNCTIONING
The status of social relationships, school and/or work performance, recreational pursuits, finances

and ability to manage money, self care, religious activities, domestic roles, housing and clothing needs 
to be ascertained. The rate of change in these functions should be established, wherever possible.

HISTORY
From interview and collateral information, the following histories should be taken: birth 

and development, medical, psychiatric, forensic, academic/occupational, recreational, and social. 
Any neurological problems such as head injury, loss of consciousness, or difficulties with walking, 
coordination, or speech should be noted. The family history should include queries regarding past 
and present psychiatric conditions, adjustment issues, interaction, and environment. Enquiries 
about past involvement with services, previous treatments, and the outcomes of those treatments 
will facilitate development of both a collaborative relationship and the treatment approach.

COGNITION
A preliminary estimate of cognitive and intellectual functions can be derived from the mental

status exam. The assessment of intellectual and cognitive function has ramifications for occupational
and educational possibilities, rehabilitation training, and the provision of services and financial 
support (71) (72). Neuropsychological assessment may detect unusual patterns of deficit that could 
have diagnostic implications. Also, cognitive assessment can help a patient understand personal limits
and the fact that their illness is a brain disorder. Conversely, areas of relative strength can be identified.
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Assessment – Content areas / continued

STRESS/COPING/PERSONALITY
Enquires should be made about significant life events, instrumental needs, social stressors,

chronic and daily hassles, family conflicts, and developmental adjustment issues such as sexual 
difficulties, school/work problems, identity formation, and separation-individuation. Assessment of 
self-concept, personality and coping styles may assist diagnosis and treatment. In addition to taking
histories and conducting interviews, the assessor can use one or more of the many standardized 
instruments available. The assessment of strengths and intact functions benefits intervention 
targeting, retention of self-efficacy, and the relationship between patient and service provider.

THE PATIENT’S EXPLANATORY MODEL
Understanding the patient’s explanation of his or her condition should help promote a 

collaborative alliance. Emotional and behavioural responses to the psychosis can be explored along 
with the strategies employed to relieve distress. Patient and family attitudes to mental health services, 
medications, and alternative therapies may be related to the degree of convergence between their
explanatory models and what they believe to be the conceptual models underlying various services.

PHYSICAL ASSESSMENT
The presence of physical disorders in patients with psychiatric disorders is high. Problems with 

eyesight, dentition, and high blood pressure become especially common as the illness progresses (73). 
A greater number of current medical problems appear to contribute to more severe psychosis, 
depression, and greater likelihood of suicide attempts (73). Every patient should receive basic 
neurological and general physical examinations. The presence of movement abnormalities prior 
to initiating antipsychotic drug treatment should be carefully noted. Basic laboratory tests 
should include:

■ complete blood count
■ electrolyte and glucose measurements
■ tests for hepatic, renal and thyroid function
■ tests to determine HIV and STD status.

These tests can help identify the presence of psychosis-inducing medical illnesses and provide
baseline information that may have implications for the treatment plan. A toxicology screen should 
be ordered. Urine and blood analysis can also help detect systemic infections. Heart function (perhaps
including electrocardiogram) should be ascertained since antipsychotic medications may have adverse
cardiac effects. The patient should be weighed before beginning treatment.

IMAGING
The use of brain scans (i.e., CT scans) of individuals with recent onset psychosis is justified in

order to rule out neurological diagnoses that may mimic schizophrenia in their early stages. A scan 
also serves to reassure patient, family, and physician that diagnostic possibilities with visible cerebral
insult have been considered. Certain brain abnormalities frequently found in schizophrenia are not
diagnostically specific and therefore, neuroimaging is not necessarily indicated if the neurological 
exam and history are normal (68).
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Initial interview considerations

Good rapport produces better information and greater adherence to treatment. Initial contact
should focus on engaging the patient, while obtaining critical clinical information on risk and 
symptoms. Both patient and interviewer must feel safe. Inform the patient about

■ who made the referral and why
■ what the assessment will consist of
■ what the interviewer’s role will be
■ who else will have access to the assessment information
■ the provisions for explaining  the results of the assessment.

The limited experience of most young persons with government agencies or mental health 
professionals might increase their level of stress. Attempts to minimize distress or reluctance around 
a first visit may include conducting the initial assessment in an environment comfortable for the
patient (e.g., the home), avoiding a long period in the waiting room, and encouraging someone the 
person trusts to attend the session. A fairly short interview, concern for the person’s physical space, 
and encouragement of participation and input into the pace and content of the visit can all facilitate 
a successful initial visit. 

Some patients may have a history of violence, be under the influence of drugs or alcohol, or 
present as physically intimidating. Interviewers can minimize the risk of being assaulted by conducting
an interview in close proximity to other staff, maintaining non-threatening verbal and nonverbal 
communications and paying attention to escape routes. If the patient picks up on the interviewer’s 
discomfort, anxiety, or fear he or she may not engage well with the process. For further information
refer to section on Acute Inpatient Presentations.

Paranoia and distrust, substance abuse, preoccupation with psychotic experiences, difficulty
identifying feelings or finding words to express their experiences, and lack of knowledge about the
abnormality of certain experiences can all hamper assessment. The quality of information may be
affected by the patient’s intelligence, language, and cultural heritage. The family can usually help 
the assessor determine whether certain beliefs or behaviours are abnormal. 

In addition to family members, friends, school personnel such as teachers and counselors, 
and others who know the patient well can all be a source of collateral information (for information 
on the confidentiality requirements associated with early psychosis, see the material in Section VI, 
Legal and Ethical Issues). The impact of the patient’s deterioration on them should be explored and
acknowledged. When a patient is hesitant to allow family involvement in the assessment, the 
clinician should be patient, continue to develop rapport, and explore the reasons behind the 
patient’s hesitation. 

Semi-structured interviews increase diagnostic reliability and may help elicit features overlooked
in unstructured clinical interviews. Standardized clinical rating scales also help ensure consistent 
coverage, quantify symptom severity, and permit later comparisons (74).
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Assessment feedback

Assessment feedback that is informative and hopeful is usually effective and helps to initiate
therapy. Discussing the diagnostic possibilities with the patient and the family provides an opportunity
to provide realistic hope and understanding about effective treatment. It is best not to be overly 
speculative about diagnoses when uncertain. The patient and others involved in the process need to
understand that accurate diagnosis often requires observation of symptoms over a period of many
months. In these instances it is better to retain a focus on effectively treating the presenting problems
while acknowledging the uncertainty. It is important for the assessor to be sensitive to the rate and
amount of information that others can absorb. Feedback that addresses personal strengths and
resources should be provided in addition to information about identified problem areas.

Diagnosis

Diagnosis provides important information on possible treatments and outcomes. A diagnostic
formulation should be completed, including all five DSM-IV axes and possible rule-out diagnoses. In
early psychosis cases, a specific diagnosis may be ambiguous, even though the need for treatment is
clearly present. Presenting symptoms prioritized by a provisional diagnosis (e.g., psychotic symptoms)
should form the main focus of initial treatment. 

Changes in the diagnosis are frequent in first-episode psychosis. The temporal criteria in 
DSM-IV necessitate some diagnostic changes (e.g., schizophreniform to schizophrenia). Other changes 
in diagnosis over the early course could result from a reluctance to label illness early, a shift in 
symptoms over time, and neglect of the importance of affective features. This diagnostic instability
may be particularly evident in adolescents, almost 50% of whose initial diagnoses are subsequently
changed (75). In adolescents, diagnoses of schizophrenia and affective disorder demonstrate better 
stability over time than diagnoses of schizoaffective disorder and atypical psychosis (76). For example,
whereas 80% of patients diagnosed with schizophrenia in adolescence would retain that diagnosis as
adults, the percentages for schizoaffective disorder and atypical psychosis are 33% and 0%, respectively.
With earlier identification, this stability may be lessened, since longitudinal-course-related variables
have not yet become manifest. 

Diagnostic reassessment several times per year is recommended. Use of diagnostic criteria 
checklists or direct consultation of DSM-IV is likely to result in greater diagnostic precision. Failure 
to re-diagnose can result in problems such as the possible application of inappropriate treatments in 
the future, provision of inappropriate educational information, or the development of misleading 
expectations on the part of both patient and treatment professionals.
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Section IV
T R E AT M E N T

Treatment

The information provided here on pharmacological

and psychosocial treatments is intended to be generally

applicable to many forms of service delivery. For 

example, a family physician working alone may use

this guide as a framework for a general approach, a

prompt to seek out other appropriate resources, or as 

a source for specific medication information. Those

working within multidisciplinary teams may 

compare the style and content of the services 

they provide to the approaches discussed here. 

More specialized interventions are not presented 

in exhaustive detail. Rather, evidence for their 

effectiveness is presented, along with references 

that the reader can consult for more information 

on specific procedures. 
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General treatment principles

The development of a strong working alliance facilitates 
successful ongoing treatment.

Development of the therapeutic relationship may take precedence over treatment initiation in
order to increase the probability of long term success. All too frequently, alliance is forsaken because of
demands on staff time or because its importance is not recognized. 

The patient’s initial discomfort should be minimized.
Professional caregivers now recognize there are many opportunities for the person with 

psychosis to become distressed or traumatized. These can include

■ the nature of the symptoms (hallucinations, passivity experiences, delusions, etc.)
■ insight that something is terribly wrong
■ coercive or confusing admission procedures
■ poor interviewing styles
■ bothersome or dangerous side effects from treatment.

Minimization of distress and trauma is therapeutically beneficial over both short and longer terms.

Treatment should target a broad range of treatment goals.
Treatment should be comprehensive, individually tailored and adhere to best practices. General

goals for treatment include

■ amelioration of psychotic symptoms
■ rapid and effective re-entry into the person’s normal roles and environments
■ prevention of secondary morbidity
■ prevention of relapse
■ retention of a positive self-concept and self-efficacy
■ maximization of quality of life.

Diagnostic classifications frequently demand temporal criteria, yet the individual is clearly 
suffering before a diagnosis can be definitively assigned. Therefore, the patient should be treated initially
for manifest psychopathology. Although merely treating symptoms is at odds with the principle of 
treating syndromes, it is consistent with the fact that antipsychotic medications basically treat 
psychosis and are not anti-schizophrenia medications. 

The rate of comorbid psychiatric conditions in those with psychosis appears to be over 50% (77),
even in first-episode cases (78). The presence of symptoms suggesting co-morbid conditions must therefore
be carefully assessed. Only after this assessment is done can a judgment be made regarding whether the
symptoms can be considered integral to the primary or provisional diagnoses. This may be difficult. For
example, although panic attacks may be an associated feature of schizophrenia, the treating team must
evaluate the presence of certain cognitions about the attacks that, if present, would merit making 
a diagnosis of panic disorder. Simply dismissing the presenting symptom (panic attacks) as a part of a 
schizophrenia presentation could deprive the person of needed treatment. Similar arguments could be
made for other conditions including obsessive-compulsive disorder, post-traumatic stress disorder, 
major depressive disorder and substance abuse disorders.
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General principles treatment / continued

Professional involvement should be ongoing and intensive,
and significant interruptions should be avoided.

The levels and types of interventions will vary according to individual readiness. The concept of
a critical period wherein early course predicts later course, suggests that ongoing intensive involvement
should occur for at least several years after the resolution of the initial episode (6). Solid evidence to 
confidently inform the duration and intensity of numerous interventions is generally lacking. Further,
discontinuities in care can confuse and upset a patient and result in uneven treatment applications.
These disruptions pose potential threats to engagement and may lead to relapse either directly or via
non-adherence to treatment. In many jurisdictions the transition from youth to adult services is 
especially awkward.

Practices should be age-appropriate and stage-appropriate.
Specific interventions are appropriate to different stages of a disorder. Both pharmacological 

and psychosocial interventions are affected by this principle. Similarly, the content and process of 
interventions should be consistent with the developmental stage of the individual.

The pace and timing of reintegration should be carefully considered.
Successful rapid reintegration back into social, occupational/scholastic and other roles is a 

primary goal of early intervention. The pace and extent of return to each area calls for sensitive 
handling. Confidence and self-esteem can easily be damaged if the individual experiences failures
rather than successes. Careful assessment and planning are needed to avoid problems such as 
academic failure that can occur when the individual is expected to assume a full course load 
from where he or she left off. Intellectual declines and cognitive deficits may persist, even though 
symptomatic remission has been attained.

Family involvement is important.
Despite significant evidence that family involvement leads to lowered relapse rates, improved

patient functioning, and enhanced family well-being (79) (80) (81) (82) (83) (84), delivery of mental
health services to persons with psychosis often bypasses the family (85). Families need support both 
for themselves and to assist the ill family member. Recognizing the enormous implications to a family
when a member develops a psychotic disorder, the alleviation of family disruption should be fostered
along with engagement of the family as a therapeutic partner. Most people who are ill do much better
with the ongoing help and support of their family. Collaboration between care providers and families
should begin immediately, with consideration given to the pace and extent to which a family can 
participate. Involving families in the therapeutic process benefits both patient outcome and family
well-being. Regardless of the patient’s age, family involvement should be part of a specific treatment
plan rather than informal and as needed. Families should be actively approached and engaged as 
early as possible. Work with the family should include supportive counselling, psychoeducation, 
relapse prevention, stress management, and enhancement of coping skills.
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Acute inpatient presentations

SPECIAL CONCERNS REGARDING HOSPITALIZATION
The experience of the early psychosis patient is markedly different from the experience of 

someone who has been hospitalized repeatedly. Numerous reports indicate that first-episode patients
find their initial hospital experience to be traumatizing (25). Inpatient staff should promptly allay any
unfounded fears that first-episode patients may have, or concerns that they will inevitably come to
resemble some of the more chronic patients seen in inpatient settings. Instructions regarding how to
maintain personal safety may be of benefit if there are potentially aggressive patients on the ward.
Inpatient staff should attempt to include family or close friends in as many intake procedures and
interviews as possible. It is important that proceedings be explained to the patient and family, and 
that realistic reassurance regarding shorter-term outcomes be given. Early psychosis patients should 
be assigned priority for private rooms.

