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ABSTRACT
Background
Even low levels of substance misuse by people with a severe mental illness can have detrimental effects.
Objectives

To assess the effects of psychosocial interventions for reduction in substance use in people with a serious mental illness compared with
standard care.

Search methods

For this update (2013), the Trials Search Co-ordinator of the Cochrane Schizophrenia Group (CSG) searched the CSG Trials Register
(July 2012), which is based on regular searches of major medical and scientific databases. The principal authors conducted two further
searches (8 October 2012 and 15 January 2013) of the Cochrane Database of Systematic Reviews, MEDLINE and PsycINFO. A
separate search for trials of contingency management was completed as this was an additional intervention category for this update.

Selection criteria

We included all randomised controlled trials (RCTs) comparing psychosocial interventions for substance misuse with standard care in
people with serious mental illness.

Data collection and analysis

We independently selected studies, extracted data and appraised study quality. For binary outcomes, we calculated standard estimates
of relative risk (RR) and their 95% confidence intervals (CI) on an intention-to-treat basis. For continuous outcomes, we calculated
the mean difference (MD) between groups. For all meta-analyses we pooled data using a random-effects model. Using the GRADE
approach, we identified seven patient-centred outcomes and assessed the quality of evidence for these within each comparison.
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Main results

We included 32 trials with a total of 3165 participants. Evaluation of long-term integrated care included four RCTs (n = 735). We
found no significant differences on loss to treatment (n = 603, 3 RCTs, RR 1.09 CI 0.82 to 1.45, low quality of evidence), death by 3
years (n = 421, 2 RCTs, RR 1.18 CI 0.39 to 3.57, low quality of evidence), alcohol use (not in remission at 36 months) (n = 143, 1
RCT, RR 1.15 CI 0.84 to 1.56,low quality of evidence), substance use (n = 85, 1 RCT, RR 0.89 CI 0.63 to 1.25, low quality of evidence),
global assessment of functioning (n = 171, 1 RCT, MD 0.7 CI 2.07 to 3.47, low quality of evidence), or general life satisfaction (n =
372, 2 RCTs, MD 0.02 higher CI 0.28 to 0.32, moderate quality of evidence).

For evaluation of non-integrated intensive case management with usual treatment (4 RCTs, n = 163) we found no statistically significant

difference for loss to treatment at 12 months (n = 134, 3 RCTs, RR 1.21 CI 0.73 to 1.99, very low quality of evidence).

Motivational interviewing plus cognitive behavioural therapy compared to usual treatment (7 RCTs, total n = 878) did not reveal any
advantage for retaining participants at 12 months (n = 327, 1 RCT, RR 0.99 CI 0.62 to 1.59, low quality of evidence) or for death (n
=493, 3 RCTs, RR 0.72 CI 0.22 to 2.41, low quality of evidence), and no benefit for reducing substance use (n = 119, 1 RCT, MD
0.19 CI -0.22 to0 0.6, low quality of evidence), relapse (n = 36, 1 RCT, RR 0.5 CI 0.24 to 1.04, very low quality of evidence) or global
functioning (n = 445, 4 RCTs, MD 1.24 CI 1.86 to 4.34, very low quality of evidence).

Cognitive behavioural therapy alone compared with usual treatment (2 RCTs, n = 152) showed no significant difference for losses from
treatment at 3 months (n = 152, 2 RCTs, RR 1.12 CI 0.44 to 2.86, low quality of evidence). No benefits were observed on measures of
lessening cannabis use at 6 months (n = 47, 1 RCT, RR 1.30 CI 0.79 to 2.15, very low quality of evidence) or mental state (n = 105, 1
RCT, Brief Psychiatric Rating Scale MD 0.52 CI -0.78 to 1.82, low quality of evidence).

We found no advantage for motivational interviewing alone compared with usual treatment (8 RCTs, n = 509) in reducing losses to
treatment at 6 months (n = 62, 1 RCT, RR 1.71 CI 0.63 to 4.64, very low quality of evidence), although significantly more participants
in the motivational interviewing group reported for their first aftercare appointment (n = 93, 1 RCT, RR 0.69 CI 0.53 to 0.9). Some
differences, favouring treatment, were observed in abstaining from alcohol (n = 28, 1 RCT, RR 0.36 CI 0.17 to 0.75, very low quality
of evidence) but not other substances (n = 89, 1 RCT, RR -0.07 CI -0.56 to 0.42, very low quality of evidence), and no differences were
observed in mental state (n = 30, 1 RCT, MD 0.19 CI -0.59 to 0.21, very low quality of evidence).

We found no significant differences for skills training in the numbers lost to treatment by 12 months (n = 94, 2 RCTs, RR 0.70 CI
0.44 to 1.1, very low quality of evidence).

We found no differences for contingency management compared with usual treatment (2 RCTs, n = 206) in numbers lost to treatment
at 3 months (n = 176, 1 RCT, RR 1.65 CI 1.18 to 2.31, low quality of evidence), number of stimulant positive urine tests at 6 months
(n=176, 1 RCT, RR 0.83 CI 0.65 to 1.06, low quality of evidence) or hospitalisations (n = 176, 1 RCT, RR 0.21 CI 0.05 to 0.93, low
quality of evidence).

We were unable to summarise all findings due to skewed data or because trials did not measure the outcome of interest. In general,
evidence was rated as low or very low due to high or unclear risks of bias because of poor trial methods, or poorly reported methods,

and imprecision due to small sample sizes, low event rates and wide confidence intervals.
Authors’ conclusions

We included 32 RCTs and found no compelling evidence to support any one psychosocial treatment over another for people to remain
in treatment or to reduce substance use or improve mental state in people with serious mental illnesses. Furthermore, methodological
difficulties exist which hinder pooling and interpreting results. Further high quality trials are required which address these concerns
and improve the evidence in this important area.

PLAIN LANGUAGE SUMMARY
Psychosocial interventions for people with both severe mental illness and substance misuse

‘Dual diagnosis’ is the term used to describe people who have a mental health problem and also have problems with drugs or alcohol.
In some areas, over 50% of all those with mental health difficulties will have problems with drugs or alcohol. For people with mental
illness, substance misuse often has a negative and damaging effect on the symptoms of their illness and the way their medication works.
They may become aggressive or engage in activities that are illegal. Substance misuse can also increase risk of suicide, hepatitis C, HIV,
relapse, incarceration and homelessness.
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People who have substance misuse problems but no mental illness can be treated via a variety of psychosocial interventions. These
include motivational interviewing, or MI, that looks at people’s motivation for change; cognitive behavioural therapy, or CBT, which
helps people adapt their behaviour by improving coping strategies; a supportive approach similar to that pioneered by Alcoholics
Anonymous; family psycho-education observing the signs and effects of substance misuse; and group or individual skills training.
However, using these interventions for people with dual diagnosis is more complex.

The aim of this review was to assess the effects of psychosocial interventions for substance reduction in people with a serious mental
illness compared to care as usual or standard care. A search for studies was carried out in July 2012; 32 studies were included in the review
with a total of 3165 people. These studies used a variety of different psychosocial interventions (including CBT, MI, skills training,
integrated models of care). In the main, evidence was graded as low or very low quality and no study showed any great difference between
psychosocial interventions and treatment as usual. There was no compelling evidence to support any one psychosocial treatment over
another. However, differences in study designs made comparisons between studies problematic. Studies also had high numbers of people
leaving early, differences in outcomes measured, and differing ways in which the psychosocial interventions were delivered. More large
scale, high quality and better reported studies are required to address these shortcomings. This will better address whether psychosocial
interventions are effective and good for people with mental illness and substance misuse problems.

This plain language summary has been written by a consumer, Ben Gray from RETHINK.
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SUMMARY OF FINDINGS FOR THE MAIN COMPARISON [Explanation]

INTEGRATED MODELS OF CARE compared to TREATMENT AS USUAL for both severe mental iliness and substance misuse

Patient or population: People with both severe mental iliness and substance misuse

Settings: Outpatient

Intervention: INTEGRATED MODELS OF CARE

Comparison: TREATMENT AS USUAL

Outcomes

lllustrative comparative risks* (95% Cl)

Relative effect

No of Participants

Quality of the evidence Comments

(95%Cl) (studies) (GRADE)

Assumed risk Corresponding risk

TREATMENT AS INTEGRATED MODELS

USUAL OF CARE
Lost to treatment 212 per 1000 231 per 1000 RR1.09 603 DDOO Data were available for
Follow-up: mean 36 (174 to 308) (0.82to 1.45) (3 studies) low!2 36 months only
months
Death 28 per 1000 33 per 1000 RR1.18 421 SDOO Data were available for
Follow-up: mean 36 (11to 101) (0.39t0 3.57) (2 studies) low3-4 36 months only
months
Alcohol use: Not in re- 500 per 1000 575 per 1000 RR1.15 143 SDOO Data were available for
mission (420 to 780) (0.84 t0 1.56) (1 study) low4> 36 months only
Follow-up: mean 36
months
Drug (non-alcohol) 650 per 1000 578 per 1000 RR0.89 85 SDOO Data were available for
use: Not in remission (409 to 812) (0.63t0 1.25) (1 study) low4> 36 months only

Follow-up: mean 36
months


http://www.thecochranelibrary.com/view/0/SummaryFindings.html

‘¥ ‘suos B AS|IM uyof Aq paysi|gnd ‘uoiye.I0qe||0D SuBIY20D dY | £]0T @ IyS1ikdo)

(Ma1A0Yy) Isnsiw 2dUBISGNS PUE SSIU||I [BIUDW D4DAIS Y30q Y3im 3jdoad 10j suojuaasajul [edosoydhsq

Mental state See comment See comment Not estimable 0 See comment Datawere skewed. Inall
Days of hospitalisation (3 studies) three trials days of hos-
pitalisation was less in
the treatment group of
approximately 3 days
but SD were large and
overlapped
Global Assessment of The mean global as- 171 DDOO NOTE: The GAF mea-
Functioning sessment of function- (1 study) low>-¢ sures functioning on a
GAF scale of 1-100 ing in the intervention scale of 1 to 100 and
Follow-up: mean 12 groups was the difference detected
months 0.7 higher in this single trial is not
(2.07 lower to 3.47 of clinical importance
higher)
General life satisfac- The mean general life 372 DODO The scaleis from 1 to 7
tion satisfaction in the inter- (2 studies) moderate? and the very small dif-

Quality of Life Interview
section, scale of 1to 7
Follow-up: mean 12
months

vention groups was
0.02 higher

(0.28 lower to 0.32
higher)

ference was not statis-
tically significant and is
not of clinical impor-
tance

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as SERIOUS: Blinding of participants and personnel in all three trials was not possible and performance
bias was rated as unclear risk of bias. Similarly all trials were at an unclear risk of detection bias.
2 Imprecision: Rated as SERIOUS: The number of events is less than 300 and the overall sample size is small.
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3 Risk of bias: Rated as SERIOUS: Blinding of participants and personnel in both trials was not possible and performance bias
was rated as unclear risk of bias. Similarly all trials were at an unclear risk of detection bias as outcomes ratings were not
blinded.

4 Imprecision: Rated as SERIOUS: The event rate is very low and the 95% confidence interval is wide.

> Risk of bias: Rated as SERIOUS: Blinding of participants and personnel was not possible and performance bias was rated as
unclear risk of bias. Similarly there was an unclear risk of detection bias as outcomes ratings were not blinded.

¢ Imprecision: Rated as SERIOUS: The confidence interval is very wide and the sample size small.



BACKGROUND

Description of the condition

Substance misuse among people with a severe mental illness is a
major concern, with prevalence rates over 50%. This figure varies
across studies, depending on location and methodologies and by
the way substance misuse problems and severe mental illness are
defined (Carra 2009; Green 2007; Gregg 2007; Lai 2012a; Lai
2012b; Lowe 2004; Regier 1990; Todd 2004). Improving services
for these patients (often labelled as having a ‘dual diagnosis’) is a
priority as using drugs or consuming alcohol, even at low levels, is
associated with a range of adverse consequences, including higher
rates of non-adherence, relapse, suicide, HIV, hepatitis, homeless-
ness, aggression, incarceration, and fewer social supports or finan-
cial resources (Donald 2005; Green 2007; Hunt 2002; Schmidt
2011; Siegfried 1998; Tsuang 2006). Further co-morbidity places
an additional burden on families, psychiatric and government re-
sources and is particularly challenging to those providing services
as these patients have lower rates of treatment completion and

higher rates of relapse (Siegfried 1998; Tyrer 2004; Warren 2007).

Description of the intervention

It is important that co-occurring substance use is detected as early
as possible and that appropriate and effective treatment is pro-
vided (Green 2007; Siegfried 1998). Treatment has traditionally
been complicated by different approaches and philosophies among
mental health and drug services as they may differ in their theo-
retical underpinnings, policies and protocols. Separate treatment
programmes have been offered in parallel or sequentially by dif-
ferent clinicians, which may result in less than optimum patient
care with the patient having to negotiate two separate treatment
systems (Green 2007). Another approach to care is the integrated
treatment model where mental health and substance use treat-
ments are brought together simultaneously by the same service,
clinician or team of clinicians who are competent in both service
areas and place similar importance on both (Drake 2004; Green
2007). Basic elements include an assertive style of engagement,
techniques of close monitoring, comprehensive services (includ-
ing inpatient, day hospital, community team and outpatient care),
supportive living environments, flexibility and specialisation of
clinicians, step-wise treatment, and a long-term perspective and
optimism (Drake 1993). Assertive Community Treatment (ACT)
and residential programmes are generally long-term and can form
a basis for integrated programmes.

How the intervention might work

As many substance users in the general population have bene-
fited from a range of psychosocial interventions, it would follow

that these same interventions should also benefit people with psy-
chosis when their mental health problems are taken into account
(Barrowclough 2006 a). Most, if not all, substances of abuse in-
crease dopaminergic activity in the brain (Koob 2010). Given
that schizophrenia and other forms of psychosis are characterised
by heightened dopaminergic transmission and that neuroleptics
decrease activity or block dopamine receptors (Kapur 2005), it
stands to reason that most substances of abuse increase symp-
toms, the risk of relapse and compromise the beneficial effects of
neuroleptics (LeDuc 1995; Seibyl 1993). This is especially true
for stimulant drugs like amphetamine, cocaine and concentrated
forms such as crack cocaine and methamphetamine (ice’) that
can exacerbate or mimic psychotic symptoms (Callaghan 2012;
McKetin 2013; Pluddemann 2013). Substance use is also related
to poor compliance with treatment, further increasing the risk
of relapse (Hunt 2002). Interventions that reduce substance use
are likely to improve symptoms, relapse rates, recovery and other
outcomes (Cleary 2009a; Drake 2008; Horsfall 2009). Common
psychosocial interventions to reduce substance use and misuse in-
clude Twelve Step recovery, which adopts a supportive approach
such as that used by Alcoholics Anonymous (AA); motivational
interviewing, which aims to increase an individual’s motivation
for change; group and individual skills training; family psycho-ed-
ucation regarding the signs and effects of substance use; and indi-
vidual or group psychotherapy involving cognitive or behavioural
principles, or both, which aim to increase coping strategies, aware-
ness and self-monitoring behaviour. All of these interventions can
vary in intensity and duration, and can be offered in a variety of
settings either individually or as part of an integrated programme.
Integrated treatment ensures mental health and substance misuse
services are available in the same setting and delivered in a coher-

ent fashion.

Why it is important to do this review

While encouraging, results of trials assessing the effectiveness of
these psychosocial interventions for mental health consumers are
equivocal (for reviews, see: Bogenschutz 2006; Cleary 2009a;
Dixon 2010; Drake 1998b; Drake 2004; Drake 2008; Horsfall
2009; Ley 20005 Mueser 2005; NICE 2011). Many studies have
been hampered by small heterogeneous samples, poor experi-
mental design (for example non-random assignment), high at-
trition rates, short follow-up periods, lack of accuracy of mea-
suring substance use, skewed data, use of non-standardised out-
come measures and unclear descriptions of treatment components
(Barrowclough 2006 a; Cleary 2008; Ley 2000). When assessing
integrated programmes, it can also be difficult to determine ex-
actly which part of the programme is the most effective, and con-
trol groups (particularly in the USA) may involve a certain level of
service integration, making interpretations difficult (Drake 1996).
Moreover, study methodologies, interventions and outcome mea-
sures vary across studies, as do patterns of participants’ readiness to
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change, severity and type of illness and substance use, all of which
make combining results in a review problematic (Donald 2005).
This current review updates the 2008 Cochrane review on “Psy-
chosocial treatment programmes for people with both severe men-
tal illness and substance misuse”. The previous review included
any programme of substance misuse treatment and located 25
randomised controlled trials. The authors from two previous re-
views found no evidence to support any one substance misuse pro-
gramme as being superior to another (Cleary 2008; Ley 2000).
We felt an update of this review was warranted as there are several

new studies that have been conducted in the last five years.

OBJECTIVES

To assess the effects of psychosocial interventions for reduction in
substance use by people with a serious mental illness compared
with standard care.

METHODS

Criteria for considering studies for this review

Types of studies

We included all relevant, randomised controlled trials (RCTs) with
or without blinding if they utilised a psychosocial intervention to
reduce substance use in patients with severe mental illness and sub-
stance misuse compared with standard care. We excluded quasi-
randomised trials, such as those where allocation was alternate or
sequential.

Types of participants

We included people with severe mental illness (for example,
schizophrenia, bipolar disorder and psychosis) and concurrent
problem of substance misuse. We have defined people with ’severe’
illness as those with a chronic mental illness like schizophrenia
who present to adult services for long-term care. Those with an
organic disorder, non-severe mental illness (for example, person-
ality disorder, post-traumatic stress disorder (PTSD), anxiety dis-
orders, depressive symptoms based on scores from a scale) or those
who solely abused tobacco were, if possible, excluded. Trials that
included a mixture of patients with a severe mental diagnosis were
included if a large proportion had a schizophrenia-like illness or
psychosis (see Characteristics of included studies). For the current
update, studies were excluded if all of the participants had a diag-
nosis of bipolar disorder or major depressive disorder, so they do
not overlap with affective disorder reviews.

Types of interventions

We anticipated that studies included in the review would use a
wide variety of psychosocial interventions for substance misuse,
making direct comparisons difficult. In order to enhance the util-
ity of the review, we developed a priori categories within which we
made planned comparisons. These categories were developed from
theoretical models of the types of behavioural and psychosocial
interventions offered to clients and the context in which they are
delivered. The types of interventions were grouped in two strata,
based on duration and intensity of treatment. The first stratum
describes long-term interventions for dual diagnosis patients that
offered an array of services with different levels of integration and
assertive outreach (taking place over years rather than weeks or
months), and the second describes stand-alone psychosocial in-
terventions that clients received over shorter periods. We did not
include Interventions for informal carers (partner or family mem-
bers) as separate categories, though we did sometimes include them
as part of the treatments mentioned below.

I. Provider-oriented long-term interventions: integrated
and non-integrated care by community mental health teams
for dual diagnosis populations

1.1 Integrated models of care with assertive community
treatment (ACT)

Integrated treatment models for patients with a dual diagnosis
unify services at the provider level rather than forcing clients to
negotiate separate mental health and substance abuse treatment
programmes (Drake 1993). The range of services provided varies
according to client needs and should be able to handle patients at
differing stages of readiness to change (Tsuang 2006). Substance
abuse treatments are integrated into an array of direct services, such
as frequent home visits, crisis intervention, housing skills train-
ing, vocational rehabilitation, medication monitoring, and fam-
ily psycho-education. Integrated treatment means that the same
clinicians or teams of clinicians in the one setting provide long-
term treatments in a co-ordinated fashion (Barrowclough 2006 a;
Green 2007). Teams consist of three to six clinicians and attempt
to remain faithful to a specified model of care. To the client, the
services should appear seamless with a consistent approach, phi-
losophy and set of recommendations. Usually the caseloads of dual
diagnosis teams are lower (approximately 10 to 15 clients shared
within a team) than for standard case managers (approximately
20 to 30). Integrated treatment is a process that takes place over
years rather than weeks or months. Studies included in this cat-
egory must have clearly demonstrated the following: 1) assertive
community outreach to engage and retain clients and to offer ser-
vices to reluctant or uncooperative clients, 2) staged interventions
to reduce substance use, and 3) adherence to the integrated team
philosophy. The intervention could be community-based or pro-
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vided for special populations, such as homeless people or forensic
patients.

1.2 Non-integrated models of care or intensive case
management

Non-integrated treatment entails similar interventions by commu-
nity teams, as described above, except the same members do not
deliver them in a co-ordinated fashion and assertive community
outreach is not included. Normally, case managers in this category
are better trained and have higher clinical qualifications and bet-
ter therapeutic skills than standard case managers. Intensive case
management is defined as lower case load size (approximately 10
to 15 clients) than for standard case managers and tends to have
a’ ’psychodynamic’ flavour (see Marshall 1998). To be included in
this category, part of the intervention had to address the client’s
drug and alcohol misuse.

2. Patient or client focused short-term interventions for
substance misuse

These interventions can be broadly grouped into individual and
group modalities. They are offered in addition to routine care
(treatment as usual, standard case management) and are based on
different theoretical models. Although they could be part of the
provider-oriented packages described above, studies included here
were easier to evaluate since they described a simplified interven-
tion that can be easily reproduced. As some studies used more
than one intervention (for example, cognitive behavioural therapy
combined with motivational interviewing), these were included

in a separate category.

2.1 Individual approaches

2.1.1 Cognitive behavioural therapies

Cognitive behavioural approaches include a variety of interven-
tions (Rector 2012; Work Group 2007). The defining features are:
1) emphasis on functional analysis of drug use, understanding the
reasons for use and consequences; and 2) skills training for recog-
nising the situations where a person is most vulnerable to drug
use and avoiding these situations. A cognitive behavioural inter-
vention seeks to establish links between drug misuse, irrational
beliefs, and misperceptions at a personal level and endeavours to
correct the thoughts, feelings and actions of the recipient with re-
spect to and the promotion of alternative ways of coping (Jones
2004; Jones 2012). The target symptom that is usually focused
on is reducing problematic substance use or harm minimisation,
such as reducing the risk of contracting HIV.

2.1.2 Motivational interviewing

Motivational interviewing takes a non-confrontational approach
to treating substance misuse and is intended to enhance the in-
dividual’s intrinsic motivation for change, in patients who often
find it difficult to commit to change (Tsuang 2006). It matches
the patient’s level of problem recognition to change with specific
strategies and goals and can be delivered in brief sessions or over a
number of weeks. It is based on four key principles: 1) expressing
empathy, 2) developing discrepancy, 3) supporting self-efficacy,
and 4) rolling with resistance (Chanut 2005); and is directed at
five stages: 1) pre-contemplation, 2) contemplation, 3) prepara-
tion, 4) action, and 5) maintenance (Tsuang 2006). A key hypoth-
esis is that the patient’s perspective on the importance of change
is fundamental to the patient’s readiness to address the problem.
Developing the patient’s confidence in their ability to achieve the
desired change is also a key issue of motivational interviewing.
This treatment is delivered individually or in small group settings.

2.1.3 Contingency management

Based on principals of operant conditioning, contingency manage-
ment (CM) offers incentives or rewards to reinforce specific goals
(reduced substance use, risky behaviours etc). Typically, rewards
are provided if a negative substance test is provided (urine test or
breath test). Rewards can vary widely, ranging from encouraging
statements (keep up the good work’) to large or small financial
prize (vouchers for food, cash etc). This approach has shown con-
sistent success with various drug use disorders: cannabis, opiate
and cocaine dependence and polysubstance use disorders (Dutra
2008). Contingency management has also been ’bundled’ with
other psychosocial interventions, for example, motivational inter-
viewing plus cognitive behavioural therapies (Bellack 2006). Thus,
contingency management was added to the current review due to
the number of current and ongoing trials using this intervention.

2.2 Group approaches

2.2.1 Social skills training

These groups are aimed at helping clients develop interpersonal
skills for establishing and maintaining relationships with others,
dealing with conflict, and handling social situations involving sub-
stance misuse (Mueser 2004). They are taught in a highly struc-
tured way by using role play, corrective feedback and homework.
This usually occurs in a group format, although the methods can
also be employed in individual work as a type of cognitive be-
havioural counselling.

Psychosocial interventions for people with both severe mental illness and substance misuse (Review) 9
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3. Standard care or treatment as usual

This was defined as the care that a person would normally receive
had they not been included in the research trial. This could in-
clude standard case management (see Marshall 1998 for defini-
tion). Standard care varies between settings and can be supple-
mented by additional components, including psycho-educational
material, family therapy, or referral to self-help groups (for exam-
ple, Alcoholics Anonymous) or other agencies for substance abuse
treatment.

Types of outcome measures

We intended to group data into short, medium and long-term
outcomes. However, this would have resulted in much data loss
as outcome periods varied and therefore, post hoc, we reported
for the following time periods: 3, 6, 9, 12, 18, 24 and 36 months
(where applicable).

Primary outcomes

1. Numbers lost to treatment: this is a measure of stability
and engagement.

This is the number of participants who did not continue with
the treatment following randomisation; however, some may have
provided data for the study. This varies with study design as some
treatments are ongoing for the study duration and some are short-
term. When studies reported exactly the same data for both lost to
treatment and lost to evaluation (see below), and if there were no
other studies with which to pool data, then we only reported the
numbers lost to treatment (to reduce the number of comparison
tables). We did not adjust numbers lost to treatment for death (see

below).

2. Change in substance use as defined by each of the studies.

3. Changes in symptoms as defined by each of the studies.

Secondary outcomes

1. Numbers lost to evaluation.

This is the number of people lost to the study who did not provide
data at particular time points.

2. Death (all causes).

Some studies may not have reported on the number of participants
dying over the treatment or evaluation period. If reported, we
recorded death in a separate table but these cases were retained in
the lost to treatment and lost to evaluation figures as it was often
unclear when the death occurred or the cause of death was not
stated as unlikely to be linked to the intervention.

3. Substance use (alcohol or drugs, or both).

4. Mental state.

5. Global functioning.

6. Social functioning.

7. Quality of life and life satisfaction.

8. Hospital readmissions (and days in the community).

9. Homelessness.

10. Compliance with treatment and medication.

Summary of findings table

We used the GRADE approach to interpret findings (Schiinemann
2008) and used the GRADE profiler to import data from Review
Manager (RevMan) to create’Summary of findings’ (SOF) tables.
These tables provide outcome-specific information concerning the
overall quality of evidence from each included study in the com-
parison, the magnitude of effect of the interventions examined,
and the sum of available data on all outcomes that we rated as
important to patient care and decision making. We selected the
following main outcomes for inclusion in the SOF tables.

1. Numbers lost to treatment (medium-term: 12 months; if
these data were not available we used the short-term data).

2. Death.

3. Alcohol use (as measured in the trials).

4. Drug use (as measured in the trials).

5. Mental state (as measured in the trials, and if no specific
scale assessment was done we reported on relapse or
hospitalisation).

6. Global assessment of functioning (as measured in the trials),

7. General life satisfaction (as measured in the trials).
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Search methods for identification of studies

Electronic searches

For previous search methods from prior review updates please see

Appendix 1.

Cochrane Schizophrenia Group Trials Register

The Trials searched the
Schizophrenia Group Trials Register (July 2012) using the phrase:

Search Co-ordinator Cochrane
[((*polydrug* or *substanc* or *alcoh* or *tranquiliz* or *narcot*
or * abus*® or *opiat* or *street drug*® or *solvent* or *inhalan* or
*intoxi*) in title, abstract and indexing terms REFERENCE) or
((*substance abus* or drug abus* or *alcohol* or *cannabis*) in
health care conditions of STUDY)].

The Cochrane Schizophrenia Group Trials Register is compiled by
systematic searches of major databases, handsearches of relevant
journals and conference proceedings (see Group Module). Incom-
ing trials are assigned to relevant existing or new review titles.

Searching other resources

I. Reference lists

We searched all references of articles selected for inclusion, major
review articles (Baker 2012; Dixon 2010; Drake 2008; Dutra

2008; Horsfall 2009; Kelly 2012) as well as recent guidelines (
NICE 2011) on this topic for further relevant trials.

2. Journal databases

Two further searches were completed (8 October 2012 and 15 Jan-
uary 2013) by the principal reviewer (GEH) using the Cochrane
Database of Systematic Reviews, MEDLINE (daily update, PRE-
MEDLINE), and PsycINFO. A separate search for randomised
trials using contingency management was completed as this was an
additional intervention category for this update. We also searched
MEDLINE for recent articles (2008 to 2013) by the first authors
of all included studies in order to get a more complete list of recent
publications.

We also did "forward’ searches to identify trials that cited previously
included RCTs using Web of Science and Scopus. Scopus was used
to identify trials that cited the most recent version of this review
(Cleary 2008) up to 15 February 2013.

3. Trials registries

In addition, websites and journals that list ongoing trials in
the USA, UK, Australia and various European countries were
searched for RCTs through the the Cochrane Schizophrenia
Group Trials Register. The principal researcher (GEH) searched

www.clinicaltrials.gov for protocols of current and previously in-
cluded studies for proposed outcome measures to assess selective
reporting bias.

4. Personal contact

We contacted the first author (or corresponding author) of newly
included studies for this update regarding their knowledge of on-
going or unpublished trials.

Data collection and analysis

For previous data collection and analysis methods see Appendix

2.

Selection of studies

For this update GEH inspected all citations from the new elec-
tronic search and identified relevant abstracts, full text articles and
trials against the inclusion criteria. To ensure reliability, KM in-
spected all full text articles for inclusion. Where there were uncer-
tainties or disagreements, two additional authors provided resolu-
tion (NS and MC). Where disputes could not be resolved, these
studies remained as awaiting assessment or ongoing studies and

the authors were contacted for clarification.

Data extraction and management

I. Extraction

For this update, GEH and KM extracted data from the included
studies. We resolved disputes by discussion and adjudication from
the other review authors (NS and MC) when necessary. If it was not
possible to extract data or if further information was needed, we
attempted to contact the authors. We extracted data presented only
in graphs and figures whenever possible, but the data were included
only if two review authors independently had the same result.
When further information was necessary, we contacted authors
of studies in order to obtain missing data or for clarification of
methods.

2. Management

2.1 Forms

We extracted data onto standard, simple forms.
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2.2 Scale-derived data

We included continuous data from rating scales only if:

o the psychometric properties of the measuring instrument
have been described in a peer-reviewed journal (Marshall 2000);
and

e the measuring instrument has not been written or modified
by one of the trialists for that particular trial.

Ideally the measuring instrument should either be: i) a self-report
or ii) completed by an independent rater or relative (not the ther-
apist). We realise that this is not often reported clearly; we have
noted whether or not this is the case in Characteristics of included
studies.

2.3 Endpoint versus change data

There are advantages of both endpoint and change data. Change
data can remove a component of between-person variability from
the analysis. On the other hand, calculation of change needs two
assessments (baseline and endpoint), which can be difficult in
unstable and difficult to measure conditions such as schizophrenia.
We decided to primarily use endpoint data, and only use change
data if the former were not available. We combined endpoint and
change data in the analysis as we used mean differences (MD)
rather than standardised mean differences throughout (Higgins

2011, Chapter 9.4.5.2).

2.4 Skewed data

Continuous data on clinical and social outcomes are often not
normally distributed. To avoid the pitfall of applying parametric
tests to non-parametric data, we aimed to apply the following
standards to all data before inclusion:

e standard deviations and means are reported in the paper or
obtainable from the authors;

e when a scale starts from the finite number zero, the
standard deviation, when multiplied by two, is less than the
mean (as otherwise the mean is unlikely to be an appropriate
measure of the centre of the distribution (Altman 1996));

e if a scale started from a positive value (such as the Positive
and Negative Syndrome Scale (PANSS) which can have values
from 30 to 210), we modified the calculation described above to
take the scale starting point into account. In these cases skew is
present if 2SD > (S - S min), where S is the mean score and S
min is the minimum score.

Endpoint scores on scales often have a finite start and endpoint
and these rules can be applied. We entered skewed endpoint data
from studies of fewer than 200 participants as ’other data; within
Data and analyses rather than into a statistical analysis. Skewed
data pose less of a problem when looking at mean if the sample
size is large; we entered such endpoint data into the syntheses.

When continuous data are presented on a scale that includes a
possibility of negative values (such as change data), it is difficult

to tell whether data are skewed or not; we entered skewed change
data into analyses regardless of size of study.

2.5 Common measure

To facilitate comparison between trials, we intended to convert
variables that can be reported in different metrics, such as days in
hospital (mean days per year, per week or per month) to a common
metric (for example, mean days per month).

2.6 Conversion of continuous to binary

Where possible, we made efforts to convert outcome measures
to dichotomous data. This can be done by identifying cut-off
points on rating scales and dividing participants accordingly into
clinically improved’ or “not clinically improved’. It is generally
assumed that if there is a 50% reduction in a scale-derived score
such as the Brief Psychiatric Rating Scale (BPRS) (Overall 1962)
or the PANSS (Kay 1986; Kay 1987) this could be considered
as a clinically significant response (Leucht 2005a; Leucht 2005b).
If data based on these thresholds were not available, we used the
primary cut-off presented by the original authors.

2.7 Direction of graphs

Where possible, we entered data in such a way that the area to
the left of the line of no effect indicated a favourable outcome
for the treatment intervention. Where keeping to this made it
impossible to avoid outcome titles with clumsy double-negatives
(for example, "Not improved’) we reported data where the left of
the line indicates an unfavourable outcome. This was noted in the
relevant graphs.

Assessment of risk of bias in included studies

For this 2013 update, GEH worked independently by using cri-
teria described in the Cochrane Handbook for Systematic Reviews of
Interventions (Higgins 2011) to assess trial quality. This new set of
criteria is based on evidence of associations between overestimate
of effect and high risk of bias of the article, such as sequence gener-
ation, allocation concealment, blinding, incomplete outcome data
and selective reporting.

Where inadequate details of randomisation and other characteris-
tics of trials were provided, we contacted authors of the studies in
order to obtain additional information.

We have noted the level of risk of bias in the text of the review.

Measures of treatment effect

I. Binary data

For binary outcomes we calculated a standard estimation of the

risk ratio (RR) and its 95% confidence interval (CI). It has been
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shown that RR is more intuitive (Boissel 1999) than odds ratios
and that odds ratios tend to be interpreted as RR by clinicians
(Deeks 2000). The Number Needed to Treat or Harm (NNT or
H) statistic with its Cls is intuitively attractive to clinicians but
is problematic both in its accurate calculation in meta-analyses
and interpretation (Hutton 2009). For binary data presented in
the *Summary of findings’ tables, where possible, we calculated

illustrative comparative risks.

2. Continuous data

For continuous outcomes we estimated mean difference (MD) be-
tween groups. We would prefer not to calculate effect size mea-
sures (standardised mean difference (SMD)). However, if scales of
very considerable similarity were used, we presumed there was a
small difference in measurement, and we would have calculated
effect size and transformed the effect back to the units of one or
more of the specific instruments.

Unit of analysis issues

I. Cluster trials

Studies increasingly employ ’cluster randomisation’ (such as ran-
domisation by clinician or practice), but analysis and pooling of
clustered data poses problems. Authors often fail to account for in-
tra-class correlation in clustered studies, leading to a ’unit of anal-
ysis’ error (Divine 1992) whereby P values are spuriously low, con-
fidence intervals unduly narrow and statistical significance overes-
timated. This causes type I errors (Bland 1997; Gulliford 1999).
None of the presently included trials used cluster randomisation.
For the purposes of future updates of this review, where clustering is
not accounted for in primary studies we planned to present data in
a table with a (*) symbol to indicate the presence of a probable unit
of analysis error. In subsequent versions of this review, should we
include cluster RCTs, we will seek to contact first authors of stud-
ies to obtain intra-class correlation coefficients for their clustered
data and to adjust for this by using accepted methods (Gulliford
1999). Where clustering has been incorporated into the analysis
of primary studies, we plan to present these data as if from a non-
cluster randomised study but adjusted for the clustering effect.
We have sought statistical advice and have been advised that the
binary data as presented in a report should be divided by a 'design
effect’. This is calculated using the mean number of participants
per cluster (m) and the intra-class correlation coefficient (ICC)
(design effect = 1 + (m - 1)*ICC) (Donner 2002). If the ICC is
not reported it was assumed to be 0.1 (Ukoumunne 1999).

If we had identified cluster trials, we would have analysed them
taking into account intra-class correlation coefficients and relevant
data documented in the report. Synthesis with other studies would
have been possible using the generic inverse variance technique.

2. Cross-over trials

None of the presently included studies employed a cross-over trial
design. For the purposes of future updates of the review, a major
concern of cross-over trials is the carry-over effect. It occurs if an
effect (for example, pharmacological, physiological or psychologi-
cal) of the treatment in the first phase is carried over to the second
phase. As a consequence, on entry to the second phase the par-
ticipants can differ systematically from their initial state despite a
wash-out phase. For the same reason cross-over trials are not ap-
propriate if the condition of interest is unstable (Elbourne 2002).
As both effects are very likely in severe mental illness, we proposed
to only use the data of the first phase of cross-over studies.

