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Abstract

Background—Cognitive behavioural therapy (CBT) is now a recommended treatment for
people with schizophrenia. This approach helps to link the person’s distress and problem
behaviours to underlying patterns of thinking.

Objectives—To review the effects of CBT for people with schizophrenia when compared with
other psychological therapies.

Search methods—We searched the Cochrane Schizophrenia Group Trials Register (March
2010) which is based on regular searches of CINAHL, EMBASE, MEDLINE and PsycINFO. We
inspected all references of the selected articles for further relevant trials, and, where appropriate,

contacted authors.

Selection criteria—All relevant randomised controlled trials (RCTs) of CBT for people with
schizophrenia-like illnesses.

Data collection and analysis—Studies were reliably selected and assessed for methodological
quality. Two review authors, working independently, extracted data. We analysed dichotomous
data on an intention-to-treat basis and continuous data with 65% completion rate are presented.
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Where possible, for dichotomous outcomes, we estimated a risk ratio (RR) with the 95%
confidence interval (CI) along with the number needed to treat/harm.

Main results—Thirty one papers described 20 trials. Trials were often small and of limited
quality. When CBT was compared with other psychosocial therapies, no difference was found for
outcomes relevant to adverse effect/events (2 RCTs, n = 202, RR death 0.57 CI 0.12 to 2.60).
Relapse was not reduced over any time period (5 RCTs, n = 183, RR long-term 0.91 CI 0.63 to
1.32) nor was rehospitalisation (5 RCTs, n = 294, RR in longer term 0.86 CI 0.62 to 1.21). Various
global mental state measures failed to show difference (4 RCTs, n = 244, RR no important change
in mental state 0.84 CI 0.64 to 1.09). More specific measures of mental state failed to show
differential effects on positive or negative symptoms of schizophrenia but there may be some
longer term effect for affective symptoms (2 RCTs, n = 105, mean difference (MD) Beck
Depression Inventory (BDI) —6.21 CI —10.81 to —1.61). Few trials report on social functioning or
quality of life. Findings do not convincingly favour either of the interventions (2 RCTs, n = 103,
MD Social Functioning Scale(SFS) 1.32 CI —4.90 to 7.54; n = 37, MD EuroQOL -1.86 CI —-19.20
to 15.48). For the outcome of leaving the study early, we found no significant advantage when
CBT was compared with either non-active control therapies (4 RCTs, n =433, RR 0.88 CI 0.63 to
1.23) or active therapies (6 RCTs, n =339, RR 0.75 CI 0.40 to 1.43)

Authors’ conclusions—Trial-based evidence suggests no clear and convincing advantage for
cognitive behavioural therapy over other - and sometime much less sophisticated - therapies for
people with schizophrenia.

Medical Subject Headings (MeSH)
Cognitive Therapy [*methods]; Schizophrenia [*therapy]

MeSH check words
Adult; Humans; Middle Aged

BACKGROUND

Description of the condition

Schizophrenia is a serious mental illness affecting one per cent of the population,
irrespective of culture, class or race. The illness varies in its severity and in the variety of its
symptoms. Every year one person per 10,000 begins to fall ill with schizophrenia, making it
about twice as common as epilepsy (APA 1995). The first episode of schizophrenia often
occurs when a person is in their early twenties (WHO 1973) and the course of the illness is
variable. Many people experience considerable disability and there is a substantial increase
in mortality (Drake 1986). Some people have difficulties with their thoughts, making
illogical associations and developing false and sometimes bizarre explanations (i.e.,
delusions) for their experiences or symptoms. Problems with false perceptions may occur,
for example, hearing voices or seeing visions (hallucinations). Difficulties with
concentration, attention and motivation may also lead to poor social and occupational
functioning. The range of emotional expression, capacity to think and act may be reduced,
together with an inability to experience pleasure. It is customary to view the symptoms of
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schizophrenia as falling into two broad categories: (i) ‘positive’ symptoms, which are
unusual by their presence (for example, hearing voices); and (ii) ‘negative’ symptoms,
which are unusual by their absence (for example, restricted range and intensity of emotional
expression).

Description of the intervention

Medication is the mainstay of treatment for schizophrenia but 5% to 25% of people continue
to experience symptoms in spite of medication (Christison 1991; Davis 1977; Meltzer 1992)
and may experience side effects that are unwanted and unpleasant.