HANDLING EMERGENCY DEPARTMENT PRESENTATIONS
A patient in crisis presenting at hospital emergency may show significant behavioural 

difficulties. An expert consensus panel has published its recommendations on appropriate procedures 
to manage behavioural emergencies (86). In such situations staff must be aware of the factors that can
jeopardize or enhance their own safety. Measures that minimize risk include an open demeanor, room
logistics (e.g., a safe escape route, a location for conducting assessments in clear view of other staff),
and the ability to quickly access security personnel. One of the most important forms of psychological
management is to approach an anxious or agitated patient openly and genuinely to contain the 
situation verbally. This includes communicating a reasonable summary of the situation along with
your psychiatric concerns in a clear, easy-to-understand manner. Tone of voice should be soft and 
non-threatening. Clinicians should describe the treatment plan and sequence of upcoming events 
as a set of short-term and longer-term goals. If verbal containment is not adequate to complete the 
assessment or allay agitation, pharmacological methods may need to be employed as described in 
the Pharmacotherapy section. 

SECLUSION AND RESTRAINT
Seclusion and restraint are measures of last resort used when there exists a threat of imminent

physical harm to patient and staff or, more rarely, when significant property damage is occurring.
These procedures should be used for the minimum time necessary and should be preceded by a clear
explanation of the reason for their implementation. When the seclusion or restraint procedures are 
terminated, it is important to discuss with the patient the expectations for his or her behaviour and
restate the treatment plan. The use of seclusion and restraint in early psychosis cases is especially 
worrisome since it can seriously damage the relationship between the patient and mental health 
services (87). One study found that patients reported a preference for medication over physical 
restraint in psychiatric emergencies (88). Further discussions of some of the medical and ethical 
questions involved in the use of restraint can be found elsewhere (see (89) (86)).
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Older antipsychotic medications (“typicals”) have been successfully used for almost 50 years.
Though effective at reducing psychotic symptoms, they’re often associated with various acute and
chronic side effects, including significant motor effects (90) (91). 

There is no evidence that proves superiority of one typical compared to any other in the 
treatment of psychotic symptoms (92). This may to be due to the finding that all typical antipsychotics 
effectively antagonize the dopamine subtype 2 receptor (D2) (93). There appears to be a narrow window
of D2 blockade between antipsychotic efficacy and the development of adverse side effects. For example,
while less than 70% D2 blockade does not ameliorate psychosis, prolactin starts rising at 72% blockade
and extrapyramidal symptoms emerge at close to 80% D2 occupancy (94). Given their therapeutic 
similarity, choice of typical antipsychotic has generally been made on the basis of other variables 
such as type and degree of side effects, patient preference, availability, and the presence of other 
psychiatric disturbances. 

In some instances, the side effect associated with a drug is useful therapeutically. For example,
sedation may be desirable in a patient who is agitated, anxious, or unable to sleep. Thus, a clinician
using a typical antipsychotic might choose one from the low potency group (e.g., chlorpromazine) 
since low potency typicals have a high affinity for histamine subtype 1 receptors (H1) in addition to
cholinergic receptors. An understanding of receptor functions helps clinicians to understand the 
effects associated with different medications, as described in the following table:

Of course, all predictions of effects on the basis of receptor profiles is influenced by dose. A drug
with a low affinity for a specific receptor may still create a side effect associated with that receptor if
the dose is increased sufficiently. However, the increased dose would also affect other receptors and 
produce consequent effects associated with those transmitters.

31
S E C T I O N I V T R E AT M E N T /  P H A R M ACOT H E R A P Y

T H E E A R LY P S Y C H O S I S C A R E G U I D E

Dopamine (D2) extrapyramidal, elevated prolactin

Acetylcholine blurred vision, dry mouth, urinary hesitation,
(Muscarinic - M1) cognitive impairment, constipation

Histamine (H1) sedation, weight gain

Serotonin (5HT2A) increased appetite, sexual performance difficulties

Adrenergic (alpha1) hypotension, nasal congestion

Receptor Profiles and Medication Side Effects

Receptor Side Effects

PHARMACOTHERAPY

Status of typical antipsychotic medications
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Status of atypical antipsychotics

“Atypical” antipsychotics developed over the past two decades are much less likely to produce the 
types of side effects often found with the typical antipsychotics. Atypical antipsychotics (e.g., clozapine,
risperidone, olanzapine, quetiapine, and ziprasidone) have all been shown to decrease positive and 
negative psychotic symptoms (95) (96). Numerous reviews have noted that all antipsychotics reduce
negative symptoms significantly more reliably than placebo, with some data showing that risperidone
and olanzapine do so slightly better than typicals (96) (97). Atypicals are associated with fewer
extrapyramidal side effects and reduced need for anticholinergic medication (98) (96). They also 
carry more benign side effect profiles in a number of other areas (99).

The atypical antipsychotics can roughly be grouped into those resembling clozapine (olanzapine
and quetiapine) and those that do not, but have similar receptor profiles (risperidone and ziprasidone)
(100). Clozapine has high affinity for many receptors including 5HT2A, M1, H1 and D4, while olanzapine
is similar but has higher D2 and D1 affinities. The other group of atypicals has high affinities for D2
and 5HT2A receptors along with their adrenergic alpha1 blocking characteristics. All atypicals have a 
high 5HT2A to D2 receptor ratio. It is believed that 5HT2A blockage in the striatum increases dopamine 
transmission and therefore lessens the tendency to cause extrapyramidal side effects (which is caused
by reduced dopamine transmission in the striatum). 

Antipsychotics with high affinities for cholinergic receptors are less likely than those without
such affinities to generate extrapyramidal side effects, and most atypicals tend to have anticholinergic 
activity. The exception is risperidone which, if given in higher doses, induces more extrapyramidal 
side effects than other atypicals. The sedating potential of a drug can be reasonably predicted by its
ability to antagonize H1 receptors. The rank order of H1 blockade for selected antipsychotics starting
with the highest is: clozapine, olanzapine, chlorpromazine, quetiapine, fluphenazine, risperidone 
and haloperidol (101).

Availability of different antipsychotics

Both typical and atypical or antipsychotic medications are useful to treat first episodes of 
psychosis (102) (97). In British Columbia, virtually all well-researched typical antipsychotics, along 
with the atypical medications risperidone and quetiapine are designated under the provincial health
insurance plan as available for use as first line medications. Olanzapine may only be used after a trial
period with another antipsychotic. 

Olanzapine and risperidone are the only atypicals for which there exist reported data from 
clinical trials showing efficacy in early psychosis (98) (103). Peer reviewed publications document the
efficacy of risperidone and olanzapine in first-episode cases, although no such data currently exist for
quetiapine. Ziprasidone has yet to receive regulatory approval in Canada, and data from controlled 
trials for its use in first-episode psychosis are lacking. Clozapine has been shown to be effective for 
treatment-resistant first episodes (104). It is generally reserved for refractory cases, because its 
associated risk of agranulocytosis necessitates rigorous monitoring procedures.
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Target symptoms

Advances in assessment and delineation of various components of psychotic symptomatology
have led to an emphasis on treatment of negative, as well as positive, symptoms of psychosis (105).
Depression, anxiety, aggression, and other symptoms are commonly found along with psychosis and
cognitive deficits. 

Targets should vary according to individual presentations. Although pharmacological treatments
should ultimately target all of the above symptoms, wholesale polypharmacy is neither recommended
nor proven to be beneficial (85). Rather, it is recommended that treatment begin with one antipsychotic.
If initial presentation suggests the presence of an affective disorder, an appropriate mood stabilizer or
antidepressant should also be started. 

Response to treatment should be defined multi-dimensionally, with consideration given to 
psychotic symptoms, mood, social and occupational functioning, acute and chronic side effects, 
cognition, subjective response, and quality of life. 

First-episode response to antipsychotics

The vast majority of patients with schizophrenia or schizoaffective disorders will show a good
symptomatic response to antipsychotic medication (17). Most improvement tends to occur within the
first six months of treatment (106). Trials lasting shorter periods reported response rates of around 
60-70% on atypicals (107) (103) and 50% on typical antipsychotics (108). 

Data for established illness demonstrate that all atypicals are superior to placebo (96). The 
effectiveness of risperidone and olanzapine several years after onset appear similar (95). Quetiapine 
has been shown to be effective in patients partially responsive to typical antipsychotics (109) and 
suffering from acute exacerbations of psychosis (110). However, quetiapine may not offer better 
amelioration of negative symptoms than haloperidol, risperidone, or olanzapine (96). Trials examining
quetiapine and ziprazidone in first-episode cases have not been conducted. Use of quetiapine in 
first-episode schizophrenia is limited. One case report documented use of a 600 mg dose to achieve 
symptomatic amelioration (111). An open trial involving 15 adolescents with a variety of diagnoses
found a significant reduction in psychotic and manic symptoms at an average dose of 467 mg/day (112). 

Both typical and atypical antipsychotics are effective treatments for mania (113). The literature 
on antipsychotic medications in first-episode mania is sparse. A recent study found that 84% of bipolar
patients attained syndromal recovery within six months (80% of the sample had psychotic features)
compared to 59% syndromal recovery among patients with non-affective psychoses (114).
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Predictors of response in first-episode psychosis

Male sex, a history of obstetrics complications, more severe symptoms, younger age of onset, and
the development of parkinsonian symptoms predict poorer initial response to medication  (17) (15)  (115)
(116) (117). Poor premorbid adjustment has been related to lesser remission of positive symptoms (118),
insidious onset, poorer social course, and persistent negative symptoms (119) (15).

Other targets for antipsychotic medications

COGNITION
Cognitive performances appear to improve on all atypicals (albeit in slightly different domains), 

whereas typicals generally do not lead to cognitive improvement (18) (40) (120). Clinicians should 
be aware that anticholinergic effects impair several cognitive abilities (120).

DEPRESSION AND SUICIDE
Some research suggests that antipsychotics lower the risk of suicide (121), with evidence being

strongest for clozapine (122). Significant reductions in depression have been reported for risperidone,
olanzapine, quetiapine, and ziprasidone (123) (124) (125) (126).

AGITATION AND AGGRESSION
Many antipsychotics have been used to control agitation. Some evidence suggests that clozapine

use in particular may be associated with decreased aggression over extended periods (126).

SUBSTANCE ABUSE
Typical antipsychotics may be less effective in controlling psychotic symptoms in individuals

with schizophrenia and substance abuse (127), and higher doses may be required to achieve 
stabilization (128). Additionally, typical antipsychotic medications do not appear helpful in decreasing
substance abuse, and there is some evidence that they might even be associated with increased use
(129) (130) (131). A number of case studies and non-controlled studies suggest that clozapine is effective
in reducing both psychotic symptoms and substance abuse (132) (133) (134) (135). There is less available
data for the other atypical antipsychotics but preliminary data is promising (136) (137).

RATIONALE FOR USE OF ATYPICALS IN EARLY PSYCHOSIS

■ effective at treating psychotic symptoms

■ less likely to cause adverse side effects that produce non-adherence

■ appear to have beneficial effects on cognition

■ appear to effectively treat some non-psychotic symptoms

■ may be associated with less hospitalization

34
S E C T I O N I V T R E AT M E N T /  P H A R M ACOT H E R A P Y
T H E E A R LY P S Y C H O S I S C A R E G U I D E



TREATMENT / PHARMACOTHERAPYS E C T I O N  I V

Acute phase

STARTING MEDICATION TREATMENT
Treatment should be initiated as soon as possible. An antipsychotic-free period for a few 

days may be useful if there are any possible diagnostic concerns (such as substance involvement). If 
necessary, antipsychotic treatment can be delayed for weeks without adversely effecting outcome (138). 

Perhaps because young people are usually more sensitive to both beneficial and negative effects
of antipsychotic medications (139), there is increasing evidence that much lower doses are needed (140,
141). The motto  “start low and go slow” is indicated. 

Doses of less than 3 mg risperidone (142) and about 2 mg of haloperidol have been shown 
to be optimal in first-episode cases (140) (143). In a study with 106 patients of which 32 were 
neuroleptic-naive patients, 73% attained remission after five weeks on an average of 3.4 mg 
(+/-2.3mg) of haloperidol (144).
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Haloperidol 1 mg

Risperidone 0.5-1 mg

Olanzapine 2.5-5 mg

Quetiapine To be established (50-100 mg ?)

Ziprasidone To be established (5-20 mg ?)

Chlorpromazine 75-125 mg

Medication Starting Daily Doses
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Acute phase / continued

PHARMACOTHERAPY PRIORITIES IN THE EMERGENCY DEPARTMENT 

Several general pharmacotherapy strategies apply to presentations in hospital emergency (86).

■ In prescribing medications, determine if any psychiatric medications are currently prescribed. 
If so, it is advisable to continue with those medications, rather than switching to a new agent.

■ Reserve as-needed medications for situations (such as anxiety or mild aggression) in which 
psychological interventions prove ineffective. If as-needed medication is required, benzodiazepines, 
rather than antipsychotics are recommended. 

■ The use of benzodiazepines allows for observation of the presenting symptoms and their course 
over the initial few days as well as time to investigate possible etiologies of the presenting psychosis. 
Use of atypical antipsychotics should be considered after the initial period of observation when the 
psychosis persists and the provisional diagnosis appears more robust. 