3. Studies with multiple treatment groups

Where a study involves more than two treatment arms, if relevant,
we presented the additional treatment arms in comparisons. If data
are binary we simply added these and combined them within the
two-by-two table. If data were continuous we combined data fol-
lowing the formula in section 7.7.3.8 (Combining groups) of the
Cochrane Handbook for Systemic reviews of Interventions (Higgins
2011). Where the additional treatment arms were not relevant, we
did not reproduce these data.

Dealing with missing data

I. Overall loss of credibility

Atsome degree of loss of follow-up, data must lose credibility (Xia
2009). We chose that, for any particular outcome, should more
than 50% of data be unaccounted for we would not reproduce
these data or use them within the analyses. If, however, more than
50% of those in one arm of a study were lost, but the total loss
was less than 50%, we would address this within the ’Summary
of findings™ tables by down-rating quality. Finally, we would also
downgrade quality within the ’Summary of findings’ tables should
loss be 25% to 50% in total.

2. Binary

In the case where attrition for a binary outcome is between 0 and
50% and where these data are not clearly described, we presented
data on a ’once-randomised-always-analyse” basis (an intention to
treat analysis). Those leaving the study early were all assumed to
have the same rates of negative outcome as those who completed,
with the exception of the outcome of death and adverse effects.
For these outcomes the rate of those who stay in the study - in
that particular arm of the trial - was used for those who did not.
We undertook a sensitivity analysis testing how prone the primary
outcomes are to change when data only from people who complete
the study to that point were compared to the intention to treat
analysis using the above assumptions.
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3. Continuous

3.1 Attrition

In the case where attrition for a continuous outcome is between
0% and 50%, and data only from people who complete the study
to that point are reported, we reproduced these.

3.2 Standard deviations

If standard deviations are not reported, we first tried to obtain
the missing values from the authors. If not available, where there
are missing measures of variance for continuous data but an exact
standard error and confidence intervals available for group means,
and either a P value or t value available for differences in mean, we
can calculate them according to the rules described in the Cochrane
Handbook for Systemic reviews of Interventions (Higgins 2011). That
is, when only the standard error (SE) is reported, standard de-
viations (SDs) are calculated by the formula SD = SE * square
root (n). Chapters 7.7.3 and 16.1.3 of the Cochrane Handbook for
Systemic reviews of Interventions (Higgins 2011) present detailed
formulae for estimating SDs from P values, t or F values, confi-
dence intervals, ranges or other statistics. If these formulae did not
apply, we calculated the SDs according to a validated imputation
method which is based on the SDs of the other included studies
(Furukawa 2006). Although some of these imputation strategies
can introduce error, the alternative would be to exclude a given
study’s outcome and thus to lose information. We nevertheless ex-
amined the validity of the imputations in a sensitivity analysis by
excluding the imputed values.

3.3 Last observation carried forward

We anticipated that in some studies the method of last observation
carried forward (LOCF) would be employed within the study
report. As with all methods of imputation to deal with missing
data, LOCF introduces uncertainty about the reliability of the
results (Leucht 2007). Therefore, where LOCF data have been
used in the trial, if less than 50% of the data have been assumed
we would present and use these data and indicate that they are the
product of LOCF assumptions.

Assessment of heterogeneity

I. Clinical heterogeneity

We considered all included studies initially, without seeing com-
parison data, to judge clinical heterogeneity. We simply inspected
all studies for clearly outlying people or situations which we had
not predicted would arise. When such situations or participant
groups arose, we fully discussed these.

2. Methodological heterogeneity

We considered all included studies initially, without seeing com-
parison data, to judge methodological heterogeneity. We simply
inspected all studies for clearly outlying methods which we had not
predicted would arise. When such methodological outliers arose,
we fully discussed these.

3. Statistical heterogeneity

3.1 Visual inspection

We visually inspected graphs to investigate the possibility of sta-
tistical heterogeneity.

3.2 Employing the I? statistic

We investigated heterogeneity between studies by considering the
I statistic alongside the Chi? P value. The I? provides an estimate
of the percentage of inconsistency thought to be due to chance
(Higgins 2003). The importance of the observed value of I* de-
pends on: i) magnitude and direction of effects, and ii) strength of
evidence for heterogeneity (for example, P value from Chi? test, or
aconfidence interval for I2). An I estimate greater than or equal to
around 50% accompanied by a statistically significant Chi? statis-
tic was interpreted as evidence of substantial levels of heterogene-
ity (Higgins 2011). When substantial levels of heterogeneity were
found in the primary outcome, we explored reasons for the het-
erogeneity (Subgroup analysis and investigation of heterogeneity).

Assessment of reporting biases

Reporting biases arise when the dissemination of research findings
is influenced by the nature and direction of results (Egger 1997).
These are described in section 10 of the Cochrane Handbook for
Systematic Reviews of Intervention (Higgins 2011). We are aware
that funnel plots may be useful in investigating reporting biases
but are of limited power to detect small-study effects. We did not
plan to use funnel plots for outcomes where there were 10 or fewer
studies, or where all studies were of similar sizes. As no meta-
analyses of more than five studies were undertaken, we did not
conduct funnel plot analysis.

Data synthesis

We understand that there is no closed argument for preference for
use of fixed-effect or random-effects models. The random-effects
method incorporates an assumption that the different studies are
estimating different, yet related, intervention effects. This often
seems to be true to us and the random-effects model takes into
account differences between studies even if there is no statistically
significant heterogeneity. There is, however, a disadvantage to the
random-effects model: it puts added weight onto small studies,
which often are the most biased ones. Depending on the direction
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of effect, these studies can either inflate or deflate the effect size.
We chose the random-effects model for all analyses. The reader is,
however, able to choose to inspect the data using the fixed-effect
model.

Subgroup analysis and investigation of heterogeneity

I. Subgroup analyses - only primary outcomes

1.1 Clinical state, stage or problem

We proposed to undertake this review and provide an overview
of the effects of psychosocial interventions for people with
schizophrenia in general. In addition, however, we tried to report
data on subgroups of people in the same clinical state, stage and
with similar problems.

2. Investigation of heterogeneity

If inconsistency was high, we have reported this. First, we investi-
gated whether data had been entered correctly. Second, if data were
correct, we visually inspected the graph and successively removed
studies outside of the company of the rest to see if homogeneity
was restored. For this review we decided that should this occur,
with data contributing to the summary finding of no more than
around 10% of the total weighting, we would present the data. If
not, then we did not pool the data and discussed the issues. We
know of no supporting research for this 10% cut-off, but we use
prediction intervals as an alternative to this unsatisfactory state.
When unanticipated clinical or methodological heterogeneity is
obvious we simply stated hypotheses regarding these for future
reviews or versions of this review. We do not anticipate undertaking
analyses relating to these.

Sensitivity analysis

We conducted sensitivity analyses on outcomes of comparisons
with four or more trials where studies with different quality were
combined to ascertain if there were substantial differences in the
results when lesser quality trials or those comprising patients with
schizophrenia (or other psychoses) were compared to trials of
higher quality or using mixed diagnostic groups. We applied all
sensitivity analyses to the primary outcomes based on randomised
sequence, allocation concealment and blinding of outcome mea-
surement. We only conducted sensitivity analyses to comparisons
with four or more studies as analyses with less than four trials
would provide unclear decisions on whether there have been any
possible biases in the estimate of effects.

I. Implication of randomisation

We aimed to include trials in a sensitivity analysis if they were de-
scribed in some way so as to imply randomisation. For the primary
outcomes we included these studies and if there was no substantive
difference when the implied randomised studies were added to
those with a better description of randomisation then we entered
all data from these studies.

2. Assumptions for lost binary data

Where assumptions had to be made regarding people lost to follow-
up (see Dealing with missing data) we compared the findings of
the primary outcomes when we used our assumptions and when
we used data only from people who completed the study to that
point. If there was a substantial difference, we reported the results
and discussed them but continued to employ our assumption.
Where assumptions had to be made regarding missing standard
deviation (SD) data (see Dealing with missing data), we compared
the findings of the primary outcomes when we used our assump-
tions and when we used data only from people who completed
the study to that point. A sensitivity analysis was undertaken test-
ing how prone results were to change when completer-only data
were compared to the imputed data using the above assumption.
If there was a substantial difference, we reported results and dis-
cussed them but continued to employ our assumption.

3. Risk of bias

We analysed the effects of excluding trials that were judged to be
at high risk of bias across one or more of the domains of randomi-
sation (implied as randomised with no further details available),
allocation concealment, blinding and outcome reporting for the
meta-analysis of the primary outcome. If the exclusion of trials at
high risk of bias did not substantially alter the direction of effect
or the precision of the effect estimates, then we included data from
these trials in the analysis.

4. Imputed values

A sensitivity analysis to assess the effects of including data from
trials where we used imputed values for ICC in calculating the
design effect in cluster randomised trials was not needed for this
update as there were no cluster randomised trials.

If we noted substantial differences in the direction or precision of
effect estimates in any of the sensitivity analyses listed above, we
did not pool data from the excluded trials with the other trials
contributing to the outcome but presented them separately.

RESULTS
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Description of studies

Results of the search

A total of 4866 citations were found using the search strategy de-
vised for the original version of this review. The inclusion of the
word 'drug’ in the search strategy produced a vast number of irrel-
evant references. For the updated search, we found an additional

661 citations of which 52 appeared relevant. From this pool, 25
were considered for inclusion (Cleary 2008). For the current up-
date (2012 search) 130 additional relevant references were scruti-
nised in October 2012, which resulted in an additional five stud-
ies considered for inclusion. Two further studies were considered
for inclusion from an updated search in January 2013. See also
Figure 1. One trial report was in German (Bechdolf 2011) and
was translated into English for the purposes of data extraction.
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Figure |I. Search flow diagram, assessment and reporting of included and excluded studies for 2013 Update.

130 records
identified through
database

searching (July
2012)

25 duplicates remaved (11
included in 2008 update and
14 were previously excluded)

8 records discarded

105 new records

(not related to topic)

97 articles

screened

52 articles
assessed for

requested and I

eligibility

28 articles
included in
qualitative
synthesis

5 primary studies
included in
quantitative
synthesis
(meta-analysis)

2 further studies identified fram
Jan 2013 search update

7 new included studies added
to review

45 articles excluded
with reasons

12 assessed as ongoing

4 supplementary articles linked
to the 12 assessed as angoing

2 awaiting assessment

& supplementary articles linked
to studies in 2008

21 supportive articles,
abstracts ar trial protacals

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review) 17
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Included studies

In the previous review (Cleary 2008), 25 randomised controlled
trials (RCTs) were selected for inclusion. Three studies (Godley
1994; Maloney 2006; Morse 2006) contained only skewed data
(shown as ’other data’ within the Data and analyses). The remain-
ing 22 trials provided usable data (either dichotomous or continu-
ous parametric data). For the current update, nine new trials were
selected for inclusion. Two studies included in the previous review
(Schmitz 2002; Weiss 2007) were excluded in this update as all of
the participants were diagnosed with bipolar disorder (see Types
of participants). In total, 32 RCTs were included in the current
review.

|. Design

Three trials were set exclusively in hospital (Baker 2002; Bechdolf
2011; Swanson 1999) and 19 in the community. Eight trials re-
cruited patients or were conducted in both the community (out-
patients) and in hospital (Bellack 2006; Bonsack 2011; Graeber
2003; Hellerstein 1995; Hjorthoj 2013; Kavanagh 2004; Madigan
2013; Naeem 2005) and two were set in the community and in
jail (Chandler 2006; Maloney 2006).

Most studies randomly allocated participants to one of two treat-
ment conditions; the exceptions were Burnam 1995; Jerrell 1995a;
Jerrell 1995b; Maloney 2006; and Morse 2006. These trials ran-
domly allocated participants to one of three or four (Maloney
2006) interventions. We have used only two of the intervention
arms in Burnam 1995 as the other did not fit into any a priori
category described for inclusion in this review. Data are shown in
additional tables. Study durations ranged from three months to
three years and the length of the interventions ranged from less
than one hour to three years. There were 19 trials from the USA,
six from Australia, three from the UK and one each from Den-
mark, Germany, Ireland and Switzerland.

2. Participants

A total of 3165 people participated in the trials after giving in-
formed consent and were randomised into one of the treatment
arms. All participants were adults (aged 18 to 65 years) who were
severely mentally illI” with the majority having a diagnoses of
schizophrenia, schizoaffective disorder or psychosis. All had a cur-
rent diagnosis of substance use disorder or had documented evi-
dence of substance misuse. Some were homeless or had a history
of unstable accommodation (Burnam 1995; Essock 2006; Morse
2006; Tracy 2007) and some were incarcerated at the time of the
study (Chandler 2006; Maloney 2006).

3. Interventions

e Integrated models of care (4 RCTs).
e Non-integrated models of care (4 RCTs).
e Combined cognitive behavioural therapy and motivational
interviewing (7 RCTs).
o Cognitive behavioural therapy (2 RCTs).
Motivational interviewing (8 RCTs).
Contingency management (2 RCTs).
Skills training (2 RCTs).

Three trials, containing unusable data, were not allocated to a
comparison (Godley 1994; Maloney 2006; Morse 2006) although

skewed data were noted in ’Other data’ tables where available.

4. Outcomes

Where possible, we included dichotomous data relating to loss to
treatment, loss to evaluation, death, abstinence or reduced sub-
stance use, relapse, attendance at aftercare, and arrests.

All of the outcome scales and their abbreviations are listed in Table
1 together with the reference of the source of the scale. See below
for descriptions of the continuous data scales that reported data
used in the analyses. For a full list of the scales mentioned in each
of the studies see Characteristics of included studies.

4.1 Substance use scales

a. Drug and alcohol scales from Addiction Severity Index
(ASD

The ASI (McLellan 1980) provides two summary scores of prob-
lems of functioning in seven areas, including psychiatric prob-
lems, and those concerning drug and alcohol use. Severity ratings
range from zero to nine and are assessments of lifetime and current
problem severity derived by the interviewer. Composite scores are
mathematically derived and are based on client responses to a set
of items based on the last 30 days. Although difficulties have been
reported concerning the use of the ASI with people who have se-
vere mental illness (Corse 1995), the psychometric properties of
the subscales with this population have been reported by a num-
ber of authors (Appleby 1997; Hodgins 1992; Zanis 1997). Given
that the problems encountered by the scale are likely to be encoun-
tered by any other similar instrument based on self-reports of those
with severe and persistent mental illness, it was decided to include
data obtained with the ASI (used in Barrowclough 2001; Bechdolf
2011; Bellack 2006; Drake 1998a; Essock 2006; Hellerstein 1995
and Lehman 1993).
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b. Alcohol Use Inventory (AUI)

This inventory assesses alcohol use (Horn 1987) (used by Hickman
1997).

¢. Alcohol Use Scale (AUS)

A five-point scale based on clinicians’ ratings of severity of disorder,
ranging from one (abstinence) to five (severe dependence) (Mueser

1995). This was used in Drake 1998a and Essock 2006.

d. Cannabis and Substance Use Assessment Schedule

(CASUAS) (modified from the SCAN)

This measures cannabis use and includes similar information to
the ASI, such as percentage of days using cannabis in the past four
weeks, frequency of cannabis use, and an index of severity (range
0 to 4) with higher scores indicating greater severity (Wing 1990)
(used by Edwards 2006).

e. Drug Use Scale (DUS)

A five-point scale based on clinicians’ ratings of severity of disorder,
ranging from one (abstinence) to five (severe dependence) (Mueser

1995) (used in Drake 1998a and Essock 2006).

f- Opiate Treatment Index (OTI)

The OTT has six domains reflecting treatment outcomes of: drug
use, HIV risk-taking behaviour, social functioning, criminality,
health status and psychological adjustment (Darke 1991; Darke
1992). The drug use domain consists of 11 items measuring drug
use over the last three days (recent drug use) or previous month (28
days) for alcohol, cannabis, amphetamines, cocaine, opiates and
other drugs. Clients are asked to estimate the number of drinks
or usage of drugs on the two most recent use days in the previous
month. The quantity over the two days (ql + q2) is divided by
day interval (t1 + ¢2). Thus, an OTI score of 1.0 indicates one
drink, injection or joint per day; 0.14 to 0.99 more than once a
week; 0.01 to 0.13 once a week or less, and 2.0 or more indicates
use more than once a day. Higher scores indicate a greater degree
of dysfunction or substance use. Baker 2002 and Baker 2006 used
the OTI to measure substance use over the previous month.

g Substance Abuse Treatment Scale (SATS)

An cight-point scale indicating progression toward recovery rang-
ing from one (early stages of engagement) to eight (relapse preven-
tion). Higher scores indicate greater progression (McHugo 1995).
This was used by Drake 1998a and Essock 2006.

h. Alcohol and drug use disorders section of the Structured
Clinical Interview for DSM-III-R (Patient Edition) (SCID)

Items relate to substance use in the past month (Spitzer 1990).
Higher scores indicate a greater degree of dysfunction (used by
Baker 2002).

i. Substance Use Severity Scale (USS)

This is a five-point scale, ranging from one (not using) to five
(meets criteria for severe use) (Carey 1996), used by Morse 2006.

4.2 Mental state assessment

a. Beck Depression Inventory (BDI)

This contains 21 self-report items which measure the severity of de-
pression (Beck 1972). Each item comprises four statements (rated
from 0 to 4) describing increasing severity on how they felt over
the preceding week. Scores range from 0 to 84, with higher scores
indicating more severe symptoms (used in Baker 2006; Edwards

2006 used the short form of this scale (BDI-SF)).

b. Brief Psychiatric Rating Scale (BPRS)

Used to assess the severity of a range of psychiatric symptoms,
including psychotic symptoms (Lukoff 1986), the scale has 24
items of which 14 are based on the person’s self-report in the last
two weeks and 10 on the person’s behaviour during the interview.
Each item can be defined on a seven-point scale from one (not
present) to seven (extremely severe). Total scoring ranges from 24
to 168 and there are five subscales with minimum scores ranging
from three to four depending on the subscale (used in Baker 2006;
Drake 1998a; Edwards 2006; and Essock 2006).

¢. Brief Symptom Inventory (BSI)

This measures psychiatric symptomatology (Derogatis 1983a). A
brief rating scale is used by an independent rater to assess severity of
psychiatric symptoms. Scores range from 0 to 4 with higher scores
indicating more symptoms (used by Baker 2002 and McDonell
2013).

d. Comprehensive Psychopathological Rating Scale (CPRS)

Thisisan interview rating scale covering a wide range of psychiatric
symptoms, and can be used in total or as subscales. The Mont-

gomery Asperg Depression Rating Scale (MADRS), Brief Scale

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review) 19
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



for Anxiety (BSA) and the Schizophrenia Change Scale (SCR) are
all subscales of the CPRS. It comprises 65 items that cover the
range of psychopathology over the preceding week (40 symptom
items are rated by the participant) (Asberg 1978). Each item is
rated on a 0 to 3 scale, varying from ’not present to ’extremely
severe’, with high scores indicating more severe symptoms and a
worse outcome (used by Naeem 2005).

e. Global Assessment of Functioning (GAF)

The Global Assessment of Functioning is a revised version of the
Global Assessment Scale (GAS) (Endicott 1976). The (GAF) scale
allows the clinical progress of the patient to be expressed in global
terms using a single measure. The GAF allows the clinician to
express the patient’s psychological, social and occupational func-
tioning on a continuum extending from superior mental health,
with optimal social and occupational performance, to profound
mental impairment when social and occupational functioning is
precluded. Developed by DSM-IV to report global assessment of
functioning on the Axis V (DSM-1V) it ranges from 1 to 100 (zero
is used to acknowledge inadequate information). Higher scores
indicate a better outcome; scores ranging from 1 to 20 indicate a
person unable to function independently; 21 to 40 indicate major
impairment, severely impaired by delusions; 41 to 60 moderately
impaired, having serious symptoms and these patients usually need
continuous treatment in a partial hospitalisation or outpatient set-
ting; 61 to 80 indicate slight or mild impairment with transient
symptoms; and 81 to 100, good or superior functioning. Baker
2006, Barrowclough 2001, Barrowclough 2010, Bechdolf 2011,
Bonsack 2011, Essock 2006 and Madigan 2013 used this scale.

f- Health of the Outcome Nation Outcomes Scale (HoNOS)

HoNOS is a 12-item instrument on a scale of 0 to 4 used to
rate patients’ symptoms and progress towards health (Wing 1996).
Item 3 can be used to rate drug and alcohol use (0 = no problem, 1
= some over-indulgence but within social norm, 2 =loss of control,
3 = marked craving, 4 = incapacitated by alcohol or drug problem)
and other items can be used to assess social functioning. Thus,
ratings range from 0 to 48 and higher scores indicate a poorer
outcome (used by Naeem 2005).

g Insight Scale

This is used to assess the level of insight the patient has of his or
her illness (David 1992). Seven self-report items are scored from
0 = no insight to 2 = full insight. One additional self-report item
is scored 0 to 4 (used by Naeem 2005).

b. The Positive and Negative Syndrome Scale (PANSS)

The PANSSt was developed from the BPRS and the Psychopathol-
ogy Rating Scale (Kay 1987). It is used as a method for evaluating
positive, negative and other symptom dimensions in schizophre-
nia. The scale has 30 items and each item can be defined on a
seven-point scoring system, varying from one (absent) to seven
(extreme), so total scores range from 30 to 210. This scale can be
divided into three subscales for measuring the severity of general
psychopathology (range 16 to 112), positive symptoms (PANSS-
P, range 7 to 49) and negative symptoms (PANSS-N, range 7
to 49). A low score indicates low levels of symptoms. This was
used by Barrowclough 2001, Barrowclough 2010, Bechdolf2011,
Bonsack 2011 and Kemp 2007.

i. Psychiatric scale from Addiction Severity Index (ASI-
psychiatric)

DPsychiatric subscores (McLellan 1980) were reported in Lehman
1993 and Hellerstein 1995. See the ASI scoring above.

J- Scale for the Assessment of Negative Symptoms (SANS)

The scale assesses negative symptoms for schizophrenia (Andreasen
1982). This assesses five symptoms complexes to obtain the clinical
rating of negative symptoms over the preceding week. They are
affective blunting, alogia, apathy, anhedonia and disturbance of
attention. Each item uses a six-point scale ranging from 0 (not at
all) to 5 (indicating severe). High scores indicate a worse outcome

(used by Edwards 2006).

k. Symptom Checklist 90 (revised) (SCL-90-R)

Used to measure psychiatric symptoms (Derogatis 1983a), the
scale has 90 self-report items designed to measure nine symp-
tom dimensions. Each item has a five-point Likert scale ranging
from 0 (mild or not at all) to 4 (severe or extremely distressing),
with higher scores indicating greater symptomatology (used by

Hickman 1997).

4.3 Quality of life and client satisfaction

a. The Quality of Life Interview (QOLI) and the Brief
Quality of Life Scale (BQOL)

The QOLI contains 153 items that measure global life satisfac-
tion as well as objective and subjective quality of life (Lehman
1988; Lehman 1995). It has eight domains (for example, living
situations, daily activities and functioning, family relations, social
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relations). Rated on a 7-point scale (1 = terrible, 2 = unhappy,
3 = mostly dissatisfied, 4 = equally satisfied and dissatisfied, 5 =
mostly satisfied, 6 = pleased, and 7 = delighted) with higher scores
indicating better quality of life. It was used by Baker 2006, Bellack
2006, Drake 1998a, Essock 2006 and Lehman 1993.

b. World Health Organization’s Quality of Life scale
(WHOQOL-BREF)

The WHOQOL-BREEF is a 26-item scale (Skevington 2004) as-
sessing physical health, psychological well being, social relation-
ships, and environmental factors (for example, home environment,
recreation, access to health care, physical safety and financial re-
sources). It also contains two general items and each item is rated
ona 5-point scale (1 to 5, with higher scores = better quality) (used
by Madigan 2013).

c. Client Satisfaction Questionaire (CSQ)
The CSF questionnaire (CSQ) (Larsen 1979) is a self-report in-

strument that consists of eight items designed to measure global
patient satisfaction of services provided and if they met their needs
or approval. The items are rated on a 4-point scale (minimum of
1 = no definitely not to maximum 4 = very satisfied), with a mini-
mum score of 8 and maximum of 32 and higher scores indicating
greater satisfaction (used by Hjorthoj 2013).

4.4 Social functioning

a. Role Functioning Scale (RFS)

This is a self-report scale whereby the total of four subscales mea-
sures global role functioning (Green 1987). Scores reported are
summary scores derived from four independent raters. Higher
scores indicate better functioning (used by Jerrell 1995a and Jerrell

1995b).

b. Social Adjustment Scale for the Severely Mentally Ill (SAS-
SMI)

An abbreviated version of the Social Adjustment Scale II is used
to assess social adjustment (Wieduwilt 1999), with a self-reported
scale composed of 24 items covering seven areas including social,
family and work functioning designed specifically for use with
schizophrenic populations. Scores range from 1 to 7, with a high
score indicating poor outcome (used by Jerrell 1995a and Jerrell

1995b).

¢. Social Functioning Scale (SFS)
A self-report scale developed for people with schizophrenia which

enumerates basic skills necessary for community living and per-
formance (Birchwood 1990), the SES is a 79-item questionnaire
that uses a 4-point rating scale (0 to 3) of frequency or ability.
Items are grouped into seven domains. Raw scores for each sub-
scale are converted to a standard score; overall functioning is based
on the mean standard score (Burns 2007). Higher standardised
scores indicate better functioning (range 55 to 135) (Birchwood

1990). This was used by Barrowclough 2001.

d. The Social and Occupational Functioning Scale (SOFAS)
SOFAS was derived from the GAF scale and is used to assess levels

of physical and mental functioning in social and work settings
(Burns 2007; Goldman 1992). Scored similarly to the GAF (see
above) by an observer it ranges from 0 to 100 with zero representing

inadequate information. Higher scores indicate better outcomes

(used by Bonsack 2011 and Edwards 2006).

e. Service Utilisation Rating Scale (SURS)

This measures inpatient and outpatient attendance and medica-

tion usage (Mihalopoulos 1999) (used by Edwards 2006).

Excluded studies

In the current update, we excluded 46 studies or trials identified
through the initial search (July 2012): five were not randomised, 30
did not include participants with a concurrent diagnosis of severe
mental illness and substance misuse, 10 studies used a non-psy-
chosocial intervention or did not include a specific substance mis-
use treatment programme, and one trial had no usable data. Five
further full text articles that were identified through subsequent
searches (Bagoien 2013; Jones 2011; Sigmon 2000; Smeerdijk
2010; Weiss 2009) were excluded.

In the 2008 review, we excluded 68 studies (this did not include
related studies, please see Characteristics of excluded studies).
Twenty-six were not randomised or used a quasi-randomisation
method, 18 did not have participants with a concurrent diagnosis
of severe mental illness and substance misuse, and 14 used a non-
psychosocial intervention or did not include a specific substance
misuse treatment programme. A further 10 RCTs were excluded
either due to high attrition rates or unclear reporting (attempts
were made to contact all authors for further information). One
study previously listed in the 2008 review as ongoing (Sitharthan
1999) was excluded in the current review. Two studies previously
included in the 2008 review (Schmitz 2002; Weiss 2007) were
excluded as all the participants had bipolar disorder.
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Two studies are listed as awaiting assessment (Meister 2010; Odom
2005). Both are dissertations: one requires translation from Ger-
man to English and the other has been requested.

We found 12 ongoing studies and have tried to contact the authors
for further information. Three trials each intend to assess cogni-
tive behavioual therapu versus treatment as usual, motivational
interviewing plus cognitive behavioural therapy versus treatment
as usual and contingency management; one trial intends to assess
motivational interviewing versus treatment as usual, one integra-
tive therapy, and one will use an (undescribed) educational inter-
vention.

Risk of bias in included studies

For a summary of the overall risk of bias in the included trials
please see Figure 2 and Figure 3.

Figure 2. Risk of bias graph: review authors’ judgements about each risk of bias item presented as
percentages across all included studies.

Random sequence generation (selection bias)

Allocation concealment (selection hias)

Blinding of paticipants and personnel (peformance hias)

Blinding of outcome assessment (detection biag)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other hias

0% 28%, 50% 75%  100%

B Lovw risk of hias [ ]unclear rizk of bias [l Hioh risk of bias

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Figure 3. Risk of bias summary: review authors’ judgements about each risk of bias item for each included

study.
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Allocation

I. Random generation

All 32 studies were stated to be randomised. Some used block-
ing or stratification methods in the sequence to obtain evenly bal-
anced groups or different proportions (2:1) for each intervention,
site, or to control for various demographic variables (type or de-
gree of substance use, gender or psychiatric diagnosis). Ten studies
stated the sequence was computer generated (Barrowclough 2001;
Barrowclough 2010; Bonsack 2011; Chandler 2006; Edwards
2006; Essock 2006; Hjorthoj 2013; Madigan 2013; Maloney
2006; Naeem 2005), but often it was unclear how the sequence was
generated (for example, random number table). Six studies used
urn randomisation or placed cards in envelopes that were shuffled
to produce a random sequence (Bellack 2006; Jerrell 1995a; Jerrell
1995b; Kemp 2007; Lehman 1993; McDonell 2013). Four other
studies mentioned that a numbered table or random sequence was
used to generate the sequence or that the sequence was stratified
(Kavanagh 2004; Nagel 2009; Swanson 1999; Tracy 2007) but
it was not clear if a computer was involved as no further details
were provided. The 20 studies listed above (with the exception of
Maloney 2006) were classified as low risk of selection bias as they
provided some details of the allocation process or further partic-
ulars were provided by the researchers. Some participants in the
Maloney 2006 study were not randomised due to procedural dif-
ficulties. The remaining studies did not provide enough details of
how the allocation sequence was generated to make a judgement
so were classified as of unclear quality with a moderate risk of se-
lection bias and an overestimate of positive effect.

2. Allocation concealment

One study provided a full description of the methods used
to generate the random sequence and allocation concealment
(Barrowclough 2010). Seven studies provided some details or
made explicit their method used for allocation concealment. Four
other studies used urn method randomisation (Jerrell 1995a; Jerrell
1995b; Lehman 1993; McDonell 2013), which has a low risk of
bias if used propetly, and some confirmed this via personal emails.
Five trials stated that allocation concealment was achieved by a
third party or researcher who was independent of the treating team
(Barrowclough 2001; Chandler 2006; Edwards 2006; Hjorthoj
2013; Madigan 2013) but often no further details were provided.
The 10 studies listed above were judged as low risk as it was im-
plied that the allocation concealment was adequate. Two trials
(Maloney 2006; Swanson 1999) were judged high risk of bias as
the researcher or therapist was involved with allocating patients.
Four studies used sealed envelopes or patients selected a card (Baker

2006; Bonsack 2011; Kemp 2007; Naecem 2005). However, it was
not clear if the envelopes were opaque or if other measures were
taken to ensure concealment, so these were judged as unclear risk.
The remaining studies were classified as of unclear quality with a
moderate risk of selection bias and overestimate of positive effect
as no details were provided regarding allocation concealment, but
this may be due to incomplete reporting and not how the study

was conducted.

Blinding

I. Performance bias

We classified blinding in respect to primary outcomes for perfor-
mance and detection bias. Due to intervention characteristics, that
is being a therapy or model of service, we assumed the participants
and clinicians as being implicitly not blind to treatment assign-
ment when considering performance bias. Therefore, we judged
performance bias of all trials to be of unclear risk.

2. Detection bias

Opverall, 15 studies stated that independent raters were blinded to
allocation when assessing clinical ratings of mental state or sub-
stance use. For 13 other studies it was unclear if the raters were
blind to treatment as this was not stated. Four studies (Graeber
2003; Kemp 2007; Maloney 2006; Nagel 2009) were judged at
high risk of bias because it was stated that the outcome assessors
were not blind to treatment allocation and it was therefore possible
to assess the risk of bias in these studies with higher confidence
for clinical-based ratings. In three of these studies blinding status
would not influence the primary outcome data as these were ad-
ministrative measures (hospital readmissions, convictions, time to
first outpatient appointment etc), however they were still judged
high risk as less effort may have been made to follow-up those in
the control arm.

Incomplete outcome data

We only rated risk of incomplete outcome data in respect to the
primary outcome. The number of participants lost to treatment
or evaluation across studies ranged from 0% to 57%. Four trials
were judged as adequately addressing incomplete outcome data
and were rated as low risk of attrition bias because there were no
missing outcome data (Hickman 1997; Lehman 1993; Swanson
1999) and for one study (Graeber 2003) there were no missing
values for the primary outcome.

The following trials were rated as high risk. Bellack 2006 excluded
46 of 175 participants after they were randomised, a further 19
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participants because they did not become engaged in treatment,
and a further 27 were lost to follow-up. Therefore, a significant
proportion of participants (92/175, 53%) were excluded from the
analysis, which may have a clinically relevant bias in intervention
effect estimates. The attrition rate was greater than 50% for Bond
1991a, Godley 1994 (at 18 months) and Hellerstein 1995 (at 8
months) so data from these trials were excluded from the analysis
as per protocol. In the Chandler 2006 trial the attrition rate for the
primary outcome measure was 37% (68/182); and for the con-
trols no interviews were conducted to ascertain their whereabouts
(moved from area, reincarcerated or died) and this may have led
to severe bias. Three further trials were rated as high risk as more
than 40% of patients were lost to follow-up; no reasons were given
for them being missing and a full intention-to-treat (ITT) analysis
was not reported (Baker 2002; Jerrell 1995a; Jerrell 1995b).

Many, but not all, included studies provided reasons for attri-
tion. Reasons given included: some of the participants died dur-
ing the trial, some could not be contacted or moved elsewhere,
and some withdrew. Seven studies reported their results based
on a full ITT analysis with all missing data imputed for pri-
mary outcomes using appropriate methods (Barrowclough 2010;
Bechdolf 2011; Bonsack 2011; Edwards 2006; Hjorthoj 2013;
Naeem 2005; Nagel 2009). These were rated as unclear as all
imputation strategies can bias study results. The remaining tri-
als were rated as 'unclear’. They either did not address this is-
sue, presented insufficient information of attrition or exclusions
to permit judgement (that is, no reasons for missing data provided
or numbers lost to evaluation not stated for each group) or did
not report a full ITT analysis with imputed missing values (Baker
2006; Barrowclough 2001; Bond 1991b; Burnam 1995; Drake
1998a; Essock 2006; Kavanagh 2004; Kemp 2007; Madigan 2013;
Maloney 2006; McDonell 2013; Morse 2006; Tracy 2007).

Selective reporting

Four studies were rated as high quality in reporting outcomes with
a low risk of reporting bias (Barrowclough 2001; Barrowclough
2010; Hjorthoj 2013; McDonell 2013) as the pre-specified out-
comes listed in the trial protocol were fully reported (cases or
means, SD and number (n) for each outcome at specific time
points) in the study report. Conversely, four studies were rated
as low quality with a high risk of reporting bias (Godley 1994;
Maloney 2006; Morse 2006; Tracy 2007) as they presented data
in a way we could not consider as free of suggestion of selective
outcome reporting. For these studies, there were no usable data
or data were reported incompletely for each treatment arm or in a
way (for example, as correction matrix, graphically or in a mixed-
methods model) that they could not be entered in a meta-analysis.
For the rest of the studies the risk of bias was assessed as unclear
with a moderate risk of reporting bias due to insufficient informa-
tion to permit judgement of yes or no; there was no protocol to
assess the presence of selective reporting.

Other potential sources of bias

The risk of other potential sources of bias was rated as low as no
evidence of other bias was apparent. Most were publicly funded
trials. No declaration of interest was made by authors, and we
assume there was none to be made. However, many study authors
were active pioneers in developing and the implementation of the
experimental intervention model across the scientific community
and clinical world. This raises the issue of how researcher beliefs
could affect the entire process of evaluating an intervention in an
RCT. Although conscious of this issue, we decided not to make
any attempt to rate it as it is very difficult to judge, and erroneous

quantification could drive bias into our conclusions.