Talking therapies may also be used in addition to medication. In cognitive behaviour therapy
(CBT), links are made between the person’s feelings and patterns of thinking which
underpin their distress. The participant is encouraged to take an active part by using the
following techniques.

1. Challenging the habitual patterns of thinking.
2. Examining the evidence for and against the distressing beliefs.

3. Using reasoning abilities and personal experience to develop rational and
personally acceptable alternative explanations and interpretations (Alford 1994)
and to test these alternative explanations in real world situations. Tarrier 1993 has
stressed the beneficial effects of enhancing coping strategies and general problem-
solving skills. At present, a variety of interventions have been labelled as CBT and
it is difficult to provide a single, unambiguous definition. In recognition, the review
authors have constructed criteria that are felt to be both workable and to capture the
elements of good practice in CBT.

Cognitive behavioural therapy is becoming increasingly available for people with
schizophrenia, with recent recommendations of national treatment guidelines suggesting that
CBT should be more widely available for people with schizophrenia (NICE 2009). This
2009 update of NICE 2002 is more directive in its support of the use of CBT for people with
schizophrenia than the earlier version. In addition, many of the trials of CBT for psychosis
have incorporated additional active therapeutic elements (e.g., psychoeducation and relapse
prevention, etc) that would be considered adjunctive to techniques which are specifically
targeted at eliciting belief change (e.g., guided discovery or behavioural experiments).

How the intervention might work

Cognitive behavioural therapy aims to remediate distressing emotional experiences or
dysfunctional behaviour by changing the way in which the individual interprets and
evaluates the experience or cognates on its consequence and meaning. Cognitive
behavioural therapy encourages the person to identify and challenge biased interpretations of
experiences that may be maintaining symptoms. Many of the CBT programmes (e.g. Garety
2008) are based upon a stress-vulnerability model of symptom onset and relapse. The
empirical evidence for the stress-vulnerability model has been questioned (McKenna 2007).

In a recent theoretical review of the potential change processes that CBT for psychosis
might possess, Birchwood 2006 distinguishes between “quasi-neuroleptic” effects of CBT
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upon psychotic symptoms (e.g., hallucination) and the emotional and behavioural
consequences of such experiences or their treatment. Accordingly, Birchwood 2006
distinguishes between emotional/behavioural distress and psychotic symptomatology and
advocates the former as an appropriate target for CBT interventions. Specifically,
Birchwood 2006 suggests that CBT might focus upon the following.

1. Distress reduction or the reduction of depression and problem behaviour associated
with beliefs about psychotic symptomatology.

2. The emotional and interpersonal difficulty in individuals at high risk of developing
psychosis.

3. Relapse prodromes to prevent relapse in psychosis.

4. ‘Comorbid’ depression and social anxiety, including the patient’s appraisal of the
diagnosis and its stigmatising consequences.

5. General stress reactivity, thereby increasing resilience to life stress and preventing
psychotic relapse.

6. Increasing self-esteem and social confidence in people with psychosis.

However, many of the current trials of CBT for psychosis have defined their outcomes in
terms of psychotic symptomatology (e.g., hallucinatory and delusional experience) rather
than distress, problem behaviour or stigma and self esteem.

Why it is important to do this review

Despite national treatment guidelines recommending CBT as an adjunct therapy for serious
mental illness (NICE 2009), it is still not as widely available for people with schizophrenia
as it is for people with other disorders (for example, depression and panic disorder).

The first case report of CBT for delusional beliefs in 1952, reported by Beck 2005, did not
lead to widespread development of CBT for schizophrenia or its symptoms. Psychological
interventions have become more widely accepted over the past two decades and are now
seen as part of a comprehensive set of routine interventions in the treatment and
management of schizophrenia (NICE 2009; Turkington 2004). However, the availability of
CBT and other evidence-based therapies on the NHS is extremely limited, despite
government efforts to improve access. Waiting times of more than a year are commonplace
(Bird 2006). The delivery of CBT to people with schizophrenia also depends upon having a
commitment from health service managers to support and facilitate training and supervision
(Turkington 2004).

Since the publication of the original Cochrane review of ‘Cognitive behavioural therapy for
schizophrenia’ (Jones 2004) there has been a substantial increase in the number of published
and relevant clinical trials, and a refinement in the definition and working models of CBT.
In addition, there has also been a diversification of research, with trials not only assessing
overall effectiveness but investigating more specific aspects of CBT. Updating and splitting
the original review of CBT to create a family of CBT reviews (see Jones 2009a and Jones
2009b) to incorporate and address this new more diverse data is necessary. This particular
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review will provide information about CBT’s relative effectiveness compared with other
similar adjunct psychosocial therapies.