■ Moderate agitation may be treated with low to moderate doses of benzodiazepines
(e.g., 1-2 mg lorazepam given orally or sublingually) while severe agitation usually merits 

higher doses (e.g., 3-4 lorazepam). 
■ If a patient is combative, a show of force may be helpful along with the offer of higher doses of 

benzodiazepines (e.g., 3-4 mg lorazepam) given orally if possible or intramuscularly, if necessary. 
When a combative patient fails to respond to the above interventions then a combination of an 
intramuscular benzodiazepine and a moderately sedating antipsychotic might be considered.

■ A patient may require an injectible benzodiazepine (e.g., 2 mg lorazepam) and antipsychotic 
(e.g., loxapine 5-25 mg) depending on his or her size, ethnicity, and level of agitation. A 
new injectible form of olanzapine has been developed that may be useful in this regard. 
If repeated doses fail to settle a patient, the use of zuclopenthixol (Accuphase) represents a 
viable option, as its effects last for several days. However, the use of injectible antipsychotics 
prompts questions about the impact upon patient autonomy and informed consent (145). 

■ Liquid risperidone and the rapidly dissolving olanzapine pill represent further medication 
delivery strategies for patients in whom normal oral medication is problematic.
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Acute phase / continued

PHARMACOKINETICS AND DRUG INTERACTIONS 
Oral doses of atypical antipsychotics usually reach peak plasma concentrations after 2-4 hours,

are metabolized in the liver, and have half-lives of 20-40 hours (146). The use of polypharmacy is 
generally discouraged. However, in many cases, several medications may need to be concurrently
administered.

Although the following interactions are far from exhaustive, they do represent several of 
the more common situations that may be encountered (146) (147). Cytochrome P450 enzymes 
metabolize many psychiatric drugs. Understanding the effects involving cytochrome P450 enzymes 
has implications for avoiding unwanted drug interactions and for developing rational dosing 
strategies (148) (149).

■ All antipsychotics decrease the effects of dopamine agonists. 
■ Carbamazepine increases clearance of most atypicals.
■ Quetiapine clearance is increased by phenytoin and decreased by cimetidine.
■ Quetiapine increases clearance of lorazepam.
■ Tobacco can lower blood levels of some antipsychotics by up to 50%. 
■ SSRIs can increase plasma levels of the atypicals.
■ Benzodiazepines and clozapine can induce respiratory depression.

PHARMACOLOGICAL CONSIDERATIONS FOR ADOLESCENTS 
Typical antipsychotic medications are effective in youth (150). It appears that adolescents’

response to atypicals is similar to that of adults (151, 152) (153) (154) (155). Dose finding studies in 
youth are needed since sensitivity to extrapyramidal symptoms appears to be increased in younger
patients (150). Effects on cognition do not appear to have been examined, and long-term data on 
dyskinesias and other adverse effects are lacking. The new practice parameters for schizophrenia 
by the American Academy of Child and Adolescent Psychiatry caution that their treatment 
recommendations are based on the adult literature because of a paucity of research on youth 
with schizophrenia (70). These guidelines recommend that minimal standards for the use of 
antipsychotics in adolescents include:

1/ informed consent
2/ documentation of target symptoms, laboratory findings, treatment response, and side effects
3/ trials of sufficient dose lasting at least 4-6 weeks
4/ long-term monitoring
5/ maintenance antipsychotic medication for 1-2 years after the initial episode for 

first-episode patients.

37
S E C T I O N I V T R E AT M E N T /  P H A R M ACOT H E R A P Y

T H E E A R LY P S Y C H O S I S C A R E G U I D E



TREATMENT / PHARMACOTHERAPYS E C T I O N  I V

Acute phase / continued

SIDE EFFECTS OF ANTIPSYCHOTIC MEDICATIONS 

Motor side effects
The atypicals present a more favorable side effect profile than the typicals. Neuroleptic-naïve

patients are more susceptible to develop extrapyramidal side effects than chronically treated patients
(156) (157). In neuroleptic-naïve patients with schizophrenia, risperidone produced less extrapyramidal
side effects than haloperidol (141). Patients with mania may also be more vulnerable to developing
acute dystonia than patients with schizophrenia (158). In general, extrapyramidal side effect rates are
lower for all atypicals compared to typicals (97). Whereas approximately 4% of patients receiving 
typical antipsychotic medications will develop tardive dyskinesia each year (68) (159), the one-year 
risks are 0.52% for olanzapine (160) and 0.3% for risperidone (99). Data are not available for TD risks
from quetiapine or ziprasidone. 

Elevated prolactin and sexual side effects
The atypicals, with the exception of risperidone (161), are much more prolactin sparing than the 

typical antipsychotics (162) (163). In women, hyperprolactinemia may cause amenorrhea, galactorrhea,
vaginal dryness, hirsutism, reduced bone density and decreased libido. In men, it can result in erectile
dysfunction, ejaculatory dysfunction, gynecomastia, hyperspermatogenesis and decreased libido.
Younger women may be especially prone to these side effects because their higher estrogen levels 
(e.g. on birth control pills) may potentiate the prolactin-elevating properties of typical antipsychotics
(164) (165). One study found that over 50% of males reported sexual difficulties while treated with 
typical antipsychotics and over 90% of women reported menstrual changes (166). These changes were
associated with elevated prolactin levels. Among bipolar patients over 50% reported sexual dysfunction
when treated with benzodiazepines and lithium (compared to 17% treated with lithium and any 
other drug) (167). Treatment with bromocriptine or amantadine (168) may be effective but the risk 
of exacerbating psychotic symptoms must be considered (169). Dose reduction has been the treatment 
of choice to date. 

Weight gain
All antipsychotic medications can cause weight gain (90). Among atypical antipsychotics, 

clozapine appears to cause the most weight gain followed by olanzapine, quetiapine, and then 
risperidone. For example, quetiapine, one of the two drugs least likely to cause weight gain, is 
associated with greater than 7% increase over baseline in about 25% of patients with the gains 
continuing over the first year of treatment (170). Weight gain on olanzapine appears to be associated
with younger age (171). Ziprasidone appears not to cause weight gain but the data are limited to 
several short trials and one study lasting one year in which placebo-treated subjects also lost an 
average of three kilograms (170). Lithium and valproate are considered more likely to cause weight 
gain than carbamazepine (172). 

Weight is best monitored by taking a baseline measurement of Body Mass Index (weight in
kg/height in meters2). The Canadian Practice Guidelines recommend monitoring lipids and glucose 
if the Body Mass Index increases by 10% (69). The Body Mass Index should be calculated monthly for 
the first 6 months, or weekly if rapid weight gain is occurring. Significant weight gain could be a 
risk factor for non-adherence, especially in young females. It also poses increased risk for other 
obesity-related disorders such as diabetes and heart disease. 
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Acute phase / continued

SIDE EFFECTS OF ANTIPSYCHOTIC MEDICATIONS, continued

Weight gain, continued
Dietary strategies and exercise remain the principal treatments for weight gain. Support 

groups may be helpful to some individuals. Atypicals have also been implicated in the exacerbation 
or precipitation of diabetes regardless of the amount of weight gain (173). Risperidone appears to be 
the sole atypical that has not been implicated in reports of impaired glucose regulation. Caregivers 
in both community and inpatient settings should take baseline glucose measures and continue 
monitoring over time.

Other side effects
Most sedation from atypicals is transitory (174). Low potency medications such as clozapine 

and chlorpromazine appear to pose a greater risk of sedation than most high potency typicals.
However, the atypicals olanzapine, quetiapine and risperidone all appear more sedating than 
haloperidol (172). Jaundice is an infrequent occurrence with antipsychotic medications but has 
been found in 1-5/1000 patients on chlorpromazine (68). Leucopoenia has been found in almost 10% 
of patients on chlorpromazine with 0.3% developing agranulocytosis. Extensive blood monitoring 
must be undertaken with clozapine use because of the 1% rate of agranulocytosis (175). Clozapine 
also has a dose-dependent risk for seizures with an overall rate of 2.8% (68). 

Overdose of antipsychotic medications rarely causes death unless accompanied by alcohol/drug
ingestion or preexisting medical conditions (68). Treatment of overdose is symptomatic and supportive.
Neuroleptic Malignant Syndrome has been associated with virtually all antipsychotic medications
including atypicals (176) (177). Antipsychotic medications should be discontinued 
immediately and symptomatic treatment instituted. 

The rate of sudden death among those on antipsychotic medications is not higher than for 
the general population (68). Nevertheless, the risk for heart arrhythmias may be lessened by using low
doses of medications, ensuring patients are well hydrated, monitoring vitals and, finally, minimizing
use of restraints since cardiovascular and autonomic instabilities could result from the interaction of
agitation/stress and medication effects (68). Failure to understand the patient’s subjective experience of
both mental and physical side effects can lead to treatment failure because the patient may develop a
negative attitude to the medication and cease to take it (178).

Treatment of side effects
Anticholinergic medications such as benztropine are effective for treating extrapyramidal 

symptoms. They may also be used prophylactically. Because of the very high rates of extrapyramidal
side effects in neuroleptic-naive and young patients, anticholinergics should be used if the initial 
medication is a typical antipsychotic given in more than very low doses. Prophylactic use of biperiden
dropped the rate of dystonia in first-episode cases from 60% to 7% (157). When very low doses of 
typicals or risperidone are used, the rates of extrapyramidal side effects are low, and anticholinergic
medications are not needed. If extrapyramidal side effects develop during treatment with an atypical,
the dose should be lowered.
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Acute phase / continued

ASSESSMENT OF RESPONSE 
Psychotic and other psychiatric symptoms, side effects, daily functioning, and subjective 

response should all be assessed repeatedly. Assessments should occur on multiple occasions in the first
week and at least biweekly for the first month. Response is best assessed in the context of the types 
of target symptoms identified. For example, agitation should respond within days, while negative 
symptoms may take much longer to respond. Clinicians should not solely rate improvement according 
to positive symptoms. The use of rating scales helps to objectify progress – especially over time – and 
is suitable for routine clinical use. Several measures are listed in the section, Measuring Effectiveness.

INCREASING DOSES 
An initial period of about one to two weeks should allow the clinician to determine if the patient

is tolerating the medication and deriving benefit. Positive symptoms, along with general symptoms 
such as anxiety and agitation, often show discernible improvement within one week. A recent first-
episode study that restricted haloperidol doses to 1 mg for the first four weeks found that 55% of
patients remained stabilized on that dose (179). Further, 83% remained on haloperidol after a 12-week
trial at an average dose of 1.78 mg per day. The concept of a “neuroleptic threshold” (dosing to the
threshold of motor side effects) has been used successfully in several first-episode studies using 
typicals to keep doses and side effects low while attaining excellent clinical responses (144) (140). 

A European guide that lists the approximate lowest doses expected to be effective helped form 
the table below (100). The list is derived either from studies using the drugs in early psychosis, or by 
calculating chlorpromazine equivalents. Of course, many patients will require significantly higher doses. 
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Up to 30% of first-episode cases of schizophrenia will not respond within six weeks of 
treatment. Since non-responders taking reasonable doses do show adequate binding to D2 receptors, 
it is unlikely that dose increases will be effective (100). Instead, switching to another medication 
should be considered.

Haloperidol 2

Risperidone 1 - 2 

Olanzapine 5

Quetiapine 150

Chlorpromazine 100

Expected Lowest Effective Doses

Medication Dose in mg/day
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Acute phase / continued

UTILITY OF ANTIPSYCHOTIC PLASMA LEVELS
About 75% of first-episode responders to low-dose haloperidol had blood plasma levels well 

below those commonly believed to be associated with response (140). Therefore, plasma monitoring is
not recommended as a good predictor of response but may be undertaken to assess non-adherence, to
identify unusual drug metabolism when a seemingly adequate dose fails to produce an adequate 
clinical response, and to help distinguish psychopathology from side effects (85).

USE OF OTHER MEDICATIONS
Little is known about the use of adjunctive agents such as antidepressants, benzodiazepines, 

and mood stabilizers in first-episode cases of schizophrenia, because most studies utilized refractory
chronic patients (85). The use of two antipsychotics in first episodes is generally unwarranted.

Benzodiazepines
The benzodiazepines are helpful in managing sleep disturbances, agitation, and anxiety very

early in the treatment process. Benzodiazepines also appear to possess some antipsychotic activity,
albeit considerably less than antipsychotic medications (180). Their use can foster greater diagnostic
clarity and improve engagement. Benzodiazepines may be beneficial adjuncts to antipsychotics in
reducing positive symptoms, anxiety, agitation, and overall psychopathology (85) although these 
effects may be limited in duration (68). If a benzodiazepine is used with an antipsychotic, the dose 
of antipsychotic should be lowered. Given that benzodiazepines can cause disinhibition, abuse, and
rebound withdrawal symptoms, their use for more than brief periods demands caution. 

Mood stabilizers
Lithium used alone for schizophrenia is likely to be ineffective or even to worsen symptoms, 

but it may enhance the effects of antipsychotics when given adjunctively  (68). Lithium should not 
be employed before an adequate trial of an antipsychotic alone. The lithium add-on should show a 
beneficial response in most patients within four weeks. Clinicians must closely monitor for lithium 
toxicity, since lithium-antipsychotic combinations place patients at greater risk for side effects 
including Neuroleptic Malignant Syndrome (68). Valproate and carbamazepine are not effective 
antipsychotics, but may have a role in patients with persistent agitation, aggression, or EEG 
irregularities (68).

If a first-episode psychosis patient presents with mania and the clinician suspects bipolar 
disorder, treatment with an antipsychotic and either lithium or valproate is recommended.
Benzodiazepines can also be considered if severe behavioural disturbance is present (181) (66) (182).
Failure to derive a good response after three weeks may prompt use of a second mood stabilizer 
as well, (e.g., carbamazepine or a different antipsychotic). Atypicals appear to hold promise as 
monotherapy in the treatment of bipolar disorder (183) (184) (185). Also, both olanzapine and 
risperidone have been shown to be effective adjuncts to mood stabilizers in persons with bipolar 
or schizoaffective disorders (186) (187). 