Effects of interventions

See: Summary of findings
for the main comparison INTEGRATED MODELS OF
CARE compared to TREATMENT AS USUAL for both severe
mental illness and substance misuse; Summary of findings 2
NON-INTEGRATED MODELS OF CARE OR INTENSIVE
CASE MANAGEMENT compared to TREATMENT AS
USUAL for both severe mental illness and substance
misuse; Summary of findings 3 COGNITIVE BEHAVIOUR
THERAPY + MOTIVATIONAL INTERVIEWING compared
to TREATMENT AS USUAL for both severe mental illness
and substance misuse; Summary of findings 4 COGNITIVE
BEHAVIOUR THERAPY compared to TREATMENT AS
USUAL for both severe mental illness and substance
misuse; Summary of findings 5 COGNITIVE BEHAVIOUR
THERAPY and PSYCHOSOCIAL REHABILITATION
compared to TREATMENT AS USUAL for both severe
mental illness and substance misuse; Summary of findings
6 COMBINED COGNITIVE BEHAVIOUR THERAPY
and INTENSIVE CASE MANAGEMENT compared to
TREATMENT AS USUAL for both severe mental illness and
substance misuse; Summary of findings 7 INTENSIVE CASE
MANAGEMENT compared to TREATMENT AS USUAL for
both severe mental illness and substance misuse; Summary of
findings 8 MOTIVATIONAL INTERVIEWING compared to
TREATMENT AS USUAL for both severe mental illness and
substance misuse; Summary of findings 9 SKILLS TRAINING
compared to TREATMENT AS USUAL for both severe
mental illness and substance misuse; Summary of findings 10
SPECIALISED CASE MANAGEMENT SERVICES compared
to STANDARD CARE for both severe mental illness and
substance misuse; Summary of findings 11 CONTINGENCY
MANAGEMENT compared to TREATMENT AS USUAL for

both severe mental illness and substance misuse

Comparison |: integrated models of care versus
treatment as usual
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See Summary of findings for the main comparison. Data for this
comparison came from four trials (Burnam 1995; Chandler 2006;

Drake 1998a; Essock 2006).

I.1 Lost to treatment

By the end of treatment (36 months) we found no significant
difference in the likelihood of participants being lost to treat-
ment from the pooled results of Chandler 2006; Drake 1998a and
Essock 2006 (treatment group 24% lost, control group 21% lost;
n = 603, RR 1.09 CI 0.82 to 1.45, Analysis 1.1). Statistical het-
erogeneity was not present (Chi? = 1.95, df = 2 (P = 0.38); I? =
0%).

1.2 Lost to evaluation

The control group for Burnam 1995 were 46% more likely to
be lost to evaluation by 3 months (treatment group 15% lost,
control 28% lost; n = 132, RR 0.54 CI 0.27 to 1.08), although not
statistically significant. Six months data (Burnam 1995; Essock
20006) also did not reveal any significant difference between groups
(n =330, RR 0.69 CI 0.27 to 1.73, Analysis 1.2). Nine, 12, 24
and 36 months data were also not significantly different. For 36
month data we combined the results from three studies (Chandler
2006; Drake 1998a; Essock 2006) in a meta-analysis. There was
considerable statistical heterogeneity (Chi2 = 7.70, df = 2 (P =
0.02); 12 = 74%). Closer inspection of the forest plot indicated
a higher retention rate in the treatment group in Drake 1998a,
likely to account for this heterogeneity.

1.3 Death

We found no significant differences in the pooled results of Drake
1998a and Essock 2006 with regards to the likelihood of partici-
pants dying by the end of 36 months of treatment (treatment 3%
died, control 3% died; n =421, RR 1.18 CI 0.39 to 3.57, Analysis
1.3). Statistical heterogeneity was not present (Chi? = 0.68, df =
1, P = 0.40; I2 = 0%).

1.4 Substance use

We found no significant difference (Drake 1998a) between groups
in the likelihood of participants not being in remission (alcohol -
treatment 57%, control 50%; n = 143, RR 1.15 CI 0.84 to 1.56;
drugs - treatment 58%, control 65%; n = 85, RR 0.89 CI 0.63 to
1.25, Analysis 1.4) or in their average SATS scores by 6 months
(n =203, weighted mean difference (MD) 0.07 CI -0.28 to 0.42)
or 36 months (n =203, MD 0.11 CI -0.41 to 0.63, Analysis 1.5).
Further outcome data related to alcohol use (Analysis 1.6), drug
use (Analysis 1.7) and general substance use attitudes (Analysis
1.8) contained skewed data and are reported in ’Other data’ tables.

1.5 Mental state

We found that the relapse data (Analysis 1.9) and BPRS scores
(Analysis 1.10) contained wide confidence intervals (skewed data)
and reported these in ’Other data’ tables.

1.6 Service utilisation

We found that the pooled results of two studies (Drake 1998a;
Essock 2006) for average number of days spent in stable commu-
nity residences (not in hospital) by 12 months were equivocal (n
=378, MD -10.00 CI -38.61 to 18.60), and also between 24 (n =
203, MD 7.40 CI -6.32 to 21.12) and 36 months (n = 364, MD
5.17 CI -9.20 to 19.55, Analysis 1.11). Statistical heterogeneity
was not present (Chi2 = 0.31, df = 1, P = 0.58; I2 = 0%). We found
no significant difference (Essock 2000) in likelihood of hospital-
isation by 36 months (treatment 42% hospitalised, control 48%
hospitalised; n = 198, RR 0.88 CI 0.64 to 1.19, Analysis 1.12).
Other measures (skewed data) of service use are reported in ’Other

darta’ tables (Analysis 1.13).

1.7 Functioning

Only Essock 2006 reported data for functioning and we found no
significant differences for average global functioning scores (GAF)
at 6 months (n = 162, MD 1.10 CI -1.58 to 3.78), 12 months (n
=171, MD 0.70 CI-2.07 to 3.47), 18 months (n = 176, MD 1.00
CI-1.58t03.58),24 months (n=166,MD 1.70 CI-1.18 t0 4.58),
30 months (n = 164, MD -0.60 CI -3.56 to 2.36) or 36 months
(n = 170, MD 0.40 CI -2.47 to 3.27, Analysis 1.14). Forensic
measures (Analysis 1.15), number of hours requiring medication
(Analysis 1.16), per cent of time on the street (Analysis 1.17) and
time in independent housing (Analysis 1.18) were skewed and are
reported in *Other data’ tables.

1.8 Satisfaction

The pooled results of Drake 1998a and Essock 2006 revealed no
significant difference in average general life satisfaction (QOLI)
scores by 6 months (n = 361, MD -0.11 CI -0.41 to 0.20), 12
months (n = 372, MD 0.02 CI -0.28 to 0.32), 18 months (n
=377, MD 0.09 CI -0.27 to 0.44), 24 months (n = 370, MD
0.02 CI -0.29 to 0.33), 30 months (n = 366, MD 0.02 CI -0.27
to 0.32) and 36 months (n = 373, MD 0.10 CI -0.18 to 0.38,
Analysis 1.19). Statistical heterogeneity was not present at any of
the 6 time points (for example, 24 months: Chi2 = 1.09, df = 1, P
- 0.30; 2 = 8%).

Comparison 2: non-integrated models of care
(intensive case management) versus treatment as
usual

See Summary of findings 2. Four trials assessed this comparison

(Bond 1991a; Bond 1991b; Jerrell 1995b; Lehman 1993).
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2.1 Lost to treatment

Pooled results of Bond 1991a; Bond 1991b and Jerrell 1995b
showed a 23% increase in the likelihood of patients being lost
from the treatment group by 6 months (treatment 27% lost, con-
trol 22% lost; n = 134, RR 1.23 CI 0.73 to 2.06), which was
not statistically significant. Longer-term evaluations at 12 months
(treatment 28% lost, control 24% lost; n = 134, RR 1.21 C1 0.73
to 1.99) and 18 months (treatment 51% lost, control 37% lost;
n = 134, RR 1.35 CI 0.83 to 2.19, Analysis 2.1) did not reveal
any significant difference between groups. Statistical heterogeneity
was not present at 6 months, 12 months, 18 months, 24 months,
30 months or 36 months.

2.2 Lost to evaluation

We found no significant difference in the pooled results (Bond
1991b; Jerrell 1995b; Lehman 1993) for lost to evaluation by 6
months (treatment 10% lost, control 10% lost; n = 121, RR 1.00
CI 0.38 to 2.60) and by 12 months (treatment 12% lost, control
12% lost; n = 121, RR 1.00 CI 0.43 to 2.35). Pooled results (Bond
1991b; Jerrell 1995b) at 18 months also revealed no significant
differences between treatment groups (treatment 43% lost, control
33% lost; n =92, RR 1.26 CI 0.48 to 3.30, Analysis 2.2). Statistical

heterogeneity was not present at 6, 12, or 18 months.

2.3 Substance use and mental state

Data for substance use (Analysis 2.3) and mental state (Analysis
2.4) were skewed and are included in *Other data’ tables.

2.4 Functioning

We found no significant difference in the average role functioning
(RFES) scores (Jerrell 1995b) by 6 months (n = 50, MD -0.78
CI -2.91 to 1.35) or 12 months (n = 50, MD 0.70 CI -1.56
to 2.96), although by 18 months the data favoured the control
group (n =29, MD -2.67 CI -5.28 t0 -0.06, Z = 2.00, P = 0.045,
Analysis 2.5). The average baseline means (SD) on the RFS were
similar between groups so did not explain this difference: baseline
treatment 9.46 (4.11) to 10.77 (2.36) at 18 months; and baseline
control 10.03 (3.87) to 13.44 (4.78) at 18 months. Note that
higher scores indicate better functioning.

We found no significant difference in average levels of social ad-
justment scores (SAS) by 6 months (Jerrell 1995b) (n = 50, MD
-0.93 CI -6.34 to 4.48), 12 months (n = 50, MD 3.09 CI -2.71
to 8.89) or 18 months (n = 29, MD -3.75 CI -10.12 to 2.62,
Analysis 2.6).

2.5 Satisfaction

Data for average life satisfaction (QOLI) were skewed so are re-

ported in ’Other data’ tables (Analysis 2.7).

Comparison 3: cognitive behavioural therapy +
motivational interviewing versus treatment as usual

See Summary of findings 3. Data for this comparlson came from
seven trials (Baker 2006; Barrowclough 2001; Barrowclough 2010;
Bellack 2006; Hjorthoj 2013; Kemp 2007; Madigan 2013).

3.1 Lost to treatment

We found that the results from Baker 2006 indicated that the
treatment group were 17 times more likely to be lost to treatment
by 3 months (treatment 12%, control 0%; n = 130, RR 17.00 CI
1.0 to 288.56). In contrast, Madigan 2013 reported no significant
group difference in lost to treatment by 3 months (treatment 29%,
control 24%; n = 88, RR 1.19 CI 0.56 to 2.55). Combined,
the treatment group was more likely to be lost to treatment by
3 months (treatment 20%, control 7%; n = 218, RR 3.37 CI
0.20 to 57.79) and there was considerable statistical heterogeneity
(Chi2 = 3.95, df = 1, P = 0.05; I2 = 75%). Six month data (
Barrowclough 2010; Bellack 2006; Hjorthoj 2013) revealed no
significant difference for loss to treatment (treatment 29%, control
23%; n = 605, RR 1.02 CI 0.68 to 1.54, P = 0.91). Similarly,
we found 9 to 10 month data (Barrowclough 2001; Hjorthoj
2013) were not significantly different in rates of loss to treatment
(treatment 23%, control 32%; n = 139, RR 0.72 CI 0.42 to 1.23)
nor were 12 month data significantly different (Barrowclough
2010) (treatment 17.7%, control 17.8%, Analysis 3.1). Statistical
heterogeneity was not present at 6 or 9 to 10 months.

3.2 Lost to evaluation

We found all data to be equivocal between the treatment and con-
trol groups by 3 months (Baker 2006) (treatment 8% lost, control
6% lost; n =130, RR 1.25 CI 0.35 t0 4.45) and by 6 months (Baker
2006; Bellack 2006; Kemp 2007) (treatment 15% lost, control
14% lost; n =259, 3 RCTs, RR 1.02 CI 0.35 to 2.94). Longer eval-
uation times also did not reach statistical significance, at 9 months
(Barrowclough 2001) (treatment 11%, control 17%; n = 36, RR
0.67 CI 0.13 to 3.53), 12 months (Baker 2006; Barrowclough
2001; Madigan 2013) (treatment 31%, control 21%; n = 254, 3
RCTs, RR1.35 CI0.87 to 2.08), 18 months (Barrowclough 2001;
Barrowclough 2010); (treatment 20%, control 22%; n = 363, 2
RCTs, RR 0.92 CI 0.61 to 1.38) and 24 months (Barrowclough
2010) (treatment 21%, control 28%; n = 327, 1 RCT, RR 0.76
CI 0.52 to 1.11, Analysis 3.2). Statistical heterogeneity was not
present for any of the above subgroup analyses.

3.3 Death

We found no significant difference in the pooled results (Baker
2006; Barrowclough 2001; Barrowclough 2010) for the likelihood
of participants dying by about 1 year (treatment 2.4%, control
3.3%; n = 493, 3 RCTs, RR 0.72 CI 0.22 to 2.41, Analysis 3.3).
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Statistical heterogeneity was not present (Chi? = 2.18, df = 2, P
= 0.34; I2 = 8%). Similarly, we found no significant difference
for the likelihood of participants hospitalised or dying versus alive
and not admitted to hospital by 24 months (Barrowclough 2010)
(treatment 23%, control 20%; n = 326, RR 1.15 CI1 0.76 to 1.74,
Analysis 3.4).

3.4 Substance use

Substance use from polydrug usage was not significantly different
by 3 months (Baker 2006) (n = 119, MD 0.37 CI -0.01 to 0.75),
or by 6 months (n=119, MD 0.19 CI -0.22 to 0.60, Analysis 3.5).
Moreover, cannabis use in the last 30 days was not significantly
different at 3 months, the end of treatment (Madigan 2013) (n =
50, MD -0.2 CI-2.54 to 2.14) or at 12 months (Madigan 2013) (n
=42, MD -0.3 CI -2.84 to 2.24, Analysis 3.6). Averages of various
substance use measures that reported skewed data are shown in

’Other data’ tables (Analysis 3.7; Analysis 3.8).

3.5 Mental state

We were only able to include limited data for relapse and found no
significant difference in the likelihood of relapse between groups
(Barrowclough 2001) by 9 months (treatment 28% relapsed, con-
trol 56% relapsed; n = 36, RR 0.50 CI 0.21 to 1.17), or by 12
months (treatment 33%, control 67%; n = 36, RR 0.50 CI 0.24
to 1.04), or 18 months (treatment 39%, control 67%; n = 36,
RR 0.58 CI0.30 to 1.13, Analysis 3.9). No significant differences
were found for total PANSS scores between treatment groups by 6
months (Hjorthoj 2013; Kemp 2007) (n =78, MD 0.99 CI-5.91
t0 7.89), 9 to 10 months (Barrowclough 2001; Hjorthoj 2013) (n
=92, MD -5.01 CI -11.25 to 1.22), 12 months (Barrowclough
2010) (n = 274, MD 2.52 CI -0.68 to 5.72) and by 24 months
(Barrowclough 2010) (n =247, MD 2.71 CI-0.58 t0 6.00, Analy-
sis 3.10). Moreover, no significant differences were reported for the
PANSS positive symptom (Analysis 3.11) nor the PANSS negative
symptom (Analysis 3.12) subscales at 12 or 24 months. Statistical
heterogeneity was not present for any of the above time points.
Average scores for other measures of mental state that reported
skewed data are presented in ’Other data’ tables (Analysis 3.13).

3.6 Functioning

3.6.1 Arrests

We found the number of reported arrests (Bellack 2006) were not
significantly different between treatment and control group by 6
months (treatment 13%, control 27%; n = 110, RR 0.49 CI 0.22
to 1.10, Analysis 3.14).

3.6.2 Global assessment of functioning

Global assessment scores for functioning (GAF) were not signif-
icantly different by 3 months (Baker 2006; Madigan 2013) (n =
177, MD -1.17 CI -4.57 t0 2.23), 6 months (n = 119, MD -0.09
CI -3.70 to 3.52), 12 months (Baker 2006; Barrowclough 2001;
Barrowclough 2010; Madigan 2013) (n = 445, 4 RCTs, MD 1.24
CI -1.86 to 4.34), 18 months (n =28, 1 RCT, MD 6.68 CI -5.24
to 18.60) or 24 months (n = 234, 1 RCT, MD -0.21 CI -2.93
to 2.51, Analysis 3.15). Lower scores indicate poorer functioning.
Statistical heterogeneity was not present at 3 months or 12 months

(Chi?2 =5.20, df = 3, P = 0.16; 12 = 42%)).

3.6.3 Social functioning

We found no significant difference by 9 months (Barrowclough
2001) (n =32, MD 5.01 CI-0.55 to 10.57) in social functioning
scores. However, by 12 months (3 months following end of treat-
ment) results favoured the treatment group (high scores = better)
(Barrowclough 2001) (n = 32, MD 7.27 CI 0.86 to 13.68, Anal-
ysis 3.106).

3.7 Quality of life

Average general life satisfaction scores (BQOL) were higher for the
treatment group (Bellack 2006) by 6 months (n = 110, MD 0.58
CI 0.00 to 1.16, P = 0.049, Analysis 3.17), although confidence
intervals crossed the line of no effect. Differences in baseline means
(SD) did not account for this finding (treatment 4.25 (1.65) to
4.79 (1.66) at 6 months, and control 3.96 (1.58) to 4.21 (1.43) at
6 months). Lower scores indicate less life satisfaction. However, no
significant differences were found in overall quality of life scores
(BQOL) by 6 months (Bellack 2006) (n=110, MD -0.02 CI-0.61
to 0.57, Analysis 3.18). No significant differences in WHOQOL
Bref scores were reported by Kemp 2007 (n = 16, MD -15.70
CI -36.19 to 4.79, Analysis 3.19) nor were there any significant
differences in quality of life scores using the MANSA by 6 months
(Hjorthoj 2013) (n = 64, MD -2.70 CI -7.01 to 1.61) or 10
months (n = 61, MD 0.90 CI -3.73 to 5.53, Analysis 3.20).

3.8 Satisfaction

One study (Hjorthoj 2013) reported client satisfaction was higher
for the treatment group by 10 months (n = 62, MD 6.40 CI 3.87
t08.93, P <0.001, Analysis 3.21). The average direct cost subscale
of the BQOL at 6 months reported by Bellack 2006 was skewed
and is reported in ’Other data’ tables (Analysis 3.22).

Comparison 4: cognitive behavioural therapy versus
treatment as usual

See Summary of findings 4. Data for this comparison came from
two trials (Edwards 2006; Naeem 2005).
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4.1 Lost to treatment

We found that the data for being lost from treatment (Edwards
2006; Naecem 2005) by 3 months were not significantly different
(treatment 18%, control 23% lost; n = 259, RR 1.12 CI 0.44 to
2.86, Analysis 4.1). Statistical heterogeneity was not present (Chi2
=0.00, df = 1, P = 0.95; I2 = 0%).

4.2 Lost to evaluation

The number of participants lost to evaluation (Edwards 2006)
after 9 months were similar in each group (treatment 30%, control

29%; n = 47, RR 1.04 CI 0.43 to 2.51, Analysis 4.2).

4.3 Substance use

No significant differences were found in the use of cannabis
(Edwards 20006) in the previous 4 weeks between groups at 3
months assessment (treatment 57%, control 54%; n = 47, RR
1.04 CI 0.62 to 1.74). Six month data were also not significantly
different (n = 47, RR 1.30 CI 0.79 to 2.15, Analysis 4.3). Vari-
ous measures of substance use reporting skewed data are shown in

’Other data’ tables (Analysis 4.4).

4.4 Mental state

We found no significant difference on insight scores (Insight Scale)
by 3 months (Nacem 2005) (n = 105, MD 0.52 CI -0.78 to 1.82,
Analysis 4.5). Various measures of mental state reporting skewed
data are shown in ’Other data’ tables (Analysis 4.6).

4.5 Functioning

We found no significant difference in average social and occupa-
tional functioning scores (Edwards 2006) (SOFAS) by 3 months
(n = 47, MD -0.80 CI -9.95 to 8.35) or 6 months (n = 47, MD
-4.70 CI -14.52 to 5.12, Analysis 4.7). Average HONOS scores
(Analysis 4.8) and outpatient medication (Analysis 4.9) are shown
in ’Other data’ tables due to skewed data.

Comparison 5: cognitive behavioural therapy +
psychological rehabilitation versus treatment as usual

5.1 Functioning

See Summary of findings 5. We were only able to add outcome
data relating to functioning and these were all skewed data, which
are reported in *Other data’ tables (Maloney 2006). There was no
real indication that the number of arrests was less in the cognitive
behavioural therapy + psychosocial rehabilitation group over all
the time periods (Analysis 5.1), and this also applied to the number
of convictions (Analysis 5.2). The number of days in jail for each

group was also not really noticeably different (Analysis 5.3). It
should be stressed that all data were skewed and not reanalysed,
merely reported again in this review.

Comparison 6: combined cognitive behavioural
therapy + intensive case managementversus
treatment as usual

6.1 Functioning

See Summary of findings 6. We were only able to add outcome
data relating to functioning and these were all skewed data, which
are reported in ’Other data’ tables (Maloney 2006). There is some
indication that the number of arrests was less in the cognitive
behavioural therapy + intensive case management group over all
the time periods (Analysis 6.1) and this also applied to the number
of convictions (Analysis 6.2). However, the number of days in
jail for each group was not noticeably different (Analysis 6.3). It
should be stressed that all data were skewed and not reanalysed,
merely reported again in this review.

Comparison 7: intensive case management versus
treatment as usual

See Summary of findings 7.

7.1 Functioning

We were only able to add outcome data relating to functioning
and these were all skewed data, which are reported in ’Other dat2
tables (Maloney 2006). There is no real indication that the number
of arrests was less in the intensive case management group over all
the time periods (Analysis 7.1) and this also applied to the number
of convictions (Analysis 7.2). The number of days in jail for each
group was also not noticeably different (Analysis 7.3). It should
be stressed that all data were skewed and not reanalysed, merely
reported again in this review.

Comparison 8: motivational interviewing versus
treatment as usual

See Summary of findings 8. Data for this comparison came from
eight trials (Baker 2002; Bechdolf 2011; Bonsack 2011; Graeber
2003; Hickman 1997; Kavanagh 2004; Nagel 2009; Swanson
1999).

8.1 Lost to treatment

Bonsack 2011 had an unusually long treatment period using mo-
tivational interviewing (6 months). There were no significant dif-
ferences in lost to treatment at 3 months (n = 62, RR 0.89 CI 0.30
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to 2.61) or 6 months (n = 62, RR 1.71 CI 0.63 to 4.64, Analysis
8.1).

8.2 Lost to evaluation

Pooled results from six studies (Baker 2002; Bechdolf 2011;
Graeber 2003; Hickman 1997; Kavanagh 2004; Swanson 1999)
revealed no significant difference in those lost to evaluation by 3
months (treatment 17% lost, control 16% lost; n = 398, RR 1.12
CI0.64 to 1.96). Similarly, 6 month data (Bechdolf 2011; Graeber
2003; Kavanagh 2004; Nagel 2009) (n = 164, 4 RCTs, RR 0.85
CI 0.29 to 2.53) and 12 month data were not significantly dif-
ferent (n = 247, 3 RCTs, RR 0.92 CI 0.44 to 1.92, Analysis 8.2)
between motivational interviewing and the control group. Statis-
tical heterogeneity was not present at 3, 6 or 12 months (Chi? =

3.55,df =2, P = 0.17; I2 = 44%).

8.3 Relapse

We found no significant difference in hospital readmissions by 12
months (Bonsack 2011) (treatment 30%, control 34%; n = 62,
RR 0.82 CI 0.28 to 2.38, Analysis 8.3).

8.4 Lost to first aftercare appointment

We found participants in the control group were more likely to
notattend their first aftercare appointment (Swanson 1999) (treat-
ment 58%, control 84%; n =93, RR 0.69 CI 0.53 to 0.90, Analy-

sis 8.4) compared with those receiving motivational interviewing.

8.5 Death

We found no significant differences in the likelihood of death due
to all causes by 18 months (Nagel 2009) (treatment 4%, control
4%; n =49, RR 1.04 CI 0.07 to 15.73, Analysis 8.5).

8.6 Substance use

We found that alcohol dependence and abuse were not signifi-
cantly different (Baker 2002) (treatment 39%, control 29%; n =
52, RR 1.35 CI 0.62 to 2.92) between groups. Also, we found no
significant differences in the likelihood of participants using am-
phetamine (treatment 9%, control 38%; n = 19, RR 0.24 CI 0.03
to 1.92) or cannabis (treatment 50%, control 65%; n = 62, RR
0.77 CI 0.49 to 1.21, Analysis 8.6). Polydrug use was not found
to be significantly different for 3 and 12 month evaluation data
(OTT, high = poor) (Baker 2002) (n = 89, MD -0.41 and -0.07,
respectively, Analysis 8.7).

We found no significant differences (Kavanagh 2004) for the out-
come of not abstaining or not improved on all substances by 12
months (treatment 38%, control 75%; n = 25, RR 0.51 CI 0.24
to 1.10, Analysis 8.8). Three month data (Graeber 2003) did not

reveal any significant difference in not abstaining from alcohol

(treatment 40%, control 77%; n = 28, RR 0.52 CI 0.26 to 1.03).
However, by 6 months we found results from this small study
(Graeber 2003) favoured the treatment group (treatment 42%,
control 92%; n = 28, RR 0.36 CI 0.17 to 0.75, Analysis 8.9).
Change in cannabis use from baseline was lower in at 3 months
(Bonsack 2011) (n = 62, MD -12.81 CI -23.05 to -2.57, P =
0.014), 6 months (n = 62, MD -9.64 CI -18.05 to -1.23, P =
0.025), but not at 12 months (n = 62, MD -5.82 CI -14.77 to
3.13, Analysis 8.10). Cannabis consumption (Analysis 8.11), av-
erage substance use scores on the Opiate Treatment Index (OTI)
(Analysis 8.12) and other measures of alcohol use (Analysis 8.13)
are reported in ’Other data’ tables due to skewed data.

8.7 Mental state

We found that 3 month data by Hickman 1997 revealed no sig-
nificant differences in general severity (n = 30, MD -0.19 CI -
0.59 to 0.21), positive distress symptoms (n = 30, MD -0.19 CI
-0.66 to 0.28), or total positive symptoms (n = 30, MD -4.20
CI -18.72 to 10.32) as measured by the SCL-90 (Analysis 8.14).
Further, PANSS negative symptom scores were not significantly
different at 3 months (Bonsack 2011) (n = 62, MD -0.10 CI -2.06
to 1.86) or 6 months (RR 0.0 CI -1.80 to 1.8, Analysis 8.15); nor
were PANSS positive symptom scores at 3 months (RR -0.30 CI
-2.55 to 1.95) or 6 months (RR -0.10 CI -2.58 to 2.38, Analysis
8.16). Brief Symptom Inventory scores at 3 months were skewed
(Analysis 8.17) and were reported in ’Other data’ tables.

8.8 Functioning

Social functioning scores (Baker 2002) did not reveal any signif-
icant differences by 6 months (n = 102, MD -0.71 CI -2.76 to
1.34), or by 12 months as measured by the OTI (n = 102, MD -
1.42 CI-3.35 t0 0.51, Analysis 8.18). Moreover, GAF scores were
not significantly different at 3 months (Bonsack 2011) (MD -0.40
CI -3.53 t0 2.73), 6 months (MD -1.0 CI -4.81 to 2.81) or 12
months (MD 2.3 CI -1.30 to 5.90, Analysis 8.19). Social occu-
pational functioning (SOFAS) scores were not significantly differ-
ent at 3 months (Bonsack 2011) (MD 0.10 CI -3.02 to 3.22), 6
months (MD -0.10 CI -3.51 to 3.31) or 12 months (MD 2.70
CI -1.08 to 6.48, Analysis 8.20). Number of crimes reported at 6
and 12 months are reported in ’Other data’ tables (Analysis 8.21).

Comparison 9: skills training versus treatment as
usual

See Summary of findings 9. Data for this comparison came from

two trials (Hellerstein 1995; Jerrell 1995a).

9.1 Lost to treatment

We found that the pooled results of Hellerstein 1995 and Jerrell
1995a showed a 51% greater likelihood that participants would be
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lost from the control group by 6 months (treatment 16%, control
31%; n = 94, RR 0.49 CI 0.24 to 0.97) although this was not
significant by 12 months (treatment 27%, control 37%; n = 94,
RR 0.70 CI 0.44 to 1.10). By contrast, at 18 months we found
that participants given skills training were twice as likely to be lost
(treatment 68%, control 28%; n = 47, 1 RCT, RR 2.44 CI 1.22
to 4.86, Analysis 9.1).

9.2 Substance use

Average scores of various substance use scales were skewed and
reported in ’Other data’ tables (Analysis 9.2).

9.3 Functioning

We found no significant differences in average role functioning
scores by 6 months (Jerrell 1995a) (n = 47, MD 0.61 CI -1.63
to 2.85), 12 months (n = 47, MD 1.07 CI -1.15 to 3.29) and 18
months (n = 25, MD -2.55 CI -6.24 to 1.14, Analysis 9.3). No
differences were observed in social adjustment (SAS) by 6 months
(Jerrell 1995a) (n = 47, MD -0.92 CI -6.58 to 4.74), 12 months
(n =47, MD 2.58 CI -3.39 to 8.55) and 18 months (n = 25, MD
-4.66 CI -15.29 to0 5.97, Analysis 9.4).

Comparison 10: specialised case management
services versus standard care

See Summary of findings 10. Godley 1994 was a small trial that
we found difficult to present and interpret. Data were reported by

site and were all skewed.

10.1 Service use

We were only able to add outcome data relating to admissions and
length of stay and these were all skewed data, which we have re-
ported in ’Other data’ tables (Analysis 10.1). We found no pattern

overall of one package of care favoured over another.

Comparison | |: integrated assertive community
treatment versus assertive community treatment
team versus standard care

One trial contributed data for this comparison (Morse 2006). We
did not construct a GRADE ’Summary of findings table as the
data were skewed and were presented according to the three arms
and not as direct comparisons between each arm.

1.1 Substance use

All data for this outcome were skewed and are reported in ’Other
data’ tables (Analysis 11.1).

11.2 Functioning

All data for this outcome were skewed and are reported in ’Other
data’ tables (Analysis 11.2; Analysis 11.3).

Comparison |12: contingency management versus
standard care

See Summary of findings 11. Two trials assessed this comparison

(McDonell 2013; Tracy 2007).

12.1 Lost to treatment

No significant differences were reported in lost to treatment by 4
weeks (Tracy 2007) (treatment 0%, control 27%; n = 30, RR 0.11
CI 0.01 to 1.90). However, McDonell 2013 reported that those
assigned to the contingency management condition were more
likely not to complete the treatment period (dropping out) than
controls at 3 months (treatment 58%, control 35% lost; n = 176,
RR 1.65 CI 1.18 to 2.31, Z = 2.92, P = 0.0035, Analysis 12.1).

12.2 Lost to evaluation

No significant differences were reported in those lost to evaluation
by 6 months (McDonell 2013) (treatment 32%, control 24%; n
=176, RR 1.35 CI 0.83 to 2.20, Analysis 12.2).

12.3 Substance use

Stimulant-positive urine tests were significantly more likely in con-
trol versus treated patients by 12 weeks (McDonell 2013) (treat-
ment 10%, controls 25%; n = 176, RR 0.34 CI1 0.17 t0 0.68, Z =
3.04, P = 0.0024) but not at 6 months (treatment 54%, control
65%; n =176, RR 0.83 CI0.65 to 1.06, Z = 1.46, P = 0.14, Anal-
ysis 12.3). Injection use during treatment was significantly lower
in the treatment arm compared to the control arm at 3 months
(McDonell 2013) (treatment 37%, control 66%; n = 176, RR
0.57 C10.42 0.77, Z = 3.62, P < 0.001) but was not significantly
different at the 6 month follow-up (treatment 44%, control 56%;
n=107,RR0.78 C10.53 1.15, Z = 1.24, P = 0.22, Analysis 12.4).
Average scores on various substance use measures were skewed and

reported in ’Other data’ tables (Analysis 12.5).

12.4 Mental state

Relapse rates (hospitalised within 6 months after randomisation)
were significantly lower in the treatment arm compared to the
control arm (McDonell 2013) (treatment 2%, control 11%; n =
176, RR 0.21, CI 0.05 0.93, Analysis 12.6). Average scores on
various mental state scales were skewed and reported in *Other

data’ tables (Analysis 12.7).

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review) 31
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Comparison |3: sensitivity analyses

All of the included studies were described as randomised and ran-
dom sequence generation was judged as at low or unclear risk of
bias for all included trials. Therefore, we did not undertake the
anticipated sensitivity analysis. There were only two comparisons
(Analysis 3.15; Analysis 8.2) where four or more studies were re-
ported for a comparison and sensitivity analyses were undertaken
for these. Analysis 13.1 grouped studies investigating motivational
interviewing plus cognitive behavioural therapy according to risk
of bias for allocation concealment and Analysis 13.2 grouped stud-
ies investigating motivational interviewing according to diagnos-
tic entry criteria (mixed diagnoses versus schizophrenia only trials)
for the short to medium term (three to six months). Neither of
these analyses altered the overall result.

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.
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ADDITIONAL SUMMARY OF FINDINGS [Explanation]

NON-INTEGRATED MODELS OF CARE OR INTENSIVE CASE MANAGEMENT compared to TREATMENT AS USUAL for People with both severe mental iliness and substance
misuse

Patient or population: People with both severe mental illness and substance misuse
Settings: Out-patient

Intervention: NON-INTEGRATED MODELS OF CARE OR INTENSIVE CASE MANAGEMENT
Comparison: TREATMENT AS USUAL

Outcomes lllustrative comparative risks* (95% Cl) Relative effect No of Participants Quality of the evidence Comments
(95%Cl) (studies) (GRADE)
Assumed risk Corresponding risk
TREATMENT AS NON-
USUAL INTEGRATED MODELS

OF CARE OR INTEN-
SIVE CASE MANAGE-

MENT

Lost to treatment 239 per 1000 289 per 1000 RR1.21 134 DO00O

Follow-up: mean 12 (174 to 475) (0.73t0 1.99) (3 studies) very low!-2

months

Death - not measured See comment See comment Not estimable - See comment Death was not mea-
sured in any of the tri-
als.

Alcohol use The mean alcohol use 49 SOO0O Data were skewed from

C-DIS-R computer pro- in the intervention (1 study) very low3-4 one trial and there was

gram for Diagnostic In- groups was no analysis of the dif-

terview Schedule: aver- 0 higher ference between ran-

age score (0 to 0 higher) domised arms

Follow-up: mean 12

months


http://www.thecochranelibrary.com/view/0/SummaryFindings.html
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Drug (non-alcohol) use
C-DIS-R computer pro-
gram for Diagnostic In-
terview Schedule: aver-
age score

Follow-up: mean 12
months

The mean drug (non-al-
cohol) use in the inter-
vention groups was

0 higher

(0 to 0 higher)

(1 study)

SO00
very low3-4

Data were skewed from
one trial and there was
no analysis of the dif-
ference between ran-
domised arms

Mental state
Schizophrenia  symp-
toms on C-DIS-R com-
puter program for Diag-
nostic Interview Sched-
ule: average score
Follow-up: mean 12
months

The mean mental state
in the intervention
groups was

0 higher

(0 to 0 higher)

(1 study)

SO00
very low3-4

Data were skewed from
one trial and there was
no analysis of the dif-
ference between ran-
domised arms

Global Assessment of
Functioning

Role Functioning Scale
Follow-up: mean 12
months

The mean global as-
sessment of function-
ing in the intervention
groups was

0.7 higher

(1.56 lower to 2.96
higher)

(1 study)

SO00
very low3:5

NOTE: the scale is 1 to
7 and the difference ob-
served is not of clinical
importance and is not
statistically significant

General life satisfac-
tion

Quality of Life Interview
section, scale of 1to 7
Follow-up: mean 12
months

The mean general life
satisfactionin the inter-
vention groups was

0 higher

(0 to 0 higher)

(1 study)

SO00
very low3-¢

Data were skewed from
one trial and there was
no analysis of the dif-
ference between ran-
domised arms

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: Risk ratio;
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GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as VERY SERIOUS: Random generation and allocation concealment was not adequately reported and the
risk of bias is unclear. Both performance and detection bias was unclear as blinding was not performed or was unclearly
reported. Attrition was unclear or very high (57%in Bond-Anderson 91) so overall the risk of bias was rated as very serious.

2 Imprecision: Rated as SERIOUS: The confidence interval is wide and the sample size is very small.

3 Risk of bias: Rated as SERIOUS: Blinding of participants and personnel was not possible and performance bias was rated

as unclear risk of bias. Similarly there was an unclear risk of detection bias as outcomes ratings were participant/clinician

mediated.

4 Imprecision: Rated as VERY SERIOUS: The sample size is very small from this single trial (N = 49)

> Imprecision: Rated as VERY SERIOUS: The sample size is small and the confidence interval is very wide.