OBJECTIVES

To assess the effectiveness of adjunct CBT for people with schizophrenia compared with
other adjunct psychosocial interventions.

METHODS

Criteria for considering studies for this review

Types of studies—All relevant randomised controlled trials (RCTs). We excluded quasi-
randomised trials, such as those where allocation is undertaken on surname. If a trial was
described as double-blind, but it was implied it had been randomised, we included these
trials in a sensitivity analysis. We included randomised cross-over studies but only data up
to the point of first cross-over because of the instability of the problem behaviours and the
likely carry-over effects of all treatments.

As CBT requires the person to actively engage and participate in the therapy, it may not be
possible to blind the participant to condition (that is, it may not be possible to provide a
placebo control condition to reduce the effects of anticipated outcome on behalf of the
participant). However, it is possible and desirable to blind the trialist to condition (that is,
the trialist collecting outcome data is unaware of the allocation of the individual participant).
Accordingly, single-blind trials are considered of appropriate methodological quality for the
assessment of this type of intervention.

We compared the outcomes of trials that described a single-blind procedure with trials that
did not describe any blinding procedure. If there was no substantive difference within
primary outcomes (see Types of outcome measures) when these non-blinded studies were
added, then we did not include them in the final analysis. If there was a substantive
difference, we only used only singleblinded randomised trials and the results of the
sensitivity analysis are described in the text.

Types of participants—People with a current diagnosis of schizophrenia, diagnosed by
any criteria, irrespective of gender or race. We did not include participants who had very late
onset of illness (onset after the age of 60 years) or those with other psychotic disorders such
as bipolar affective disorder, substance-induced psychosis, significant physical or sensory
difficulties or people with coexisting developmental disorders and/or learning disabilities. If
studies randomised people with schizophrenia and those with the above disorders, we only
included trials where more than 50% of the participants had a diagnosis of schizophrenia.

This review did not include trials that report outcomes from participants deemed to be “at-
risk” of developing schizophrenia in the future.
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Types of interventions

1. Cognitive behavioural therapy (CBT): The label cognitive behavioural therapy has
been applied to a variety of interventions, accordingly, is difficult to provide a single,

unambiguous definition. Recognising this, the review authors constructed criteria that were
felt to be both workable and to capture the elements of good practice in CBT.

In order to be classified as ‘well-defined’ the intervention must clearly demonstrate the
following components:

e adiscrete psychological intervention, which is in addition to, and separate from,
other therapeutic interventions (for example, behavioural family therapy) and

e recipients establish links between their symptoms, thoughts and beliefs, and
consequent distress or problem behaviour and

¢ the re-evaluation of their perceptions, beliefs or reasoning relating to the target
symptoms; this may include the reevaluation of specific “inferential” beliefs or
more global “evaluative” beliefs.

All therapies that did not meet these criteria (or that provided insufficient information) but
were labelled as ‘CBT’ or ‘Cognitive Therapy’ were included as ‘less-well-defined CBT”.
We conducted a sensitivity analysis on the primary outcomes of this review (see Types of
outcome measures) in order to investigate whether a ‘well-defined’ implementation of this
therapy presents with differential outcomes.

In addition, we undertook a sensitivity analysis between studies that employed qualified
CBT therapists compared with relatively unqualified CBT therapists. Qualified CBT
therapists may be defined as:

e persons possessing appropriate professional qualifications for the provision of CBT
(e.g., British Association of Behavioural and Cognitive Psychotherapy (BABCP)
accreditation, Diploma in CBT, or other professionally accredited qualifications
involving CBT as major part of training (e.g. Clinical or Counselling Psychologist))
or

e in situations where the qualifications of the therapist are unclear but they appear to
have received training in CBT or specific training for the trial and there is a
thorough adherence protocol.

Unqualified CBT therapists may be defined as persons not possessing appropriate
professional qualifications or no report of training and adherence protocols.