The relapse rate in persons with bipolar disorder on lithium is about 35% compared to about
80% on placebo (188). Withdrawal from lithium can lead to a higher rate of relapse than placebo.
Valproate and carbamazepine are also both effective maintenance agents (66).
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Acute phase / continued

USE OF OTHER MEDICATIONS, continued

Antidepressants
The covariation of mood symptoms with psychotic symptoms in many patients with 

schizophrenia suggests that depression is integral to the illness and that monotherapy with an 
antipsychotic is viable (29). Others argue that neuroleptics themselves produce depressive symptoms
that are distinguishable from akinesia (189). 

Although antidepressants, ECT, and mood stabilizers are all effective treatments for depression 
in bipolar patients (190), their place in treating schizophrenia is less clear. Antidepressants may not be
particularly helpful once the illness is established (191) (192). Nevertheless, the use of antidepressants 
is justified if antipsychotic monotherapy fails to adequately treat depressive syndromes (85). With
respect to early psychosis, initially prescribing antidepressant medications cannot be condoned when
reluctance to start antipsychotics is simply due to the lack of a definite diagnosis of schizophrenia.
Furthermore, evidence exists that antidepressants can induce mania in bipolar patients (115).

SWITCHING AFTER A PARTIAL OR POOR RESPONSE
When a patient fails to show significant improvements within four to six weeks, the clinician

should consider switching to another medication. A poor initial response is not cause for therapeutic
pessimism, since about 16% of early unremitting cases will achieve late-phase recovery (3). As noted
previously, the use of two antipsychotics in early psychosis is generally unwarranted. 

Switching antipsychotics early in the course of illness can be an opportunity for significant
improvement, but it may also lead to worsening of symptoms and decompensation. Although there is
little scientific evidence regarding switching, clinical experience suggests that switching medications
may be advisable

■ when target symptoms of psychosis persist 
■ when side effects are distressing or do not respond to treatment
■ when there is a relapse despite adherence 
■ to reduce polypharmacy (e.g., reduce need for anticholinergic medication) 
■ when the patient or caregiver are dissatisfied with the current treatment.

Prior to switching, adequate discussion should be undertaken regarding the risk of symptom
exacerbation and length of time that might be needed to see results. When difficulties arise during a
switch (such as symptom exacerbation), the clinician should consider whether the dose is adequate,
whether side effects are confounding the switch, whether the change technique may be creating the 
difficulty, or whether the patient is experiencing a rebound phenomena (e.g., following removal of 
highly anticholinergic medications). Symptoms of anticholinergic rebound include vomiting, loss of
appetite, malaise, diarrhea, rhinorrhea, sweating, anxiety, agitation, and insomnia. Management 
consists of reintroducing the antipsychotic and tapering more slowly or transiently adding another
anticholinergic medication such as benztropine.
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Acute phase / continued

SWITCHING AFTER A PARTIAL OR POOR RESPONSE, continued

CRITERIA FOR CONSIDERING CLOZAPINE
Clozapine is regarded as the gold standard in treatment-resistant cases (193) (194). The 

clinician must decide how long to wait before a treatment-resistant patient is prescribed clozapine. 
The American Psychiatric Association Guidelines for Schizophrenia suggest that an acute episode be
treated with either one typical or atypical for six weeks. If response is poor after six weeks, these 
guidelines recommend consideration of clozapine (68). A set of expert consensus guidelines suggests 
use of one typical then a trial of an atypical before switching to clozapine (67). The Texas algorithms
suggest three trials before clozapine (195) while the PORT group recommended two trials from different
classes of either typicals or atypicals (85). The Canadian Clinical Practice Guidelines for Schizophrenia
imply that physicians consider one trial of a typical and at least one, if not two, trials of atypicals
before moving to clozapine (69). The only guidelines specifically written to date for early psychosis (45)
advocate two six-week trials of atypicals, then either adding lithium to the atypical or going directly 
to clozapine. 

Therefore, it is suggested that clozapine should not be considered before at least two trials, at
least one of which should be either risperidone or olanzapine. Each trial should last at least four to 
six weeks, unless discontinued earlier due to side effects.

SWITCHING PROCEDURES
Several switching paradigms exist, and none is unequivocally superior to the others. 

In the abrupt stop and start method, the old medication is stopped completely and the 
new medication is begun at, or close to, a full dose. This method is frequently used for inpatients 
or when serious adverse events occur. It can work well when patients are being switched from a 
depot to an oral agent. Disadvantages include the possibility of symptom flare-up and anticholinergic
or extrapyramidal side effect rebound. 

In the gradual cross-taper approach, the old and new medications are gradually interchanged.
This process can take weeks or months. Advantages include a low risk for anticholinergic or 
extrapyramidal side effect rebound. Disadvantages include the possibility that neither medication 
will be at a therapeutic level for some time, creating a risk of relapse. In addition, polypharmacy 
can create or worsen side effects. 

The third method involves reaching a therapeutic dose of the new medication and only then
gradually reducing the dose of the old medication. This final method has the perceived advantage of
less symptom exacerbation but involves the risks inherent in polypharmacy. The results of a study that
examined switching to olanzapine from typicals or risperidone found that achieving a therapeutic dose
of the new medication before gradual withdrawal of the old agent resulted in fewer relapses (196).
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Maintenance phase

DURATION OF TREATMENT FOLLOWING A GOOD RESPONSE
An expert consensus guideline document recommended that a first-episode patient with 

schizophrenia who shows a good initial response to medication and is able to return to work full 
time should be maintained on the medication for 12-24 months before considering dose reduction and
discontinuation (67). An evidence-based report recommended at least one year of maintenance therapy
after an acute episode (85). Guidelines for children and adolescents also recommended 12-24 months 
of maintenance (70). However, the data from at least one study using typical antipsychotics in 
first-episode schizophrenia suggested that patients receive maintenance medication for two to 
five years after initial recovery because of the increased risk of relapse, especially in those who 
discontinue medication (197). The influences of the atypical antipsychotics and specialized early 
psychosis psychosocial interventions on relapse and course remain unresolved at this time. 
Therefore, it is recommended that patients with first-episode schizophrenia remain on 
maintenance medication for a minimum of one to two years. 

Psychotic disorders other than schizophrenia merit shorter maintenance periods after 
symptomatic recovery, although close monitoring is essential. For example, with first-episode manic
patients it is common practice for antipsychotics to be discontinued in about 75% of patients within 
six months (114). Research on combined lithium/antipsychotic therapy in bipolar patients suggests 
that discontinuation of the antipsychotic shortly after resolution of the psychotic symptoms is not 
recommended (198). Successful discontinuation of the antipsychotic was associated with shorter 
duration of illness and first-episode status.

Patients frequently discontinue medications when they have recovered from a first episode.
Unfortunately, there is no reliable way to predict who belongs to the substantial subgroup of persons
with schizophrenia (about 20%) who will not experience a second episode regardless of whether they
take maintenance antipsychotic medication. Therefore, some researchers and clinicians have advocated
a medication strategy that entails restarting the antipsychotic at the first signs of a relapse. Relapse
rates using this “intermittent targeted” approach are higher than when medication is continuously 
prescribed (199). Restarting medication before the person is in crisis does produce less risk of relapse
than starting after a crisis has begun. However, both these strategies are less effective in preventing
relapse than staying on a low dose. A low dose was itself only slightly worse than staying on a regular
dose (200). Symptomatic exacerbations in recent-onset schizophrenia when off medication can be 
successfully managed in most cases by providing support and restarting medication rather than 
resorting to hospitalization (201). Also, some researchers are examining drugs other than antipsychotics
using the intermittent approach. One recent study showed that diazepam significantly outperformed
placebo (as did fluphenazine) in preventing progression from early warning signs to full relapse (202).
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Maintenance phase / continued

DURATION OF TREATMENT FOLLOWING A GOOD RESPONSE, continued
Despite the fact that an intermittent dosing strategy is less than ideal, it will occur in 

clinical situations quite frequently.  If the person has had only one episode, experienced a complete
symptomatic recovery, and is willing to be closely followed but is very reluctant to take medication, 
it might be acceptable to try the intermittent approach. However, for someone with schizophrenia 
who has relapsed quickly, medication should probably be maintained for at least five years (68).

In general, a patient in the maintenance phase is well served through

■ close monitoring, 
■ timely review of the diagnosis
■ keeping the dose as low as possible
■ facilitation of ongoing psychosocial interventions
■ ensuring easy access to services if a relapse appears possible. 

CONSEQUENCES OF STOPPING TREATMENT
About 60% of patients who recovered from a first episode of psychosis relapsed within a year if

they stopped receiving medication, whereas 40% of those on a maintenance dose of an antipsychotic
relapsed (203). Other studies report that 70% of patients with schizophrenia on placebo will relapse
within one year compared to 30% on active medication (204) while estimations of “real world” one-year
relapse rates of patients on medication are about 50%. When persons with schizophrenia have been
taken off typical antipsychotic medication, almost 75% have relapsed within two years (205). A recent
analysis of recovered first-episode patients with schizophrenia or schizoaffective disorder found that 
the cumulative first relapse rate after five years was over 80%. Of those who had a second relapse, 
86% had a third relapse within four years after recovery from a second relapse. Discontinuing 
antipsychotic drug therapy increased the risk of relapse by almost five times. Subsequent analyses 
controlling for antipsychotic drug use showed that patients with poor premorbid adaptation to 
school and premorbid social withdrawal relapsed earlier (197). 

A recent report highlights the interpretative problems that arise when the definition of relapse
varies. When hospitalization was used as a criterion for identifying relapse, only 13% of recent-onset
patients with schizophrenia were found to have relapsed within two years after discontinuation 
of a typical antipsychotic (that had been prescribed for one to two years) (201). When increased 
symptomatology was employed as the criterion, 96% experienced a “relapse” within two years. 

Only six out of 46 patients who suffered symptom exacerbation could not be successfully 
managed in the community. Therefore, although maintenance medication therapy is associated with
lower relapse rates, many patients will either request withdrawal or discontinue on their own. In 
these cases, clinically supervised discontinuation with rapid reintroduction is preferable to covert 
non-compliance. A cooperative patient with good insight and a history of excellent response to 
medication will be a better candidate for supervised withdrawal than one lacking these 
qualities (206). For a fuller discussion on non-adherence refer to Relapse section.
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Summary

Atypicals are recommended as first line agents in early psychosis since, compared to typicals, 
they have

■ the least adverse side effect profile
■ equal or better efficacy against symptoms
■ better effects on cognition. 

There is also evidence that some atypicals may be associated with less hospitalization time, 
both during the index episode and during the subsequent follow-up (207). 

To date, the only controlled trials on early-episode psychosis treated with atypicals used 
olanzapine and risperidone (208) (69) (45). Recent research has demonstrated that doses effective for
early episode psychosis tend to be smaller than the doses recommended when a new atypical comes
onto the market (140) (179).  The lack of research for quetiapine or ziprasidone means there is little
empirically-based guidance as to initial or subsequent dosing for these antipsychotics. It is hoped 
that studies will soon be forthcoming that demonstrate effectiveness and provide better guidance
regarding the use of quetiapine and ziprasidone in early psychosis.

Clozapine should be reserved for treatment of refractory cases. Neuroleptic-naive patients 
are especially sensitive to both therapeutic and unwanted effects from antipsychotics. Doses should 
start low and proceed upwards slowly. Simultaneous use of two antipsychotics is discouraged.
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SOCIAL AND PSYCHOLOGICAL INTERVENTIONS

Psychoeducation

Psychoeducation should be provided to all persons with early psychosis and their families 
and should be viewed as an ongoing and intensive process. The content of psychoeducation should 
be specific to early psychosis, and aim to enhance recovery, promote self-management of illness, and
improve coping abilities. Psychoeducation should be individually provided, with ideally both family 
and patient together. Group psychoeducation may be a useful adjunct to individual psychoeducation.

SCOPE OF PSYCHOEDUCATION
Psychoeducation fosters the knowledge, attitudes, skills, and abilities necessary for a person to

manage his or her own illness. Psychoeducation also deals with the emotional aspects of the illness
experience (209) (210) (211). Treatment adherence and relapse prevention are often considered to be the
main aims of psychoeducation. However, these are embedded in the overall goal of promoting the 
self-management capacity needed to achieve or recover valued life goals and overall quality of life (212).
Similarly, family education is better conceptualized as fostering well-being of the family rather than
simply preventing relapse in the patient. Psychoeducation should be offered to all persons with a 
psychotic disorder, family members, spouses and partners, and other potentially supportive individuals.

Three key emphases for psychoeducation in early psychosis are to help the patient (212):

1/ negotiate “meaning” through a constructive assimilation of the illness experience into 
his or her worldview

2/ develop “mastery” by acquiring or enhancing the subjective and objective skills needed to 
exert control over the disorder and its effects 

3/ protect “self-esteem” threatened by assaults on self-identity, social roles, relationships, 
and future plans.

BENEFITS OF PSYCHOEDUCATION
Psychoeducation has been demonstrated to lead to (213) (60) (214) (215)
■ improved knowledge, decreased negative symptoms
■ improved interpersonal skills
■ decreased relapse rates
■ shorter hospital stays

In general, more intensive interventions lead to more lasting benefits. Additionally, involving
families in psychoeducation results in significantly better outcomes for both patient and family (79) (80)
(81) (82) (83) (84). Provision of psychoeducation to both patient and family should be intensive and 
ongoing. Multiple studies in which psychoeducation was provided on a short-term basis (no more 
than ten sessions over less than six months) failed to show convincing and long-lasting results for
patient outcome (reviewed in (79)), although they may have some positive effects on family sense of
support (216) (217). Provision of information over longer periods of time may lead to better outcomes 
by providing more opportunity to apply knowledge and skills. The risk of relapse is minimized the most
when the psychoeducation lasts at least nine months (218). More frequent and longer involvement 
(e.g., closer to one year) with sessions including both patient and family is associated with better 
outcomes (79) (218).
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Psychoeducation / continued

INVOLVING FAMILIES
When psychosis develops in a close relative, the family may experience reactions ranging from fear

to denial. Frequently, the family will attribute the psychotic behaviour to substance abuse, adolescence,
family conflicts, or other “explanations.” These reactions suggest that the family should actively be
sought out and engaged as early as possible. 