¢ Imprecision: Rated as VERY SERIOUS: The sample size used in this review from this single trial was 29 based on those

participants who had current substance use disorders.
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COGNITIVE BEHAVIOUR THERAPY + MOTIVATIONAL INTERVIEWING compared to TREATMENT AS USUAL for both severe mental iliness and substance misuse

Patient or population: patients with both severe mental illness and substance misuse

Settings: Out-patient

Intervention: COGNITIVE BEHAVIOUR THERAPY + MOTIVATIONAL INTERVIEWING
Comparison: TREATMENT AS USUAL

Outcomes

lllustrative comparative risks* (95% Cl)

Relative effect

No of Participants

Quality of the evidence Comments

(95%Cl) (studies) (GRADE)

Assumed risk Corresponding risk

TREATMENT AS COGNITIVE

USUAL BEHAVIOUR THERAPY

+ MOTIVATIONAL IN-
TERVIEWING

Lost to treatment 178 per 1000 176 per 1000 RR0.99 327 DDOO
Follow-up: mean 12 (110 to 283) (0.62to 1.59) (1 study) low!-2
months
Death 33 per 1000 23 per 1000 RR0.72 493 SDOO
Follow-up: mean 12 (7 to 78) (0.22t0 2.41) (3 studies) low23
months
Alcohol use See comment See comment Not estimable 46 See comment Data were skewed from
Estimated daily con- (1 study) one trial and there was
sumption in previous no analysis of the dif-
month ference between ran-
Follow-up: mean 12 domised arms
months
Drug (non-alcohol) use The mean drug (non-al- 119 BPOO
Average number of dif- cohol) use in the inter- (1 study) low*:5

ferent drugs used dur-
ingthe past monthmea-
sured by the Opiate

vention groups was
0.19 higher

(0.22 lower to 0.6
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Treatment Index higher)

Follow-up: mean 6

months

Mental state 667 per 1000 333 per 1000 RRO0.5 36 DOOO

Relapse at 3 months af- (160 to 693) (0.24 to 1.04) (1 study) very low®7

ter 9 months of treat-

ment

Follow-up: mean 12

months

Global Assessment of The mean global as- 445 DOOO NOTE: The GAF mea-

Functioning sessment of function- (4 studies) very lows:2.10 sures functioning on a

GAF scale of 1-100 ing in the intervention scale of 1 to 100 and

Follow-up: mean 12 groups was the difference detected

months 1.24 higher in this single trial is not
(1.86 lower to 4.34 of clinical importance
higher)

General life satisfac- The mean general life 110 DDOO

tion satisfaction in the inter- (1 study) low!!.12

Brief Quality of Life vention groups was

Scale 0.58 higher

Follow-up: mean 6 (0 to 1.16 higher)

months

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is
based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).

Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.
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! Risk of bias: Rated as SERIOUS: The single trial which reported on 12 month loss to treatment had adequate random
generation and allocation concealment. However, we down-graded it for possible performance bias as participants and
clinicians were not blinded. Detection bias was a low risk as outcome assessors were blinded.

2 Imprecision: Rated as SERIOUS: The event rate is low and the confidence interval is wide and includes the line of no effect

and appreciable harm.

3 Risk of bias: Rated as SERIOUS: The three trials included in this meta-analysis were well-conducted. A lack of blinding

is unlikely to affect measurement of death. However, attrition was > 20% in all three trials and although missing data was

balanced across groups, there is an unclear risk of bias due to attrition bias.

4 Risk of bias: Rated as SERIOUS: Random generation and allocation concealment were unclear and blinding was not possible

for participants or clinicians. Attrition was high at 20% at 12 months, but missing outcome data was balanced between

groups.

5 Imprecision: Rated as SERIOUS: The sample size is small and the confidence interval is wide.

° Risk of bias: Rated as SERIOUS: The risk of attrition bias is unclear (22%across both groups at 18 months) despite missing

outcome balanced between groups. A lack of blinding of participants and clinicians may result in performance bias.

7 Imprecision: Rated as VERY SERIOUS: The event rate is extremely low in this very small single trial (N = 36) and the

confidence interval is wide.

8 Risk of bias: Rated as SERIOUS: Attrition was > 20%in all four trials and although missing data was balanced across groups,

there is an unclear risk of bias due to attrition bias.

2 Inconsistency: Rated as SERIOUS: Heterogeneity was present (Chiz2=5.20,df =3 (P =0.16); 12=42%). One trial (Barrowclough)

showed significant improvement in the treatment group compared with the others, but we were unable to explain the reason

for this.

19 Imprecision: Rated as SERIOUS: Four trials provided data for this meta-analysis. The confidence interval is wide.

1 Risk of bias: Rated as SERIOUS: Blinding of participants and clinicians was not possible and performance bias may be a

risk. Attrition was 25% at 6 months and missing data were not balanced across interventions. Missing outcomes are enough

to induce clinically relevant bias in observed effect size.

12 Imprecision: Rated as SERIOUS: The sample size of the single trial is small and the confidence interval is wide.
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COGNITIVE BEHAVIOUR THERAPY compared to TREATMENT AS USUAL for both severe mental illness and substance misuse

Patient or population: patients with both severe mental illness and substance misuse

Settings: Outpatient

Intervention: COGNITIVE BEHAVIOUR THERAPY
Comparison: TREATMENT AS USUAL

Outcomes

lllustrative comparative risks* (95% Cl)

Relative effect

No of Participants

Quality of the evidence Comments

(95%Cl) (studies) (GRADE)
Assumed risk Corresponding risk
TREATMENT AS COGNITIVE
USUAL BEHAVIOUR THERAPY
Lost to treatment 97 per 1000 108 per 1000 RR1.12 152 DDOO
Follow-up: mean 3 (43 to 277) (0.44 to 2.86) (2 studies) low!-2
months
Death See comment See comment Not estimable 0 See comment Death was not mea-
(0) sured in any of the tri-
als.
Alcohol use See comment See comment Not estimable 105 DDOO Naeem 2005 measured
(1 study) low!3 alcohol together with
drug use in the Health
of the Nation Out-
come (HoNOS) scale.
Edwards did not report
on alcohol
Drug (non-alcohol) 500 per 1000 650 per 1000 RR1.3 47 BO0O0O Data of outcomes
use: Cannabis (395 to 1000) (0.79t0 2.15) (1 study) very low!4 for other drugs were

Percentage of par-
ticipants who used
cannabis in last 4
weeks

skewed and were not
compared between in-
tervention and control
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Follow-up: mean 6
months

Mental state

General symptoms on
Brief Psychiatric Rating
Scale

Follow-up: mean 6
months

The mean mental state
in the intervention
groups was

0.52 higher

(0.78 lower to 1.82
higher)

105
(1 study)

DSDOO
low! 4

The difference noted is
unlikely to be clinically
significant

Global Assessment of
Functioning

The Social and Oc-
cupational Functioning
Scale (SOFAS): scale of
1to 100

Follow-up: mean 6
months

The mean global as-
sessment of function-
ing in the intervention
groups was

4.7 lower

(14.52 lower to 5.12
higher)

(1 study)

S000
very low!>

The other trial in this
comparison  (Naeem
2005) measured Func-
tioning with the HONOS
scale. Datawas skewed
and meta-analysis was
not possible

General life satisfac-
tion

The mean general life
satisfaction in the inter-
vention groups was

0 higher

(0 to 0 higher)

See comment

No study measured life
satisfaction.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as SERIOUS: The participants and personnel were not blinded and performance bias may be present.
Missing data was addressed by Last Observation Carried Forward in Edward 2006 but attrition bias may be present as loss
to follow-up was 30%at 9 months.
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2 Imprecision: Rated as SERIOUS: The event rate is low and the confidence interval is wide.

3 Imprecision: Rated as SERIOUS: The sample size of the two trials combined is very small and any estimate of effect is likely
to be imprecise.

4Imprecision: Rated as VERY SERIOUS: The event rate is low, the sample size small and the confidence interval is wide.

> Imprecision: Rated as VERY SERIOUS: The confidence interval is very wide and the sample size small.
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COGNITIVE BEHAVIOUR THERAPY and PSYCHOSOCIAL REHABILITATION compared to TREATMENT AS USUAL for both severe mental iliness and substance misuse

Patient or population: patients with both severe mental iliness and substance misuse

Settings: Jail and community

Intervention: COGNITIVE BEHAVIOUR THERAPY and PSYCHOSOCIAL REHABILITATION

Comparison: TREATMENT AS USUAL

Outcomes lllustrative comparative risks* (95% Cl) Relative effect No of Participants Quality of the evidence Comments
(95%Cl) (studies) (GRADE)
Assumed risk Corresponding risk
TREATMENT AS COGNITIVE
USUAL BEHAVIOUR THERAPY
and PSYCHOSOCIAL
REHABILITATION
Loss to Treatment See comment See comment Not estimable 61 DOOO Loss to Treatment was
Follow-up: mean 12 (1 study) very low!-2 only reported per trial

months

and not per randomised
arm

Death - not measured  See comment

See comment

Not estimable

See comment

The trial did not mea-
sure death as an out-
come.

Alcohol use - not mea- See comment
sured

See comment

Not estimable

See comment

This  trial  focused
on criminal outcomes
of jail and offences.
Data were skewed and
not compared between
arms

Drug (non-alcohol) use See comment
-not measured

See comment

Not estimable

See comment

This trial focused on
criminal outcomes of
jail and offences. The
data were skewed and
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was not compared be-
tween arms

Mental state - not mea- See comment See comment Not estimable - See comment
sured

This trial focused on
criminal outcomes of
jail and offences. The
data were skewed and
was not compared be-
tween arms

Global Assessment of See comment See comment Not estimable - See comment
Functioning - not mea-
sured

This trial focused on
criminal outcomes of
jail and offences. The
data were skewed and
was not compared be-
tween arms

General life satisfac- See comment See comment Not estimable - See comment
tion - not measured

This trial focused on
criminal outcomes of
jail and offences. The
data were skewed and
was not compared be-
tween arms

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as VERY SERIOUS: Although the random generation is reported as computer-generated the numbers in
the arms vary and no report is made as to whether randomisation was done in a ratio fashion. Blinding was not done and
performance bias may be unclear and detection bias is high risk as the assessors were not blinded. There is a high risk of
selective reporting bias as few outcomes are reported per arm and mainly by site.



2 Imprecision: Rated as VERY SERIOUS: The sample size is small and any estimate of effect (had it been reported per arm) is

highly likely to be imprecise.

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review) 44
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COMBINED COGNITIVE BEHAVIOUR THERAPY and INTENSIVE CASE MANAGEMENT compared to TREATMENT AS USUAL for both severe mental iliness and substance
misuse

Patient or population: patients with both severe mental illness and substance misuse

Settings: Jail and community

Intervention: COMBINED COGNITIVE BEHAVIOUR THERAPY and INTENSIVE CASE MANAGEMENT
Comparison: TREATMENT AS USUAL
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Outcomes lllustrative comparative risks* (95% Cl) Relative effect No of Participants Quality of the evidence Comments
(95% Cl) (studies) (GRADE)
Assumed risk Corresponding risk
TREATMENT AS COMBINED COGNITIVE
USUAL BEHAVIOUR THERAPY
and INTENSIVE CASE
MANAGEMENT
Loss to Treatment See comment See comment Not estimable 59 SOOO
Follow-up: mean 12 (1 study) very low!:2
months
Death See comment See comment Not estimable 0 See comment The trial did not mea-
(0) sure death.
Alcohol use - not mea- See comment See comment Not estimable - See comment This  trial  focused
sured on criminal outcomes

of jail and offences.
Data were skewed and
not compared between

L4

arms
Drug (non-alcohol) use See comment See comment Not estimable - See comment This  trial focused
-not measured on criminal outcomes

of jail and offences.
Data were skewed and
not compared between
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arms

Mental state - not mea- See comment See comment Not estimable - See comment This  trial  focused

sured on criminal outcomes
of jail and offences.
Data were skewed and
not compared between
arms

Global Assessment of See comment See comment Not estimable - See comment This  trial focused

Functioning - not mea- on criminal outcomes

sured of jail and offences.
Data were skewed and
not compared between
arms

General life satisfac- See comment See comment Not estimable - See comment This  trial focused

tion - not measured

on criminal outcomes
of jail and offences.
Data were skewed and
not compared between
arms

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as VERY SERIOUS: Although the random generation is reported as computer-generated the numbers in
the arms vary and no report is made as to whether randomisation was done in a ratio fashion. Blinding was not done and
performance bias may be unclear and detection bias is high risk as the assessors were not blinded. There is a high risk of
selective reporting bias as few outcomes are reported per arm and mainly by site.
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2 Risk of bias: Rated as VERY SERIOUS: Although the random generation is reported as computer-generated the numbers in
the arms vary and no report is made as to whether randomisation was done in a ratio fashion. Blinding was not done and
performance bias may be unclear and detection bias is high risk as the assessors were not blinded. There is a high risk of
selective reporting bias as few outcomes are reported per arm and mainly by site.
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INTENSIVE CASE MANAGEMENT compared to TREATMENT AS USUAL for both severe mental iliness and substance misuse

Patient or population: patients with both severe mental iliness and substance misuse
Settings: Jail and community
Intervention: INTENSIVE CASE MANAGEMENT
Comparison: TREATMENT AS USUAL

Outcomes lllustrative comparative risks* (95% Cl) Relative effect No of Participants Quality of the evidence Comments
(95%Cl) (studies) (GRADE)
Assumed risk Corresponding risk
TREATMENT AS INTENSIVE CASE
USUAL MANAGEMENT
Loss to Treatment See comment See comment Not estimable 101 DOOO
(1 study) very low!-2

Death - not measured

See comment

See comment

Not estimable

See comment

Alcohol use - not mea- See comment

sured

See comment

Not estimable

See comment

This  trial focused
on criminal outcomes
of jail and offences.
Data were skewed and
not compared between
arms

Drug (non-alcohol) use See comment

-not measured

See comment

Not estimable

See comment

This  trial focused
on criminal outcomes
of jail and offences.
Data were skewed and
not compared between
arms
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Mental state - not mea- See comment See comment Not estimable - See comment This  trial  focused

sured on criminal outcomes
of jail and offences.
Data were skewed and
not compared between
arms

Global Assessment of See comment See comment Not estimable - See comment Data were skewed and

Functioning - not mea- not compared between

sured arms.

General life satisfac- See comment See comment Not estimable - See comment

tion - not measured

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.

I Risk of bias: Rated as VERY SERIOUS: Although the random generation is reported as computer-generated the numbers
in the arms vary. The report states that group sizes were not equivalent due to early jail releases, which necessitated
the discontinuation of new participants being randomly assigned to the treatment groups after May 2003. Allocation
concealment was not conducted. Blinding was not done and performance bias may be unclear and detection bias is high
risk as the assessors were not blinded. There is a high risk of selective reporting bias as few outcomes are reported per
arm and mainly by site.

2 Imprecision: Rated as SERIOUS: The sample size is small and any estimate of effect (had it been reported per arm) is likely

to be imprecise.
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MOTIVATIONAL INTERVIEWING compared to TREATMENT AS USUAL for both severe mental iliness and substance misuse

Patient or population: patients with both severe mental illness and substance misuse
Settings: Hospital and community
Intervention: MOTIVATIONAL INTERVIEWING
Comparison: TREATMENT AS USUAL

Outcomes

lllustrative comparative risks* (95% Cl)

Relative effect

No of Participants

Quality of the evidence Comments

(95%Cl) (studies) (GRADE)

Assumed risk Corresponding risk

TREATMENT AS MOTIVATIONAL IN-

USUAL TERVIEWING
Lost to treatment 156 per 1000 266 per 1000 RR1.71 62 SOOO
Follow-up: mean 6 (94 to 560) (0.63 t0 4.64) (1 study) very low!:2
months
Death 40 per 1000 42 per 1000 RR1.04 49 SO00O
Follow-up: mean 18 (3 to 629) (0.07 to 15.73) (1 study) very low3-4
months
Alcohol use 923 per 1000 332 per 1000 RR0.36 28 SO00O
Not abstaining from al- (157 to 692) (0.17 t0 0.75) (1 study) very low>¢
cohol
Follow-up: mean 6
months
Drug (non-alcohol) use The mean drug (non-al- 89 SO00
Polydrug consumption cohol) use in the inter- (1 study) very low”:8

levels measured by Opi-

ate Treatment Index
(OT)

Follow-up: mean 12
months

vention groups was
0.07 lower

(0.56 lower to 0.42
higher)
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Mental state

Symptom Checklist 90-
revised - General Sever-
ity Index: Scale 0 to 4:
Average score
Follow-up: mean 3
months

The mean mental state
in the intervention
groups was

0.19 lower

(0.59 lower to 0.21
higher)

(1 study)

S000
very low?-10

This is unlikely to be of
clinical significance.

Global Assessment of
Functioning

GAF scale of 1-100
Follow-up: mean 12
months

The mean global as-
sessment of function-
ing in the intervention
groups was
2.3 higher
(1.3 lowerto 5.9 higher)

(1 study)

S000
very low!?

The difference is un-
likely to be of clinical
significance given the
scale is from 1 to 100

General life satisfac-
tion - not measured

See comment

See comment

Not estimable

See comment

None of the eight tri-
als contributing data to
this comparison mea-
sured general life satis-
faction

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).

Cl: Confidence interval; RR: Risk ratio; OR: Odds ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as SERIOUS: This single trial has unclear risk of allocation concealment and an unclear risk for

performance bias.

2 Imprecision: Rated as VERY SERIOUS: The sample size is very small (N = 62), the event rate very low and the confidence

interval very wide.

3 Risk of bias: Rated as SERIOUS: Allocation concealment was unclear and blinding was not possible so performance bias is

unclear. Assessors were not blinded so there is a high risk of detection bias. Attrition was 29%at 18 months.
4Imprecision: Rated as VERY SERIOUS: The event rate is very small and the confidence interval is very wide.
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> Risk of bias: Rated as SERIOUS: Random generation, allocation concealment and performance bias (lack of blinding) posed
an unclear risk of bias. Detection bias was likely as assessors were not blinded.

¢ Imprecision: Rated as VERY SERIOUS: The sample size was extremely small (N = 30), and the event rate very low.

7 Risk of bias: Rated as SERIOUS: Selection bias was unclear and performance bias may be present as personnel and
participants were not blinded. Assessors were blinded. Attrition bias is a high risk as 44%were lost to follow-up by 12 months.
8 Imprecision: Rated as VERY SERIOUS: The single trial has a very small sample size (N = 30) and imprecision is very likely.
 Imprecision: Rated as VERY SERIOUS: The single trial sample size is very small (N = 54) and the confidence interval is very
wide.

10 Risk of bias: Rated as VERY SERIOUS: Selection bias was a high risk as allocation concealment was modified to allow for
participant refusal and to minimise disruption to the treatment programme. Performance and detection bias were unclear as
blinding was not possible for personnel and participants and assessor blinding was not reported.
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SKILLS TRAINING compared to TREATMENT AS USUAL for both severe mental illness and substance misuse

Patient or population: patients with both severe mental iliness and substance misuse
Settings: Community and outpatient
Intervention: SKILLS TRAINING
Comparison: TREATMENT AS USUAL

Outcomes

lllustrative comparative risks* (95% Cl)

Relative effect

No of Participants

Quality of the evidence Comments

(95%Cl) (studies) (GRADE)
Assumed risk Corresponding risk
TREATMENT AS SKILLS TRAINING
USUAL
Lost to treatment 367 per 1000 257 per 1000 RRO0.7 94 SO000
Follow-up: mean 12 (162 to 404) (0.44 to 1.1) (2 studies) very low!-2
months
Death - not measured  See comment See comment Not estimable - See comment No trial measured
death as an outcome.
Alcohol use See comment See comment Not estimable 46 DOOO Data was skewed and
C-DIS-R average score (1 study) very low3-4 no estimate of ef-
Follow-up: mean 12 fect was calculated
months between randomised
arms
Drug (non-alcohol) use See comment See comment Not estimable 46 BO0O0 Data were skewed and
C-DIS-R average score (1 study) very low3-4 no estimate of ef-

Follow-up: mean 12
months

fect was calculated
between randomised
arms
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Mental state See comment See comment Not estimable 29 SOO0O Data

Relapse measured by (1 study) very low!> were highly skewed and

days in hospital no estimates of ef-

Follow-up: 8 months fects were calculated
between randomised
arms

Global Assessment of The mean global as- 47 SOO0O NOTE: the scale is 1 to

Functioning sessment of function- (1 study) very low3-¢ 7 and the difference ob-

Role Functioning Scale: ing in the intervention served is not of clinical

scale1to7 groups was importance and is not

Follow-up: mean 12 1.07 higher statistically significant

months (1.15 lower to 3.29

higher)

General life satisfac- See comment See comment Not estimable - See comment

tion - not measured

Neither trial measured
general life satisfac-
tion.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.

! Risk of Bias: Rated as VERY SERIOUS: Blinding was not possible and performance bias may be present. It was unclear
whether assessors were blinded and detection bias may be present. Attrition bias was a high risk in Hellerstein 1995 with
47% loss to follow-up at 4 months and 64% at 8 months with no reasons for drop-outs provided and not addressed in
analysis.

2 Imprecision: Rated as SERIOUS: The event rate was low (zero events in one trial) with a wide confidence interval (absolute

risk: 110 fewer per 1000 ranging from 206 fewer to 27 more per 1000)

3 Risk of Bias: Rated as SERIOUS: Blinding was not possible and performance bias may be present. It was unclear whether

assessors were blinded and detection bias may be present.

4 Imprecision: Rated as VERY SERIOUS: The single trial has a very small sample size (N =46) and imprecision is highly likely.
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5> Imprecision: Rated as VERY SERIOUS: Data was available for only 29 participants and any estimate of effect is likely to be
imprecise.

¢ Imprecision: Rated as VERY SERIOUS: The single trial has a very small sample size (N =47) and the confidence interval is
wide.
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SPECIALISED CASE MANAGEMENT SERVICES compared to STANDARD CARE for both severe mental iliness and substance misuse

Patient or population: patients with both severe mental iliness and substance misuse

Settings: Community

Intervention: SPECIALISED CASE MANAGEMENT SERVICES
Comparison: STANDARD CARE

Outcomes

lllustrative comparative risks* (95% Cl)

Assumed risk

Corresponding risk

STANDARD CARE

SPE-
CIALISED CASE MAN-
AGEMENT SERVICES

Relative effect
(95%Cl)

No of Participants
(studies)

Quality of the evidence Comments

(GRADE)

Loss to Treatment - not
measured

See comment

See comment

Not estimable

See comment

This was not measured
in the trial.

Death - not measured

See comment

See comment

Not estimable

See comment

This was not measured
in the trial.

Alcohol use
Unpublished drug and
alcohol questionnaire

See comment

See comment

Not estimable

S000
very low!-2

Data were from one
small sub-trial and
there was no analysis of
the difference between
treatment arms

Drug (non-alcohol) use
Unpublished drug and
alcohol questionnaire

See comment

See comment

Not estimable

(1 study)

S000
very low!-2

Data were from one
small sub-trial and
there was no analysis of
the difference between
treatment arms
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Mental state See comment
Days of admission

Follow-up: mean 24

months

See comment

Not estimable

(1 study)

S000
very low!.2:3

Data were reported per
randomised site and
were highly skewed

Global Assessment of See comment
Functioning - not re-
ported

See comment

Not estimable

See comment

The GAF scale was con-
ducted but the trial did
not report on this

General life satisfac- See comment
tion - not measured

See comment

Not estimable

See comment

The trial did not mea-
sure life satisfaction.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).

Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.
Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Risk of Bias: Rated as VERY SERIOUS: This small study was conducted in 6 sites but only 2 sites were randomised. In
these sites, the risk of selection bias was unclear as random generation and allocation concealment were not reported and
performance and detection bias were unclear as blinding was not reported. Risk of attrition was high as loss to follow-
up was 37%at 12 months and > 50% at 18 months. There is a high risk of selective reporting bias as many results were

reported per site rather than by randomised arms.

2 Imprecision: Rated as VERY SERIOUS: The sample size of the available denominators for the outcome of days of admission

for the two randomised sites is very small (N = 36 and 28) and any estimate of effect is likely to be imprecise.

3 Inconsistency: Rated as SERIOUS: In one site there were fewer days in the specialised case management group (mean =
8.36 (SD: 22.36) vs 1.86 (SD: 4.20) and in the second site there were many more days in the specialised group (mean = 37.06

(SD: 40.50) vs 76.91 (SD: 110.34).
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Contingency Management compared to Treatment as usual for both severe mental iliness and substance misuse

Patient or population: patients with both severe mental iliness and substance misuse

Settings: Community
Intervention: Contingency Management

Comparison: Treatment as usual

Outcomes

lllustrative comparative risks* (95% Cl)

Relative effect

No of Participants

Quality of the evidence Comments

(95%Cl) (studies) (GRADE)
Assumed risk Corresponding risk
Treatment as usual Contingency Manage-
ment
Lost to treatment 353 per 1000 582 per 1000 RR1.65 176 DDOO
Follow-up: mean 3 (416 to 815) (1.18t0 2.31) (1 study) low!:2
months
Death - not measured  See comment See comment Not estimable - See comment Neither trial measured
death as an outcome.
Alcohol use See comment See comment Not estimable 107 See comment Data were skewed from
Mean days of alcohol (1 study) a single trial and no be-
use in 6 months tween-arm comparison
was reported

Drug (non-alcohol) use 647 per 1000 537 per 1000 RR0.83 176 SDOO
Number with stimulant- (421 to 686) (0.65 to 1.06) (1 study) low!3
positive urine test
Follow-up: mean 6
months
Mental state 106 per 1000 22 per 1000 RR0.21 176 DDOO
Number hospitalised (5t0 98) (0.05t0 0.93) (1 study) low!.4

Follow-up:
months

mean

6
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Global Assessment of See comment See comment Not estimable - See comment Neither trial measured
Functioning - not mea- Functioning.

sured

General life satisfac- See comment See comment Not estimable - See comment Neither trial measured

tion - not measured

Life Satisfaction.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is

based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95%Cl).
Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence
High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.

Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.

Very low quality: We are very uncertain about the estimate.

! Risk of bias: Rated as SERIOUS: Blinding was not possible so performance bias was rated as an unclear risk of bias. Primary
outcome was urinalysis so detection bias was unlikely, Attrition bias was an unclear risk with only 42% completing 4
months of intervention and 65% completing the control.

2 Imprecision: Rated as SERIOUS: The confidence interval is wide. The estimate of effect and 95% confidence interval do not

cross 1 and indicate harm. However the estimate is likely to be imprecise given the low event rate.

3 Imprecision: Rated as SERIOUS: The event rate is low (less than 300 according to GRADE) and the confidence interval

includes 1 and appreciable benefit.

4 Imprecision: Rated as SERIOUS: The event rate is very low and the confidence interval is wide.



DISCUSSION

Summary of main results

Comparison |: integrated models of care versus
treatment as usual

Please see Summary of findings for the main comparison. Over-
all there was low quality evidence of no difference between inte-
grated models of care and treatment as usual in terms of numbers
lost to treatment or deaths by 36 months, although individually
some studies (Burnam 1995; Essock 2006) showed some effect
for retaining participants in evaluation during the early stages of
each study. At the end of each treatment period differences were
no longer apparent. All four studies had sample sizes greater than
100 participants, drawn from homeless (Burnam 1995), foren-
sic (Chandler 2006) and community populations (Drake 1998a;
Essock 2006). Modified scales were used by Burnam 1995, pre-
cluding inclusion.

There was low quality evidence of no difference in alcohol or
substance use between integrated models of care and treatment as
usual in terms of, or not, of remission by 36 months.

Moreover, there was low quality evidence of no difference between
integrated models of care and treatmentas usual in terms of average
general global functioning or satisfaction with quality of life.
Outcome measures of jail and hospital days, arrests and hours of
medication service were all skewed in Chandler 2006. This resulted
in attrition being the only clear outcome measure which could
be analysed. We were able to include data from Essock 2006 and
Drake 1998a. They provided both treatment and controls groups
with a certain level of integrated care, the difference being that
that the ACT teams provided most outpatient services themselves
while standard case management (treatment as usual) brokered
services to other clinicians. The null results found in this review
suggest that providing services by the same team may not be crucial
to successful integration of services, although readers are advised
that the quality of evidence is low overall.

Comparison 2: non-integrated models of care or
intensive case management versus treatment as usual

Please see Summary of findings 2. There was very low quality
evidence of no difference between non-integrated models of care
or intensive case management and treatment as usual in terms of
being lost to treatment by 12 months. Death was not measured
in any of the trials. There was very low quality evidence of no
difference between non-integrated models of care or intensive case
management and treatment as usual in terms of alcohol or drug
use as data were skewed or not reported.

Moreover, there was very low quality evidence of no difference
between non-integrated models of care or intensive case manage-

ment and treatment as usual in terms of mental state, average gen-
eral global functioning or general life satisfaction.

The results showed no support for retaining participants in non-in-
tegrated treatment over standard case management at any time pe-
riod. We were only able to include little data as attrition rates were
high (Bond 1991a), adapted scales were used, and the data were
skewed or reporting was unclear (Bond 1991b; Lehman 1993;
Jerrell 1995b). The role functioning (RES) data provided by Jerrell
1995b by the end of the study (18 months) favoured the Twelve
Step recovery control group, with a small but significant differ-

ence. The social adjustment scores were similar between groups.

Comparison 3: cognitive behavioural therapy +
motivational interviewing (CBT+MI) versus
treatment as usual

Please see Summary of findings 3. There was low quality of evi-
dence of no difference between CBT+MI and treatment as usual
in terms of numbers lost to treatment or deaths by 12 months. All
the data for alcohol use was skewed and evidence for substance
use by 6 months was very low quality.

There was very low quality evidence of no difference between
CBT+MI and treatment as usual in terms of mental state (relapse)
and average global functioning at 12 months. Moreover, there
was low quality evidence for quality of life at 6 months between
treatment arms.

We found some support for the effectiveness of CBT+MI over
standard care, yet, findings were inconsistent and, again, much
data were unable to be used from all seven eligible studies. The
Barrowclough 2001 was a small study but showed an increased
likelihood of relapse in the control group up until 18 months.
Global functioning was slightly lower in the control group by
nine months, although this difference was not sustained at later
time periods (up to 18 months). Bellack 2006 showed slightly de-
creased general life satisfaction scores and a 51% increased likeli-
hood of being arrested in their reasonably sized control group by
six months. By contrast, Baker 2006 showed that participants were
more likely to drop out of the treatment group by three months.
The treatment group also seemed to have a slightly higher mean
number of drugs used by three months; this difference was not
apparent by six months and Madigan 2013 showed no difference
in cannabis use at three or six months. The largest study to date
(Barrowclough 2010) reported no significant differences between
interventions and death or hospitalised versus not admitted to
hospital and alive by 24 months. Nor did this study report any
differences in substance use, mental state (PANSS), or other out-
comes. Hjorthoj 2013 reported higher satisfaction scores by 10
months but no difference were reported in quality of life or other
outcomes.

Further research is required to determine whether long-term cog-
nitive behavioural therapy combined with motivational interview-
ing is useful and cost-effective.

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review) 60
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Comparison 4: cognitive behavioural therapy (CBT)
versus treatment as usual

Please see Summary of findings 4. There was low quality evidence
of no difference between CBT and treatment as usual in terms
of numbers lost to treatment by three months. Death was not
measured in any of the trials. Neither trial reported alcohol use
separately, so this effect could not be estimated and evidence for
substance use by six months was very low quality.

There was low quality evidence of no difference between CBT
and treatment as usual for mental state (BPRS) at six months, and
evidence was very low for global functioning at six months. No
study reported life satisfaction.

Support for retention in CBT was from the pooled results of
Edwards 2006 and Naeem 2005. One study (Edwards 2006)
found a 30% increased likelihood of cannabis use by those in the
treatment group after 10 weekly sessions of CBT. No other differ-
ences were observed on measures of substance use or mental state
and functioning, but again much of the data were unusable.

Comparison 5: cognitive behavioural therapy +
psychological rehabilitation versus treatment as usual

Please see Summary of findings 5. All of the outcomes for this com-
parison were very low quality or the outcome was not measured.
It is problematic to interpret the skewed data and all data were
from one study (Maloney 2006) allocating less than 100 people
to this comparison. It is feasible that a subtle difference between
treatment groups could not be highlighted because of the limited
power of the trial but, from what data we have, there is no indica-
tion that the number of arrests is less in the cognitive behavioural
therapy plus psychosocial rehabilitation group over all the time
periods. This also applies to the number of convictions and the
number of days in jail.

Comparison 6: combined cognitive behavioural
therapy + intensive case management versus
treatment as usual

Please see Summary of findings 6. All of the outcomes for this
comparison were very low quality or the outcome was not mea-
sured. Again Maloney 2006 reports useful outcomes relating to
functioning in society but again the data are skewed and diffi-
cult to interpret. Unlike the preceding comparison, however, there
is a suggestion that there may be some positive effect for peo-
ple allocated to the cognitive behavioural therapy + intensive case
management group. The number of arrests is less in the cognitive
behavioural therapy + intensive case management group over all
time periods, and this also applies to the number of convictions at
12 and 30 months. However, the number of days in jail for each
group is not noticeably different. This may give some hope that
the very intensive approach does have some benefit in terms of
these important outcomes but, again, these findings from such a

small study should be replicated before making any change in pol-
icy. Economic analyses would also be of interest for this package
of care that is likely to be expensive.

Comparison 7: intensive case management versus
treatment as usual

Please see Summary of findings 7. All of the outcomes for this
comparison were very low quality or the outcome was not mea-
sured. The intensive case management on its own did not produce
results that give the impression of there being any major real effect
in terms of functioning. Again, these skewed data are difficult to
interpret and come from one small study (Maloney 2006).

Comparison 8: motivational interviewing versus
treatment as usual

Please see Summary of findings 8. There was very low quality
evidence of no difference between motivational interviewing and
treatment as usual in terms of numbers lost to treatment (six
months), lost to evaluation (12 months) or deaths (18 months).
There was very low quality evidence of not abstaining from alco-
hol (6 months) or polydrug use (12 months).

There was very low quality evidence of no difference between mo-
tivational interviewing and treatment as usual in terms of mental
state (SCL-90, three months) and average global functioning at
12 months. None of the trials measured general life satisfaction.
Some support was found for the effectiveness of motivational in-
terviewing in reducing substance use, even though studies were
generally small, interventions brief, and follow-up times shorter
than for other comparisons. Graeber 2003 found that there was
more likelihood that patients in the treatment group would ab-
stain from alcohol after only three sessions of motivational inter-
viewing; by three months and six months this increased. Bonsack
2011 reported that individual sessions of motivational interview-
ing for up to 6 months reduced the number of joints consumed
at three and six months, but not at 12 months follow-up. Simi-
larly, patients in the treatment group of Kavanagh 2004 showed
they were more likely to be abstaining or had improved on all
substances by 12 months after three hours of motivational inter-
viewing over six to nine sessions. More patients in the treatment
group of Swanson 1999 attended their first aftercare appointment
after one 15 minute and one one-hour session. Bechdolf 2011 also
reported higher chances of attending outpatients over a period of
six months. In contrast, Baker 2002 reported little differences be-
tween groups after one 45 minute session, which was more ap-
parent at 12 months than at three months when the treatment
showed some benefit. Hickman 1997 showed little difference in
mental state scores after one brief session. The results indicate that
multiple sessions of motivational interviewing may lead to short-
term reductions in substance use and increased attendance at out-
patient appointments.
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Comparison 9: skills training versus treatment as
usual

Please see Summary of findings 9. There was very low quality of
evidence of no difference between skills training and treatment
as usual in terms of numbers lost to treatment by 12 months.
Death was not measured in any of the trials. There was also very
low evidence for differences in alcohol use or substance use by 12
months as the data were skewed.

Moreover, there was very low quality evidence of no difference
between skills training and treatment as usual for mental state
(relapse) at eight months and for global functioning at 12 months.
Neither trial reported on general life satisfaction.

Pooled results of Hellerstein 1995 and Jerrell 1995a showed that
control group participants were more likely to be lost from the
study. However, by 18 months Jerrell 1995a reported that partic-
ipants in their treatment programme were more likely to be lost.
Both studies adopted a psycho-educational approach to both men-
tal health and substance use treatment for their treatment groups.
Hellerstein 1995 offered their treatment group a same site co-or-
dinated treatment approach and their control group were offered

the same treatment, which was not case co-ordinated.

Comparison 10: specialsied case management
services versus standard care

Please see Summary of findings 10. All of the outcomes for this
comparison were very low quality or the outcome was not mea-
sured. One small study (Godley 1994) presents data by site and,
clearly, practice by site does differ considerably. There is not really
a clear pattern in the data suggesting an effect, and where there is
some suggestion of a difference between groups the data are based

on very few people.

Comparison | I: integrated assertive community
treatment versus assertive community treatment
team versus standard care

No ’Summary of findings’ table was conducted for this compari-
son. All of the outcomes for this comparison were very low quality
or the outcome was not measured. Morse 2006 was a three-arm
study with about 50 people in each arm. Interesting data were
presented for important outcomes but all were continuous and
skewed. None gave the impression of a real difference occurring
between the two packages of care and the standard care. Again,
considering the huge effort that must have gone into the inte-
grated assertive community treatment and assertive community
treatment, this might indicate how difficult this group of people
are to treat, or how standard care has as good an effect as anything
in terms of substance misuse and general housing outcomes.