2. Other psychosocial interventions: Where standard care has been supplemented by

additional psychological or social interventions, or both, such as supportive therapy, psycho-
education, family therapy and other ‘talking therapies’. This review distinguishes between
trials that described ‘active’ psychosocial interventions (e.g., family therapy) aimed at a
meaningful symptom reduction and those trials which have used ‘non-active’ psychosocial
interventions (e.g., unstructured conversations) which act as merely a control for the non-
specific effects of therapy (e.g., time spent with therapist). Outcomes are presented
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separately for active and non-active psychosocial interventions and the pooled effect of
these trials is also presented.

Types of outcome measures—Outcomes can be categorised as being of short-,
medium- or long-duration. A short-term outcome is defined as occurring within the period
typically associated with active treatment. The National Institute for Clinical Excellence
(NICE) asserts that “for it to make a difference, [the patient] should have CBT treatment for
more than 6 months, meeting for more than ten treatment sessions” (NICE 2009).
Accordingly, in this review, we have grouped outcomes into those measured in the short-
term (within 24 weeks of the onset of therapy), medium-term (within 24 to 52 weeks of the
onset of therapy) and long-term (over 52 weeks since the onset of therapy).

Outcomes can also be grouped into broad areas (Table 1).

Primary outcomes

1. Death: 1.1 Any cause and sudden, unexpected death or suicide.

2. Mental state: 2.1 No clinically important response as defined by the individual studies
(for example global impression less than much improved, or less than 50% reduction on a
specified rating scale) - short-, medium- and long-term.

Secondary outcomes
2. Mental state

2.2 No change in general mental state.

2.3 Average endpoint general mental state score.

2.4 Average change in general mental state scores.

2.5 No clinically important change in specific symptoms.
2.6 Not any change in specific symptoms.

2.7 Average endpoint specific symptom score.

2.8 Average change in specific symptom scores.

3. Adverse effects

3.1 Not any general adverse effects.

3.2 Average endpoint general adverse effect score.

3.3 Average change in general adverse effect scores.

3.4 No clinically important change in specific adverse effects.
3.5 Not any change in specific adverse effects.

3.6 Average endpoint specific adverse effects.

3.7 Average change in specific adverse effects.
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4. Engagement with services

4.1 No clinically important engagement.
4.2 Not any engagement.

4.3 Average endpoint engagement score.
4.4 Average change in engagement scores.

4.5 Compliance with medication/treatment.

5. Global state
5.1 Relapse.

5.2 Hospitalisation.
5.3 Average endpoint general functioning score.
5.4 Average change in general functioning scores.

5.5 No clinically important change in specific aspects of functioning, such as social or
life skills.

5.6 Not any change in specific aspects of functioning, such as social or life skills.
5.7 Average endpoint specific aspects of functioning, such as social or life skills.

5.8 Average change in specific aspects of functioning, such as social or life skills.

6. Quality of life

6.1 No clinically important change in quality of life.

6.2 Not any change in quality of life.

6.3 Average endpoint quality of life score.

6.4 Average change in quality of life scores.

6.5 No clinically important change in specific aspects of quality of life.
6.6 Not any change in specific aspects of quality of life.

6.7 Average endpoint specific aspects of quality of life.

6.8 Average change in specific aspects of quality of life.

7. Satisfaction with treatment

7.1 Leaving the study early: specific reason

7.2 Recipient of care not satisfied with treatment.

7.3 Recipient of care average satisfaction score.

7.4 Recipient of care average change in satisfaction scores.

7.6 Carer not satisfied with treatment.
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7.7 Carer average satisfaction score.

7.8 Carer average change in satisfaction scores.

8. Economic

8.1 Direct costs.

8.2 Indirect costs.

Search methods for identification of studies
Electronic searches
1. Electronic searches

1.1 The Cochrane Schizophrenia Group’s Register (March 2010): This was searched by
the Trial Search Co-ordinator of the Cochrane Schizophrenia Group, Samantha Roberts,
using the phrase:

{[(*cogniti* AND (*behavio* or therap*)) OR (*cogniti* and (*technique* or *restructur*
or *challeng*)) OR (*self* and (*instruct* or *management* or *attribution*)) OR
(*rational* and *emotiv*) in title, abstract, index terms of REFERENCE] or [Cognitive* in
interventions of STUDY]}

This register is compiled by systematic searches of major databases, handsearches and
conference proceedings (see group module).

2. Details of previous searches for previous CBT review: For search details used in Jones
2004 Please see Appendix 1.

Searching other resources

1. Reference lists: We searched all references of included articles for further relevant trials.

2. Authors: When appropriate, we contacted the first author of each of the included papers
and requested additional published and unpublished materials.