After the patient has made contact with mental health services, family members should be
allowed time to debrief and relate their personal experiences. Misconceptions about psychosis and its
treatments should sensitively be corrected (this part of the process can be delayed if it might threaten
engagement). 

The increased stress experienced by family members as they care for their relative usually leads to
significant social disruption and the development of psychological problems (219) (220). Psychoeducation
can provide family members with the knowledge and skills necessary to help them care for their relative
and to increase their ability to cope.  

If the patient seeks to limit family involvement, the basis for this request should be explored, 
and the importance of involving the family should be clearly explained to the patient. Clearly addressing
issues of confidentiality may help alleviate some concerns about family involvement. Adequate 
psychoeducation for the family should always be provided, even if it must be offered in a venue 
apart from the patient and by other service providers. This can be accomplished even if the patient 
does not wish the family to be involved with, or aware of, the details of his or her care.

PSYCHOEDUCATION PROCESS
Psychoeducation should occur during all phases of the illness. It may begin at the help-seeking

phase when distress and dysfunction are reframed as “illness-related,” and as a reason for receiving 
outside help (209). Both individuals and families benefit from an explanation of the treatment and 
from attempts to humanize and normalize the service. 

Once the patient enters into mental health services, psychoeducation can facilitate the negotiation
of an initial “rationale for treatment” with the patient and family (212). This dialogue should be sensitive
to patient’s idiosyncratic explanatory models of the illness. Caution should bE exercised about proposing
other explanations before the person is ready to consider them (221). It may be necessary to begin by
framing the intervention as a response to a specific problem that has been identified as distressing 
by the individual. 

During the early assessment phase, clinicians should convey their familiarity with the condition,
the need for prompt intervention, and the message that their symptoms should respond well to treatment
(222). People will also require clear explanations about the roles of the involved professionals, treatment
options, legal rights, and available supports appropriate to that phase of illness.

More formal psychoeducation should commence once the person’s mental state begins to respond
to medication – usually within days to a few weeks (212). Psychoeducation should be paced and suitable
when cognitive abilities are compromised. The ability to process information may be impaired by 
psychotic symptoms, cognitive deficits associated with the illness, medication side effects, or emotional
reactions to the illness experience (223) (211). Furthermore, some individuals may avoid discussion as 
they attempt to “seal over” their experiences. Psychoeducation may need to be delayed or tailored to
accommodate the patient’s inability or unpreparedness to deal with emotionally provocative issues.
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Psychoeducation / continued

CONTENT OF PSYCHOEDUCATION

Topics to be covered in psychoeducation
Psychosis –
■ Allow the patient and family time to relate their explanatory model of the psychosis and 

their emotional and behavioural responses.
■ Discuss the symptoms and associated features of psychosis.
■ Present the etiology of psychosis using a stress-vulnerability framework (see the ensuing section 

on Educational Frameworks for details).
■ Communicate the expectation of recovery. 
■ Explain why there is diagnostic ambiguity in the early phases of a psychotic illness.

Treatments –
■ Provide information on medications and psychosocial treatments (including possible 

side effects of treatment). 
■ Help the person come to an acceptable ongoing rationale for treatment.

Recovery –
■ Provide information on the factors that enhance and impede recovery.
■ Discuss topics such as lifestyle, physical health, socialization, and drug use within this context.

Relapse Prevention (see the section on “Relapse Prevention”) –
■ Discuss the possibility of relapse.
■ Provide information on early warning signs. 
■ Develop a plan of action for dealing with impending relapse.
■ Help the person make lifestyle changes to reduce the likelihood of relapse.

Stress Management (see the section on “Stress Management”) –
■ Increase coping and control over symptoms and key affected areas of the person’s life by 

teaching stress management strategies.
■ Foster use of social supports and services.

Teaching of skills such as structured problem solving, goal setting, and social skills (see the 
section on “Skills Development”) helps individuals assimilate and apply information by actively
rehearsing the knowledge, skills, or strategies in question.

Throughout psychoeducation, issues of stigma and demoralization should be addressed. 
The experience of psychosis should be normalized, and the expectation of recovery should be 
communicated. Self-management of illness and social reintegration should be encouraged. 

Diagnostic uncertainty in early psychosis and the potentially stigmatizing connotations 
associated with diagnostic labels dictate that psychoeducation should be “problem-focused” rather 
than diagnostically focused in the early phases. The early psychosis period, with its attendant 
ambiguity, can be presented as an opportunity for the individual and family to take steps to 
minimize vulnerability to future episodes and maximize the chances for a full recovery. 
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Psychoeducation / continued

CONTENT OF PSYCHOEDUCATION, continued
Young persons with psychosis may particularly benefit from general health information. 

This group is vulnerable to numerous health problems associated with lack of information, high-risk 
behaviours, homelessness, and malnutrition. Educational topics may include: 

■ contraception
■ sexually transmitted diseases
■ drugs and alcohol
■ hygiene
■ dentition
■ exercise
■ nutrition
■ herbal remedies.

It is important to monitor for signs of health problems that are unreported by an individual,
arrange for treatment, and provide needed education.

For persons who have experienced a manic episode, emphasizing maintenance of circadian
rhythms may help improve outcome and decrease risk of relapse (224).

EDUCATIONAL FRAMEWORKS
The usual framework for presenting information is the stress-vulnerability framework. This

involves explaining psychosis as an underlying vulnerability (e.g., genetic predisposition) in combina-
tion with exposure to stressors that may predispose, trigger, or serve to maintain symptoms (222) (212).
Within this context, one can present both biological strategies and psychosocial strategies to reduce the
risk of psychosis and prevent relapse. Strategies include

■ complying with medications
■ avoiding substance use
■ managing interpersonal conflict
■ making use of peer support
■ identifying and managing environmental stressors
■ learning the “early warning signs” of onset and relapse
■ developing and planning proactive coping and help-seeking strategies (225).

Analogies to the management of other ongoing health issues that fit this framework, such as
diabetes, or asthma, can be drawn on as a way of normalizing the experience of mental illness, and as
a way of promoting a sense of control.

50
S E C T I O N I V T R E AT M E N T / S O C I A L A N D P S YC H O LO G I C A L I N T E R V E N T I O N S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

173. Wirshing DA, Spellberg BJ, Erhart SM, Marder SR, Wirshing WC. Novel antipsychotics and new 
onset diabetes. Biol Psychiatry 1998;44(8):778-83.

174. Conley RR. Risperidone side effects. J Clin Psychiatry 2000;61(Suppl 8):20-3; discussion 24-5.

175. Alvir JM, Lieberman JA, Safferman AZ, Schwimmer JL, Schaaf JA. Clozapine-induced 
agranulocytosis. Incidence and risk factors in the United States. N Engl J Med 1993;329(3):162-7.

176. Pelonero AL, Levenson JL, Pandurangi AK. Neuroleptic malignant syndrome: a review. 
Psychiatr Serv 1998;49(9):1163-72.

177. Hasan S, Buckley P. Novel antipsychotics and the neuroleptic malignant syndrome: a review 
and critique. Am J Psychiatry 1998;155(8):1113-6.

178. Gerlach J, Larsen EB. Subjective experience and mental side-effects of antipsychotic treatment. 
Acta Psychiatr Scand Suppl 1999;395:113-7.

179. Oosthuizen P, Emsley RA, Turner J, Keyter N. Determining the optimal dose of haloperidol in 
first-episode psychosis. J Psychopharmacol 2001;15(4):251-5.

180. Wahlbeck K, Cheine MV, Gilbody S, Ahonen J. Efficacy of beta-blocker supplementation for 
schizophrenia: a systematic review of randomized trials. Schizophr Res 2000;41(2):341-7.

181. Bauer MS, Callahan AM, Jampala C, Petty F, Sajatovic M, Schaefer V, et al. Clinical practice 
guidelines for bipolar disorder from the Department of Veterans Affairs [published erratum 
appears in J Clin Psychiatry 1999 May;60(5):341]. J Clin Psychiatry 1999;60(1):9-21.

182. Sachs GS, Printz DJ, Kahn DA, Carpenter D, Docherty JP. The Expert Consensus Guideline Series: 
Medication Treatment of Bipolar Disorder 2000. Postgrad Med 2000;Spec No:1-104.

183. Tohen M, Jacobs TG, Grundy SL, McElroy SL, Banov MC, Janicak PG, et al. Efficacy of olanzapine in 
acute bipolar mania: a double-blind, placebo- controlled study. The Olanzipine HGGW Study 
Group. Arch Gen Psychiatry 2000;57(9):841-9.

184. McElroy SL, Frye M, Denicoff K, Altshuler L, Nolen W, Kupka R, et al. Olanzapine in 
treatment-resistant bipolar disorder. J Affect Disord 1998;49(2):119-22.

185. Tohen M, Zarate CA, Jr., Centorrino F, Hegarty JI, Froeschl M, Zarate SB. Risperidone in the 
treatment of mania. J Clin Psychiatry 1996;57(6):249-53.

186. Vieta E, Reinares M, Corbella B, Benabarre A, Gilaberte I, Colom F, et al. Olanzapine as long-term 
adjunctive therapy in treatment-resistant bipolar disorder. 
J Clin Psychopharmacol 2001;21(5):469-73.

187. Vieta E, Goikolea JM, Corbella B, Benabarre A, Reinares M, Martinez G, et al. Risperidone safety and
efficacy in the treatment of bipolar and schizoaffective disorders: results from a 6-month, 
multicenter, open study. J Clin Psychiatry 2001;62(10):818-25.

188. Goodwin F.K. and Jamison, K.R. Manic Depressive Illness. New York: Oxford University Press; 1990.

189. Harrow M, Yonan CA, Sands JR, Marengo J. Depression in schizophrenia: are neuroleptics, 
akinesia, or anhedonia involved? Schizophr Bull 1994;20(2):327-38.

190. Yatham LN, Kusumakar V, Parikh SV, Haslam DR, Matte R, Sharma V, et al. Bipolar depression: 
treatment options. Can J Psychiatry 1997;42 Suppl 2:87S-91S.

191. Kramer MS, Vogel WH, DiJohnson C, Dewey DA, Sheves P, Cavicchia S, et al. Antidepressants in 
‘depressed’ schizophrenic inpatients. A controlled trial. Arch Gen Psychiatry 1989;46(10):922-8.

101
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

192. Becker RE. Depression in schizophrenia. Hosp Community Psychiatry 1988;39(12):1269-75.

193. Conley RR, Tamminga CA, Kelly DL, Richardson CM. Treatment-resistant schizophrenic patients 
respond to clozapine after olanzapine non-response. Biol Psychiatry 1999;46(1):73-7.

194. Kane JM. Management strategies for the treatment of schizophrenia. J Clin Psychiatry 
1999;60(Suppl 12):13-7.

195. Miller AL, Chiles JA, Chiles JK, Crismon ML, Rush AJ, Shon SP. The Texas Medication Algorithm 
Project (TMAP) schizophrenia algorithms. J Clin Psychiatry 1999;60(10):649-57.

196. Kinon BJ, Basson BR, Gilmore JA, Malcolm S, Stauffer VL. Strategies for switching from 
conventional antipsychotic drugs or risperidone to olanzapine. 
J Clin Psychiatry 2000;61(11):833-40.

197. Robinson D, Woerner MG, Alvir JM, Bilder R, Goldman R, Geisler S, et al. Predictors of relapse 
following response from a first episode of schizophrenia or schizoaffective disorder. Arch Gen 
Psychiatry 1999;56(3):241-7.

198. Kafantaris V, Coletti DJ, Dicker R, Padula G, Kane JM. Adjunctive antipsychotic treatment of 
adolescents with bipolar psychosis. J Am Acad Child Adolesc Psychiatry 2001;40(12):1448-56.

199. Schooler NR. Reducing dosage in maintenance treatment of schizophrenia. Review and prognosis 
[see comments]. Br J Psychiatry Suppl 1993(22):58-65.

200. Gaebel W. Is intermittent, early intervention medication an alternative for neuroleptic 
maintenance treatment? Int Clin Psychopharmacol 1995;9 Suppl 5:11-6.

201. Gitlin M, Nuechterlein K, Subotnik KL, Ventura J, Mintz J, Fogelson DL, et al. Clinical outcome 
following neuroleptic discontinuation in patients with remitted recent-onset schizophrenia. 
Am J Psychiatry 2001;158(11):1835-42.

202. Carpenter WR, Buchanan RW, Kirkpatrick B, Breier AF. Diazepam treatment of early signs 
of exacerbation in schizophrenia. Am J Psychiatry 1999;156(2):299-303.

203. Crow TJ, MacMillan JF, Johnson AL, Johnstone EC. A randomised controlled trial of prophylactic 
neuroleptic treatment. Br J Psychiatry 1986;148:120-7.

204. McClellan J, Werry J. Practice parameters for the assessment and treatment of children and 
adolescents with schizophrenia. American Academy of Child and Adolescent Psychiatry. 
J Am Acad Child Adolesc Psychiatry 1997;36(10 Suppl):177S-93S.

205. Kane JM. Treatment programme and long-term outcome in chronic schizophrenia. 
Acta Psychiatr Scand Suppl 1990;358:151-7.