Comparison |2: contingency management versus
standard care

Please see Summary of findings 11. There was low quality evidence
of no difference between contingency management and treatment
as usual in terms of numbers lost to treatment by three months.
Death was not measured in any of the trials. There was also little
evidence for differences in alcohol use (data skewed) or substance
use (stimulant-positive urine tests) by six months.

Moreover, there was low quality evidence of no difference between
contingency management and treatment as usual for mental state
(number hospitalised) at six months. Neither trial reported on
global assessment of functioning and general life satisfaction.
McDonell 2013 reported fewer patients with a stimulant-positive
urine at the end of treatment (three months) for the contingency
management arm compared to standard care. However, by six
months (three months post-treatment) this was no longer signifi-
cant. Moreover, they also reported less injection use at the end of
treatment (three months) for the active arm compared to standard
care, and again this was no longer significant at six months. Over
the six month trial, fewer patients in the contingency managed
arm were hospitalised compared to standard care.

Sensitivity analysis

Sensitivity analyses were conducted to ascertain if there were sub-
stantial differences in the results when lesser quality trials were ex-
cluded. There were relatively few trials to conduct the sensitivity
analysis due to the small numbers of trials in each intervention
and the large number of outcome measures at variable time points.
There was no indication that trials of lesser quality or those re-
cruiting patients with severe mental illness other than schizophre-

nia influenced the overall outcomes in this review.

Overall completeness and applicability of
evidence

Many of the included studies were described as pilot studies which
included small samples sizes. Fourteen trials involved more than
100 participants and two of these involved more than 200 partic-
ipants after randomisation (Barrowclough 2010; Drake 1998a).
However, the overall power for a particular common outcome and
comparison was low due to the variety of interventions and out-
comes measured.

Examination of the summary of findings indicates that several crit-
ical or important outcomes were not measured by any of the stud-
ies, and therefore no power exists. Future research could examine
these comparisons in order to bring to light any potential benefits
in the management of patients with a dual diagnosis.

The majority of studies presented medium-term data; with six
months to one year follow-up. This is a reasonable length of time to
assess differences in the intervention effects. Longer-term studies
(one to three years) employed integrated and assertive community
care interventions. These types of studies are important to engage

Psychosocial interventions for people with both severe mental iliness and substance misuse (Review) 62
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



patients in treatment programmes that help recovery from serious
mental illness.

Quality of the evidence

Primary outcome measures selected for this review were: remain-
ing in treatment, substance use, and mental state. Pooled results
demonstrated no consistent evidence to support any one treatment
intervention over standard care. Some support for motivational
interviewing was found from individual studies for substance use
reduction. When motivational interviewing was offered in con-
junction with cognitive behavioural therapy there was little sup-
port for improved mental state. These findings suggest that mo-
tivational interviewing is a crucial component to the effectiveness
of treatment with cognitive behavioural therapy. However, it was
challenging to identify the key aspects of each intervention given
that these are mostly complex, multi-faceted interventions. Little
attention was paid to reporting the fidelity of the delivery of each
intervention.

A limitation of this review is that there was substantial variation
between studies as to what constituted standard care, in addition to
some differences between the interventions themselves. For exam-
ple, fidelity, duration, and intensity of treatment conditions var-
ied, furthermore the outcome reporting periods also differed. This
resulted in difficulties in grouping and interpreting data. There
was a high volume of problematic data due to skew, use of non-
validated scales, or unclear reporting. Further high quality ran-
domised trials are required which employ large samples, use vali-
dated and clinically relevant measures, and present data in a way
that can be incorporated into a meta-analysis.

All study participants had a diagnosis of severe mental illness and
substance misuse. Participants were from a wide range of settings,
so the results of this review will be applicable to similar patients,
particularly those in the USA, as trials from the USA (21) were
included in all comparisons. Some generalisation can be assumed
for the UK (three trials) and Australia (six trials) for cognitive
behavioural therapy and motivational interviewing as the studies
from these areas examined these interventions. Integrated, non-
integrated, and skills training intervention findings may apply
elsewhere only if the intervention is delivered in a similar man-
ner. However, as there are differences between the USA and other
countries’ services, including education and training of health ser-
vice staff, generalisation to other areas must be interpreted with
caution (Donald 2005; Lowe 2004; Tyrer 2004). This is also true
for resource-constrained settings. We did not identify any trials
from low or middle income countries.

Missing outcomes or too few data

Out of the primary outcome measures, studies only reported num-
bers lost to treatment clearly enough to allow pooling of results in

cach of the comparisons. Often the other primary outcome mea-
sures (substance use, mental state) were reported as continuous
rather than binary data and much of these data were problematic.
With this particular population, skewed data may be unavoidable
and, as such, is problematic to present and manage in a meta-
analysis. However, opportunities were missed to report simple and
useful binary outcomes.

Potential biases in the review process

It is possible that we failed to identify small negative trials, and we
would be most interested if readers know of these. We endeavoured
to reduce this potential bias by conducting a wide search, duplicate
extraction, multiple checking, and handsearching key references
and journals. We also contacted many of the authors of these trials
over the years, and for this review we asked if they knew of any
recently completed or ongoing trials. The introduction of websites
and journals to register trials hopefully will reduce the ’file drawer’
phenomenon, as negative trials are less likely to be published.

It is possible that our consideration of these data have been biased
by our foreknowledge of the past work (Cleary 2008; Ley 2000).
It is difficult to know what to do about this except to state that
we do make every effort to be open to any new information or

interpretation.

Agreements and disagreements with other
studies or reviews

The findings of this review agree with other narrative syntheses of
the literature, which have come to the same conclusions. There is
lictle evidence from trials to support any one psychosocial treat-
ment over another to reduce substance use or improve mental state
for people with a serious mental illness (Baker 2012; Cleary 2009a;
Dixon 2010; Drake 1998b; Horsfall 2009; NICE 2011).

AUTHORS’ CONCLUSIONS

Implications for practice

This review is larger than the previous or original review (32 as
opposed to 25 and six studies, respectively), although all three have
similar results. The findings reveal no compelling evidence to sup-
port any one psychosocial treatment to reduce substance use or to
improve mental state for people with severe mental illnesses. Some
support for substance use reduction came from one small study
assessing motivational interviewing, where more participants re-
ceiving this treatment abstained from alcohol. Further, more par-
ticipants receiving motivational interviewing attended their first
aftercare appointment. In combination with cognitive behavioural
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therapy, motivational interviewing also improved mental state, life
satisfaction and social functioning. Little support was found for
integrated, non-integrated, or skills training programmes being
superior to standard care. A recent study (McDonell 2013) re-
ported reduced stimulant use in homeless people randomised to
contingency management. This intervention was combined in an-
other study (Bellack 2006) with motivational interviewing and

cognitive behavioural therapy, with some positive outcomes.

However, methodological difficulties exist which hinder pooling
and interpreting results and include high attrition rates; varying
fidelity of interventions; varying outcome measures, settings and
samples (sample size, participant level of substance use, motiva-
tion to change, diagnoses, age, gender, cultural, socioeconomic
and contextual influences); and, in some cases, comparison groups
may have received higher levels of treatment than usual standard
care. Therefore, it is not yet possible to reach clear conclusions,
although it is pleasing to see that the field is developing with an
increase in high quality randomised controlled trials offering high-
fidelity programmes and reporting more usable data. However, the
largest trial to date (Barrowclough 2010) did not find that motiva-
tional interviewing combined with cognitive behavioural therapy
significantly improved patient outcomes.

I. For people with severe mental illness and substance
misuse problems, and their carers

People with both severe mental health and substance misuse prob-
lems should be aware that at present there is little evidence to sup-
port any particular psychosocial intervention over another. This
does not mean that particular treatments do not help, but that
data are few and the little supportive evidence found in these stud-
ies should be replicated. No-one can suggest to people entering
a service that one form of support should really take precedence
over another.

2. For clinicians

Clinicians need to keep up-to-date on the latest research findings
in this area because as new trials are published, the evidence base
should rapidly build to support particular interventions for this
challenging group of patients. Interventions for substance reduc-
tion may need to be further developed and adapted for people
with a serious mental illness. Clinicians who seek to offer existing
interventions over and above standard care should take the oppor-
tunity to work with trial researchers to generate useful data.

3. For policy makers and commissioners of care

Developments in specific treatments and in models of service de-
livery are still taking place. While there is no evidence that the in-
novative integrated services that have been developed in the USA
are helpful, conversely there is also no convincing evidence that
they lead to a worse outcome. The development of such services

may be unlikely in other countries, such as the UK where the gen-
eral policy is to build on the existing links and to use mainstream
services as far as possible (Seivewright 2005). This may be a func-
tion of methodological problems within the studies or it may be
that there is, in fact, no effect. Policies in this difficult area are
needed. These policies should be either based on good evidence
or in their implementation should generate the relevant evidence.

Implications for research

I. General

1.1 Reporting of outcome measures

Only validated and non-adapted scales should be used in future
trials. Clear reporting of data during treatment and at various fol-
low-up periods with an indication that they meet the assumptions
of the analyses undertaken would be helpful. Wherever possible,
dichotomous data should be reported in addition to continuous
data, as the use of outcomes such as retention in treatment, relapse,
hospitalisation and abstinence rates are relevant to the topic and
are preferable to reporting skewed data (Jones 2004).

1.2 Methodology

Clear and strict adherence to the CONSORT statement (Altman
2001; Begg 1996; Moher 1998; Turpin 2005) for methodology
and all outcomes should be the goal of future trials. A full de-
scription of the number of participants lost to treatment and eval-
uation after the randomisation process should be completed at
each time point for both treatment arms. A clear description of
the randomisation process and blinding is also not difficult and
is now necessary. The use of intention-to-treat analysis can assist
with minimising bias resulting from missing data. Double-blind
evaluation of outcomes of psychosocial interventions is not pos-
sible due to the nature of the intervention. However, researchers
should take every precaution to minimise the effect of bias by at
least using raters blind to group assignment.

2. Specific

Consistent with our suggestions for more quality randomised con-
trolled trials, other recently published reviews advocate a need for
more consistent and methodologically rigorous trials on this topic
to test both individual components and integrated programmes
(Donald 2005; Drake 2004; Lubman 2010; Mueser 2005; Murthy
2012; Tiet 2007). Also worth noting are recent treatment recom-
mendations on psychosocial interventions for substance reduction
modified for people with a mental illness (Baker 2012; Dixon
2010; Kelly 2012; NICE 2011; Work Group 2007; Ziedonis
2005).

Future high quality trials in this area will contribute to the growing
body of data and will allow future reviews to tease out findings.
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Assessing brief interventions (such as motivational interviewing)
over standard care will allow the identification of cost-effective
and easy to implement components that can be quickly integrated
into standard care. New trials should aim to recruit sufficiently
large sample sizes and collect data that can be reported and, if ap-
propriate, synthesised in meta-analyses. Informed consent of par-
ticipants should include statements that all anonymous data will
be publicly available. The use of measurement scales should be of
clinical value, in common use, and have demonstrated reliability
and validity. We suggest a design for a future trial with the key
methodological points highlighted in Table 2. Future reviews may
explore differences between subgroups (determined a priori), such
as differences between levels of substance use (misuse versus de-
pendence), differences between substances used, and differences
between age groups (for example, first episode schizophrenia ver-
sus older patients).
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CHARACTERISTICS OF STUDIES

Characteristics of included studies /[ordered by study ID]

Baker 2002

Methods

Allocation: randomised.

Design: Single centre.

Duration: 12 months.

Setting: psychiatric hospital.

Location: Hunter region, NSW, Australia.

Participants

Diagnosis: 37% schizophrenia with SCID abuse or dependence (alcohol 54%, cannabis
51%, amphetamine 22%, benzodiazepine 11%).*

N=160.

Age: mean ~ 31 years.

Sex: 120M, 40F.

Ethnicity: not reported.

Inclusion criteria: acute in-patient, SCID abuse or dependence for alcohol, cannabis or
amphetamine, self-report of hazardous use during last month of one or more of these

drug types on OTI

Interventions

1. Routine care plus individual 30-45 minutes of motivational interviewing. N=79.
2. Routine care plus informed that they were using substances at hazardous level and
should reduce their consumption. N=81

Outcomes

Lost to evaluation.

Substance use: SCID - alcohol, amphetamine and cannabis**, OTT - polydrug use.
Other: OTI - social functioning .***

Unable to use:

Death (not reported by group).

Substance use: OTI - alcohol, cannabis, and amphetamine (data skewed).

Mental state: BSI (data skewed).

Other: OTI - crime (data skewed).

Notes

Not ITT analysis.

* Some participants were dependent on more than one of these substances.

Paid AUD$20 each assessment.

**Data reported on subset who participated in all 3 evaluation points and also met SCID
abuse/dependence criteria at start of study

*** Data reported on subset who participated in evaluation at 6 & 12 months

Risk of bias

Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk Randomised. No further details.

Allocation concealment (selection bias)

Unclear risk No details.
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Baker 2002  (Continued)

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. unclear

risk

Blinding of outcome assessment (detection Low risk Authors state: Interviewers formally blind
bias) to patient group allocation

All outcomes

Incomplete outcome data (attrition bias) ~ High risk Lost to follow-up 44% (71/160) 1 year.

All outcomes

Number of lost to follow-up reported, but
no reasons for missing data provided
Full ITT analysis with imputed data for all

missing values not reported

Selective reporting (reporting bias)

Unclear risk All outcomes of interest fully reported for

cach intervention. No protocol available

Other bias

Low risk No details. No evidence of other bias are

occurring,

Baker 2006

Methods

Allocation: randomised.

Design: Single centre.

Duration: 12 months.

Setting: community.

Location: Hunter region, NSW, Australia.

Participants

Diagnosis: 75% ICD-10 schizophrenia or schizoaffective disorder with SCID-1 diagnosis
of abuse or dependence past 12 months (alcohol 69%, cannabis 74%, amphetamine
42%).*

N=130.

Age: mean 29 years.

Sex: 102M, 28F

Ethnicity: not reported.

Inclusion criteria: SCID abuse or dependence for alcohol, cannabis or amphetamine
during preceding month, age atleast 15 years, ability to speak English, having a confirmed
ICD-10 psychotic disorder, no organic brain impairment, and not intending to move
from area within 12 months

Interventions

1. Motivational interviewing and CBT (10 weekly one hour sessions). N=65.
2. Routine care plus self-help books. N=65.

Outcomes

Lost to evaluation.

Death.

Substance use: OTT (polydrug use only).
Other: GAE

Unable to use:
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Baker 2006  (Continued)

Lost to treatment (no control group data).

Substance use: OTT (alcohol, cannabis, amphetamine - skewed data).

Mental state: BPRS, BDI-II (data skewed).

Notes Not ITT analysis. Authors report that a separate ITT analysis was run with similar results
*Some participants were dependent on more than one of these.
Participants paid AUD $20 for each assessment interview.

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk

Participants drew a card from an envelope
but no details provided regarding the gen-
eration of the random sequence or whether

cards were shuffled beforehand

Allocation concealment (selection bias)

Unclear risk

Patients drew a card from an envelope. No
further details provided so it is unclear if

envelope was opaque and sealed

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

Raters blind so detection bias rated as low.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up 20% (26/130) 1 year.
Number and reason for missing data clearly
reported in flow sheet. Missing outcome
data balanced across groups. Full ITT anal-
ysis with imputed data for all missing val-
ues not reported

Selective reporting (reporting bias)

Unclear risk

In the report, the results are fully reported.
There is no protocol

Other bias

Low risk

Funded by public institution. No evidence
other biases are occurring
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Barrowclough 2001

Methods Allocation: randomised.
Design: single centre (three sites).
Duration: 12, 18* months.
Setting: own homes.
Location: Tameside & Glossop, Stockport and Oldham, UK.
Participants Diagnosis: ICD-10 & DSM-IV schizophrenia or schizoaffective disorder with DSM-IV
substance abuse or dependence.
N=36.
Age: 18-65 years, mean ~ 31 years.
Sex: 33M, 3E
Ethnicity: white European.
Inclusion criteria: current substance abuse, in current contact with mental health services,
min. 10 hours face-to-face contact with the caregiver per week, no organic brain disease
or other serious medical illness or learning disability
Interventions 1. Routine care with family support worker plus motivational interviewing, annualised
individual CBT for the participant and CBT for family/caregiver for 9 months. N=18.
2. Routine care plus family support worker. N=18.
Outcomes Lost to treatment.
Lost to evaluation.
Death.
Mental state: PANSS.
Relapse: number of participants experiencing relapse.
Other: GAE SFS.
Unable to use:
Substance use: ASI - % days abstinent (no mean/SD).
Mental state: PANSS (some data skewed).
Relapse: duration of relapse (only median and range supplied).
Other: SFS 18 month (only adjusted means reported).
Notes Part ITT analysis.
*18 month data (see secondary reference Haddock et al 2003).
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Computer-generated list stratified for sex

bias)

and three types of substance use

Allocation concealment (selection bias)

Low risk Allocated by third party.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk
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Barrowclough 2001  (Continued)

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk Raters independent and blind so detection

bias rated as low.

Incomplete outcome data (attrition bias)
All outcomes

Lost to follow-up: 22% (8/36) 18 months.
Missing outcome data balanced in num-

Unclear risk

bers across intervention groups, with simi-

lar reasons for missing data across groups

Selective reporting (reporting bias) Low risk No selective reporting evident between
study protocol (N0244032344) and pub-
lished article

Other bias Low risk Funded by public institution (local health
authorities). No evidence other bias occur-
ring

Barrowclough 2010

Methods Allocation: Randomised.

Design: Multi-centre (six large NHS mental health trusts).
Duration: 24 months.

Setting: Community (most patients received home treatment).
Location: London, Lancashire and Manchester, UK.

Participants Diagnosis: ICD-10 & DSM-IV non-affective psychotic disorder (schizophrenia,
schizoaffective etc) and DSM-IV diagnosis of dependence on or abuse of drugs, alcohol
or both
N=327
Age: 17-67 years, mean ~38.

Sex: 283M, 44F.

Ethnicity: 81% (n=266) white.

Inclusion criteria: English speaking, fixed abode, and no significant history of organic
factors implicated in the aetiology of psychotic symptoms

Interventions 1. Routine care plus MI + CBT: Up to 26 individual therapy sessions delivered over 12
months (manual based). N=164.*

2. Routine care plus access to community based rehabilitation activities. N=163

Outcomes Primary outcome: hospitalisation (for psychosis) or death versus not admitted and alive
at 12 months follow-up
Secondary:

Lost to evaluation.

Lost to treatment.

Death

Mental state: PANSS, GAE.

Relapse: admissions last 12 months.

Substance use: Inventory of drug use consequences, days abstinent, readiness to change
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Barrowclough 2010  (Continued)

Unable to use:

proportion days abstinent from all substances (skewed data).

Notes *One case was misdiagnosed (affective) and excluded from the analysis (CBT+MI)

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk Computer-generated, algorithm taking

bias) into account substance type (alcohol alone,
drugs alone, or alcohol and drugs) and
NHS trust

Allocation concealment (selection bias) Low risk Researcher not involved in the study gen-

erated sequence. Remote independent ser-
vice

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

For the primary outcome of hospital ad-
mission data were obtained from partici-
pant psychiatric case notes and is unlikely
to be affected by blinding. For other out-
comes involving self-report, precautions
were taken to maintain the blindness.
Throughout the trial, 135 breaks in the
blindness of an assessor were reported in
total. However, only one assessment was
completed unblinded; in all other cases a
new “blind” assessor was allocated

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 25% (81/327) 2 years.
Flow sheet provided describing reasons for
incomplete data and deaths. Evenly bal-
anced between treatment groups. No miss-
ing values for primary outcome measure
(re-hospitalisation/or death)

Selective reporting (reporting bias) Low risk All outcomes of interest fully reported and
these match the trial protocol
Other bias Low risk Authors independent of funding, No input
from funding sources on protocol
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Bechdolf 2011

Methods Allocation: randomised.
Design: single centre.
Duration: 6 months.
Setting: Inpatient, some of the treatment could be as outpatient
Location: Cologne, Germany.
Participants Diagnosis: ICD-10 schizophrenia or schizoaffective disorder (n=50, 83.3%) or sub-
stance-induced psychosis (n=10) with substance abuse or dependence.
N=60.
Age: mean 31.5 years.
Sex: 43M, 17F.
Ethnicity: not reported.
Inclusion criteria: German speaking and excluded if they were close to discharge
Interventions 1. Routine care plus motivational interviewing (4 individual sessions of 50 min each
given as an inpatient). N=30.
2. Routine care plus plus4 sessions of non-specific supportive sessions (supportive therapy,
ST). N=30
Outcomes Lost to evaluation (3 and 6 months).
Unable to use:
Mental state: PANSS, GAF (no means or SDs reported).
Substance use: ASI alcohol, cannabis consumption (skewed data)
Relapse: Hospitalisations (not reported).
Notes All analyses were performed by intention-to-treat conditions
Text was translated from German to English by internal translators
Risk of bias
Bias Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Stratified for gender and SUD, single and

multiple. Sequence generation not state
Itiple. Seq g t t stated

Unclear risk

Allocation concealment (selection bias)

Unclear risk Researcher not involved in the study gener-
ated sequence. Insufficient information to

permit judgement

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection Low risk Raters blinded so detection bias was rated
bias) as low.

All outcomes
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Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 25% (15/60) 6 months.
Missing data have been imputed using ap-

propriate methods (LOCF)

Selective reporting (reporting bias)

Unclear risk Rating of mental state not fully reported
(numerical data not provided for PANSS,
GAF) both secondary outcomes reported as
not significantly different between groups

over time
Other bias Low risk None according to authors.

Bellack 2006

Methods Allocation: randomised (adaptive urn procedure).
Design: single centre.
Duration: 6 months.
Setting: community clinics and Veterans Affairs medical center
Location: Baltimore, Md, USA.

Participants Diagnosis: 38% DSM-IV schizophrenia or schizoaffective disorder, 55% major affective
disorder. DSM-IV substance abuse or dependence (predominate drug of abuse was 69%
cocaine, 25% opiates, 7% cannabis).

N=175.**

Mean age: 43 years.

Sex: 111M, 64F.

Ethnicity: 75% African American.

Inclusion criteria: meeting criteria for severe and persistent mental illness and current
dependence on cocaine, heroin or cannabis

Interventions 1. BTSAS: Behavioural Treatment for Substance Abuse in severe and persistent mental
illness (SPMI). BTSAS consisted of motivational interviewing at baseline, 3 and 6 months
and includes motivational interviewing and CBT approaches. N=61.*

2. Routine care: Supportive Treatment for Addiction Recovery (STAR) which includes
some psycho education and group discussion regarding substance misuse. N=49

Outcomes Lost to treatment.

**Lost to evaluation.

Other: BQOL, arrests by 6 months.

Unable to use:

Substance use: urinalysis (no means, SDs or time period given).

Mental state: ASI (data skewed).

Hospitalisation. (psychiatric and substance use admissions combined).

Other: SFS (only 1 subscale score used), BQOL money subscale (data skewed)
Notes Not ITT analysis.

*Participants paid for clean urine test average payment per person USD 60

** n=175 randomised, however 46 patients failed to initiate treatment and 19 failed
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to become engaged (analysis was based on subset of 110 patients who were engaged in

treatment)

Authors have kindly provided further data.

Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised using an adaptive urn proce-

bias)

dure adjusted for sex, psychiatric diagnosis,
drug of choice and number of substance
use disorders. Separate randomisation was
conducted for participants from commu-
nity clinics and VA centre. No further de-
tails

Allocation concealment (selection bias)

Unclear risk

No details provided

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

Primary outcome was urinalysis results so
the review authors judge that this outcome
is not likely to be influenced by a lack of
blinding. Moreover, raters were blind to
treatment assignment

Incomplete outcome data (attrition bias)
All outcomes

High risk

Lost to follow-up: 25% (27/110) 6 months
of “engaged” subjects

46 patients failed to initiate treatment and
19 failed to become engaged (analysis was
based on subset of 110 patients who were
engaged in treatment) so ITT analysis was
not completed. Missing data were not bal-
anced across interventions. Missing out-
comes are enough to induce clinically rele-

vant bias in observed effect size

Selective reporting (reporting bias)

Unclear risk

No protocol was available. Author states
there was conflicting data on substance use
between self-report, drug screens and clin-

ical ratings (SCID) of dependence

Other bias

Low risk

Supported by NIDA grant.
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Bond 1991a

Methods

Allocation: randomised.
Design: single centre (two sites, see Bond-Evansville).
Duration: 18 months.

Setting: community centre.
Location: Anderson, SC, USA.

Participants

Diagnosis: 57% DSM-III-R schizophrenia with co-occurring substance disorder.
N=42.*

Age: 18-45 years, mean ~ 30 years.

Sex: 14M, 7F (only 21 received treatment).

Ethnicity: 14% black.

Inclusion criteria: chronic, DSM-III-R or documented evidence of substance abuse /
dependence, extensive hospital/crisis service use over previous year

Interventions

1. Non-integrated ACT. Includes reference groups to encourage attendance at CMHC’S,
peer support group meetings several times/week, not focused exclusively on substance
abuse, used successful members as role models, also home and community visits through-
out project period. N=21.
2. Routine care. N=21.**

Outcomes

Lost to treatment.

No other usable data (57% lost to follow-up).

Notes

ITT analysis.

* Control group same as Bond-Evansville 91.

Only 21 received treatment (all figures given are for those 21 who received treatment)
** 4 received assistance from a case management program.

Authors have kindly provided further data.

Risk of bias

Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk Randomised, no further details.

Allocation concealment (selection bias)

No details.

Unclear risk

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Unclear if raters were blind.

Incomplete outcome data (attrition bias) ~ High risk Lost to follow-up: 57% (24/42 18 months
All outcomes and 50% (21/42) did not receive treatment
as planned and no reasons given for missing
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or lost to follow-up

Selective reporting (reporting bias)

Unclear risk No protocol to compare outcomes re-
ported. In the published auricles, means
and SD were not reported, but were kindly

provided by the author

Other bias Low risk No evidence other biases are occurring.

Bond 1991b

Methods Allocation: randomised.
Design: Single centre (two sites).
Duration: 18 months.
Setting: community centre.
Location: Evansville, Indiana, USA.

Participants Diagnosis: 53% DSM-III-R schizophrenia/schizoaffective disorder with co-occurring
substance disorder.
N=42.*
Age: 18-45 years, mean ~ 30 years.
Sex: 23M, 7E
Ethnicity: 26 white.
Inclusion criteria: chronic, DSM-III-R or documented evidence of substance abuse /
dependence, extensive hospital / crisis service use over previous year

Interventions 1. Non-integrated ACT with emphasis on replacement activities (e.g. employment),
stressed assistance in medication and money management, applied principles of individ-
ualised planning and client choice. N=21.
2. Routine care. N=21.**

Outcomes Lost to treatment.
Lost to evaluation.
Unable to use:
Substance use: DAPS (adapted version of this scale, not peer reviewed).
Relapse: Hospitalisation - number of days by 6 months (data skewed), number of days
at > 6 months (no SD).
Other: LSC (adapted version of this scale, not peer reviewed scale), medication compli-
ance: >50% loss

Notes ITT analysis.
*Only 30 received treatment (all figures given are for those 30 who received treatment).
** 4 received assistance from a case management program.
Control group same as Bond-Anderson 91.
Authors have kindly provided further data.

Risk of bias
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Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk Randomised, no further details.

Allocation concealment (selection bias)

No details.

Unclear risk

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Not stated if raters were blind.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 33% (14/42) 18 months.

No ITT analysis and no reasons given for
missing or lost to follow-up

Selective reporting (reporting bias)

Unclear risk No protocol to compare outcomes re-
ported. In the published auricles, means

and SD were not reported, but were kindly

provided by the author
Other bias Unclear risk No evidence other biases are occurring.

Bonsack 2011

Methods Allocation: randomised.
Design: single centre.
Duration: 12 months (6 months post treatment).
Setting: inpatient and outpatient.
Location: Lausanne Switzerland.

Participants Diagnosis: DSM-1V for schizophrenia, schizoaffective, schizotypal and brief psychotic
disorder (n=57, 92%) and cannabis misuse, 82% (n=50) met criteria for cannabis de-
pendence
N=62.

Age: mean 26.4 years (range 18-35 years).

Sex: 54M, 8E.

Ethnicity: not stated.

Inclusion criteria: Current cannabis use (current alcohol or other drugs excluded) and
good command of French

Interventions 1. Motivational intervention (individual sessions and optional group sessions for up to
6 months). N=30
2. TAU included case management, early intervention and mobile team when needed.
N=32
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Outcomes Lost to treatment.
Lost to evaluation.
Hospital readmissions (12 months).
Mental state: PANSS (total, positive, negative symptoms).
Functioning: Global Assessment of functioning (GAF); Social and Occupational Func-
tioning Scale (SOFAS)
Unable to use:
Cannabis use and change in cannabis use (skewed data).
Notes Authors have kindly provided further data.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Computer-generated, blocks of 8.

bias)

Allocation concealment (selection bias)

Unclear risk

Numbered sealed envelopes held by ad-
ministration staff not involved with the re-
search. Remains unclear whether envelopes
were sequentially numbered, opaque and

sealed

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

Raters were blinded so detection risk rated
as low.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 13% (8/62) 1 year.
Used ITT and replaced missing values
with LOCE Missing values balanced across
treatments

Selective reporting (reporting bias)

Unclear risk

Reports fully all outcomes of interest
(means, SD and n) mentioned in the Meth-
ods. No protocol

Other bias

Low risk

No evidence of other bias occurring.
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Burnam 1995

Methods Allocation: randomised.
Design: single centre.
Duration: 9 months.
Setting: community, residential.
Location: West Los Angeles county, Ca, USA.
Participants Diagnosis: schizophrenia and or major affective disorder with co-occurring substance
disorder.*
N=276 (132 were included in analysis).
Age: mean ~ 37 years.
Sex: 232M, 44F.
Ethnicity: 58% white.
Inclusion criteria: homeless, substance abuse within past year
Interventions 1. Integrated mental health and substance use treatment. Residential: educational groups,
12 Step programmes including AA or NA, discussion groups, individual counselling,
case-management, psychiatric consultation, ongoing medication management, general
community activities. N=67.
2. Non-residential: above model operating 1-9 PM 5 days / week, more case management
for basic needs. N=144.**
3. Control group: routine care with no special intervention but free to access other
services (shelters, mental health clinics, AA groups). N=65
Outcomes Lost to evaluation.
Unable to use:
Substance use: level of alcohol in previous 30 days (modified measure used).
Mental state: SCL-90 and PERI ( modified version of scales used).
Other: number of days living in independent housing (data skewed)
Notes ITT analysis.
* Schizophrenia, 6%; major affective disorder, 60%, both 34%
** Only residential and control group data used. Non residential intervention did not
meet a priori category
Authors kindly provided further data.
Participants paid $10 for each assessment interview.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Unclear risk Randomised, no further description. As-

bias)

sighment to non-residential group was set
at twice that of the other groups requiring
a larger sample size

Allocation concealment (selection bias)

Unclear risk Unclear, no details.
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Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Unclear if raters were independent or blind.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 38% (50/132) 9 months.

No reasons given for dropouts.

Selective reporting (reporting bias)

Unclear risk No protocol to compare outcomes re-
ported. In the published articles, meansand

SD were not reported, but were kindly pro-

vided by the author
Other bias Low risk No evidence other biases are occurring.
Chandler 2006
Methods Allocation: randomised.
Design: single centre.
Duration: 36 months.
Setting: community and jail.
Location: Alameda county, San Francisco, Ca, USA.
Participants Diagnosis: current serious mental illness and substance use disorder.*
N=182.
Age: 18-78 years.
Sex: 131M, 51FE.
Ethnicity: 66% African American.
Inclusion criteria: current serious mental illness and substance use disorder, US resident,
not sentenced to prison, not on parole, not currently enrolled in another program, GAF
<50, English or Spanish speaking, have at least 2 jail episodes in 2 years prior
Interventions 1. Integrated mental health and substance use treatment. In custody standard care +
brief aftercare + Integrated Dual Disorders Treatment. Post-custody; Motivational Inter-
viewing, substance abuse counselling, group treatment oriented to both disorder, family
psycho-education regarding dual disorders, multidisciplinary team, integrated substance
abuse specialists, stage wise interventions, time unlimited services, outreach etc. N=103.
2. Service as usual. In custody standard care + usual post-custody services + 60 days of
post-release case management and housing assistance. N=79
Outcomes Lost to treatment.
Lost to evaluation.
Unable to use:
Relapse: hospitalisation (data skewed).
Other: Arrests, convictions, felonies, jail days, hours of medication services (data skewed)
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Notes * Schizophrenia, schizoaffective disorder or psychosis 56%, major depression 26%, bipo-
lar 10%, other 8%
Not ITT analysis.
Authors have kindly provided further data.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised, computer-generated  in
bias) blocks of two, then blocks of three
Allocation concealment (selection bias) Low risk Randomisation used an algorithm [tem-

plate] supplied by the evaluator. A research
assistant maintained the data which docu-
mented eligibility and randomisation, and
it was reviewed weekly by the evaluator
(Personal communication)

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk

Primary outcomes: clinician/participant
mediated - rating - Unclear. Secondary out-
comes: some clinician/participant medi-
ated -rating - Unclear. Some outcomes were

administrative which would have a low risk

of bias

Incomplete outcome data (attrition bias)
All outcomes

High risk

Lost to follow-up: 37% (68/182) 3 years.

Did not employ direct evaluation of sub-
stance use to assess the impact of the in-
tervention. Unknown attrition rate among
controls no interview was conducted lead-

ing to high risk of bias

Selective reporting (reporting bias)

Unclear risk

Relied on administrative data to analyse re-
sults not taking into consideration moving
out of area, recovered or death. Controls
had less follow-up time post-release due to
randomisation procedure

Other bias Unclear risk Study was funded by a State grant to eval-
uate service in Alameda county
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Drake 1998a

Methods

Allocation: randomised.

Design: multi-centre (7 sites: 2 urban and 5 rural).
Duration: 36 months.

Setting: community.

Location: New Hampshire, USA.

Participants

Diagnosis: 53% DSM-III-R schizophrenia with active DSM-III-R substance use disorder
(73% alcohol abuse, 42% drug abuse).*

N=223.

Age: 18-60 years, mean ~ 34 years.

Sex: 165M, 58E.

Ethnicity: 96% white.

Inclusion criteria: active DSM-III-R substance use disorder in past 6 months; no other
medical conditions or mental retardation

Interventions

1. Integrated ACT: community-based, high intensity, direct substance abuse treatment
by team members, use of stage-wise dual-disorder model, dual-disorder treatment groups
and exclusive team focus on patients for those with dual disorders. Caseload - 12. N=
109.

2. Standard Case Management: community-based, team working with client’s support
system and vigorously addressing co-occurring substance use. Caseload - 25. N=114

Outcomes

Lost to treatment.

Lost to evaluation.

Death.

Substance use: SATS, Not in remission, progress towards recovery.
Other: number of days living in stable community residences, QOLI (General Life
Satisfaction Scale)

Unable to use:

Substance use: AUS, DUS, no of days when misusing (data skewed).
Mental state: BPRS (data skewed).

Relapse: hospitalisation (data skewed).

Other: QOLI (subscales).

Notes

Not ITT analysis.
Authors have kindly provided further data.

*Some participants had more than one dependence.
p p P

Risk of bias

Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk Randomised. No further details.

Allocation concealment (selection bias)

Unclear risk No details.

Blinding of participants and personnel
(performance bias)

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear
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All outcomes

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk Primary outcome: clinician/participant
mediated rating - unclear. Secondary out-
comes: some are clinician/participant me-
diated - rating - unclear. Interviewer blind

so detection bias was rated as low

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 9% (20/223) 3 years.
Number of lost to follow-up is reported,
but reason for missing data are not reported
for each group

Selective reporting (reporting bias)

Unclear risk Pre-specified outcomes of interest are re-
ported. No protocol to compare results

Other bias Low risk No evidence other biases are occurring.
Edwards 2006
Methods Allocation: randomised.
Design: single centre.
Duration: 6 months.
Setting: community.
Location: Melbourne, Victoria, Australia.
Participants Diagnosis: 72% DSM-IV schizophrenia/schizophreniform, 11% affective psychosis,
17% NOS/delusional /other actively using cannabis.
N=47.
Age: mean ~ 21 years.
Sex: 34M, 13E.
Ethnicity: not stated.
Inclusion criteria: DSM-IV diagnosis of a psychotic disorder, informed consent for re-
search participation, adequate English language comprehension and patients continuing
to use cannabis at 10 weeks post-initial clinical stabilisation
Interventions 1. Cannabis-focused intervention (cannabis and psychosis therapy, CAP) for individuals
with first-episode psychosis. CAP consisted of a cognitive-behavioural-oriented program
delivered in weekly sessions by trained clinicians over 3 months. N=23.
2. Active control condition involving psycho-education plus standard Early Psychosis
Prevention and Intervention Centre (EPPIC) care. EPPIC includes case management,
regular psychiatric review and medication, access to mobile assessment and treatment,
family work, group programs, and a prolonged recovery clinic. N=24
Outcomes Lost to treatment.
Lost to evaluation.
Substance use: % of patients using cannabis in the last 4 weeks.
Other: SOFAS.
Unable to use:
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Substance use: RTCQ-C (adapted scale), CASUAS (modified SCAN) (all data skewed).
Mental state: BDI-SE, SANS (all data skewed), BPRS (some data skewed, unvalidated

subscales).