Data collection and analysis

Selection of studies—Three review authors (AM, DH & CAJ) independently inspected
all identified citations. When disputes arose as to which category a citation should be
allocated, resolution was attempted by discussion. When this was not possible, we acquired
the full article. Two review authors (DH, CAJ) independently inspected all articles identified
in this way. When disputes arose as to whether an article was indeed relevant to this review,
we attempted resolution by discussion. When this was not possible, we asked another review
authors (CI) to read the article and decide. IR, AM and CI reviewed 30% of the citations and
articles, included and excluded by DH and CAJ, to check the use of inclusion criteria.

Data extraction and management

1. Extraction: Review authors DH and CAJ extracted data from all included studies. In
addition, to ensure reliability, CI independently extracted data from a random sample of
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these studies, comprising 10% of the total. We resolved disputes by discussion and
adjudication from the other review authors (AM, CI and IC) if necessary. When 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. We
attempted to contact authors through an open-ended request in order to obtain missing
information or for clarification whenever necessary. Where possible, we extracted data
relevant to each component centre of multi-centre studies separately.

2. Management

2.1 Forms: We extracted data onto standard, simple forms.

2.2 Scale-derived data: We included continuous data from rating scales only if: a. the
psychometric properties of the measuring instrument had been described in a peer-reviewed
journal (Marshall 2000); and b. the measuring instrument was not written or modified by
one of the trialists for that particular trial; and c. the measuring instrument was either i. a
self-report or ii. completed by an independent rater or relative (not the therapist).

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 rather than standardised mean differences throughout (Higgins 2009).

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: a) standard deviations
and means are reported in the paper or obtainable from the authors; b) when a scale starts
from the finite number zero, the standard deviation (SD), 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); c) if a scale started from a positive value (such as
Positive and Negative Syndrome Scale (PANSS) which can have values from 30 to 210), the
calculation described above was modified to take the scale starting point into account. In
these cases skew is present if 2 SD > (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 end point and these
rules can be applied. 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 planned to enter skewed data from studies of less than 200 participants in
additional tables rather than into an analysis. Skewed data pose less of a problem when
looking at means if the sample size is large and such data were entered into syntheses.
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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 (e.g. mean days per month).

2.6 Conversion of continuous to binary: Where possible, efforts were made to convert
outcome measures to dichotomous data. This could be done by identifying cut-off points on
rating scales and dividing participants accordingly into ‘clinically improved’ or ‘not
clinically improved’. It was generally assumed that if there had been a 50% reduction in a
scale-derived score such as the Brief Psychiatric Rating Scale (BPRS, Overall 1962) or the
PANSS (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 indicates a favourable outcome for CBT.

2.8 Summary of findings table: We anticipated including the following short- or medium-
term outcomes in a ‘Summary of findings’ table.

1.1 Relapse

1.2 Re-hospitalisation

1.3 Healthy days

2.1 Improved to an important extent
3.1 Any adverse event

4.1 Employed

5.1 Not improved to an important extent

Assessment of risk of bias in included studies—Two review authors (DH and CAJ)
assessed risk of bias using the tool described in the Cochrane Handbook for Systematic
Reviews of Interventions (Higgins 2009). This tool encourages consideration of how the
randomisation sequence was generated, how allocation was concealed, the integrity of
blinding at outcome measurement, the completeness of outcome data, selective reporting
and other biases. We excluded studies where sequence generation was at a high risk of bias
or where allocation was clearly not concealed. If disputes arose as to the correct category for
a trial, this was resolved through discussion and adjudication by the other review authors
(AM, CI and IC) if necessary. If this was not possible because further information was
necessary, we intended not to enter the data but to allocate the trial to the list of those
awaiting assessment. Review authors were not blinded to the names of the authors,
institutions, journal of publication, or results of the trials.

Measures of treatment effect—We adopted P = 0.05 as the conventional level of
statistical significance but we were especially cautious where results were only slightly
below this, and we reported 95% confidence intervals (CI) in preference to P values.
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1. Binary data: For binary outcomes, we calculated a standard estimation of the risk ratio
(RR) and its 95% CI. It has been shown that RR is more intuitive (Boissel 1999) than odds
ratios (OR) and that (OR) tend to be interpreted as RR by clinicians (Deeks 2000). For
statistically significant results, we had planned to calculate the number needed to treat to
provide benefit/to induce harm statistic (NNTB/H), and its 95% CI using Visual Rx (http://
www.nntonline.net/) taking account of the event rate in the control group, but this has been
superseded by the Summary of findings for the main comparison.