206. Carpenter WT, Jr. Evidence-based treatment for first-episode schizophrenia? 
Am J Psychiatry 2001;158(11):1771-3.

207. Malla AK, Norman RM, Scholten DJ, Zirul S, Kotteda V. A comparison of long-term outcome 
in first-episode schizophrenia following treatment with risperidone or a typical antipsychotic. 
J Clin Psychiatry 2001;62(3):179-84.

208. Treatment of special populations with the atypical antipsychotics. Collaborative Working Group 
on Clinical Trial Evaluations. J Clin Psychiatry 1998;59(Suppl 12):46-52.

209. Gleeson J. Family Intervention in Early Psychosis. In: McGorry PaJ, H., editor. The Recognition and 
Managment of Early Psychosis. Cambridge: Cambridge University Press; 1999.

102
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

210. Birchwood M. The Critical Period for Early Intervention. In: M. Birchwood DF, & C. Jackson, editor. 
Early Intervention in Psychosis: A Guide to Concepts, Evidence & Interventions. Chichester: 
Wiley; 2000.

211. Jackson C. and Iqbal, Z. Psychological Adjustment to Early Psychosis. In: M. Birchwood DF, 
& C. Jackson, editor. Early Intervention in Psychosis: A Guide to Concepts, Evidence & 
Interventions. Chichester: Wiley; 2000.

212. McGorry PD. Psychoeducation in first-episode psychosis: a therapeutic process. 
Psychiatry 1995;58(4):313-28.

213. Goldman CR, Quinn FL. Effects of a patient education program in the treatment of schizophrenia. 
Hosp Community Psychiatry 1988;39(3):282-6.

214. Merinder LB. Patient education in schizophrenia: a review. Acta Psychiatr Scand 2000;
102(2):98-106.

215. Pekkala E, Merinder L. Psychoeducation for schizophrenia (Cochrane Review). 
Cochrane Database Syst Rev 2000;4.

216. Cozolino LJ, Goldstein MJ, Nuechterlein KH, West KL, Snyder KS. The impact of education about 
schizophrenia on relatives varying in expressed emotion. Schizophr Bull 1988;14(4):675-87.

217. Tarrier N, Barrowclough C, Vaughn C, Bamrah JS, Porceddu K, Watts S, et al. The community 
management of schizophrenia. A controlled trial of a behavioural intervention with families to 
reduce relapse. Br J Psychiatry 1988;153:532-42.

218. Dixon L, Adams C, Lucksted A. Update on family psychoeducation for schizophrenia. 
Schizophr Bull 2000;26(1):5-20.

219. Fadden G, Bebbington P, Kuipers L. The burden of care: the impact of functional psychiatric 
illness on the patient’s family. Br J Psychiatry 1987;150:285-92.

220. Anderson CM, Hogarty G, Bayer T, Needleman R. Expressed emotion and social networks 
of parents of schizophrenic patients. Br J Psychiatry 1984;144:247-55.

221. Garety PA, Fowler D, Kuipers E. Cognitive-behavioral therapy for medication-resistant 
symptoms. Schizophr Bull 2000;26(1):73-86.

222. Williams CA. Patient education for people with schizophrenia. Perspect Psychiatr Care 
1989;25(2):14-21.

223. Macpherson R, Jerrom B, Hughes A. A controlled study of education about drug treatment 
in schizophrenia. Br J Psychiatry 1996;168(6):709-17.

224. Miklowitz DJ, Simoneau TL, George EL, Richards JA, Kalbag A, Sachs-Ericsson N, et al. 
Family-focused treatment of bipolar disorder: 1-year effects of a psychoeducational program 
in conjunction with pharmacotherapy. Biol Psychiatry 2000;48(6):582-92.

225. Falloon IR, Held T, Roncone R, Coverdale JH, Laidlaw TM. Optimal treatment strategies to 
enhance recovery from schizophrenia. Aust N Z J Psychiatry 1998;32(1):43-9.

226. Hobbs H, Wilson JH, Archie S. The Alumni program: redefining continuity of care in psychiatry. 
J Psychosoc Nurs Ment Health Serv 1999;37(1):23-9.

227. McGorry P. Psychotherapy & Recovery in Early Psychosis: A core clinical & research challenge. 
In: B. Martindale AB, M. Crowe & F. Margison, editor. Psychosis: Psychological Approaches & their 
Effectiveness. London: Gaskell; 2000.

103
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

228. Wilson JH, Hobbs H. The family educator: a professional resource for families. 
J Psychosoc Nurs Ment Health Serv 1999;37(6):22-7.

229. Goldstein MJ. Psycho-education and family treatment related to the phase of a psychotic 
disorder. Int Clin Psychopharmacol 1996;11 Suppl 2:77-83.

230. Gispen-de Wied CC. Stress in schizophrenia: an integrative view. Eur J Pharmacol 
2000;405(1-3):375-84.

231. Norman RM, Malla AK. Stressful life events and schizophrenia. I: A review of the research. 
Br J Psychiatry 1993;162:161-6.

232. Swendsen J, Hammen C, Heller T, Gitlin M. Correlates of stress reactivity in patients with bipolar 
disorder. Am J Psychiatry 1995;152(5):795-7.

233. Hatfield AB. Patients’ accounts of stress and coping in schizophrenia. 
Hosp Community Psychiatry 1989;40(11):1141-5.

234. Macdonald EM, Pica S, McDonald S, Hayes RL, Baglioni AJ, Jr. Stress and coping in early psychosis. 
Role of symptoms, self-efficacy, and social support in coping with stress. Br J Psychiatry Suppl 
1998;172(33):122-7.

235. Leclerc C, Lesage AD, Ricard N, Lecomte T, Cyr M. Assessment of a new rehabilitative coping 
skills module for persons with schizophrenia [In Process Citation]. Am J Orthopsychiatry 
2000;70(3):380-8.

236. Hodel B, Brenner HD, Merlo MC, Teuber JF. Emotional management therapy in early psychosis. 
Br J Psychiatry Suppl 1998;172(33):128-33.

237. Bick PA, Kinsbourne M. Auditory hallucinations and subvocal speech in schizophrenic patients. 
Am J Psychiatry 1987;144(2):222-5.

238. Green MF, Kinsbourne M. Subvocal activity and auditory hallucinations: clues for behavioral 
treatments? Schizophr Bull 1990;16(4):617-25.

239. Done DJ, Frith CD, Owens DC. Reducing persistent auditory hallucinations by wearing an ear-plug.
British Journal of Clinical Psychology 1986;25:151-152.

240. Jenner JA, van de Willige G, Wiersma D. Effectiveness of cognitive therapy with coping training 
for persistent auditory hallucinations: a retrospective study of attenders of a psychiatric 
out-patient department. Acta Psychiatr Scand 1998;98(5):384-9.

241. Falloon IR, Talbot RE. Persistent auditory hallucinations: coping mechanisms and implications 
for management. Psychol Med 1981;11(2):329-39.

242. Frese FJ. Coping with...twelve aspects of coping for persons with schizophrenia. Innovations 
& Research 1993;2(3):39-46.

243. Gitlin MJ, Swendsen J, Heller TL, Hammen C. Relapse and impairment in bipolar disorder. 
Am J Psychiatry 1995;152(11):1635-40.

244. Hogarty GE, Anderson CM, Reiss DJ, Kornblith SJ, Greenwald DP, Ulrich RF, et al. Family 
psychoeducation, social skills training, and maintenance chemotherapy in the aftercare 
treatment of schizophrenia. II. Two-year effects of a controlled study on relapse and adjustment. 
Environmental-Personal Indicators in the Course of Schizophrenia (EPICS) Research Group. 
Arch Gen Psychiatry 1991;48(4):340-7.

104
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

245. Wiersma D, Nienhuis FJ, Slooff CJ, Giel R. Natural course of schizophrenic disorders: a 15-year 
followup of a Dutch incidence cohort. Schizophr Bull 1998;24(1):75-85.

246. Castine MR, Meador-Woodruff JH, Dalack GW. The role of life events in onset and recurrent 
episodes of schizophrenia and schizoaffective disorder. J Psychiatr Res 1998;32(5):283-8.

247. Birchwood M, Smith J, Macmillan F, Hogg B, Prasad R, Harvey C, et al. Predicting relapse in 
schizophrenia: the development and implementation of an early signs monitoring system using 
patients and families as observers, a preliminary investigation. Psychol Med 1989;19(3):649-56.

248. Keitner GI, Solomon DA, Ryan CE, Miller IW, Mallinger A, Kupfer DJ, et al. Prodromal and residual 
symptoms in bipolar I disorder. Compr Psychiatry 1996;37(5):362-7.

249. Tarrier N, Barrowclough C, Bamrah JS. Prodromal signs of relapse in schizophrenia. Soc Psychiatry
Psychiatr Epidemiol 1991;26(4):157-61.

250. Jorgensen P. Early signs of psychotic relapse in schizophrenia. Br J Psychiatry 1998;172:327-30.

251. Heinrichs DW, Carpenter WT, Jr. Prospective study of prodromal symptoms in schizophrenic 
relapse. Am J Psychiatry 1985;142(3):371-3.

252. Herz MI, Glazer W, Mirza M, Mostert M, Hafez H. Treating prodromal episodes to prevent relapse in
schizophrenia. Br J Psychiatry Suppl 1989(5):123-7.

253. Norman RM, Malla AK. Prodromal symptoms of relapse in schizophrenia: a review. 
Schizophr Bull 1995;21(4):527-39.

254. Bustillo J, Buchanan RW, Carpenter WT, Jr. Prodromal symptoms vs. early warning signs and 
clinical action in schizophrenia. Schizophr Bull 1995;21(4):553-9.

255. Perry A, Tarrier N, Morriss R, McCarthy E, Limb K. Randomised controlled trial of efficacy of 
teaching patients with bipolar disorder to identify early symptoms of relapse and obtain 
treatment. Bmj 1999;318(7177):149-53.

256. Marder SR, Wirshing WC, Van Putten T, Mintz J, McKenzie J, Johnston-Cronk K, et al. Fluphenazine 
vs placebo supplementation for prodromal signs of relapse in schizophrenia. Arch Gen Psychiatry 
1994;51(4):280-7.

257. Kissling W. Compliance, quality assurance and standards for relapse prevention in schizophrenia. 
Acta Psychiatr Scand Suppl 1994;382:16-24.

258. Verdoux H, Lengronne J, Liraud F, Gonzales B, Assens F, Abalan F, et al. Medication adherence in 
psychosis: predictors and impact on outcome. A 2-year follow-up of first-admitted subjects. 
Acta Psychiatr Scand 2000;102(3):203-10.

259. Colom F, Vieta E, Martinez-Aran A, Reinares M, Benabarre A, Gasto C. Clinical factors associated 
with treatment noncompliance in euthymic bipolar patients. J Clin Psychiatry 2000;61(8):549-55.

260. Miklowitz DJ, Goldstein MJ, Nuechterlein KH, Snyder KS, Mintz J. Family factors and the course of 
bipolar affective disorder. Arch Gen Psychiatry 1988;45(3):225-31.

261. Kulkarni J, Power P. Initial treatment of first episode psychosis. In: McGorry PD, Jackson HJ, 
Perris C, editors. Recognition and Management of Early Psychosis: Preventative Approach. 
Cambridge: Cambridge University Press; 1999.

262. Spencer E, Murray E, Plaistow J. Relapse prevention in early psychosis. In: Birchwood M, Fowler D, 
Jackson C, editors. Early Intervention in Psychosis: A Guide to Concepts, Evidence and 
Interventions. Chichester: Wiley; 2000.

105
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

263. Hayward P, Kemp R, David A. Compliance therapy: A collaborative approach to medication. 
In: Martindale B, Bateman A, Crowe M, Margison F, editors. Psychosis: Psychological Approaches 
and their Effectiveness. London: Gaskell; 2000.

264. Kemp R, Kirov G, Everitt B, Hayward P, David A. Randomised controlled trial of compliance 
therapy. 18-month follow-up. Br J Psychiatry 1998;172:413-9.

265. Dickerson FB. Cognitive behavioral psychotherapy for schizophrenia: a review of recent empirical 
studies. Schizophr Res 2000;43(2-3):71-90.

266. Jackson H, McGorry P, Edwards J, Hulbert C, Henry L, Francey S, et al. Cognitively-oriented 
psychotherapy for early psychosis (COPE). Preliminary results. Br J Psychiatry Suppl 
1998;172(33):93-100.

267. Haddock G, Morrison AP, Hopkins R, Lewis S, Tarrier N. Individual cognitive-behavioural 
interventions in early psychosis. Br J Psychiatry Suppl 1998;172(33):101-6.

268. Tarrier N, Kinney C, McCarthy E, Humphreys L, Wittkowski A, Morris J. Two-year follow-up 
of cognitive--behavioral therapy and supportive counseling in the treatment of persistent 
symptoms in chronic schizophrenia. J Consult Clin Psychol 2000;68(5):917-22.

269. Sensky T, Turkington D, Kingdon D, Scott JL, Scott J, Siddle R, et al. A randomized controlled trial 
of cognitive-behavioral therapy for persistent symptoms in schizophrenia resistant to medication.
Arch Gen Psychiatry 2000;57(2):165-72.

270. Drury V, Birchwood M, Cochrane R. Cognitive therapy and recovery from acute psychosis: 
a controlled trial. 3. Five-year follow-up. Br J Psychiatry 2000;177:8-14.

271. Drury V, Birchwood M, Cochrane R, Macmillan F. Cognitive therapy and recovery from acute 
psychosis: a controlled trial. I. Impact on psychotic symptoms. Br J Psychiatry 
1996;169(5):593-601.

272. Haddock G, Tarrier N, Morrison AP, Hopkins R, Drake R, Lewis S. A pilot study evaluating the 
effectiveness of individual inpatient cognitive-behavioural therapy in early psychosis. 
Soc Psychiatry Psychiatr Epidemiol 1999;34(5):254-8.