Other: out-patient attendance and medication: SURS (data skewed)

Notes ITT analysis.

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk Randomised codes were computer gener-
bias) ated and placed in sealed envelopes
Allocation concealment (selection bias) Low risk Randomisation codes were managed by a

non-clinical member of the research team

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

Raters independent and blind to treatment
condition.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 30% (14/47) 9 months.
Missing data were handled using LOCF
and analyses of cases with complete data
were also undertaken. Due to positive
skewness some variables were transformed

(untransformed scores are displayed)

Selective reporting (reporting bias)

Unclear risk

Pre-specified outcomes of interest are re-
ported. No protocol to make judgement on
selective reporting

Other bias Low risk Funded by the Victorian Government
Dept of Human Services. No information
available. No evidence of other bias occur-
ring
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Essock 2006

Methods Allocation: randomised.
Design: Multi-centre, 2 urban sites.
Duration: 36 months.
Setting: community (two sites).
Location: Bridgeport and Hartford, Connecticut, USA.
Participants Diagnosis: 76% DSM-III-R schizophrenia, 17% mood disorder with co-occurring
DSM-III-R substance use disorder ( 74% alcohol abuse, 81% other substances).*
N=198.
Age: mean ~ 37 years.
Sex: 142M, 56F.
Ethnicity: 55%, African American, 27% White, 14% Hispanic, 4% other.
Inclusion criteria: major psychotic disorder and active substance use disorder within past
6 months, high service use in the past two years, homelessness or unstable housing, poor
independent living skills, no pending legal charges, no medical conditions or mental
retardation that would preclude participation, if inpatient, discharge scheduled
Interventions 1. Integrated ACT with a direct substance use component. N=99.
2. Routine care: standard case management.** N=99.
Outcomes Lost to treatment.
Lost to evaluation.
Death.
Relapse: number of patients hospitalised during study.
Other: number of days living in stable community residences, QOLI (General Life
Satisfaction Scale), GAS (see GAF)
Unable to use:
Substance use: AUS, DUS, SATS, number of days using in the past 6 months (skewed
data).
Mental state: Expanded BPRS Hospitalisation: days in hospital and days in hospital or
in jail (skewed data)
Notes Not ITT analysis.
* Some participants had more than one dependence.
*Participants paid US $15 for each interview and additional $5 for each urine and saliva
sample
** Refer to correspondence regarding clinical case management team (Kanter 2006)
Authors kindly provided additional data.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised using separate computer-gen-

bias)

erated randomisation stream for each site

Allocation concealment (selection bias)

Unclear risk No details.
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Blinding of participants and personnel Unclear risk Clinician/participant mediated and partic-
(performance bias) ipants and personnel not blinded. Unclear
All outcomes risk

Blinding of outcome assessment (detection Low risk Raters were blind to allocation.

bias)

All outcomes

Incomplete outcome data (attrition bias) ~ Unclear risk Lost to follow-up: 14% (27/198) 3 years.

All outcomes

Insufficient reporting of missing data
(number and reason for missing data are re-
ported for the total sample, not for each in-
tervention group). Seven randomised sub-
jects were lost for administrative reason,
but their intervention allocation was not
reported

Selective reporting (reporting bias)

Unclear risk Listed outcomes of interest are fully re-
ported for each site, one site had better out-
comes than the other. Author provided fur-
ther data of combined sites for each treat-

ment
Other bias Low risk Public funded. No further details. No evi-
dence other biases are occurring
Godley 1994
Methods Allocation: part randomised within larger study.
Design: Multi-centre (6 sites, 4 sites not randomised).
Duration: 24 months.
Setting: community (6 sites, 4 sites not randomised).
Location: Illinois, USA.
Participants Diagnosis: DSM-III R major psychiatric and substance abuse/dependence disorder.
N=97 (2 randomised sites).
Age: mean ~ 35 years.
Sex: 77M, 20E.
Ethnicity: white 38%, Hispanic 38%, other 24%.
Inclusion criteria: DSM-IIT R major psychiatric and substance abuse/dependence disor-
der
Interventions 1. Specialised case management services for mentally ill substance abusers (N=52).
2. Standard care (N=45).
Outcomes No usable data*:
Substance use: Drug and alcohol questionnaire (unpublished scale).
Other: Area of Difficulty Checklist (unpublished scale), Vocational Outcomes Form
Psychosocial interventions for people with both severe mental illness and substance misuse (Review) 102

Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Godley 1994  (Continued)

(adapted scale), GAF (data not reported).
Number of state operated facility admissions, number of state operated facility days, and
average length of stay (data skewed)

Notes Not ITT analysis.

*No usable data, only skewed data reported for the 2 randomised sites
Risk of bias
Bias Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk No description of the process.

Allocation concealment (selection bias)

No details.

Unclear risk

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Not stated if raters were blinded.

Incomplete outcome data (attrition bias)  High risk Lost to follow-up: 37% (36/97) 1 year,
All outcomes >51% at 18 and 24 months for randomised
groups
Insufficient reporting of missing data
(number and reason for missing data are
reported not for each intervention group)
Selective reporting (reporting bias) High risk Results are presented for each site, not com-
bined for each treatment. Combined data
from randomised and non-randomised
sites. Unusable
Other bias Low risk No details.
Graeber 2003
Methods Allocation: randomised (in a yoked fashion).
Design: single centre.
Duration: 6 months.
Setting: VA medical centre.
Location: Albuquerque, New Mexico, USA.
Participants Diagnosis: 100% DSM-IV schizophrenia and met criteria for an alcohol use disorder

within the 3-month period prior to study enrolment; patients with additional non-

alcohol substance use (except active intravenous drug abuse) were eligible for protocol
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enrolment.

N=30.

Age: mean -~ 42.87 years.

Sex: 29M, 1E

Ethnicity: 40% White, 40% Hispanic, 20%, African American.

Inclusion criteria: as above.

Interventions 1. Three-session motivational interviewing intervention, focused on personal choice and
responsibility and de-emphasised labelling, with the therapist assuming a directive and
client-centred style. N=15.

2. Three-session Educational Treatment intervention was didactic, focused on the ma-
terial being delivered with the therapist assuming a directive interpersonal style. N=15

Outcomes Lost to evaluation.

Substance use: Abstinance rates.
Unable to use: Substance use: BDP (data skewed).

Notes Not ITT analysis.

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk Randomised in a yoked fashion, no further

details.

Allocation concealment (selection bias)

No details.

Unclear risk

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection High risk Raters not blind.

bias)

All outcomes

Incomplete outcome data (attrition bias) ~ Low risk Lost to follow-up: 7% (2/30) 6 months. No

All outcomes

missing data for primary outcome

Selective reporting (reporting bias)

Unclear risk Pilot study, no protocol to make judgement

on selective reporting

Other bias

Low risk No evidence other bias are occurring. With
only two therapists, each nested within a
single treatment does not allow treatment

effects to be independent of therapists
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Hellerstein 1995

Methods Allocation: randomised.
Design: single centre.
Duration: 8 months.
Setting: community, outpatient; Beth Israel Medical Center.
Location: New York, NY, USA.
Participants Diagnosis: RDC schizophrenia with 74% DSM-III-R psychoactive substance abuse/
dependence.
N=47.
Age: 18-50 years, mean ~ 32 years.
Sex: 36M, 11E
Ethnicity: 43% African American, 32% Hispanic.
Inclusion criteria: psychoactive substance abuse/dependence, desire for substance abuse
treatment, no life threatening medical illness or need for long-term hospitalisation
Interventions 1. Group outpatient psychotherapy and psycho-education plus drug treatment all at
same site, twice weekly. N=23.
2. Standard treatment: comparable levels of psychiatric care and substance abuse treat-
ment from separate sites without formal case co-ordination. N=24
Outcomes Lost to treatment.
Unable to use:
Substance use: ASI-drug (change data).
Mental state: ASI-psychiatric (change data).
Relapse: days in hospital (data skewed).
Notes ITT analysis.
Further data collected and mentioned in 2001 paper.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Unclear risk Randomised, no further details.
bias)
Allocation concealment (selection bias) Unclear risk No details provided.
Blinding of participants and personnel Unclear risk Clinician/participant mediated and partic-

(performance bias)

ipants and personnel not blinded. Unclear

All outcomes risk

Blinding of outcome assessment (detection Unclear risk Not stated if raters were blind to allocation.
bias)

All outcomes

Incomplete outcome data (attrition bias) ~ High risk Lost to follow-up: 47% (22/47) 4 months,

All outcomes

64% (30/47) 8 months

Reasons for dropping out of study or not
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starting (non-starters, n=18) not given

Selective reporting (reporting bias)

Unclear risk Raw means were not reported for primary

outcome, only change from baseline scores

Other bias

Low risk No evidence other bias occurring.

Hickman 1997

Methods

Allocation: randomised.

Design: single centre.

Duration: 3 months.

Setting: community.

Location: Indiana University, In, USA.

Participants

Diagnosis: 80% DSM -1V schizophrenia or schizoaffective disorder with co-occurring
substance disorder.

N=30.

Age: mean ~ 37 years.

Sex: 26M, 4E

Ethnicity: 97% white.

Inclusion criteria: recent alcohol abuse, leading to need for treatment

Interventions

1. Routine care (see below) plus a brief motivational interview, structured one-time
presentation of personal feedback on alcohol intake. N=15.
2. Routine care (involving pharmacotherapy, case management services, substance abuse

treatment groups). N=15

Outcomes

Lost to evaluation.

Mental state: SCL-90-R.

Unable to use:

Substance use: self-report alcohol volume in prior 3 months, AUI subscale (data skewed)

Notes

ITT analysis.

Risk: of bias

Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk No details. Randomised from the group of

people attending relevant treatment pro-
grams at the time the experiment was con-

ducted

Allocation concealment (selection bias)

High risk No details provided. “Procedure selection
was modified to allow for participant re-
fusal and to minimise disruption to an ex-

isting treatment program.”
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Blinding of participants and personnel
(performance bias)

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

All outcomes risk

Blinding of outcome assessment (detection Unclear risk Not stated if raters were blind to allocation.
bias)

All outcomes

Incomplete outcome data (attrition bias) ~ Low risk Lost to follow-up: 0% (0/30) 3 months. No

All outcomes

missing outcome data

Selective reporting (reporting bias)

Unclear risk Phd thesis, study did not undergo peer re-
view via publication. No protocol to make

judgement on selective reporting

Other bias

Low risk No evidence other bias occurring.

Hjorthoj 2013

Methods

Allocation: randomised.

Design: single centre.

Duration: 10 months: 6 months treatment, 4 month follow-up.
Setting: Hospital, community and early intervention services
Location: Copenhagen, Denmark.

Participants

Diagnosis: ICD-10 schizophrenia spectrum psychosis (F2) and ICD-10 cannabis use
disorder.

N=103.

Age: mean ~ 21 years (range 17-42).

Sex: 78M, 25E

Ethnicity: Not stated.

Inclusion criteria: Cannabis use, those dependent on alcohol, opioids or cocaine were

excluded

Interventions

1. CBT+MI, CapOpus consisted of individual and group based motivational interview-
ing and CBT with 24 session, 1-2 weekly over 6 months and incorporates both family
and case manager. N=52

2. TAU, standard care. N=51.

Outcomes

Primary outcome: number of cannabis-using days in the past month
Lost to treatment.

Lost to follow up.

Client satisfaction (CSQ).

unable to use:

Mental state: PANSS 6 months and 10 months (data skewed).

Substance use: Days cannabis use, joints/30 days (skewed data)
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Notes ITT analysis, missing data were estimated for each analysis using log-linear replacement
Authors kindly provided additional data.

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk computer generated random sequence

bias) stratified by cannabis use per day and type
of TAU (some had case management or
ACT depending on referral source), block
size varied between 6, 8 and 10

Allocation concealment (selection bias) Low risk Researcher not involved in the study gen-

erated the sequence, was known only to the

Copenhagen Trial unit

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. unclear

risk

Blinding of outcome assessment (detection Low risk Raters blind to treatment assignment.

bias)

All outcomes

Incomplete outcome data (attrition bias) ~ Low risk Lost to follow-up: 34% (35/103) 10

All outcomes months. Detailed flow chart provided, rea-
sons for missing values are provided for
cach group. Full ITT analysis provided
with missing values handled by multiple
imputations

Selective reporting (reporting bias) Low risk Outcomes fully reported and were not dif-
ferent to trial protocol

Other bias Low risk No evidence other bias occurring,.

Jerrell 1995a

Methods

Allocation: randomised.

Design: multi-centre (2 sites, see Jerrell-Calif 95b).

Duration: 18 months.

Setting: community.

Location: South Carolina, USA.

Participants

Diagnosis: 62% DSM-III-R schizophrenia with co-occurring substance disorder.

N=47.

Age: 18-59 years, mean ~ 34 years.
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Sex: 33M, 14E
Ethnicity: 64% white.

Inclusion criteria: substance abuse disorder, previous inpatient or residential psychiatric

treatment, plus either poor work/life skill history last 2 years, history of intervention by

mental health authorities or police for inappropriate social behaviour

Interventions 1. Behavioural skills programme: psycho-educational approach with self-management
skills, repeated practice and reinforcement. Weekly group sessions with two licensed
clinicians. N=22.

2. Twelve step recovery programme: clinical staff (some ’recoverers’) offered mock AA
meetings within the Mental Health Centre, took or referred clients to community AA
meetings, facilitated a sponsor relationship and provided counselling. N=25

Outcomes Lost to treatment.

Other: RES (SAS-SMI) Social Adjustment Scale.

Unable to use:

Substance use: C-DIS-R (data skewed and no author analysis of randomised cohort).
Mental state: C-DIS-R (data skewed and no author analysis of randomised cohort).
Other: SLS (not peer-reviewed scale).

Notes Part ITT analysis.

Data reported is for randomised cohort only - kindly supplied by the authors
Control group same as Jerrell-Calif 95b.
Participants paid for each assessment interview.

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk Randomised (using the urn method) bal-

bias)

anced for age, ethnicity, diagnosis, sub-
stance use severity and level of psychiatric
functioning. Non-randomised sample was
excluded from this analysis (data provided
by author)

Allocation concealment (selection bias)

Unclear risk

Unclear.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk

Unclear if raters were blind to allocation.

Incomplete outcome data (attrition bias) ~ High risk Lost to follow-up: 47% (22/47) 18 months.

All outcomes No ITT analysis with missing values im-
puted. No reasons given for lost to evalua-
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tion

Selective reporting (reporting bias)

Unclear risk Insufficient information to permit judge-
ment of ’yes or 'no’ as no protocol was
available

Other bias

Low risk No evidence other bias occurring.

Jerrell 1995b

Methods Allocation: randomised.
Design: single centre.
Duration: 18 months.
Setting: community.
Location: South Carolina, USA.

Participants Diagnosis: 72% DSM-III-R schizophrenia with co-occurring substance disorder.
N=50.
Age: 18-59 years, mean ~ 33 years.
Sex: 38M, 12E.
Ethnicity: 66% white.
Inclusion criteria: substance abuse disorder, previous inpatient or residential psychiatric
treatment, plus either poor work/life skill history last 2 years, history of intervention by
mental health authority or police for inappropriate social behaviour

Interventions 1. Routine care plus intensive case management: intensive assistance with housing, daily
living, legal problems, money management, personal relationships and leisure activities.
N=25.
2. Routine care plus 12 step recovery programme: clinical staff (some ’recoverers’) of-
fered mock AA meetings within the Mental Health Centre, took or referred clients to
community AA meetings, facilitated a sponsor relationship and provided counselling.
N=25

Outcomes Lost to treatment.
Lost to evaluation.
Other: RES SAS-SMI Social Adjustment Scale.
Unable to use:
Substance use: C-DIS-R (data skewed and no author analysis of randomised cohort).
Mental state: C-DIS-R (data skewed and no author analysis of randomised cohort).
Other: SLS (not peer-reviewed scale).

Notes Part ITT analysis.
Data reported is for randomised cohort only - kindly supplied by the authors
Control group same as Jerrell-Calif 95a.
Participants paid for each assessment interview.

Risk of bias
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Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Low risk Randomised (using the urn method) bal-
anced for age, ethnicity, diagnosis, sub-
stance use severity and level of psychiatric
functioning. Non-randomised sample was
excluded from this analysis (data provided

by author)

Allocation concealment (selection bias)

Unclear risk Unclear.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Unclear if raters were blind to allocation.

Incomplete outcome data (attrition bias)
All outcomes

Lost to follow-up: 42% (21/50) 18 months.
No ITT analysis with missing values im-

High risk

puted. No reasons given for lost to evalua-
tion

Selective reporting (reporting bias)

Unclear risk Insufficient information to permit judge-

ment of ’yes or 'no’ as no protocol was

available
Other bias Low risk No evidence other bias occurring.
Kavanagh 2004
Methods Allocation: randomised.
Design: single centre (3 hospital sites, Royal Brisbane, Logan or Wolston Park).
Duration: 12 months.
Setting: hospital and community.
Location: Brisbane, Qld, Australia.
Participants Diagnosis: 100% DSM-IV psychotic disorder with a current DSM-IV substance use

disorder (88% alcohol, 76% cannabis, 12% inhalants, 8% cocaine or heroin).

N=25.

Age: 17-31 years, mean: 23 years.

Sex: 15M, 10E

Ethnicity: 84% Anglo-Saxon.

Inclusion criteria: 16-35 years, consensus diagnosis of a DSM-IV psychotic disorder; a
current DSM-IV substance use disorder; < 3 years since the first psychotic episode, less
than 3 previous episodes of psychosis, able to converse in English without an interpreter,
no diagnosis of developmental disability or amnesic disorder, not currently receiving
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other treatment for substance abuse, and, not currently taking heroin or methadone

Interventions 1. Routine care plus Start Over and Survive (SOS). Brief motivational intervention
comprising 3 hours of individual treatment over 6-9 sessions usually completed within
7-10 days as an inpatient. N=13.
2. Standard care (SC) comprised pharmacotherapy, access to in-patient programmes and
aftercare involving either case management or general practice consultations. N=12

Outcomes Lost to evaluation.
Substance use: number of participants abstinent or improved on all substances at 12
months

Notes ITT analysis.

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk Permutations table for each site.

bias)

Allocation concealment (selection bias)

Unclear risk

No details.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

Raters blinded.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 32% (8/25) 1 year.
One SC subject had baseline data carried
forward as missing data at 3, 6, and 12
month follow-ups

Selective reporting (reporting bias)

Unclear risk

Pilot study, no protocol. Five SOS partic-
ipants did not proceed beyond initial rap-
port building stage so two analyses were
done; one with all SOS subjects (n=13) and
another one including SOS treated (n=8)

Other bias

Low risk

No evidence other bias occurring.
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Methods

Allocation: randomised.

Design: single centre.

Duration: 6 months.

Setting: community based early intervention programme.
Location: Western Sydney, NSW, Australia.

Participants

Diagnosis: DSM-IV psychotic illness and current alcohol or cannabis use based on
AUDIT or DAST scores.

N=19.

Age: mean ~ 21 years, range 17-25 years.

Sex: 13M, 3F (3, Unknown).

Ethnicity: Not stated.

Inclusion criteria: Young English speaking, living within the area health sector and not

homeless

Interventions

1. MI+CBT, Stop using stuff (SUS) manualised 4-6 hours. N=10
2. TAU, standard care included case managementand has a significant focus on substance
reduction. N=9

Outcomes

Lost to follow-up.

PANSS total.

Unable to use:

Mental State: DASS (some data skewed).

Substance use: AUDIT, DAST-10 frequency and quantity of cannabis or alcohol use
(skewed data)

Notes

Authors have kindly provided additional data.

Risk of bias

Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Low risk Randomised, cards were shuffled, num-

bered and placed in sealed envelopes

Allocation concealment (selection bias)

Unclear risk Numbered sealed envelopes with the allo-
cation placed into a box by a third per-
son. Envelopes were then drawn in order
from the box each time a patient was ran-
domised. Unclear whether envelopes were

opaque

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

High risk Measures that were clinician-rated were all
performed by the clinician providing the

treatment and were therefore not blind
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Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 16% (3/19) 6 months.
Three patients dropped out of the TAU

group, no explanation was given. No ITT
analysis

Selective reporting (reporting bias)

Unclear risk Insufficient information to permit judge-

ment of ’yes or 'no’ as no protocol was

available
Other bias High risk Had extreme baseline imbalance in sub-
stance use (AUDIT), DASS and self-effi-
cacy score. This could be due to low subject
numbers recruited for study
Lehman 1993
Methods Allocation: randomised.
Design: Single centre.
Duration: 12 months.
Setting: community.
Location: Baltimore, Md, USA.
Participants Diagnosis: 67% DSM-III-R schizophrenia /schizoaffective disorder with co-occurring
substance disorder.
N=29.*
Age: 18-40 years, mean ~ 31 years.
Sex: 22M, 7F.
Ethnicity: 70% Afro-American.
Inclusion criteria: current substance abuse or dependence disorder
Interventions 1. Routine care plus intensive case management: educational group sessions on substance
abuse/mental illness (5 hours per week), experiential “rap” session, on-site self-help group,
offssite self-help group (AA/NA), social activities. 1:15 staff-patient ratio. N=14.
2. Routine care: CMHC-based, psychosocial rehabilitation services, routine outpatient
services, supported housing if needed, no organised substance abuse treatment. 1:25
staff-patient ratio. N=15
Outcomes Lost to evaluation.
Unable to use:
Lost to treatment: data reporting unclear.
Substance use: ASI-alcohol, ASI-drug (data skewed).
Mental state: ASI-psychiatric (data skewed).
Relapse: days in hospital (data skewed).
Other: QOLI (Life satisfaction) (all data skewed).
Notes ITT analysis.
* Data reported in this review is based only on those who had current (past 30 days)
substance use disorders (29 out of 54)
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Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised using the urn method. No fur-

bias)

ther details.

Allocation concealment (selection bias)

Unclear risk Unclear, no details provided.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Blindness not stated.

Incomplete outcome data (attrition bias)
All outcomes

Low risk Lost to follow-up: 0% (0/29) 1 year. No

missing outcome data

Selective reporting (reporting bias)

Unclear risk Insufficient information to permit judge-
ment of ’yes or 'no’ as no protocol was

available

Other bias

Low risk No evidence other bias occurring,.

Madigan 2013

Methods

Allocation: randomised.

Design: single centre (3 sites).
Duration: 12 months.

Setting;: inpatients and community.
Location: Dublin, Ireland.

Participants

Diagnosis: DSM-IV diagnosis of psychosis (schizophrenia, n=38; other psychosis, n=
30) major depression (n=6) and bipolar disorder (n=14) and DSM-IV current cannabis
dependence.

N=88.

Age: mean ~ 28 years.

Sex: 69M, 19E

Ethnicity: Not stated (homogenous group).

Inclusion criteria: without learning disability or organic brain damage

Interventions

1. CBT/MI group sessions once per week for 12 weeks and invited back 6 weeks later
(week 18) for a booster session. Interventions were held in community setting. N=59.*
2. TAU, standard care included care from multi-disciplinary team, 5 patients had coun-
selling for opiate more than one year prior to the present trial. N=29
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Outcomes

Lost to treatment (3 months).

Lost to follow-up (9 months).
Frequency of cannabis use last 30 days.
GAF global functioning.

Subjective quality of life (WHOQOL, BREF).

Unable to use:

Mental State: SANS. SAPS (positive, negative), Calgary Depression Scale for Schizophre-

nia (skewed data)

Notes

* Note: 2:1 randomisation to CBT/MI arm.

A token voucher was given to participants to cover costs of attendance of assessments

Risk of bias

Bias

Authors’ judgement

Support for judgement

Random sequence generation (selection

bias)

Low risk

Computer generated, block randomised, 2:

1 (CBT/MI:TAU) ratio

Allocation concealment (selection bias)

Unclear risk

Randomisation was conducted by a re-
searcher uninvolved in the provision or
assessment of interventions. Concealment
not described in sufficient detail to allow a
definite judgement

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk

Raters of clinical outcomes blind to treat-
ment allocation.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 42% (37/88) 1 year.
Similar reasons for missing data across
groups. Missing values were not imputed
for ITT analysis

Selective reporting (reporting bias)

Unclear risk

Insufficient information to permit judge-
ment of ’yes or 'no’ as no protocol was

available

Other bias

Low risk

No evidence other bias occurring.
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Methods

Allocation: randomised.

Design: single centre (9 jails operated by LA county Sheriff’s Dept).
Duration: 30 months.

Setting: jail and community.

Location: Los Angeles, Ca, USA.

Participants

Diagnosis: Assessed by the MINI Plus 46% Bipolar Disorders, 27% Psychotic Disorders,
21.5% Depressive Disorders, 6% other with co-occurring substance disorder. Primary
substance use diagnoses as assessed by the CASAD, were: 51.8% Cocaine Dependence/
Abuse, 18.5% Alcohol Dependence/Abuse, 4.4% Opoid Dependence and 3.7% other.
N=135.

Age: mean ~ 36 years.

Sex: 135E

Ethnicity: 51% Black, 33% non-Hispanic White, 12% Hispanic.

Inclusion criteria: inmates who had a major Axis 1 mental illness and co-occurring
substance use disorder, age 18-50, history of at least 2 arrests, homeless or at risk of
homelessness

Interventions

1. The Intensive Jail (IJ) group received a minimum of 3 weeks of specialised treatment
during their qualifying incarceration. Housed in a mental observation dormitory, IJ was
a hybrid of psychosocial rehabilitation, cognitive-behavioral, and harm reduction ap-
proaches. Individual supportive counselling twice per week, crisis intervention services
and a series of 12 to 15 one-hour groups per week. Groups included 12 step sobriety
maintenance, relapse prevention, symptom and medication management, crime preven-
tion, parenting, and independent living. N=18.

2. The Intensive Community Treatment (IC). IC treatment approach provided inten-
sive case management. Transition planning, which began while participants were still in
custody and continued after release, consisted of housing placement, pursuit of public
entitlements, linkage to psychiatric care, and transportation to pharmacy and residential
placement post-release. In addition, on-going consultations to ensure continuity of care,
and interventions aimed at substance recovery maintenance, relapse prevention, psychi-
atric stability and reduction of re-arrests were provided. IC treatment was carried out in
conjunction with a number of community agencies, including those specializing in dual
recovery, rehabilitation, housing, entitlement benefits, and childcare and parenting etc.
N=58.

3. Combined treatment (COB) group received both intensive jail and intensive com-
munity interventions as described above. N=16.

4. Standard care. Included psychiatric medication evaluation and follow-up, recreation
therapy and stress management groups, parenting classes, drug education, academic
education and religious services. N=43

Outcomes

No usable data*:

Lost to treatment (no breakdown by IJ, IC, COB treatment arms).

Lost to evaluation (no breakdown by IJ, IC, COB treatment arms).

Other: Number of arrests and convictions for new offences, number of days in jail

(skewed data), severity of offence (no data provided)

Notes

Not ITT analysis.
* No usable data, only skewed data reported.
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Risk: of bias

Bias Authors’ judgement

Support for judgement

Random sequence generation (selection Unclear risk

bias)

Randomised, computer-generated proce-
dure with no matching procedures. Partic-
ipants were randomly assigned to one of
four groups. Group sizes were not equiva-
lent due to early jail releases, which neces-
sitated the discontinuation of new partici-
pants being randomly assigned to the treat-
ment groups after May 2003

Allocation concealment (selection bias) High risk

Randomisation and participants’ assign-
ment to treatment groups were im-
plemented by the treatment team’s re-

searchers.

Blinding of participants and personnel Unclear risk
(performance bias)
All outcomes

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection High risk
bias)

All outcomes

Raters were not blind so detection risk of
bias was considered high for these out-
comes

Incomplete outcome data (attrition bias) ~ High risk
All outcomes

Lost to follow-up: 14% (19/135) 30
months. No ITT analysis. Due to early
jail releases there was unequal discontinua-
tion of new participants randomly assigned
to the treatment groups after May 2003.
These participants were not included in the

analysis
Selective reporting (reporting bias) High risk No usable data, many of the outcomes re-
ported for site, not by treatment arm
Other bias Low risk No evidence other bias occurring.
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Methods Allocation: randomised.
Design: single centre.
Duration: 6 months.
Setting: community.
Location: Seattle, Washington, USA.

Participants Diagnosis: Schizophrenia spectrum (n=69, 39%), bipolar disorder (n=60, 34%) and
major depression (n=47, 27%) and dependence on stimulants (cocaine, amphetamine,
methamphetamine).

N=176.

Age: mean 43 years.

Sex: 115M, 61E

Rthnicity: 54% White, 30% Africian American, 16% other.

Inclusion criteria: Used stimulants in the last 30 days. Exclusion criteria were organic
brain disorder, dementia or medical disorders or psychiatric symptoms severe enough
to compromise safe participation. Patients were excluded if current participation in
methadone maintenance

Interventions 1.Contingency Management (CM) for 3 months with negative urine reinforced with
selecting prizes or varying value (given a message of “well done” with no financial reward,
or with a financial reward of 1 dollar, $20, or $80). A positive urine was not reinforced
with a chance for a selecting a prize. N=91
2. TAU, standard care participants were also asked to submit urine for 3 months but
they were reinforced positively if their YOKED subject produced a negative urine. These
patients provided a urine, but received the reinforcement their “yoked” partner in the
active arm received, i.e., they were non-contingently reinforced. N=85

Outcomes Lost to treatment.

Lost to evaluation.*

hospitalised 6 months after randomisation.

Substance use: stimulant-negative urine test, (3 and 6 months), injection drug use (3
and 6 months)

unable to use:

Substance use: stimulant use days, alcohol use days (skewed data)

Mental state: Brief Symptoms Inventory (data skewed), PANSS excitement subscore
(data skewed)

Notes Authors kindly provided additional data and comments on the randomisation procedure
* There was a high attrition rate (see attrition bias) with imputed values for I'TT analysis

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk Randomised using an urn randomised pro-

bias) cedure balancing groups on gender, sub-

stance use severity, mood vs psychotic dis-
order and psychiatric hospitalisation in the
past year. Further correspondence verified
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a computer programme was used for ran-

domisation

Allocation concealment (selection bias)

Unclear risk Researcher not involved in the study gen-
erated the sequence. No further details on

concealment prior to allocation

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Low risk Primary outcome was urinalysis results so
the review authors judge that this outcome
is not likely to be influenced by blinding.
Raters were blind to treatment allocation

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 28% (49/176) com-
pleted at least one assessment by 6 months
Only 42% (n=38) completed 12 weeks of
CM and 65% (n=55) completed TAU. Im-

puted values were used for missing data

Selective reporting (reporting bias)

Low risk The study protocol (NCT00809770) is
available and all of the study’s specified (pri-
mary and secondary) outcomes that are of

interest in the review have been reported

Other bias Unclear risk Five patients were forced into CM and two
were administratively removed with un-
known consequences

Morse 2006

Methods Allocation: randomised.
Design: single centre.
Duration: 24 months.

Setting: community.
Location: St. Louis, Mo, USA.

Participants Diagnosis: DSM-IV 48% schizophrenia, 19% schizo-affective, 11% atypical psychotic
disorder, 11% bipolar disorder, 9% major depression-recurrent disorder, 2% other. All
had 1/more substance use disorders; 46% substance dependence disorder for alcohol
and/or drugs; 64% substance abuse disorder for alcohol and/or drugs, 40% an alcohol-
only diagnosis, 18% drug-only diagnosis, 42% had both drug and alcohol disorders -
cocaine most frequently used drug (34%) cannabis (19%).**

N=196.*
Age: 18-66 years, mean ~ 40 years.
Sex: 119M, 30F.
Ethnicity: 73% Afro-American, 25% Caucasian, 2% other.
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Inclusion criteria: homeless, severe mental illness, DSM-IV substance use disorder, and

not currently enrolled in an intensive case management program

Interventions

1. Integrated Assertive Community Treatment (IACT). N=46.

2. Assertive Community Treatment Team only (ACTO). Referred clients to other com-
munity providers for outpatient or individual substance abuse services and to 12 Step
groups. N=54.

3. Routine care. Provided with a list of community agencies (mental health and substance
abuse treatment) and staff provided linkage assistance to facilitate access. N=49

Outcomes

Unable to use***:

Lost to treatment (not reported by group).

Lost to evaluation (not reported by group).

Substance use: USS (data skewed), number of days using substances (unclear measure).
Mental state: BPRS (averaged item scores reported, not totals).

Other: number of days in stable housing (data skewed), client satisfaction (not peer-
reviewed scale)

Notes

Not ITT analysis.

* Figures are based on the 149 who received treatment.

** Participants paid USD $5 for short and $10 for long interview.
*** No usable data, only skewed data reported.

Risk: of bias

Bias

Authors’ judgement Support for judgement

Random sequence generation (selection

bias)

Unclear risk Randomised (no further description).

Allocation concealment (selection bias)

Unclear risk No details.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Not clear if raters were independent or

blind.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 24% (47/196) 2 years.
Full ITT analysis not reported

Selective reporting (reporting bias) High risk Lost to treatment and evaluation not re-
ported by group. No usable data, only
skewed data are reported

Other bias Low risk No evidence other bias occurring.
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Naeem 2005

Methods Allocation: randomised.
Design: multi-centre (6 sites, Belfast, Glasgow, Hackney, Newcastle, Southhampton and
Swansea).
Duration: 3 months.
Setting: inpatients and community.
Location: Southhampton and Newcastle-upon-Tyne, UK.
Participants Diagnosis: 100% ICD-10 schizophrenia with co-occurring mild to moderate substance
abuse according to HONOS Item 3* (alcohol 74%, drug use problem 26%**).
N=105.
Age: 18-65 years.
Sex: 87M, 18E
Ethnicity: 90% Caucasian.
Inclusion criteria: patients with schizophrenia, age 18-65 years; receiving treatment
within mental health services
Interventions 1. CBT plus psycho-education: 6 sessions over 3 months and carers offered 3 sessions
along with carer-oriented information. N=67.%**
2. Routine care N=38.
Outcomes Lost to treatment.
Mental state: Insight Scale.
Unable to use:
Substance use: HoNOS item 3 (data skewed).
Mental state: BSA, SCR, CPRS, MADRS (all data skewed).
Other: HONOS - general functioning (data skewed).
Notes ITT analysis.
*Patients were excluded if they met a diagnosis of drug or substance misuse dependence
**Based on those participants who provided details (n=70/105)
***There was a 2:1 ratio to include more subjects into the CBT arm
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised; random numbers computer-

bias)

generated/sealed envelopes stratified by
site. Ratio of 2:1 for CBT:TAU

Allocation concealment (selection bias)

Unclear risk Sealed envelopes opened at the time of
treatment allocation. Unclear if envelopes
were sequentially numbered and opaque

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk
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Blinding of outcome assessment (detection Low risk Raters blind to treatment allocation.

bias)

All outcomes

Incomplete outcome data (attrition bias) ~ Unclear risk Lost to follow-up: 14% (15/105) at 3
All outcomes months.

No reasons are given for withdrawals; 10
subjects dropped out of treatment versus
5 patients from TAU. Missing values were
imputed for full ITT analysis

Selective reporting (reporting bias)

Unclear risk Insufficient information to permit judge-
ment of ’yes or 'no’ as no protocol was

available
Other bias Low risk No evidence other bias occurring.
Nagel 2009
Methods Allocation: randomised.
Design: single centre (3 remote settings).
Duration: 18 months.
Setting: community.
Location: Northern Territory, Australia.

Participants Diagnosis: DSM-IV schizophrenia (39%, n=19), major depression (45%, n=22), sub-
stance-induced psychosis (10%, n=50 and bipolar disorder (6%, n=30 and substance
use (alcohol and cannabis) with psychological dependence.

N=49.*

Age: mean ~ 21 years.

Sex: 28M, 21E

Ethnicity: Indigenous Aboriginal.

Inclusion criteria: Current patients with chronic mental illness attending a community
health centre were recruited as well as their carers. Patients with organic mental illness,
intellectual disability, and age less than 18 were excluded

Interventions 1. MI (early intervention group), two brief sessions (1 hr) spaced 2-6 weeks apart. Session
two involved carers and 2 psycho-education videos presented. Followed up at 6, 12 and
18 months. N=24
2. TAU, (late intervention group) had treatment (MI) after the 6 month assessment (T'1)
and then followed up at 12 months (T2, 6 months F/up) and 18 months (T3, 1 yr). N=
25

Outcomes Lost to evaluation (6 months).
death (all causes).
unable to use:

Mental state: HoNOS, LSP-16, K-10 (No SD, n).
Substance use: SDS alcohol, cannabis (no means, SD, n).
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Notes

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence generation (selection Low risk Block randomisation, random number se-

bias)

quence. No further details provided

Allocation concealment (selection bias)

Unclear risk No details provided.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Raters were not blind to treatment alloca-

High risk

tion.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk

Lost to follow-up: 29% (14/49) 18 months.
Full ITT was conducted

Selective reporting (reporting bias)

Unclear risk The original protocol (NCR00192582)
could not be accessed as only the final ar-
ticle was listed. Selective reporting was un-

clear

Other bias

Unclear risk Follow-up data at 12 and 18 months con-
founded, as both groups received treat-
ment. Only T1 data is informative regard-

ing group differences

Swanson 1999

Methods

Allocation: randomised.