2. Continuous data: For continuous outcomes, we estimated mean difference (MD)
between groups. We preferred not to calculate effect size measures (standardised mean
difference SMD). However, had scales of very considerable similarity been used, we would
have 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

1. Cluster trials: Studies increasingly employ ‘cluster randomisation’ (such as
randomisation by clinician or practice) but analysis and pooling of clustered data poses
problems. Firstly, authors often fail to account for intra-class correlation in clustered studies,
leading to a ‘unit of analysis’ error (Divine 1992) whereby P values are spuriously low, CIs
unduly narrow and statistical significance overestimated. This causes type I errors (Bland
1997; Gulliford 1999).

Where clustering was not accounted for in primary studies, we had 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 we will seek to contact first authors of studies 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 will present these data as if from a non-cluster randomised study, but
adjust for the clustering effect.

We have sought statistical advice and been advised that the binary data 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 is assumed to be 0.1
(Ukoumunne 1999).

If cluster studies had been appropriately analysed taking into account ICCs 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: A major concern of cross-over trials is the carry-over effect. It occurs
if an effect (e.g. pharmacological, physiological or psychological) of the treatment in the
first phase is carried over to the second phase. As a consequence, on entry to the second
phase, the participants can differ systematically from their initial state despite a wash-out
phase. For the same reason cross-over trials are not appropriate if the condition of interest is
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unstable (Elbourne 2002). As both effects are very likely in severe mental illness, had we
found any cross-over trials, we planned to use only the data from the first phase of the study.

3. Studies with multiple treatment groups: Where a study involved more than two

treatment arms, if relevant, we presented the additional treatment arms in the comparisons.
Where the additional treatment arms were not relevant, we did not report these data.

Dealing with missing data

1. Overall loss of credibility: At some degree of loss of follow-up, the findings of a trial

must lose credibility (Xia 2009). We were forced to make a judgment where this was for the
very short-term trials likely to be included in this review. We decided that if more than 40%
of data were unaccounted for at eight weeks, we would not reproduce these data or use them
within analyses.

2. Binary: If attrition for a binary outcome was between 0% and 40% and outcomes of these
people were described, we included these data as reported. Where these data were not
clearly described for the primary outcome, we assumed the worst for each person who was
lost, and for adverse effects, we assumed rates similar to those among patients who did
continue to have their data recorded.

3. Continuous

3.1 Attrition: In the case where attrition for a continuous outcome was between 0% and 40%
and completer-only data were reported, we have reproduced these.

3.2 Standard deviations: We first tried to obtain the missing values from the authors. If not
available, where there were missing measures of variance for continuous data but an exact
standard error (SE) and CI were available for group means, and either ‘P’ value or ‘t’ value
were available for differences in mean, we noted these, and in future versions of this review
we will calculate them according to the rules described in the Cochrane Handbook for
Systematic Reviews of Interventions (Higgins 2009): When only the SE is reported, standard
deviations (SDs) can be calculated by the formula SD = SE * square root (n). Chapters 7.7.3
and 16.1.3 of the Cochrane Handbook for Systematic Reviews of Interventions (Higgins
2009) present detailed formula for estimating SDs from P values, t or F values, CIs, ranges
or other statistics. If these formula do not apply, we, in the future will calculate SDs
according to a validated imputation method which is based on the SDs of the other included
studies (Furukawa 2006). 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
will examine the validity of the imputations in a sensitivity analysis excluding 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. Therefore, where LOCF data have been used in the trial, if
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less than 40% of the data had been assumed, we reproduced these data and indicated that
they are the product of LOCF assumptions.

Assessment of heterogeneity

1. Clinical heterogeneity: We considered all included studies initially, without seeing

comparison data, to judge clinical heterogeneity. We simply inspected all studies for clearly
outlying situations or people which we had not predicted would arise. When such situations
or participant groups arose, these were fully discussed.

2. Methodological heterogeneity: We considered all included studies initially, without

seeing comparison 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 these were fully discussed.