273. Jones C, Cormac I, Mota J, Campbell C. Cognitive behaviour therapy for schizophrenia. 
Cochrane Database Syst Rev 2000;2.

274. Drury V, Birchwood M, Cochrane R, Macmillan F. Cognitive therapy and recovery from acute 
psychosis: a controlled trial. II. Impact on recovery time. Br J Psychiatry 1996;169(5):602-7.

275. Scott J. Cognitive therapy as an adjunct to medication in bipolar disorder. Br J Psychiatry 
2001;178(Suppl 41):S164-8.

276. Scott J, Garland A, Moorhead S. A pilot study of cognitive therapy in bipolar disorders. 
Psychol Med 2001;31(3):459-67.

277. Kuipers E, Garety P, Fowler D, Dunn G, Bebbington P, Freeman D, et al. London-East Anglia 
randomised controlled trial of cognitive-behavioural therapy for psychosis. I: effects of the 
treatment phase. Br J Psychiatry 1997;171:319-27.

278. Chadwick P, Sambrooke S, Rasch S, Davies E. Challenging the omnipotence of voices: group 
cognitive behavior therapy for voices. Behav Res Ther 2000;38(10):993-1003.

106
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

279. Tarrier N, Wittkowski A, Kinney C, McCarthy E, Morris J, Humphreys L. Durability of the effects of 
cognitive-behavioural therapy in the treatment of chronic schizophrenia: 12-month follow-up. 
Br J Psychiatry 1999;174:500-4.

280. Garety P, Fowler D, Kuipers E, Freeman D, Dunn G, Bebbington P, et al. London-East Anglia 
randomised controlled trial of cognitive-behavioural therapy for psychosis. II: Predictors of 
outcome. Br J Psychiatry 1997;171:420-6.

281. Kuipers E, Fowler D, Garety P, Chisholm D, Freeman D, Dunn G, et al. London-east Anglia 
randomised controlled trial of cognitive-behavioural therapy for psychosis. III: Follow-up and 
economic evaluation at 18 months. Br J Psychiatry 1998;173:61-8.

282. Grant C, Addington J, Addington D, Konnert C. Social functioning in first- and multiepisode 
schizophrenia. Can J Psychiatry 2001;46(8):746-9.

283. Hutton SB, Puri BK, Duncan LJ, Robbins TW, Barnes TR, Joyce EM. Executive function in 
first-episode schizophrenia. Psychol Med 1998;28(2):463-73.

284. Riley EM, McGovern D, Mockler D, Doku VC, S OC, Fannon DG, et al. Neuropsychological 
functioning in first-episode psychosis--evidence of specific deficits. Schizophr Res 2000;43(1):47-55.

285. Falloon IR. Problem solving as a core strategy in the prevention of schizophrenia and other 
mental disorders. Aust N Z J Psychiatry 2000;34 Suppl:S185-90.

286. D’Zurilla TJ. Problem Solving Therapy. New York: Springer; 1986.

287. Macdonald EM, Hayes RL, Baglioni AJ, Jr. The quantity and quality of the social networks of young
people with early psychosis compared with closely matched controls. 
Schizophr Res 2000;46(1):25-30.

288. Macdonald EM, Jackson HJ, Hayes RL, Baglioni AJ, Jr., Madden C. Social skill as determinant of 
social networks and perceived social support in schizophrenia. Schizophr Res 1998;29(3):275-86.

289. Erickson DH, Beiser M, Iacono WG. Social support predicts 5-year outcome in first-episode 
schizophrenia. J Abnorm Psychol 1998;107(4):681-5.

290. Bellack A, Mueser K, Gingerich S, Agresta J. Social Skills Training for Schizophrenia: 
A Step-by-Step Guide: Guilford Publications; 1997.

291. Scott JE, Dixon LB. Psychological interventions for schizophrenia. Schizophr Bull 1995;21(4):621-30.

292. Donahoe CP, Jr. , Driesenga SA. A review of social skills training with chronic mental patients. 
In: M. H, Eisler RM, Miller PM, editors. Progress in Behavior Modification. Newbury Park: Sage 
Publications; 1988.

293. Bellack AS, Mueser KT. Psychosocial treatment for schizophrenia. Schizophr Bull 1993;19(2):317-36.

294. Wallace CJ, Nelson CJ, Liberman RP, Aitchison RA, Lukoff D, Elder JP, et al. A review and critique of 
social skills training with schizophrenic patients. Schizophr Bull 1980;6(1):42-63.

295. Lauriello J, Bustillo J, Keith SJ. A critical review of research on psychosocial treatment of 
schizophrenia. Biol Psychiatry 1999;46(10):1409-17.

296. Wallace CJ, Liberman RP, MacKain SJ, Blackwell G, Eckman TA. Effectiveness and replicability of 
modules for teaching social and instrumental skills to the severely mentally ill. Am J Psychiatry 
1992;149(5):654-8.

107
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

297. Eckman TA, Wirshing WC, Marder SR, Liberman RP, Johnston-Cronk K, Zimmermann K, et al. 
Technique for training schizophrenic patients in illness self-management: a controlled trial. 
Am J Psychiatry 1992;149(11):1549-55.

298. Wallace CJ, Liberman RP. Social skills training for patients with schizophrenia: a controlled 
clinical trial. Psychiatry Res 1985;15(3):239-47.

299. Marder SR, Wirshing WC, Mintz J, McKenzie J, Johnston K, Eckman TA, et al. Two-year outcome of 
social skills training and group psychotherapy for outpatients with schizophrenia. 
Am J Psychiatry 1996;153(12):1585-92.

300. Liberman RP, Wallace CJ, Blackwell G, Kopelowicz A, Vaccaro JV, Mintz J. Skills training versus 
psychosocial occupational therapy for persons with persistent schizophrenia. Am J Psychiatry 
1998;155(8):1087-91.

301. Addington J, Addington D. Neurocognitive and social functioning in schizophrenia. 
Schizophr Bull 1999;25(1):173-82.

302. McGurk SR, Meltzer HY. The role of cognition in vocational functioning in schizophrenia. 
Schizophr Res 2000;45(3):175-84.

303. Bell M, Bryson G, Greig T, Corcoran C, Wexler BE. Neurocognitive enhancement therapy with 
work therapy: effects on neuropsychological test performance. 
Arch Gen Psychiatry 2001;58(8):763-8.

304. Wykes T, Reeder C, Corner J, Williams C, Everitt B. The effects of neurocognitive remediation 
on executive processing in patients with schizophrenia. Schizophr Bull 1999;25(2):291-307.

305. Stratta P, Mancini F, Mattei P, Daneluzzo E, Bustini M, Casacchia M, et al. Remediation of 
Wisconsin Card Sorting Test performance in schizophrenia. A controlled study. Psychopathology 
1997;30(2):59-66.

306. Hayes RL, McGrath JJ. Cognitive rehabilitation for people with schizophrenia and related 
conditions. Cochrane Database Syst Rev 2000;3.

307. Hodel B, Brenner HD. Cognitive therapy with schizophrenic patients: conceptual basis, 
present state, future directions. Acta Psychiatr Scand Suppl 1994;384:108-15.

308. Bellack AS. Cognitive rehabilitation for schizophrenia: is it possible? Is it necessary? 
Schizophr Bull 1992;18(1):43-50.

309. Bellack AS, Gold JM, Buchanan RW. Cognitive rehabilitation for schizophrenia: problems, 
prospects, and strategies. Schizophr Bull 1999;25(2):257-74.

310. Velligan DI, Mahurin RK, True JE, Lefton RS, Flores CV. Preliminary evaluation of cognitive 
adaptation training to compensate for cognitive deficits in schizophrenia. 
Psychiatr Serv 1996;47(4):415-7.

311. Kavanagh DJ. Recent developments in expressed emotion and schizophrenia. 
Br J Psychiatry 1992;160:601-20.

312. Kuipers L. The measurement of expressed emotion: It’s influence on research and clinical practice. 
International review of psychiatry 1994;6:187-199.

313. Leff J, Kuipers L, Berkowitz R, Eberlein-Vries R, Sturgeon D. A controlled trial of social intervention 
in the families of schizophrenic patients. Br J Psychiatry 1982;141:121-34.

108
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

314. Macmillan JF, Crow TJ, Johnson AL, Johnstone EC. Expressed emotion and relapse in first episodes 
of schizophrenia. Br J Psychiatry 1987;151:320-3.

315. Stirling J, Tantam D, Thomas P, Newby D, Montague L, Ring N, et al. Expressed emotion and 
schizophrenia: the ontogeny of EE during an 18-month follow-up. Psychol Med 1993;23(3):771-8.

316. Barrelet L, Ferrero F, Szigethy L, Giddey C, Pellizzer G. Expressed emotion and first-admission 
schizophrenia. Nine-month follow-up in a French cultural environment. Br J Psychiatry 
1990;156:357-62.

317. Rund BR, Oie M, Borchgrevink TS, Fjell A. Expressed emotion, communication deviance and 
schizophrenia. An exploratory study of the relationship between two family variables and the 
course and outcome of a psychoeducational treatment programme. Psychopathology 
1995;28(4):220-8.

318. Huguelet P, Favre S, Binyet S, Gonzalez C, Zabala I. The use of the Expressed Emotion Index as a 
predictor of outcome in first admitted schizophrenic patients in a French speaking area of 
Switzerland. Acta Psychiatr Scand 1995;92(6):447-52.

319. Zastowny TR, Lehman AF, Cole RE, Kane C. Family management of schizophrenia: a comparison of
behavioral and supportive family treatment. Psychiatr Q 1992;63(2):159-86.

320. Linszen D, Dingemans P, Van der Does JW, Nugter A, Scholte P, Lenior R, et al. Treatment, expressed
emotion and relapse in recent onset schizophrenic disorders. Psychol Med 1996;26(2):333-42.

321. Birchwood M, Smith J. Expressed emotions and first episodes of schizophrenia. Br J Psychiatry 
1987;151:859-60.

322. Newman SJ. Housing attributes and serious mental illness: implications for research and practice.
Psychiatr Serv 2001;52(10):1309-17.

323. Beiser M, Erickson D, Fleming JA, Iacono WG. Establishing the onset of psychotic illness. 
Am J Psychiatry 1993;150(9):1349-54.

324. Yung AR, McGorry PD. The initial prodrome in psychosis: descriptive and qualitative aspects. 
Aust N Z J Psychiatry 1996;30(5):587-99.

325. Yung AR, McGorry PD. The prodromal phase of first-episode psychosis: past and current 
conceptualizations. Schizophr Bull 1996;22(2):353-70.

326. Eaton WW, Badawi M, Melton B. Prodromes and precursors: epidemiologic data for primary 
prevention of disorders with slow onset. Am J Psychiatry 1995;152(7):967-72.

327. Sheitman BB, Lee H, Strauss R, Lieberman JA. The evaluation and treatment of first-episode 
psychosis. Schizophr Bull 1997;23(4):653-61.

328. Moller P, Husby R. The initial prodrome in schizophrenia: searching for naturalistic core 
dimensions of experience and behavior. Schizophr Bull 2000;26(1):217-32.

329. Jackson HJ, McGorry PD, Dakis J, Harrigan S, Henry L, Mihalopoulos C. The inter-rater and 
test-retest reliabilities of prodromal symptoms in first-episode psychosis. Aust N Z J Psychiatry 
1996;30(4):498-504.

330. Jackson HJ, McGorry PD, Dudgeon P. Prodromal symptoms of schizophrenia in first-episode 
psychosis: prevalence and specificity [published erratum appears in Compr Psychiatry 
1996 Jan-Feb;37(1):75]. Compr Psychiatry 1995;36(4):241-50.

109
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

331. Jackson HJ, McGorry PD, McKenzie D. The reliability of DSM-III prodromal symptoms in 
first-episode psychotic patients. Acta Psychiatr Scand 1994;90(5):375-8.

332. McGorry PD, McKenzie D, Jackson HJ, Waddell F, Curry C. Can we improve the diagnostic efficiency
and predictive power of prodromal symptoms for schizophrenia? Schizophr Res 2000;42(2):91-100.

333. association Ap. Diagnostic and statistical manual of mental disorders. 4th ed. Washington,DC: 
American Psychiatric Association; 1994.

334. Creel SM. Prodromal psychosocial behaviors in soldiers with schizophrenic and schizophreniform 
disorder. Mil Med 1988;153(3):146-50.

335. Yung AR, McGorry PD, McFarlane CA, Jackson HJ, Patton GC, Rakkar A. Monitoring and care of 
young people at incipient risk of psychosis. Schizophr Bull 1996;22(2):283-303.

336. Meehl PE. Schizotaxia revisited. Arch Gen Psychiatry 1989;46(10):935-44.

337. Yung AR, Phillips LJ, McGorry PD, McFarlane CA, Francey S, Harrigan S, et al. Prediction of 
psychosis. A step towards indicated prevention of schizophrenia. Br J Psychiatry Suppl 
1998;172(33):14-20.

338. Falloon IR. Early intervention for first episodes of schizophrenia: a preliminary exploration 
[see comments]. Psychiatry 1992;55(1):4-15.

339. Yung AR, McGorry PD. Is pre-psychotic intervention realistic in schizophrenia and related 
disorders? [see comments]. Aust N Z J Psychiatry 1997;31(6):799-805.

340. McGlashan TH. Treating Schizophrenia Earlier in Life and the Potential for Prevention. 
Curr Psychiatry Rep 2000;2(5):386-392.

341. Rabinowitz J, Bromet EJ, Lavelle J, Carlson G, Kovasznay B, Schwartz JE. Prevalence and severity 
of substance use disorders and onset of psychosis in first-admission psychotic patients. 
Psychol Med 1998;28(6):1411-9.

342. Cantwell R, Brewin J, Glazebrook C, Dalkin T, Fox R, Medley I, et al. Prevalence of substance 
misuse in first-episode psychosis. Br J Psychiatry 1999;174:150-3.