Design: single centre (two inner city hospitals).

Duration: not stated; time to first appointment after discharge.
Setting: hospital.

Location: New York, NY, USA.

Participants

Diagnosis: schizophrenia/psychosis/schizo-affective disorder (45% of sample have sub-
stance abuse problems).*

N=93.

Age: mean ~ 34 years.

Sex: 60M, 33E

Ethnicity: 46% African-American, 45% Hispanic.

Inclusion criteria: voluntary inpatients with no organic brain disease or other serious
medical illness, learning disability or deafness
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Interventions 1. Routine care plus 15 minute motivational interview at start of hospitalisation. Another
one hour motivational interview 1 or 2 days before discharge. N=48.
2. Routine care. N=45.
Outcomes Lost to evaluation.
Attendance at first aftercare appointment following hospital discharge
Notes Not ITT analysis.
*Data given only for those with substance abuse problems.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised (using random number table)
bias)
Allocation concealment (selection bias) High risk Therapist consulted a random number ta-

ble to determine group assignment. May
have influenced section bias

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk

Clinician/participant mediated and partic-
ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk

Not clear if raters independent or blind to
allocation. Primary outcome measure was

time to next appointment

Incomplete outcome data (attrition bias)
All outcomes

Low risk

Lost to follow-up: 0%, (0/93) 3 months.

Selective reporting (reporting bias)

Unclear risk

Insufficient information to permit judge-
ment of ’yes or 'no’ as no protocol was

available

Other bias Low risk No evidence other bias occurring.

Tracy 2007

Methods Allocation: randomised.
Design: single centre.
Duration: 1 month.
Setting: community.
Location: New Haven Connecticut, USA.
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Participants Diagnosis: Met current or lifetime DSM-IV Axis 1 psychiatric disorder* and had a co-
occurring current diagnosis of cocaine or alcohol abuse or dependence.
N=30.
Age: not stated.
Sex: gender not stated.
Inclusion criteria: homeless or secking shelter at least 18 years of age in addition to
current SUD and psychiatric diagnosis
Interventions 1. Contingency management: Low cost contingency management with variable ratio
reinforcement where patients received reinforcers™* contingent upon demonstrating ab-
stinence from both alcohol and cocaine, as verified by breathalyser and cocaine-free urine
specimens. N=15
2. TAU, standard care, assessment only. N=15.
Outcomes Lost to treatment (4 weeks).
Unable to use:
Substance use: Mean and SDs not provided for alcohol and substance use; percentages
(and chi-square statistics) are provided for some outcomes but not subject number (N)
for each group
Notes * Specific diagnoses are not reported, unknown seriousness or duration of psychiatric
illness
** Reinforcers were redeemable prizes ranging in value from no prize, $1, $20 and $100.
All participants received $30 for the screening, baseline and termination interviews and
$5 for each weekly assessment
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence generation (selection Low risk Randomised using a table. No further de-
bias) tails.
Allocation concealment (selection bias) Unclear risk No details provided.

Blinding of participants and personnel
(performance bias)
All outcomes

Unclear risk Clinician/participant mediated and partic-

ipants and personnel not blinded. Unclear

risk

Blinding of outcome assessment (detection
bias)

All outcomes

Unclear risk Not stated if raters were blind to allocation.

Incomplete outcome data (attrition bias)
All outcomes

Unclear risk Lost to follow-up: 13% (4/30) 1 month.

Four patients in the TAU (assessment only)
group did not complete the study, no fur-
ther details are provided. Analyses adjusted

for greater cocaine use using covariate
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Selective reporting (reporting bias) High risk Gender, specific diagnoses and age not re-

ported for participants. Mean and SDs not
provided for alcohol and substance use;
percentages (and chi-square statistics) are
provided for some outcomes but not sub-
ject number (N) for each group

Other bias

Low risk No evidence other biases are occurring.

F = Female, M = Male, N = Number
ITT - Intention-to-treat analysis

LOCEF - Last observation carried forward
RDC - Research diagnostic criteria

SCID - Structured Clinical Interview for Diagnosis

Type of care

AA - Alcoholics Anonymous
ACT - Assertive Community Treatment
CBT - Cognitive Behaviour Therapy

NA - Narcotics Anonymous

For full list of diagnostic scales and abbreviations see Table 1.

Characteristics of excluded studies /ordered by study ID]

Study

Reason for exclusion

Audier 2011

Allocation: not randomised.
Intervention: Money for taking medication; not SUD focused.

Bachman 1997

Allocation: not randomised.

Bagoien 2013 Allocation: randomised.
Participants: not severely mentally ill; not all participants had a current drug and alcohol use problem
Barrowclough 2006b  Allocation: randomised.
Participants: people with severe mental illness; substance misuse not identified as the primary problem
Bechdolf 2004 Allocation: randomised.
Participants: people with schizophrenia and a primary diagnosis of drug and alcohol dependence were ex-
cluded; no information provided on any participants with a dual diagnosis
Beebe 2012 Allocation: randomised.
Participants: people with schizophrenia and co-occuring substance use disorders
Intervention: MI to increase exercise, not to reduce substance use
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Bell 2011 Allocation: randomised.
Intervention: Cognitive remediation, not SUD focused.
Bennett 2001 Allocation: not a randomised trial.
Berk 1999 Allocation: randomised.
Participants: people with DSM-IV cannabis induced psychotic disorder.
Interventions: olanzapine versus haloperidol, not psychosocial
Biegel 2009 Allocation: not a randomised trial, quasi-experimental.
Bowen 2000 Allocation: randomised.
Participants: not severely mentally ill (panic disorder with or without agoraphobia)
Caplan 2006 Allocation: randomised.
Intervention: assigned to group home or independent apartment. Not a SUD reducing psychosocial inter-
vention
Carey 2004 Allocation: randomised.

Participants: people with severe mental illness; not all patients had a current drug and alcohol use problem

Carroll 1991

Allocation: randomised.
Participants: not all severely mentally ill.

Carroll 1998

Allocation: not randomised.

Ceron 2000 Allocation: randomised.

Participants: people with schizophrenia and cocaine addiction.

Interventions: acupuncture, not psychosocial.
Cheng 2007 Allocation: randomised.

Participants: homeless veterans, not all participants had a serious mental illness and SUD
Clark 2001 Allocation: not randomised.
Clarke 2000 Allocation: randomised.

Participants: people with severe mental illness; not all participants had a current drug and alcohol use problem
Conrad 2006 Allocation: randomised.

Participants: People with serious mental illness with a high risk of homelessness, not all particiants had SUD
Craig 2008 Allocation: randomised.

Participants: Case managers of people with a dual diagnosis. Did not directly involve the patients themselves
Crump 1996 Allocation: not randomised.
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D’Ercole 1997

Allocation: randomised.
Participants: people with severe mental illness - 39% misusing substances.
Interventions: case management versus standard aftercare; no specific substance misuse treatment programme

Dalack 1999

Allocation: randomised.
Participants: cigarette smokers with schizophrenia; only people who solely abuse tobacco were included in
this study

Daley 1998

Allocation: not randomised (consecutively assigned).

DeMarce 2008

Allocation: randomised.

Participants: Substance abusers with co-occuring psychiatric disorder. No description of seriousness of psy-
chaitric diagnoses

Intervention: Participants received a behavioural continuing care adherence intervention involving contrating,
prompting and reinforcing attendence or standard treatment

Drake 2004a

Allocation: original sample randomised.

Participants: people with severe mental illness and substance misuse.
Interventions: psychosocial.

Outcomes: no usable data (results from control group not reported)

Drake 2006

Allocation: original sample randomised.

Participants: people with severe mental illness and substance misuse.
Interventions: psychosocial.

Outcomes: no usable data (results from control group not reported)

Drebing 2005

Allocation: randomised.
Participants: Only 11% (n=2) of the veterans had a psychotic diagnosis, 74% had an affective disorder and
58% had an anxiety disorder. Did not fulfil the criteria for serious mental illness

Drebing 2007

Allocation: randomised.
Participants: Only 9% of the veterans had a psychotic diagnosis, 80% had major depression and 53% were
given a PTSD diagnosis

Eberhard 2009

Allocation: randomised.
Participants: ~40% had affective disorder, ~23% anxiety disorder and ~13% PTSD, 7% personality disorder.
All patients were non-psychotic

Essock 1995

Allocation: randomised.
Participants: people with severe mental illness - 62% lifetime history of substance abuse/dependence.
Interventions: no specific substance abuse program within ACT

Faber 2012

Allocation: Subanalysis from a larger randomised trial.
Participants: First episode psychosis, but substance use was not an inclusion criteria
Intervention: Not a psychosocial intervention focued on reducing substance use

Fisher 1996

Allocation: randomised.
Participants: not severely mentally ill (personality disorder)
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French 1999

Allocation: not randomised (sequentially assigned).

Giannini 2000

Allocation: randomised.
Participants: people who had consumed ketamine - no mental illness

Godley 2000 Allocation: not randomised.
Goldstein 2005 Allocation: randomised.
Participants: Only two subjects had a diagnosis of schizophrenia
Green 2001 Allocation: randomised.
Participants: people with severe mental illness and substance misuse.
Interventions: olanzapine versus haloperidol, not psychosocial
Havassy 2000 Allocation: randomised.
Participants: people with severe mental illness and substance misuse.
Interventions: two case management programmes; no speciﬁc substance misuse treatment
Hayes 2003 Allocation: not randomised.
Hein 2004 Allocation: randomised.
Participants: not severely mentally ill (PTSD).
Herman 2000 Allocation: randomised.
Participants: people with severe mental illness and substance misuse.
Interventions: psychosocial.
Outcomes: no usable data.
Hulse 2002 Allocation: randomised.

Participants: not all severely mentally ill (10% psychotic); 26% did not have a dual diagnosis

Hurlburt 1996

Allocation: randomised.
Participants: people with severe mental illness who were homeless - 20% misusing substances.
Interventions: access to better housing versus no access to better housing - each group then received either

comprehensive or traditional case management - no specific substance misuse treatment programme

ISRCTN58667926  Allocation: randomised.
Participants: Serious mental illness; substance use disorder not listed as an inclusion criteria

James 2004 Allocation: not randomised (alternate allocation).

Jerrell 2000 Allocation: randomised.
Participants: people with severe mental illness and a co-occurring substance disorder.
Interventions: day treatment integrating mental health and substance use symptoms; community group
meetings, skill-building, 12-step groups, relapse prevention skills and case management versus treatment as
usual.
Outcomes: no usable data - control group data not available.
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Jones 2011

Allocation: not randomised (case series).

Judd 2003

Allocation: not randomised.

Kasprow 1999

Allocation: not randomised.

Keet 2006 Allocation: randomised.
Participants: Family members of patients with a dual diagnosis
Intervention: MI did not involved patients.

Kelly 2002 Allocation: not randomised.

Lasser 2000 Allocation: randomised.

Participants: people with severe mental illness, including subgroup with comorbid substance abuse.
Interventions: iloperidone; not psychosocial.

Linehan 1999

Allocation: randomised.
Participants: not seriously mentally ill (borderline personality disorder)

Linehan 2002

Allocation: randomised.
Participants: not seriously mentally ill (borderline personality disorder)

Magura 2003

Allocation: not a randomised trial.

Mangrum 2006

Allocation: randomised.

Participants: co-occurring severe and persistent mental illness and substance use disorders.
Interventions: integrated versus parallel treatment.

Outcomes: no usable data (not broken down by site, only 2 of 3 sites were randomly assigned)

Martino 2000

Allocation: randomised.

Participants: people with psychotic or mood disorders and concurrent DSM-IV substance-related disorders.
Interventions: preadmission motivational interview versus standard preadmission interview.

Outcomes: no usable data.

Martino 2006

Allocation: randomised.

Participants: dually diagnosed psychotic and drug-related disordered patients.
Interventions: preadmission motivational interview versus standard preadmission interview.
Outcomes: no usable data.

McGeary 2000

Allocation: not randomised (sequential allocation).

McGurk 2009

Allocation: randomised.
Intervention: cognitive remediation, not a SUD focused intervention

McHugo 1999

Allocation: not randomised (post hoc analysis of high and low fidelity ACT programmes in Drake-NH’shire
98 RCT)

McMurran 2000 Allocation: not randomised.
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Mercer 1997

Allocation: not randomised.

Milby 2000 Allocation: randomised.
Participants: not severely mentally ill (non-psychotic mental disorders)
Morse 1997 Allocation: randomised.

Participants: people with severe mental illness who were homeless or at risk of homelessness - 24% misusing
substances.

Interventions: broker case management versus assertive community treatment (ACT) versus ACT plus com-
munity workers; no specific substance misuse treatment programme

Mowbray 1999

Allocation: randomised.

Participants: people with severe mental illness and substance misuse.
Interventions: psychosocial.

Outcomes: no usable data (50% of sample excluded from analysis)

Mueser 2001

Allocation: not a randomised trial.

Mueser 2009

Allocation: randomised.
Participants: Family members of patients with a dual diagnosis
Interventioin: Family education programme, did not directly involve patients

Mueser 2010

Allocation: randomised.
Participants: Family members of patients with a dual diagnosis
Interventioin: Family education programme, did not directly involve patients

Mueser 2013

Allocation: randomised.
Participants: Family members of patients with a dual diagnosis
Interventioin: Family education programme, did not directly involve patients

NCT00043693

Allocation: randomised.
Participants: Family members of patients with a dual diagnosis
Intervention: Family education programme, did not directly involve patients

NCT00316303

Allocation: randomised.
Participants: Patients with psychosis and substance use disorder
Intervention: Focused on reducing harm (HIV; other risk behaviours); not specific for reducing substance use

NCT00447720

Allocation: randomised.

Intervention: Educational program for case managers.

NCT00495911

Allocation: randomised.

Participants: Patients with first episode psychosis; substance use disorder was not listed as an inclusion criteria

NCT01167556

Allocation: randomised.
Participants: family members of patients with psychosis and substance use disorder
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NCT01361698 Allocation: randomised.

Participants: substance use not an inclusion criteria.

Intervention: Recovery focused (increased adherence); not specifically focused on SUD
Nuijten 2012 Allocation: randomised.

Participants: Inpatients and outpatients with serious mental illness and SUD
Interventioin: Integrated treatment based on hospital status; inpatient or outpatient. No TAU group

Nuttbrock 1998

Allocation: quasi-randomised (treatment facilities retained the final acceptance)

Otto-Salaj 2001

Allocation: randomised.
Participants: people with severe mental illness; not specifically directed towards a dual diagnosis population

Penn 2000

Allocation: quasi-randomised (alternate allocation).

Petersen 2006

Allocation: randomised.

Participants: First episode schizophrenia spectrum disorder; not all patients had substance use or dependence
(146 vs 401 patients)

Interventioin: Enriched assertive community treatment vs standard care

Petersen 2007

Allocation: randomised.

Participants: First episode schizophrenia spectrum disorder; not all patients had substance use or dependence
(146 vs 401 patients)

Interventioin: Enriched assertive community treatment vs standard care

Petersen 2007a

Allocation: randomised.
Participants: First episode schizophrenia spectrum disorder; not all patients had substance use or dependence
(146 vs 401 patients)

Interventioin: Enriched assertive community treatment vs standard care

Petrakis 2005

Allocation: randomised.
Participants: patients with an Axis I psychiatric disorder and comorbid alcohol dependence.
Interventions: naltrexone versus disulphiram; not psychosocial

Rahav 1995

Allocation: randomised.

Participants: Homeless men with serious mental illness and substance abuse or dependence

Interventions: TC; treatment communities vs CR; community residences. TC is a high expectation environ-
ment high at a global change in lifestyle. Not a specific psychosocial intervtion to reduce substance use. The
study also had design flails; 56% (n=344) of the subjects dropped out before admission or rejected by the
facility; and 172 sujects left treatment or were discharged by the facility. Of the 616 subjects randomised,
only 16% (n=100) completed trial

Randall 2001

Allocation: randomised.
Participants: not severe mental illness (social anxiety disorder)

Ries 2004

This single-centre, two-armed, community-based RCT was conduced in the USA. 41 people with severe
mental illness were randomised into receiving either 1) Contingency Management of supplementary social
security income or food voucher with a motivational message, or 2) Treatment as usual. Data was not reported
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per group for loss to treatment and no means, SD or sample sizes were reported for number of weeks of
substance use. The trial was excluded due to a lack of usable data

Rosenheck 1998

Allocation: randomised.
Participants: high users of inpatient services.

Interventions: intensive psychiatric community care; no specific substance misuse treatment programme

Rowe 2007 Allocation: randomised.
Participants: Only 38% had a psychotic disorder and 30% did not a a dual diagnosis
Sacks 2004 Allocation: randomised.
Participants: only 63% of sample had a serious mental illness and no data provided separately for this group
Sacks 2008 Allocation: randomised.
Participants: Female patients, majority of people were diagnosed with major depression (65%) with other
co-morbidities (PTSD or anxiety) and history of alcohol or substance use. 27% had bipolar disorder and no
mention of other psychotic diosrders
Samele 2002 Allocation: randomised.
Participants: Patients from the UK700 study; severe psychosis. This study was excluded because it compared
outcomes betweeen those with or without substance misue in the past year
Psychosocal intervention: Intensive case management (1:10-15)
Santa Ana 2007 Allocation: not a randomised trial, based on consecutive admissions
Schaar 2001 Allocation: not randomised.
Schmitz 2002 Allocation: randomised.

Participants: Bipolar disorder exclusively; excluded due to none having a diagnosis of schizophrenia

Sigmon 2000

Allocation: not randomised.

Siris 1993

Allocation: randomised.
Participants: people with dysphoria and schizophrenia with substance abuse.

Interventions: adjunctive imipramine; not psychosocial.

Sitharthan 1999

Participants: Study was discontinued, no patients were recruited

Smeerdijk 2010 Allocation: randomised.
Participants: Carers of patients with a dual diagnosis.
Interventioin: MI for family carers, no direct contact with patients
Swanson 2000 Allocation: randomised.

Participants: people with psychotic or major mood disorders and history of hospital recidivism (50% substance
misuse).
Interventions: involuntary out-patient commitment. No specific substance misuse treatment

Teague 1995

Allocation: not a randomised trial.
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Thornicroft 2007 Allocation: randomised.
Participants: case managers of patients with a dual diagnosis
Intervention; Did not include direct patient contact.
Timko 2004 Allocation: quasi-randomised (not all patients randomly allocated to community treatment were placed there)
Tyrer 2011 Allocation: randomised.
Participants: patients with comorbid substance misuse and psychosis
Interventions: Nidotherapy is not a specific SUD focused intervention; nidotherapy was developed mainly
for patients with personality disorders
Watt 2006 Allocation: randomised.
Participants: not severe mental illness (high anxiety).
Weaver 2009 Allocation: One of four sites not randomised.
Participants. patients with a psychiatric diagnosis and substance abuse. Diagnoses are not provided to assess
number with psychosis
Intervention: Integrated service model varying between four sites; major focus was not substance use reduction
Weiss 2000 Allocation: not randomised (sequential allocation).
Weiss 2007 Allocation: randomised.
Participants: Bipolar disorder exclusively; excluded due to none having a diagnosis of schizophrenia
Weiss 2009 Allocation: randomised.
Participants: Bipolar disorder exclusively; excluded due to none having a diagnosis of schizophrenia
Worley 2010 Allocation: Randomised.
Participants: patients with major depressive disorder and lifetime or current alcohol dependence or substance
use disorder. Did not include patients with schizophrenia or other psychtic disorders
Xie 2005a Allocation: original sample randomised.
Participants: people with severe mental illness and substance misuse.
Interventions: psychosocial.
Outcomes: no usable data (results from control group not reported)
Xie 2005b Allocation: original sample randomised.
Participants: people with severe mental illness and substance misuse.
Interventions: psychosocial.
Outcomes: no usable data (results from control group not reported)
Xie 2006 Allocation: not randomised.
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Characteristics of studies awaiting assessment /[ordered by study ID]

Meister 2010

Methods German dissertation. Requires translation.

Allocation: randomised.

Design: cluster RCT.

Participants ~ Young people with first episode psychosis and substance misuse. n=65

Interventions 1. Group-based motivational behavioural therapy (MOVE); n=36, 9 clusters
2. TAU: Supportive treatment for addiction recovery (STAR); n=29, 7 clusters

Outcomes Days of alcohol and substance use, quality of life and client satisfaction

Notes To be assessed, PhD dissertation needs translation from German to English. Supervisor (M Lambert) sent e-mail, no
reply

Odom 2005

Methods Missing dissertation: Requesting full copy. Unpublished thesis

Participants No details available.

Interventions

Outcomes

Notes Contact details: Anna E Odom, Weill Medical College of Cornell University

Characteristics of ongoing studies [ordered by study ID]

ACTRN12610000249055 2010

Trial name or title

A randomised control trial of a group based intervention and relapse prevention package for substance misuse
and psychosis

Methods

Allocation: randomised.

Design: single centre (4 community mental health services).
Setting: community.

Location: Melbourne: Vic, Australia.

Participants

Diagnosis: Psychosis (schizophrenia, schizo-affective disorder and bipolar disorder) and substance dependence
(alcohol, cannabis, psychostimulants)

N=120 (proposed).

Age: -32.

Interventions

Grouped-based CBT (weekly, 1.5 hr sessions over 8 weeks). n=51 TAU. (case management). n=51
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ACTRN12610000249055 2010 (Continued)

Outcomes

Substance use, DAST, AUDIT.

Starting date

2003-2006

Contact information

Brendan Pawsey
brendanpawsey@healthmaps.com.au

Notes

Authors have kindly provided preprint to note patient demographics and study design details. They requested

not use any outcome data

Bennett 2007

Trial name or title

Alcohol use disorders in schizophrenia, NCT00280813.

Methods Allocation: randomised.
Location: Maryland, USA.
Participants Expected total enrolment, n=62.
Interventions Behavioural treatment (CBT+) for alcohol abuse in schizophrenia (BTAAS)
Outcomes

Starting date

2007

Contact information

Melanie Bennett, Mbennett@psych.umaryland.edu

Notes

Sent e-mail to authors: confirmed trial has been completed; results are forthcoming

Bennett 2011

Trial name or title

Behavioural treatment of drug abuse in SPMI patients. NCT00295139

Methods Allocation: randomised.
Location: Maryland, USA.
Participants Expected total enrolment: n=307.
Interventions Behavioural treatment (CBT'+) for substance abuse in schizophrenia
Outcomes

Starting date

2005 to March 2010.

Contact information
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Bennett 2011  (Continued)

Notes

Sent e-mail to authors: confirmed trial has been completed; results are forthcoming

ISRCTN33576045

Trial name or title

Contingency intervention for reduction of cannabis in early psychosis

Methods

Allocation: randomised.
Design: single centre, community.

Location: London, UK.

Participants

First episode psychosis and problematic cannabis use.

Expected n=68.

Interventions

Contingency management versus TAU.

Outcomes

Relapse

Starting date

28/11/2011 to 2016

Contact information

Dr Meghan Craig and Prof Sonia Johnson
University College London

Notes

Sent e-mail to Dr Craig, no reply.

NCT00783185

Trial name or title

Dual diagnosis - comparison of specialized treatment versus unspecified treatment

Methods

Allocation: randomised.
location: University of Konstanz, Germany.

Participants

Diagnoses: schizophrenia and diagnoses with psychotic features; and misuse of cannabis during 12 months

preceding hospital admission. Estimated N=50

Interventions

Group educational programme to reduce consumption of cannabis

Outcomes

Starting date

Jan 2006; estimated completion dated Jan 2010.

Contact information

Hans Watzl

Notes

E-mail sent to author, no reply.
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NCT00798109

Trial name or title

Effect of motivational therapy on schizophrenia with cannabis misuse (SCHIZOCAN)

Methods Allocation: randomised.
location: Paris, France.

Participants Diagnosis: schizophrenia and cannabis abuse/dependence.
Estimated n=330.

Interventions Motivational therapy (MI) vs TAU.

Outcomes Non-specified.

Starting date

Nov 2008; estimated completion date Sept 2011.

Contact information

Caloline Dubertret

Notes

E-mailed authors, no reply.

NCT01478815

Trial name or title

Contingency management for persons with severe mental illness

Methods Allocation: randomised.
location: University of Connecticut, USA.

Participants Community-based patients (general Axis 1 diagnosis) and patients taking cocaine
Estimated n=30.

Interventions Contingency management (money for clean urine) versus TAU.

Outcomes

Starting date

2011; estimated completion date June 2013.

Contact information

Dr Ellen Ciesieiski

Notes

NCT01567943

Trial name or title

Contingency management of alcohol abuse in the severely mentally ill (CM ETG)

Methods Allocation: randomised.

Location: Seattle Washington, USA.
Participants Estimated n 120.
Interventions 12 week Contingency management vs TAU.
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NCT01567943 (Continued)

Outcomes Change in alcohol use as assessed by ethyl glucuronide detection in urine and lowered self report drug use

Starting date Estimated date of completion July 2015

Contact information  Michael McDonell
University of Washington.

Notes Authors kindly provided completion date and noted that subjects were currently being recruited into the
study

Smith 2011

Trial name or title The Impact study - motivating a change in health behaviour.

Methods The available abstract is not enough to assess the study.

Participants Not stated.

Interventions MI+CBT versus TAU.

Outcomes

Starting date

Contact information

Notes E-mail sent to Dr Zerrin Atakan, no reply.

U1111-1119-5851

Trial name or title Evaluation of an integrative therapy approach for the comorbidity of psychosis and addiction. CLIPS-Study

Methods Allocation: randomised.
Location: Cologne, Germany.

Participants Intended n=122, 1000 have been recruited to date.

Interventions Integrative therapy versus TAU.

Outcomes

Starting date 2011-2013. Oct 2013 completion date and article should appear mid-2014

Contact information  Dr Thomas Schnell or Dr Jorg Daumann

Notes Authors provided details of the study.
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Verstappen 2007

Trial name or title

NTR1083. Effects and indicators of CBT for cannabis use in psychosis

Methods Allocation: randomised.

Location: Maastricht, Netherlands.
Participants Target number of participants, n=48.
Interventions MI+CBT versus TAU.
Outcomes
Starting date 2007-2011

Contact information

Cecile Henequet

Notes

E-mail sent, no reply from author.

Worrell 2011

Trial name or title

Helper reCAP: rethinking choices after psychosis - a phase specific psychological therapy for people with

problematic cannabis use following a first episode of psychosis. UKCRN 4756

Methods Allocation: randomised.
Location: Manchester, UK.
Participants Estimated sample size: 135.
Interventions Long-term (9 months), short-term (4.5 months) MI+CBT versus TAU
Outcomes

Starting date

Closure date 20/4/2011. Results available late 2012.

Contact information

Christine Barrowclough and Ms Louise Worrell.

Notes

E-mail sent, no reply from author.

TAU - Treatment as usual
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DATA AND ANALYSES

Comparison 1. Integrated models of care versus treatment as usual

No. of No. of

studies participants Effect size

Outcome or subgroup title Statistical method

1 Lost to treatment - by 36 months 3 603 Risk Ratio (M-H, Random, 95% CI) 1.09 [0.82, 1.45]
2 Lost to evaluation 4 Risk Ratio (M-H, Random, 95% CI) Subtotals only
2.1 by 3 months 1 132 Risk Ratio (M-H, Random, 95% CI) 0.54 [0.27, 1.08]
2.2 by 6 months 2 330 Risk Ratio (M-H, Random, 95% CI) 0.69 [0.27, 1.73]
2.3 by 9 months 1 132 Risk Ratio (M-H, Random, 95% CI) 0.76 [0.49, 1.19]
2.4 by 12 months 1 198 Risk Ratio (M-H, Random, 95% CI) 0.54 [0.22, 1.29]
2.5 by 24 months 1 198 Risk Ratio (M-H, Random, 95% CI) 1.0 [0.47, 2.12]
2.6 by 36 months 3 603 Risk Ratio (M-H, Random, 95% CI) 0.76 [0.35, 1.66]
3 Death - by 36 months 2 421 Risk Ratio (M-H, Random, 95% CI) 1.18 [0.39, 3.57]
4 Substance use: 1. Not in 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
remission - by 36 months
4.1 alcohol 1 143 Risk Ratio (M-H, Random, 95% CI) 1.15 [0.84, 1.56]
4.2 drugs 1 85 Risk Ratio (M-H, Random, 95% CI) 0.89 [0.63, 1.25]
5 Substance use: 2. Average score 1 Mean Difference (IV, Random, 95% CI) Subtotals only
for progress towards recovery
(SATS, low = poor)
5.1 by 6 months 1 203 Mean Difference (IV, Random, 95% CI) 0.07 [-0.28, 0.42]
5.2 by 36 months 1 203 Mean Difference (IV, Random, 95% CI) 0.11 [-0.41, 0.63]

6 Substance use: 3. Alcohol Other data No numeric data

(skewed data)

6.1 average score - 6 months Other data No numeric data
(AUS)

6.2 average score - 12 months Other data No numeric data
(AUS)

6.3 average score - 18 months Other data No numeric data
(AUS)

6.4 average score - 24 months Other data No numeric data
(AUS)

6.5 average score - 30 months Other data No numeric data
(AUS)

6.6 average score - 36 months Other data No numeric data
(AUS)

6.7 number of days using in Other data No numeric data
last 6 months - 6 month

6.8 number of days using in Other data No numeric data
last 6 months - 12 month

6.9 number of days using in Other data No numeric data
last 6 months - 18 month

6.10 number of days using in Other data No numeric data
last 6 months - 24 month

6.11 number of days using in Other data No numeric data

last 6 months - 30 month

Psychosocial interventions for people with both severe mental illness and substance misuse (Review)
Copyright © 2013 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



6.12 number of days using in
last 6 months - 36 month

7 Substance use: 4. Drugs (skewed

data)

7.1 average score - 6 months
(DUS)

7.2 average score - 12 months
(DUS)

7.3 average score - 18 months
(DUS)

7.4 average score - 24 months
(DUS)

7.5 average score - 30 months
(DUS)

7.6 average score - 36 months
(DUS)

7.7 number of days using in
last 6 months - 6 months

7.8 number of days using in
last 6 months - 12 months

7.9 number of days using in
last 6 months - 18 months

7.10 number of days using in
last 6 months - 24 month

7.11 number of days using in
last 6 months - 30 month

7.12 number of days using in
last 6 months - 36 month

8 Substance use: 5. General

(skewed data)

8.1 average score - 6 months
(SATS)

8.2 average score - 12 months
(SATS)

8.3 average score - 18 months
(SATS)

8.4 average score - 24 months
(SATS)

8.5 average score - 30 months
(SATS)

8.6 average score - 36 months

(SATS)

9 Mental state: 1. Relapse

(hospitalization days and crisis
care) - 36 months (skewed

data)

10 Mental state: 2. Average score

(BPRS, skewed data)
10.1 6 months
10.2 12 months
10.3 18 months

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data
Other data
Other data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
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10.4 24 months
10.5 30 months
10.6 36 months
11 Service use: 1. Days in stable
community residences (not in
hospital)
11.1 by 12 months

11.2 by 24 months
11.3 by 36 months
12 Service use: 2. Number
hospitalised - during the 36
month study period
13 Service use: 3. Various measures
(skewed data)

13.1 days institutionalised
(hospital or incarcerated) - 36
months (site 2)

13.2 days in hospital - 36
months (site 2)

13.3 days in stable community
residence - 24 months

13.4 time on streets (%) - 3
months

13.5 time on streets (%) - 6
months

13.6 time on streets (%) - 9
months

13.7 time in independent
housing in past 60 days - 3
months

13.8 time in independent
housing in past 60 days - 6
months

13.9 time in independent
housing in past 60 days - 9
months

14 Functioning; 1. Average general
score (GAE low = poor)

14.1 by 6 months

14.2 by 12 months

14.3 by 18 months

14.4 by 24 months

14.5 by 30 months

14.6 by 36 months

15 Functioning: 2. Forensic
measures (skewed data)

15.1 arrests - 36 months

15.2 convictions - 36 months

15.3 felony - 36 months

—_ o e e e

378

203
364
198

162
171
176
166
164
170

Other data
Other data
Other data
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Risk Ratio (M-H, Random, 95% CI)
Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Other data

Other data
Other data
Other data

No numeric data
No numeric data
No numeric data

Subtotals only

-10.00 [-38.61, 18.
60]

7.40 [-6.32, 21.12]
5.17 [-9.20, 19.55]
0.88 [0.64, 1.19]

No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data
No numeric data

No numeric data

No numeric data

No numeric data

Subtotals only

1.10 [-1.58, 3.78]
0.70 [-2.07, 3.47]
1.0 [-1.58, 3.58]

1.70 [-1.18, 4.58]
-0.60 [-3.56, 2.36]
0.40 [-2.47, 3.27]

No numeric data

No numeric data
No numeric data
No numeric data
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15.4 hospital or jail - 3
months
15.5 jail days - 36 months
16 Functioning: 3. Medication
hours - 36 months (skewed
data)
17 Functioning: 4. Proportion of
time on the street - past 60 days
17.1 3 months
17.2 6 months
17.3 9 months
18 Functioning: 5. Proportion of
time in independent housing -
past 60 days
18.1 3 months
18.2 6 months
18.3 9 months
19 Satisfaction with QOF: Average
general score (QOLI, range 1-
7, low = poor)
19.1 by 6 months
19.2 by 12 months
19.3 by 18 months
19.4 by 24 months
19.5 by 30 months
19.6 by 36 months

[NSI NS (SR (SR ST

361
372
377
370
366
373

Other data

Other data
Other data

Other data

Other data
Other data
Other data
Other data

Other data
Other data
Other data
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data

Subtotals only

-0.11 [-0.41, 0.20]

0.02 [-0.28, 0.32]
0.09 [-0.27, 0.44]
0.02 [-0.29, 0.33]
0.02 [-0.27, 0.32]
0.10 [-0.18, 0.38]

Comparison 2. Non-integrated models of care or intensive care management versus treatment as usual

No. of No. of

Outcome or subgroup title studies participants Statistical method Effect size

1 Lost to treatment 3 Risk Ratio (M-H, Random, 95% CI) Subtotals only
1.1 by 6 months 3 134 Risk Ratio (M-H, Random, 95% CI) 1.23 [0.73, 2.006]
1.2 by 12 months 3 134 Risk Ratio (M-H, Random, 95% CI) 1.21 [0.73, 1.99]
1.3 by 18 months 3 134 Risk Ratio (M-H, Random, 95% CI) 1.35 [0.83, 2.19]

2 Lost to evaluation 3 Risk Ratio (M-H, Random, 95% CI) Subtotals only
2.1 by 6 months 3 121 Risk Ratio (M-H, Random, 95% CI) 1.0 [0.38, 2.60]
2.2 by 12 months 3 121 Risk Ratio (M-H, Random, 95% CI) 1.0 [0.43, 2.35]
2.3 by 18 months 2 92 Risk Ratio (M-H, Random, 95% CI) 1.26 [0.48, 3.30]

3 Substance use: Average scores on
various measures (skewed data)
3.1 alcohol - average score - 6
months (C-DIS-R)
3.2 alcohol - average score -
12 months (C-DIS-R)
3.3 alcohol - average score -

18 months (C-DIS-R)

Other data

Other data

Other data

Other data

No numeric data

No numeric data

No numeric data

No numeric data
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3.4 drugs - average score - 6 Other data No numeric data

months (C-DIS-R)

3.5 drugs - average score - 12 Other data No numeric data
months (C-DIS-R)

3.6 drugs - average score - 18 Other data No numeric data
months (C-DIS-R)

3.7 general - ASI score - 12 Other data No numeric data
months

4 Mental state: Various measures Other data No numeric data

(skewed data)

4.1 depression symptoms - 6 Other data No numeric data
months (C-DIS-R)

4.2 depression symptoms - 12 Other data No numeric data
months (C-DIS-R)

4.3 depression symptoms - 18 Other data No numeric data
months (C-DIS-R)

4.4 general - average score - Other data No numeric data
12 months (ASI)

4.5 general - relapse - % days Other data No numeric data
in hospital

4.6 manic symptoms - 6 Other data No numeric data
months (C-DIS-R)

4.7 manic symptoms - 12 Other data No numeric data
months (C-DIS-R)

4.8 manic symptoms - 18 Other data No numeric data
months (C-DIS-R)

4.9 schizophrenia symptoms - Other data No numeric data
6 months (C-DIS-R)