3. Statistical heterogeneity

3.1 Visual inspection: We visually inspected graphs to investigate the possibility of
statistical heterogeneity.

3.2 Employing the IZ statistic: Heterogeneity between studies was investigated by
considering the I? method alongside the Chi2 ‘P’ value. The I2 provides an estimate of the
percentage of inconsistency thought to be due to chance (Higgins 2003). The importance of
the observed value of 12 depends on i. magnitude and direction of effects and ii. strength of
evidence for heterogeneity (e.g. ‘P’ value from Chi? test, or a CI for I2). We interpreted an 12
estimate greater than or equal to 75% accompanied by a statistically significant Chi? statistic
as evidence of substantial levels of heterogeneity (Higgins 2009). When substantial levels of
heterogeneity were found in the primary outcome, we explored reasons for heterogeneity
(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 10.1 of the Cochrane Handbook for Systematic Reviews of Interventions
(Higgins 2009). 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 use funnel plots for
outcomes where there were 10 or fewer studies, or where all studies were of similar sizes. In
other cases, where funnel plots were possible, we sought statistical advice in their
interpretation.

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. 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 of effect, these studies can either inflate or deflate
the effect size.
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Subgroup analysis and investigation of heterogeneity

1. Subgroup analyses: We anticipated sub-group analyses to test the hypothesis that CBT

may be highlighted to have different effects when compared with:

1.1 Active versus non-active control therapies: Active psychological treatments as opposed
to inactive ones.

1.2 Rigorous criteria for diagnosing schizophrenia as opposed to more loose criteria: We
defined ‘rigorous’ as involving operational criteria.

1.3 Rigorous criteria for describing CBT as opposed to a more loose description: We
defined ‘rigorous’ as outlined this in Types of interventions.

1.4 People in first episode of illness versus those at a later stage of illness: For each of the
above subgroups, we aimed to undertake the analysis for only the primary outcomes of this
review or the nearest we could find to them (see Types of outcome measures) and if data
were available discussed the findings in the Effects of interventions..

2. Investigation of heterogeneity: If inconsistency was high, this was reported. First, we

investigated whether data had been entered correctly. Second, if data were correct, we
visually inspected the graph and studies outside of the company of the rest were
successively removed to see if heterogeneity was restored. When this occurred with no more
than 10% of the data being excluded, we presented the data. If not, we did not pool data and
discussed the issues.

Where unanticipated clinical or methodological heterogeneity were obvious, we simply
stated hypotheses regarding these for future reviews or versions of this review. We did not
anticipate undertaking analyses relating to these.

Sensitivity analysis

1. Implication of randomisation: We aimed to include trials in a sensitivity analysis if they

were described in some way 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 better description of randomisation, then we
used all the data from these studies.

2. Blinding: We aimed to include trials in a sensitivity analysis if they were described in
some way that suggested they blinded for assessment of outcome as opposed to not blinding
at all. For the primary outcomes, we compared findings of blinded and non-blinded studies.

3. Well-defined CBT versus less-well-defined CBT: We aimed to include trials in a
sensitivity analysis if they meet the criteria for ‘well-defined” CBT as opposed to those
studies that labelled the therapy as CBT but either did not contain the ‘inferential’ and
‘evaluative’ component or who did not provide enough information for this discrimination

to be made (see Types of interventions). For the primary outcomes, we compared findings of
well-defined CBT and less-well-defined CBT.
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RESULTS

Description of studies

Results of the search—Electronic searched identified 2279 references (Figure 1). Two
hundred and ninety papers were relevant and all were obtained and scrutinised. Seventy-four
of these reports (62 studies) did not meet the inclusion criteria (see Characteristics of
excluded studies). One reference was not printed in English and is awaiting translation (Wu
Ninggiang 2008) and one reference (NCT00980252) related to an early report of a trial for
which we are awaiting outcome data.

Included studies—Thirty one references describing 20 RCTs met the inclusion criteria
for this review (see Characteristics of included studies). Lewis 2002 involved three different
centres (Lewis 2002 - Liverpool; Lewis 2002 - Manchester; Lewis 2002 - Nottingham).

1. Duration: This ranged between eight weeks (Bechdolf 2004) and five years (Drury 2000,
Sensky 2000), but the average duration was about 20 months.

2. Participants: People in these studies were aged between 18 and 65. Participants were
selected from in-patient and out-patient populations, at varying phases of illness (from acute
phase to relatively stable but with treatment resistant symptoms), and with a range of typical
co-morbidities. However, many trials excluded people with co-morbid substance misuse,
evidence of organic brain disorder, learning disability or marked thought disorder and/or
conceptual disorganisation.