343. Malik N, Singh MM, Pradhan SC. Substance misuse in first-episode psychosis [letter; comment]. 
Br J Psychiatry 2000;176:195.

344. Hambrecht M, Hafner H. Substance abuse and the onset of schizophrenia. Biol Psychiatry 
1996;40(11):1155-63.

345. Addington J, Addington D. Effect of substance misuse in early psychosis. 
Br J Psychiatry Suppl 1998;172(33):134-6.

346. Sevy S, Robinson DG, Holloway S, Alvir JM, Woerner MG, Bilder R, et al. Correlates of substance 
misuse in patients with first-episode schizophrenia and schizoaffective disorder. 
Acta Psychiatr Scand 2001;104(5):367-74.

347. Drake RE, Brunette MF. Complications of severe mental illness related to alcohol and drug use 
disorders. Recent Dev Alcohol 1998;14:285-99.

348. Mueser KT, Drake RE, Wallach MA. Dual diagnosis: a review of etiological theories. 
Addict Behav 1998;23(6):717-34.

349. Phillips P, Johnson S. How does drug and alcohol misuse develop among people with psychotic 
illness? A literature review. Soc Psychiatry Psychiatr Epidemiol 2001;36(6):269-76.

110
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

350. Ridgely MS, Goldman HH, Willenbring M. Barriers to the care of persons with dual diagnoses: 
organizational and financing issues. Schizophr Bull 1990;16(1):123-32.

351. Drake RE, Mercer-McFadden C, Mueser KT, McHugo GJ, Bond GR. Review of integrated mental 
health and substance abuse treatment for patients with dual disorders. Schizophr Bull 1998;24(4):
589-608.

352. Ridgely MS, Goldman HH, Talbott JA. Treatment of chronic mentally ill young adults with 
substance abuse problems: emerging national trends. Adolesc Psychiatry 1989;16:288-313.

353. McLellan AT, Luborsky L, Woody GE, O’Brien CP, Druley KA. Predicting response to alcohol and 
drug abuse treatments. Role of psychiatric severity. Arch Gen Psychiatry 1983;40(6):620-5.

354. Mercer-McFadden C, Drake RE. A Review of 13 NIMH Demonstration Projects for Young Adults 
with Severe Mental Illness and Substance Abuse Problems,. In. Rockville, MD: Community 
Support Program, Center for Mental Health Services, U.S., Department of Health and 
Human Services; 1995.

355. Minkoff K. Program components of a comprehensive integrated care system for seriously 
mentally ill patients with substance disorders. New Dir Ment Health Serv 2001(91):17-30.

356. Addington J, Addington D. Impact of an early psychosis program on substance use. 
Psychiatr Rehabil J 2001;25(1):60-7.

357. Drake RE, Mueser KT. Psychosocial approaches to dual diagnosis. Schizophr Bull 2000;26(1):105-18.

358. Jerrell JM, Ridgely MS. Impact of robustness of program implementation on outcomes of clients 
in dual diagnosis programs. Psychiatr Serv 1999;50(1):109-12.

359. Jerrell JM, Ridgely MS. Comparative effectiveness of three approaches to serving people with 
severe mental illness and substance abuse disorders. J Nerv Ment Dis 1995;183(9):566-76.

360. Ley A, Jeffery DP, McLaren S, Siegfried N. Treatment programmes for people with both severe 
mental illness and substance misuse. Cochrane Database Syst Rev 2000;4.

361. Hellerstein DJ, Rosenthal RN, Miner CR. Integrating services for schizophrenia and substance 
abuse. Psychiatr Q 2001;72(4):291-306.

362. Barrowclough C, Haddock G, Tarrier N, Lewis SW, Moring J, O’Brien R, et al. Randomized controlled
trial of motivational interviewing, cognitive behavior therapy, and family intervention for 
patients with comorbid schizophrenia and substance use disorders. Am J Psychiatry 
2001;158(10):1706-13.

363. Hellerstein DJ, Rosenthal RN, Miner CR. A prospective study of integrated outpatient treatment for 
substance-abusing schizophrenic outpatients. The American Journal on Addictions 1995;4:33-42.

364. Kofoed L, Kania J, Walsh T, Atkinson RM. Outpatient treatment of patients with substance abuse 
and coexisting psychiatric disorders. Am J Psychiatry 1986;143(7):867-72.

365. Bartels SJ, Drake RE. A pilot study of residential treatment for dual diagnoses. 
J Nerv Ment Dis 1996;184(6):379-81.

366. Hanson M, Kramer TH, Gross W. Outpatient treatment of adults with coexisting substance use 
and mental disorders. J Subst Abuse Treat 1990;7(2):109-16.

367. Bachmann KM, Moggi F, Hirsbrunner HP, Donati R, Brodbeck J. An integrated treatment program 
for dually diagnosed patients. Psychiatr Serv 1997;48(3):314-6.

111
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

368. Miller WR, Rollnick S. Motivational inteviewing: Preparing people to change addictive behavior. 
New York: Guildford Press; 1991.

369. Carey KB. Substance use reduction in the context of outpatient psychiatric treatment: 
a collaborative, motivational, harm reduction approach. Community Ment Health J 
1996;32(3):291-306; discussion 307-10.

370. Carey KB, Purnine DM, Maisto SA, Carey MP. Enhancing readiness-to-change substance abuse 
in persons with schizophrenia. A four-session motivation-based intervention. Behav Modif 
2001;25(3):331-84.

371. Ziedonis DM, Trudeau K. Motivation to quit using substances among individuals with 
schizophrenia: implications for a motivation-based treatment model. Schizophr Bull 
1997;23(2):229-38.

372. Drake RE, Essock SM, Shaner A, Carey KB, Minkoff K, Kola L, et al. Implementing dual diagnosis 
services for clients with severe mental illness. Psychiatr Serv 2001;52(4):469-76.

373. Lehman AF, Herron JD, Schwartz RP, Myers CP. Rehabilitation for adults with severe mental illness 
and substance use disorders. A clinical trial. J Nerv Ment Dis 1993;181(2):86-90.

374. Ananth J, Vandewater S, Kamal M, Brodsky A, Gamal R, Miller M. Missed diagnosis of substance 
abuse in psychiatric patients. Hosp Community Psychiatry 1989;40(3):297-9.

375. Carey KB, Correia CJ. Severe mental illness and addictions: assessment considerations. 
Addict Behav 1998;23(6):735-48.

376. Bacon A, Granholm E, Withers N. Substance-Induced Psychosis. Semin Clin Neuropsychiatry 
1998;3(1):70-79.

377. Galletly CA, Field CD, Prior M. Urine drug screening of patients admitted to a state psychiatric 
hospital. Hosp Community Psychiatry 1993;44(6):587-9.

378. Reiss S, Szyszko,J. Diagnostic overshadowing and professional experience with mentally retarded 
persons. American journal of mental deficiency 1983;87:396-402.

379. Szymanski L, King BH. Practice parameters for the assessment and treatment of children, 
adolescents, and adults with mental retardation and comorbid mental disorders. American 
Academy of Child and Adolescent Psychiatry Working Group on Quality Issues. J Am Acad Child 
Adolesc Psychiatry 1999;38(12 Suppl):5S-31S.

380. Clarke D. Functional psychoses in people with mental retardation. In: Bouras N, editor. In 
Psychiatric and behavioural disorders in developmental disabilities and mental retardation. 
Cambridge: Cambridge University Press; 1999.

381. Meadows G, Turner T, Campbell L, Lewis SW, Reveley MA, Murray RM. Assessing schizophrenia 
in adults with mental retardation. A comparative study. Br J Psychiatry 1991;158:103-5.

382. Reid AH. Schizophrenia in mental retardation:clinical features. Research in developmental 
disabilities 1989;10:241-249.

383. Sovner R. Limiting factors in the use of DSM-III criteria with mentally ill/mentally retarded 
persons. Psychopharmacol Bull 1986;22(4):1055-9.

384. Tyrer SP, Dunstan, J. A. Schizophrenia in those with learning disability. In: S.G.Read, editor. 
Psychiatry in learning disability. London: W.B. Saunders; 1997.

112
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

385. Lee P, Friedlander,R.I., Donnelly,C. Childhood schizophrenia in the developmentally disabled. 
In: Fletcher R, editor. The NADD Bulletin Book: NADD; 2000.

386. Gualtieri CT, Schroeder SR, Hicks RE, Quade D. Tardive dyskinesia in young mentally retarded 
individuals. Arch Gen Psychiatry 1986;43(4):335-40.

387. Gingell K, Nadarajah J. A controlled community study of movement disorder in people with 
learning difficulties on anti-psychotic medication. J Intellect Disabil Res 1994;38(Pt 1):53-9.

388. Duggan L, Brylewski J. Effectiveness of antipsychotic medication in people with intellectual 
disability and schizophrenia: a systematic review. J Intellect Disabil Res 1999;43(Pt 2):94-104.

389. Stravrakaki C, Klein,J. Psychotherapies with the mentally retarded. Psychiatric clinics of north 
america 1986;9:733-744.

390. Sederer L, Dickey B, Hermann R. The imperative of outcomes assessment in psychiatry. 
In: Sederer L, Dickey B, editors. Outcomes assessment in clinical practice. Baltimore: Williams 
and Wilkens; 1996.

391. Kay SR, Opler LA, Lindenmayer JP. The Positive and Negative Syndrome Scale (PANSS): rationale 
and standardisation. Br J Psychiatry Suppl 1989(7):59-67.

392. Overall J, Gorham D. The Brief Psychiatric rating Scale: Recent developments in ascertainment 
and scaling. Psychopharmacology Bulletin 1988;24:97-99.

393. Addington D, Addington J, Maticka-Tyndale E. Assessing depression in schizophrenia: the Calgary 
Depression Scale. Br J Psychiatry Suppl 1993(22):39-44.

394. Addington D, Addington J, Maticka-Tyndale E. Specificity of the Calgary Depression Scale for 
schizophrenics. Schizophr Res 1994;11(3):239-44.

395. Beck AT, Rush AJ, Shaw BF, Emery G. Cognitive Therapy of Depression. New York: Guilford; 1979.

396. Beck AT, Beamesderfer A. Assessment of depression: the depression inventory. Mod Probl 
Pharmacopsychiatry 1974;7(0):151-69.

397. Beck AT, Weissman A, Lester D, Trexler L. The measurement of pessimism: the hopelessness scale. 
J Consult Clin Psychol 1974;42(6):861-5.

398. Andreasen NC. Methods for assessing positive and negative symptoms. Mod Probl 
Pharmacopsychiatry 1990;24:73-88.

399. Ehmann TS, Higgs E, Smith GN, Au T, Altman S, Lloyd D, et al. Routine assessment of patient 
progress: a multiformat, change-sensitive nurses’ instrument for assessing psychotic inpatients. 
Compr Psychiatry 1995;36(4):289-95.

400. Ehmann TS, Holliday SG, MacEwan GW, Smith GN. Multidimensional assessment of psychosis: 
A factor-analytic validation study of the routine assessment of patient progress. 
Compr Psychiatry 2001;42(1):32-38.

401. Honigfeld G, Gillis RD, Klett CJ. NOSIE-30: a treatment-sensitive ward behavior scale. 
Psychol Rep 1966;19(1):180-2.

402. Guy W. ECDEU Assessment manual for psychopharmacology, Revised. In: U.S Department of 
Health, Education and Welfare publication 76-338. Rockville, Maryland: National Institute of 
Mental Health; 1976.

403. Lehman AF. Measures of quality of life among persons with severe and persistent mental 
disorders. Soc Psychiatry Psychiatr Epidemiol 1996;31(2):78-88.

113
S E C T I O N I X R E F E R E N C E S

T H E E A R LY P S Y C H O S I S C A R E G U I D E



REFERENCESS E C T I O N  I X

404. Ware J. The MOS 36-item short form health survey (SF-36). In: Sederer L, Dickey B, editors. 
Outcomes assessment in clinical practice. Baltimore: Williams and Wilkens; 1996.

405. Goodman SH, Sewell DR, Cooley EL, Leavitt N. Assessing levels of adaptive functioning: the Role 
Functioning Scale. Community Ment Health J 1993;29:119-131.

406. Parker G, Rosen A, Emdur N, Hadzi-Pavlov D. The Life Skills Profile: psychometric properties 
of a measure assessing function and disability in schizophrenia. Acta Psychiatr Scand 
1991;83(2):145-52.

407. Rosen A, Hadzi-Pavlovic D, Parker G. The life skills profile: a measure assessing function and 
disability in schizophrenia. Schizophr Bull 1989;15(2):325-37.

408. Awad AG, Voruganti LN, Heslegrave RJ, Hogan TP. Assessment of the patient’s subjective 
experience in acute neuroleptic treatment: implications for compliance and outcome. 
Int Clin Psychopharmacol 1996;11 Suppl 2:55-9.

409. Awad AG, Hogan TP, Voruganti LN, Heslegrave RJ. Patients’ subjective experiences on 
antipsychotic medications: implications for outcome and quality of life. Int Clin 
Psychopharmacol 1995;10 Suppl 3:123-32.

410. Hogan TP, Awad AG. Subjective response to neuroleptics and outcome in schizophrenia: 
a re-examination comparing two measures. Psychol Med 1992;22(2):347-52.

411. Houston D, Williams SL, Bloomer J, Mann WC. The Bay Area Functional Performance Evaluation: 
development and standardization. Am J Occup Ther 1989;43(3):170-83.

114
S E C T I O N I X R E F E R E N C E S
T H E E A R LY P S Y C H O S I S C A R E G U I D E



115
N OT E S PAG E

T H E E A R LY P S Y C H O S I S C A R E G U I D E



116
N OT E S PAG E
T H E E A R LY P S Y C H O S I S C A R E G U I D E