4.10 schizophrenia symptoms Other data No numeric data
- 12 months (C-DIS-R)

4.11 schizophrenia symptoms Other data No numeric data
- 18 months (C-DIS-R)

5 Functioning;: 1. Average role 1 Mean Difference (IV, Random, 95% CI) Subtotals only

functioning score (RFS, high =
better functioning)

5.1 by 6 months 1 50 Mean Difference (IV, Random, 95% CI) -0.78 [-2.91, 1.35]
5.2 by 12 months 1 50 Mean Difference (IV, Random, 95% CI) 0.70 [-1.56, 2.96]
5.3 by 18 months 1 29 Mean Difference (IV, Random, 95% CI) -2.67 [-5.28, -0.06]
6 Functioning: 2. Average social 1 Mean Difference (IV, Random, 95% CI) Subtotals only
adjustment score (SAS, high =
better functioning)
6.1 by 6 months 1 50 Mean Difference (IV, Random, 95% CI) -0.93 [-6.34, 4.48]
6.2 by 12 months 1 50 Mean Difference (IV, Random, 95% CI) 3.09 [-2.71, 8.89]
6.3 by 18 months 1 29 Mean Difference (IV, Random, 95% CI) -3.75 [-10.12, 2.62]
7 Satisfaction: Average life score Other data No numeric data
- 12 months (QOLI, skewed
data)
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Comparison 3. Cognitive behaviour therapy + motivational interviewing versus treatment as usual

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Lost to treatment 6 Risk Ratio (M-H, Random, 95% CI) Subtotals only
1.1 by 3 months 2 218 Risk Ratio (M-H, Random, 95% CI) 3.37 [0.20, 57.79]
1.2 by 6 months 3 605 Risk Ratio (M-H, Random, 95% CI) 1.02 [0.68, 1.54]
1.3 by 9-10 months 2 139 Risk Ratio (M-H, Random, 95% CI) 0.72 [0.42, 1.23]
1.4 by 12 months 1 327 Risk Ratio (M-H, Random, 95% CI) 0.99 [0.62, 1.59]
2 Lost to evaluation 6 Risk Ratio (M-H, Random, 95% CI) Subtotals only
2.1 by 3 months 1 130 Risk Ratio (M-H, Random, 95% CI) 1.25 [0.35, 4.45]
2.2 by 6 months 3 259 Risk Ratio (M-H, Random, 95% CI) 1.02 [0.35, 2.94]
2.3 by 9 months 1 36 Risk Ratio (M-H, Random, 95% CI) 0.67 [0.13, 3.53]
2.4 by 12 months 3 254 Risk Ratio (M-H, Random, 95% CI) 1.35 [0.87, 2.08]
2.5 by 18 months 2 363 Risk Ratio (M-H, Random, 95% CI) 0.92 [0.61, 1.38]
2.6 by 24 months 1 327 Risk Ratio (M-H, Random, 95% CI) 0.76 [0.52, 1.11]
3 Death - by about 1 year 3 493 Risk Ratio (M-H, Random, 95% CI) 0.72 [0.22, 2.41]
4 Death or hospitalisation vs alive 1 326 Risk Ratio (M-H, Random, 95% CI) 1.15 [0.76, 1.74]
and not admitted to hospital,
by 24 months
5 Substance use: 1. Average 1 Mean Difference (IV, Random, 95% CI) Subtotals only
number of different drugs used
during the past month (OTI,
high = poor)
5.1 by 3 months 1 119 Mean Difference (IV, Random, 95% CI) 0.37 [-0.01, 0.75]
5.2 by 6 months 1 119 Mean Difference (IV, Random, 95% CI) 0.19 [-0.22, 0.60]
6 Substance use: 2. Cannabis use 1 Mean Difference (IV, Random, 95% CI) Subtotals only
last 30 days
6.1 3 months (end of 1 54 Mean Difference (IV, Random, 95% CI) -0.20 [-2.54, 2.14]
treatment)
6.2 12 months 1 42 Mean Difference (IV, Random, 95% CI) -0.30 [-2.84, 2.24]
7 Substance use: 3. Averages of Other data No numeric data
various measures (skewed data)
7.1 alcohol - estimated daily Other data No numeric data
consumption - past month - 3
months
7.2 alcohol - estimated daily Other data No numeric data
consumption - past month - 6
months
7.3 alcohol - estimated daily Other data No numeric data
consumption - past month - 12
months
7.4 alcohol - frequency per Other data No numeric data
month by 6 months
7.5 alcohol quantity per Other data No numeric data
session 6 months
7.6 Alcohol Assessment - Other data No numeric data
AUDIT 6 months
7.7 general - ASI score - 6 Other data No numeric data
months
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7.8 Drug abuse screening test Other data No numeric data
- DAST-10 by 6 months

7.9 amphetamine- estimated Other data No numeric data
daily consumption - past
month - 6 months

7.10 amphetamine- estimated Other data No numeric data
daily consumption - past
month - 3 months

7.11 amphetamine- estimated Other data No numeric data
daily consumption - past
month - 12 months

7.12 cannabis- estimated daily Other data No numeric data
consumption - past month - 3
months

7.13 cannabis- estimated daily Other data No numeric data
consumption - past month - 6
months

7.14 cannabis- estimated daily Other data No numeric data
consumption - past month - 12
months

7.16 cannabis - days of use last Other data No numeric data
month by 6 months

7.17 cannabis - days of use last Other data No numeric data
month by 10-12 months

7.18 cannabis - joints last 30 Other data No numeric data
days by 6 months

7.19 cannabis - joints last 30 Other data No numeric data
days by 10 months

7.20 Proportion of days Other data No numeric data
abstinence from all substances
last 90 days by 6 months

7.21 Proportion of days Other data No numeric data

abstinence from all substances
last 90 days by 12 months
7.22 Proportion of days Other data No numeric data
abstinence from all substances
last 90 days by 18 months

7.23 Proportion of days Other data No numeric data
abstinence from all substances
last 90 days by 24 months
8 Substance use: 4. Average change Other data No numeric data

in % days abstinent during &
after treatment

9 Mental state: 1. Relapse 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
9.1 by end of 9 month 1 36 Risk Ratio (M-H, Random, 95% CI) 0.5 [0.21, 1.17]
treatment phase
9.2 by 3 months after 1 36 Risk Ratio (M-H, Random, 95% CI) 0.50 [0.24, 1.04]
treatment finished (12 months)
9.3 by 9 months after 1 36 Risk Ratio (M-H, Random, 95% CI) 0.58 [0.30, 1.13]

treatment finished (18 months)
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10 Mental state: 2. Average scores
(PANSS, Total, high = poor)

10.1 total by 6 months

10.2 total - by 9-10 months

10.3 total 12 months

10.4 total by 24 months

11 Mental state: 3. PANSS positive
symptoms (high = poor)

11.1 by 12 months

11.2 by 24 months

12 Mental state: 4. PANSS
negative symptoms (high =
poor)

12.1 by 12 months

12.2 by 24 months

13 Mental state: 5. Average scores
on various measures (skewed
data)

13.1 depressive symptoms - 3
months (BDI-11)

13.2 depressive symptoms - 6
months (BDI-11)

13.3 depressive symptoms -
12 months (BDI-11)

13.4 depressive symptoms -
3 months Calgary Depression
Scale

13.5 depressive symptoms -
12 months Calgary Depression
Scale

13.6 general symptoms total
score - 6 months (BPRS)

13.7 general symptoms total
score - 12 months (BPRS)

13.8 general symptoms total
score - 3 months (BPRS)

13.9 general symptoms - 18
months (PANSS)

13.10 total score - 12 months
(PANSS)

13.11 total score - 18 months
(PANSS)

13.12 manic symptoms - 3
months (BPRS)

13.13 manic symptoms - 6
months (BPRS)

13.14 manic symptoms - 12
months (BPRS)

13.15 negative symptoms - 3
months (BPRS)

[ S )

78
92
274
247

274
247

274
247

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Other data
Other data
Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Other data

Subtotals only

0.99 [-5.91, 7.89]
-5.01 [-11.25, 1.22]
2.52 [-0.68, 5.72]
2.71 [-0.58, 6.00]
Subtotals only

0.03 [-1.18, 1.24]
0.52 [-0.80, 1.84]
Subtotals only

0.39 [-0.65, 1.43]
0.16 [-0.84, 1.16]
No numeric data
No numeric data
No numeric data

No numeric data

No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data
No numeric data
No numeric data
No numeric data
No numeric data
No numeric data

No numeric data
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13.16 negative symptoms - 6 Other data No numeric data

months (BPRS)

13.17 negative symptoms - 12 Other data No numeric data
months (BPRS)
13.18 negative symptoms - 6 Other data No numeric data
months (PANSS)
13.19 negative symptoms - 9- Other data No numeric data
10 months (PANSS)
13.20 negative symptoms - 12 Other data No numeric data
months (PANSS)
13.21 negative symptoms - 18 Other data No numeric data
months (PANSS)
13.22 negative symptoms - 3 Other data No numeric data
months SANS
13.23 negative symptoms - 12 Other data No numeric data
months SANS
13.24 positive symptoms - 6 Other data No numeric data
months PANSS (high = poor)
13.25 positive symptoms - 9- Other data No numeric data
10 months (PANSS)
13.26 positive symptoms - 12 Other data No numeric data
months (PANSS)
13.27 positive symptoms - 18 Other data No numeric data
months (PANSS)
13.28 positive symptoms - 3 Other data No numeric data
months SAPS
13.29 positive symptoms - 12 Other data No numeric data
months SAPS
14 Functioning: 1. Arrests 1 110 Risk Ratio (M-H, Random, 95% CI) 0.49 [0.22, 1.10]
reported - by 6 months
15 Functioning: 2. Average global 4 Mean Difference (IV, Random, 95% CI) Subtotals only
functioning score (GAF, low =
poor)
15.1 3 months 2 177 Mean Difference (IV, Random, 95% CI) -1.17 [-4.57, 2.23]
15.2 6 months 1 119 Mean Difference (IV, Random, 95% CI) -0.09 [-3.70, 3.52]
15.3 12 months 4 445 Mean Difference (IV, Random, 95% CI) 1.24 [-1.86, 4.34]
15.4 18 months 1 28 Mean Difference (IV, Random, 95% CI) 6.68 [-5.24, 18.60]
15.5 24 months 1 234 Mean Difference (IV, Random, 95% CI) -0.21 [-2.93, 2.51]
16 Functioning: 3. Average social 1 Mean Difference (IV, Random, 95% CI) Subtotals only
functioning score (SFS, low =
poor)
16.1 by end of 9 month 1 32 Mean Difference (IV, Random, 95% CI) 5.01 [-0.55, 10.57]
treatment
16.2 by 12 months (3 months 1 32 Mean Difference (IV, Random, 95% CI) 7.27 [0.86, 13.68]
following treatment end)
17 Quality of life: 1. Average 1 110 Mean Difference (IV, Random, 95% CI) 0.58 [0.00, 1.16]
general life satisfaction score -
by 6 months (BQOL, low =
poor)
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18 Quality of life: 2. Average 1
overall quality of life score - by
6 months (BQOL, low = poor)

19 Quality of life: 3. Average 1
quality of life score
WHOQOL, Bref - by 6
months (higher scores = better
QolL)

20 Quality of life: 4. Average 1
quality of life score MANSA
(higher scores = better QoL)

20.1 by 6 months 1
20.2 by 10 months 1
21 Client Satisfaction (CSQ) 1

by 10 months (higher scores
indicate higher satisfaction)
22 Economic outcomes: Direct
cost in US$ (BQOL, money
subscale, skewed data)
22.1 6 months

110

16

64
61
62

Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Other data

Other data

-0.02 [-0.61, 0.57]

-15.70 [-36.19, 4.
79]

Subtotals only

-2.70 [-7.01, 1.61]
0.90 [-3.73, 5.53]
6.40 [3.87, 8.93]

No numeric data

No numeric data

Comparison 4. Cognitive behaviour treatment versus treatment as usual

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Lost to treatment 2 Risk Ratio (M-H, Random, 95% CI) Subtotals only
1.1 by 3 months 2 152 Risk Ratio (M-H, Random, 95% CI) 1.12 [0.44, 2.86]
2 Lost to evaluation 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
2.1 by 9 months after start of 1 47 Risk Ratio (M-H, Random, 95% CI) 1.04 [0.43, 2.51]
treatment
3 Substance use: 1. Using cannabis 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
- in last 4 weeks
3.1 by 3 months 1 47 Risk Ratio (M-H, Random, 95% CI) 1.04 [0.62, 1.74]
3.2 by 6 months 1 47 Risk Ratio (M-H, Random, 95% CI) 1.30 [0.79, 2.15]
4 Substance use: 2. Various Other data No numeric data
measures (skewed data)
4.2 average score (CASUAS) Other data No numeric data
4.3 average score (HONOS - Other data No numeric data
item 3)
5 Mental state: Average insight 1 105 Mean Difference (IV, Random, 95% CI) 0.52 [-0.78, 1.82]

score - by 3 months (Insight
Scale, low = poor)
6 Mental state: Various measures

(skewed data)

6.1 anxiety symptoms - 3
months (BAS)

6.2 depressive symptoms - 3
months (BDI-SF)

Other data

Other data

Other data

No numeric data

No numeric data

No numeric data
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6.3 depressive symptoms - 3
months (MADRS)
6.5 depressive symptoms - 6
months (BDI-SF)
6.6 general symptoms total
score - 3 months (BPRS)
6.7 general - 3 months
(CPRS)
6.8 general - 3 months (SCR)
6.9 general symptoms total
score - 6 months (BPRS)
6.11 negative symptoms - 3
months (SANS)
6.12 negative symptoms - 6
months (SANS)
7 Functioning: 1. Average social 1
and occupational functioning
score (SOFAS, low = poor)
7.1 By 3 months 1
7.2 By 6 months 1
8 Functioning: 2. Average score -
general functioning (HONOS,
skewed data)
8.1 3 months
9 Service use: Outpatient
medication (SURS, skewed
data)
9.1 3 months
9.2 6 months

47
47

Other data

Other data

Other data

Other data

Other data
Other data

Other data

Other data

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Other data

Other data
Other data

Other data
Other data

No numeric data
No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data

Subtotals only

-0.80 [-9.95, 8.35]
-4.70 [-14.52, 5.12]

No numeric data

No numeric data

No numeric data

No numeric data
No numeric data

Comparison 5. Cognitive behaviour therapy and psychosocial rehabilitation versus treatment as usual

No. of

Outcome or subgroup title studies

No. of
participants

Statistical method

Effect size

1 Functioning: 1. Intensive Jail -
number of arrests (skewed data)
1.1 12 months
1.2 18 months
1.3 24 months
1.4 30 months
2 Functioning;: 2. Intensive Jail -
number of convictions (skewed
data)
2.1 12 months
2.2 24 months
2.3 30 months
3 Functioning: 3. Intensive Jail -
days in jail (skewed data)

Other data

Other data
Other data
Other data
Other data
Other data

Other data
Other data
Other data
Other data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data

No numeric data
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3.1 12 months
3.2 18 months
3.3 24 months
3.30 30 months

Other data
Other data
Other data
Other data

No numeric data
No numeric data
No numeric data
No numeric data

Comparison 6. Combined cognitive behaviour therapy and intensive vare management versus treatment as usual

No. of

Outcome or subgroup title studies

No. of
participants

Statistical method

Effect size

1 Functioning: 1. Combined CBT
+ Intensive Community -
number of arrests (skewed data)

1.1 12 months
1.2 18 months
1.3 24 months
1.4 30 months

2 Functioning;: 2. Combined CBT
+ Intensive Community -
number of convictions (skewed
data)

2.1 12 months
2.2 24 months
2.3 30 months

3 Functioning: 3. Combined CBT
+ Intensive Community - Days
in jail (skewed data)

3.1 12 months
3.2 18 months
3.3 24 months
3.4 30 months

Other data

Other data
Other data
Other data
Other data
Other data

Other data
Other data
Other data
Other data

Other data
Other data
Other data
Other data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

Comparison 7. Intensive case management versus treatment as usual

No. of

Outcome or subgroup title studies

No. of
participants

Statistical method

Effect size

1 Functioning: 1. Intensive
Community - Number of
arrests (skewed data)

1.1 12 months
1.2 18 months
1.3 24 months
1.4 30 months

2 Functioning: 2. Intensive
Community - Number of
convictions (skewed data)

Other data

Other data
Other data
Other data
Other data
Other data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

No numeric data
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2.1 12 months

2.2 24 months

2.3 30 months

3 Functioning: 3. Intensive

Community - Days in jail
(skewed data)

3.1 12 months

3.2 18 months

3.3 24 months

3.30 30 months

Other data
Other data
Other data
Other data

Other data
Other data
Other data
Other data

No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

Comparison 8. Motivational interviewing versus treatment as usual

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Lost to treatment 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
1.1 3 months 1 62 Risk Ratio (M-H, Random, 95% CI) 0.89 [0.30, 2.61]
1.2 6 months 1 62 Risk Ratio (M-H, Random, 95% CI) 1.71 [0.63, 4.64]
2 Lost to evaluation 8 Risk Ratio (M-H, Random, 95% CI) Subtotals only
2.1 less than 3 months 6 398 Risk Ratio (M-H, Random, 95% CI) 1.12 [0.64, 1.96]
2.2 by 6 months 4 164 Risk Ratio (M-H, Random, 95% CI) 0.85 [0.29, 2.53]
2.3 by 12 months 3 247 Risk Ratio (M-H, Random, 95% CI) 0.92 [0.44, 1.92]
3 Hospital admission to 12 1 62 Risk Ratio (M-H, Random, 95% CI) 0.87 [0.42, 1.80]
months
4 Lost to first aftercare 93 Risk Ratio (M-H, Random, 95% CI) 0.69 [0.53, 0.90]
appointment
5 Death, due to all causes, by 18 1 49 Risk Ratio (M-H, Random, 95% CI) 1.04 [0.07, 15.73]
months
6 Substance use: 1. Using 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
substances - by class of drug -
by about 12 months
6.1 alcohol abuse/dependence 1 52 Risk Ratio (M-H, Random, 95% CI) 1.35 [0.62, 2.92]
6.2 amphetamine abuse/ 1 19 Risk Ratio (M-H, Random, 95% CI) 0.24 [0.03, 1.92]
dependence
6.3 cannabis abuse/ 1 62 Risk Ratio (M-H, Random, 95% CI) 0.77 [0.49, 1.21]
dependence
7 Substance use: 2. Polydrug 1 Mean Difference (IV, Random, 95% CI) Subtotals only
consumption levels - by 12
months (OTT, high = poor)
7.1 By 3 months 1 89 Mean Difference (IV, Random, 95% CI) -0.41 [-0.91, 0.09]
7.2 By 12 months 1 89 Mean Difference (IV, Random, 95% CI) -0.07 [-0.56, 0.42]
8 Substance use: 3. Not abstinent 1 25 Risk Ratio (M-H, Random, 95% CI) 0.51 [0.24, 1.10]
or not improved on all
substances - by 12 months
9 Substance use: 4. Not abstaining 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
from alcohol
9.1 by 3 months 1 28 Risk Ratio (M-H, Random, 95% CI) 0.52 [0.26, 1.03]
9.2 by 6 months 1 28 Risk Ratio (M-H, Random, 95% CI) 0.36 [0.17, 0.75]
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10 Substance use: 5. Change in
cannabis use from baseline
(T0) (lower scores indicate
better outcome)

10.1 3 months

10.2 6 months
10.3 12 months
11 Substance use: 6. Cannabis
consumption past 30 days
(ASI) skewed data
11.1 by 3 months
11.2 by 6 months
12 Substance use: 7. Average scores
(OTI, skewed data)
12.1 alcohol
12.2 amphetamine
12.3 cannabis
12.4 polydrug use
13 Substance use: 8. Other
measures of alcohol use (skewed
data)
13.1 alcohol volume (AUI
subscale)
13.2 drinking days - by 6
months
13.3 Alcohol consumption,
last 30 days (ASI), 3 months
13.4 Alcohol consumption,
last 30 days (ASI) 6 months
14 Mental state: 1. Average scores
- by 3 months (SCL-90-R, high
= poor)
14.1 general severity index
14.2 positive symptom distress
index

14.3 positive symptom scores

15 Mental state: 2. Average scores
- PANSS negative symptoms
15.1 3 months
15.2 by 6 months
16 Mental state: 3. Average scores
- PANSS positive symptoms
16.1 3 months
16.2 6 months
17 Mental state: 4. Average score
- by 3 months (BSI, skewed
data)

62

62
62

30
30

30

62
62

62
62

Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Other data

Other data
Other data
Other data
Other data
Other data
Other data
Other data
Other data

Other data
Other data
Other data
Other data
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Other data

Subtotals only

-12.81 [-23.05, -2.
571

9.64 [-18.05, -1.23]
-5.82 [-14.77, 3.13]

No numeric data

No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

No numeric data

No numeric data
No numeric data
No numeric data
No numeric data

Subtotals only

-0.19 [-0.59, 0.21]
-0.19 [-0.66, 0.28]

-4.20 [-18.72, 10.
32]
Subtotals only

-0.10 [-2.06, 1.86]
0.0 [-1.80, 1.80]
Subtotals only

-0.30 [-2.55, 1.95]
-0.10 [-2.58, 2.38]

No numeric data
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18 Functioning: 1. Average social
functioning score - by 12
months (OTT, high = poor)

18.1 By 6 months
18.2 By 12 months

19 Functioning: 2. Average

functioning score (GAF)
19.1 3 months
19.2 6 months
19.3 12 months

20 Functioning: 3. Average

functioning score (SOFAS)
20.1 3 months
20.2 6 months
20.3 12 months

21 Functioning: 4. Number of
crimes (skewed data)

21.1 6 months
21.2 12 months

[

102
102

51
49
54

62
62
62

Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)

Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Mean Difference (IV, Random, 95% CI)
Other data

Other data
Other data

Subtotals only

-0.71 [-2.76, 1.34]
-1.42 [-3.35, 0.51]
Subtotals only

-0.40 [-3.53, 2.73]
-1.0 [-4.81, 2.81]

2.30 [-1.30, 5.90]
Subtotals only

0.10 [-3.02, 3.22]
-0.10 [-3.51, 3.31]
2.70 [-1.08, 6.48]

No numeric data

No numeric data
No numeric data

Comparison 9. Skills training versus treatment as usual

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Lost to treatment 2 Risk Ratio (M-H, Random, 95% CI) Subtotals only
1.1 by 6 months 2 94 Risk Ratio (M-H, Random, 95% CI) 0.49 [0.24, 0.97]
1.2 by 12 months 2 94 Risk Ratio (M-H, Random, 95% CI) 0.70 [0.44, 1.10]
1.3 by 18 months 1 47 Risk Ratio (M-H, Random, 95% CI) 2.44 [1.22, 4.86]
2 Substance use: Average scores - Other data No numeric data
various scales (skewed data)
2.1 C-DIS-R DRUGS Other data No numeric data
2.2 C-DIS-R Alcohol Other data No numeric data
3 Functioning: 1. Average role 1 Mean Difference (IV, Random, 95% CI) Subtotals only
functioning score (RFS, high =
better functioning)
3.1 by 6 months 1 47 Mean Difference (IV, Random, 95% CI) 0.61 [-1.63, 2.85]
3.2 by 12 months 1 47 Mean Difference (IV, Random, 95% CI) 1.07 [-1.15, 3.29]
3.3 by 18 months 1 25 Mean Difference (IV, Random, 95% CI) -2.55 [-6.24, 1.14]
4 Functioning: 2. Average social 1 Mean Difference (IV, Random, 95% CI) Subtotals only
adjustment score (SAS, high =
better functioning)
4.1 by 6 months 1 47 Mean Difference (IV, Random, 95% CI) -0.92 [-6.58, 4.74]
4.2 by 12 months 1 47 Mean Difference (IV, Random, 95% CI) 2.58 [-3.39, 8.55]
4.3 by 18 months 1 25 Mean Difference (IV, Random, 95% CI) -4.66 [-15.29, 5.97]

5 Service use: Days in hospital

(skewed data)

Other data

No numeric data
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Comparison 10. Specialised case management services versus standard care

No. of No. of

Outcome or subgroup title studies participants Statistical method Effect size
1 Service use: Various measures - Other data No numeric data
24 months (skewed data)
1.1 State Operated admissions Other data No numeric data
(site 1, Robert Young)
1.2 State Operated admissions Other data No numeric data
(site 2, Pilsen-Little)
1.3 State operated days Other data No numeric data
admitted (site 1)
1.4 State Operated days Other data No numeric data
admitted (site 2)
1.5 Private Hospital length of Other data No numeric data
stay (site 1, days)
1.6 Private Hospital length of Other data No numeric data

stay (site 2, days)

Comparison 11. Integrated assertive community treatment versus assertive community treatment team versus
standard care

No. of No. of

Outcome or subgroup title studies participants Statistical method Effect size
1 Substance use: Rating (1=client Other data No numeric data
not abstinent, 5 client mets
criteria for severe use)
1.1 average score - 6 months Other data No numeric data
(USS, high = poor)
1.2 average score - 12 months Other data No numeric data
(USS, high = poor)
1.3 average score - 18 months Other data No numeric data
(USS, high = poor)
1.4 average score - 24 months Other data No numeric data
(USS, high = poor)
2 Functioning: 1. IACT - Number Other data No numeric data
of days in stable housing
(skewed data)
2.1 average score - 6 months Other data No numeric data
2.2 average score - 12 months Other data No numeric data
2.3 average score - 18 months Other data No numeric data
2.4 average score - 24 months Other data No numeric data
3 Functioning: 2. ACTO - Other data No numeric data
Number of days in stable
housing (skewed data)
3.1 average score - 6 months Other data No numeric data
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3.2 average score - 12 months
3.3 average score - 18 months
3.4 average score - 24 months

Other data
Other data
Other data

No numeric data
No numeric data
No numeric data

Comparison 12. Contingency management versus standard care

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 Lost to treatment 2 Risk Ratio (M-H, Random, 95% CI) Subtotals only
1.1 week 4 (one month) 1 30 Risk Ratio (M-H, Random, 95% CI) 0.11 [0.01, 1.90]
1.2 Lost to treatment, 3 1 176 Risk Ratio (M-H, Random, 95% CI) 1.65 [1.18, 2.31]
months
2 Lost to evaluation, 6 months 1 176 Risk Ratio (M-H, Random, 95% CI) 1.35 [0.83, 2.20]
3 Substance use: 1. Stimulant- 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
positive urine test (higher =
poor outcome)
3.1 Stimulant-positive urine 1 176 Risk Ratio (M-H, Random, 95% CI) 0.34 [0.17, 0.68]
test, 12 weeks
3.2 Stimulant-positive urine 1 176 Risk Ratio (M-H, Random, 95% CI) 0.83 [0.65, 1.06]
test, 6 months
4 Substance use: 2. Injection use 1 Risk Ratio (M-H, Random, 95% CI) Subtotals only
4.1 during treatment, 3 1 176 Risk Ratio (M-H, Random, 95% CI) 0.57 [0.42, 0.77]
months
4.2 during follow-up (6 1 107 Risk Ratio (M-H, Random, 95% CI) 0.78 [0.53, 1.15]
months)
5 Substance use: 3. Average scores Other data No numeric data
on various measures (skewed
data)
5.1 Stimulant use days, 3 Other data No numeric data
months (skewed data)
5.2 Stimulant use days, 6 Other data No numeric data
months (skewed data)
5.3 Days of alcohol, 3 months Other data No numeric data
5.4 Days of alcohol, 6 months Other data No numeric data
6 Service use: Hospitalised - 6 1 176 Risk Ratio (M-H, Random, 95% CI) 0.21 [0.05, 0.93]

months post-randomisation
7 Mental state: Average scores on

various measures

7.1 Brief Symptom Inventory,
3 months

7.2 Brief Symptom Inventroy,
6 months

7.3 PANSS, excitement scale,
3 months

7.4 PANSS, excitement scale,
6 months

Other data

Other data

Other data

Other data

Other data

No numeric data

No numeric data

No numeric data

No numeric data

No numeric data
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Comparison 13. Sensitivity analysis

No. of No. of
Outcome or subgroup title studies participants Statistical method Effect size
1 CBT + MI vs TAU: Average 4 Mean Difference (IV, Random, 95% CI) Subtotals only
global functioning (GAF) score
at 12 months (low = poor):
Allocation concealment
1.1 Unclear risk of bias 2 144 Mean Difference (IV, Random, 95% CI) 1.63 [-1.89, 5.14]
1.2 Low risk of bias 2 301 Mean Difference (IV, Random, 95% CI) 3.67 [-6.79, 14.14]
2 MI vs TAU: Lost to evaluation 7 447 Risk Ratio (M-H, Random, 95% CI) 1.09 [0.71, 1.68]
short term (3-6 months):
Diagnostic criteria
2.1 Mixed diagnoses 3 239 Risk Ratio (M-H, Random, 95% CI) 0.97 [0.62, 1.53]
(Schizophrenia, bipolar, &
depressed patients )
2.2 Schizophrenia & other 4 208 Risk Ratio (M-H, Random, 95% CI) 1.44 [0.35, 5.87]
psychoses only

ADDITIONAL TABLES

Table 1. List of scales and abbreviations used in included studies

Name of tool Abbreviation Source of scale - reference
Diagnostic tools

Diagnostic and Statistical Manual of Men- DSM-IV DSM-1V

tal Disorders, 4th edition

The classification of mental and be- ICD-10 ICD-10

havioural disorders

Structured Clinical Interview for Diagnosis  SCID Spitzer 1990

Diagnostic Interview Schedule (DIS), C-DIS-R DSM III-R

computerised scoring for DSM-III-R crite-

ria

Substance use scales

Addiction Severity Index ASI McLellan 1980; McLellan 1992
Alcohol Use Inventory AUI Horn 1987

Alcohol Use Scale AUS Mueser 1995

Brief Drinker Profile BDP Miller 1987
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Table 1. List of scales and abbreviations used in included studies (Continued)

Drug and Alcohol Problem Scale DAPS adapted non-peer reviewed version of this scale used; see Bond
1991a

Drug Use Scale DUS Mueser 1995

Opiate Treatment Index OTI Darke 1991

Change Questionnaire-Cannabis RTCQ-C Rollnick 1992

Substance Abuse Treatment Scale SATS McHugo 1995

Schedule for Clinical Assessment in Neu- SCAN Wing 1990

ropsychiatry

Substance Use Severity Scale UssS Carey 1996

Mental state scales

Addiction Severity Index (psychiatric sub- ASI McLellan 1980

scale)

Beck Depression Inventory - Short Form  BDI-SE BDI-11 Beck 1972

Brief Psychiatric Rating Scale BPRS Lukoff 1986

Brief Scale for Anxiety BSA Tyrer 1984

Brief Symptom Inventory BSI Derogatis 1983a

Calgary Depression Scale CDS Addington 1992

Comprehensive Psychopathological Rating  CPRS Asberg 1978

Scale

Hamilton Rating Scale for Depression HAM - D Hamilton 1960

Insight Scale David 1992

Montgomery Asberg Depression Rating MADRS Montgomery 1979

Scale

Positive & Negative Syndrome Scale for PANNS Kay 1987

schizophrenia

Psychiatric Epidemiologic Research Inter- PERI Dohrenwend 1980

view
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Table 1. List of scales and abbreviations used in included studies (Continued)

Scale for the Assessment of Negative Symp-  SANS Andreasen 1982
toms

Scale for the assessment of Positive Symp-  SAPS Norman 1996
toms

Symptom Checklist 90 SCL-90 Derogatis 1973; Derogatis 1975
Symptom Checklist 90-revised SCL-90-R Derogatis 1983b
Schizophrenia Change Scale SCR Montgomery 1978
Young Mania Rating Scale YMRS Young 1978
General function scales

Global Assessment of Functioning GAF DSM-IV

Health of the Nation Outcome Scale HoNOS Wing 1996

Role Functioning Scale RES Green 1987

Social Adjustment Scale for the Severely SAS-SMI Wieduwilt 1999
Mentally Ill

Social Functioning Scale SES Birchwood 1990
The Social and Occupational Functioning SOFAS Goldman 1992
Scale

Quality of life scales

Brief Quality of Life Scale BQOL Lehman 1995

Life Satisfaction Checklist LSC Bond 1988; Bond 1990
Manchester Short Assessment of Quality of MANSA Priebe 1999

Life

Quality of Life Interview QOLI Lehman 1988
Satisfaction with Life Scale SLS Stein 1980

World Health Organization’s Quality of

Life assessment scale, short version

WHOQOL-BREF  Skevington 2004

Other
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Table 1. List of scales and abbreviations used in included studies (Continued)

Client Satisfaction Questionnaire CSQ Larsen 1979

The Service Utilization Rating Scale SURS Mihalopoulos 1999

Table 2. Suggested design for trial

Methods Allocation: centralised sequence generation with table of random numbers or computer generated code, stratified
by severity of substance use. Sequence concealed until interventions assigned.
Blinding: those recruiting and assigning participants, those assessing outcomes will be blind to treatment allocation.
Duration: minimum of 1 year.

Participants ~ Diagnosis: Severe mental illness based on a diagnosis of schizophrenia, schizoaffective disorder, and other psychotic
disorders.
N=440* recruited to obtain a minimum sample of 280 at 12 months given the high drop-out rate for some of the
outcome measures.
Age: adults 18-55 years.
Sex: men and women.
Setting: hospital and community.

Interventions 1. Standard care plus 3-5 sessions of motivational interviewing + 3 months of weekly CBT.

2. Standard care plus one motivational interview.

Outcomes Lost to treatment.
Death.
Substance use: number of patients using substances, OTI.
Mental state: BPRS.
Relapse: number of patients readmitted.
Quality of life: BQOL.
Functioning: GAE
Arrests.

Notes * size of study to detect a 10% difference in improvement with 80% certainty.
If scales are used to measure outcome then there should be binary cut-off points, defined before study start, of
clinically important improvement

WHAT’S NEW

Last assessed as up-to-date: 15 January 2013.
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Date Event Description

7 April 2014 Amended Correction to number of new studies added.

HISTORY
Protocol first published: Issue 1, 1998
Review first published: Issue 2, 1999

Date Event Description

26 September 2013  New citation required but conclusions have not Review is substantially updated with the addition of
changed 7 new trials, conclusions remain similar to previous
versions of this review

2 July 2013 New search has been performed Update with 7 new trials. Complete revision of previ-
ous review with "Risk of bias’ added for all current and
previous trials and full GRADE assessments done on
all comparisons

20 March 2009 Amended New plain language summary added.

26 April 2008 Amended Converted to new review format.

CONTRIBUTIONS OF AUTHORS

Current update (2013)

Glenn E. Hunt - grant writing, searching, trial selection, contacting authors, data extraction and entry, review writing. Corresponding
author.

Nandi Siegfried - protocol production, grant writing, advice, trial selection, formulating and construction of GRADE summary of
finding tables, review writing.

Kirsten Morley - trial selection, data extraction and entry, review writing.

Raj Sitharthan- advice, review writing.

Michelle Cleary - grant writing, advice, trial selection, data extraction, review writing.

Previous update of review (2008)

Michelle Cleary - grant writing, searching, trial selection, data extraction and entry, review writing.
Glenn Hunt - grant writing, searching, trial selection, data extraction and entry, review writing.
Sandra Matheson - searching, citation ordering, data extraction and entry, review writing.

Nandi Siegfried - protocol production, advice, review writing.

Garry Walter - grant writing, review writing.
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Initial draft of this review (2004)

Ann Ley - protocol production, searching, citation ordering, data extraction and entry, review writing.

David Jeffery - grant writing, protocol production, trial selection, data extraction, review writing. Corresponding author.
Stuart McLaren - grant writing, protocol production, trial selection and advice.

Nandi Siegfried - protocol production, trial selection and advice.
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW

1. We have added contingency management to the list of interventions as there were no studies with usable data until now. The
authors feel that this is an area of research of fundamental value that merits inclusion as indicated by several ongoing trials using this

intervention; and should not be overlooked.

2. The Schizophrenia CRG currently excludes studies that do not involve any patients with schizophrenia in reviews, and those studies
that soley recruit patients with major depressive disorder or bipolar disorder are no longer included. Consequently, search terms for
depression and bipolar disorder have been dropped. We removed two studies from this 2013 update which were included in prior

review updates as they did not conform to this new guideline.

3. Where the protocol did not define the primary outcome of interest, this update has specified primary and secondary outcomes - this
decision was not influenced by examination of the results to date.

4. The addition of SOF (Summary of Findings) tables using GRADE criteria were included in this update to conform to the new
format of Cochrane reviews.

NOTES

There are no published notes to communicate.

INDEX TERMS

Medical Subject Headings (MeSH)

Cognitive Therapy; Diagnosis, Dual (Psychiatry); Mental Disorders [*therapy]; Motivational Interviewing; Randomized Controlled
Trials as Topic; Schizophrenia [therapy]; Substance-Related Disorders [*therapy]

MeSH check words

Humans
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