All 20 trials focused on people with psychosis, whether schizophrenia, delusional disorder
or schizoaffective disorder, and all employed operational criteria for diagnoses (DSM III-R,
DSM IV, DSM-IV TR or ICD-10). Many people were reported to have comorbid mental
disorders, such as depression or anxiety disorder. The 20 trials included participants with a
representative range of duration of illness. For example, Jackson 2008 reports outcomes
from participants with approximately two years length of illness whereas Durham 2003 and
Cather 2005 included participants with an average duration of illness in excess of 10 years.

All participants received standard care in addition to CBT or other adjunctive therapies.
Standard care would typically include antipsychotic medication. For example, Cather 2005
only included participants treated with olanzapine for at least six months, whereas Pinto
1999 intentionally selected people with medication-resistant symptoms.

3. Interventions

3.1 Cognitive behavioural therapy arm: In addition to cognitive restructuring, hypothesis
testing and behavioural experiments, most CBT interventions commonly included other
therapeutic activities such as psychoeducation, relapse prevention, coping strategy
enhancement, problem-solving strategies or relaxation training. Some CBT interventions
were administered on a group basis (Bechdolf 2004; Levine 1998; Penn 2009) whereas
others utilised individual therapy (Lewis 2002; Jackson 2008; Valmaggia 2005). Drury 2000
employed a combination of both group and individual therapy.
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The CBT interventions varied with regard to both the target of the therapy and the degree of
specificity of the focus of the intervention. For example, Kemp 1998 and O’Donnell 2003
used a CBT intervention focused specifically on medication compliance, whereas the CBT
intervention described by Bechdolf 2004 had a wider focus incorporating auditory
hallucinations and delusions, anxiety, depression, relapse prevention and enhancing
medication compliance. Most trials targeted positive symptoms of psychosis, some with an
explicit focus on auditory hallucinations (Bechdolf 2004; Haddock 2009; Jackson 2008;
Penn 2009; Valmaggia 2005) and/or delusions (Garety 2008 a; Haddock 2009; Jackson
2008; Valmaggia 2005). It was less common for the CBT intervention to target negative
symptoms of psychosis (Klingberg 2009). Strategies for relapse prevention were a common
component in the CBT intervention and a specific focus in some trials (e.g., Garety 2008 a).
Emotional distress (Bechdolf 2004; Sensky 2000) and self-esteem (Bechdolf 2004; Penn
2009), either in general or specifically related to the experience of psychosis, was a target in
some trials that also targeted other symptoms. Finally, one trial, Haddock 2009, focused
specifically on psychotic symptoms and anger relating to aggression and violence.

3.1.1 CBT arm does not include other active therapies: In 17 trials (85%), the CBT arm
was not ‘contaminated’ by other contemporaneous active psychological therapies which
would not normally be a standard component of CBT for psychosis. However, Buchkremer
1997 reported a CBT intervention which variously included medication management
training or key-person counselling, or both. The differential effects of the CBT and the
medication management training or key-person counselling were not evaluated. Drury 2000
reported a CBT intervention that consisted of both individual and group cognitive therapy as
well as family engagement (aimed at developing familial coping strategies). In addition, it
included a structured activity programme (cooking, creative therapy and discussion groups)
for an average of five hours per week. Thus, in Drury 2000 the intervention incorporates
CBT within a broader rehabilitation framework. The differential effects of the CBT and the
rehabilitation were not evaluated. Finally, Pinto 1999 includes social skills training in the
CBT arm of the trial and also includes psychoeducation in the control arm of the trial.
Accordingly, the differential effects of these interventions cannot be evaluated.

3.1.2 Well-defined CBT: All studies employed a cognitive behavioural intervention in
addition to standard care. In order to be classified as ‘well-defined’ the intervention had to
clearly demonstrate the components outlined above (Types of interventions). Only 11 trials
(55%) met our criteria for ‘well-defined CBT’ (Bechdolf 2004; Cather 2005; Drury 2000;
Garety 2008 a; Haddock 1999; Haddock 2009; Lewis 2002; Pinto 1999; Turkington 2000;
Valmaggia 2005) in that they clearly reported a therapeutic focus on belief change or re-
evaluating the subjective meaning of symptoms.

Durham 2003 and Buchkremer 1997 describe their intervention as CBT and for this reason
are included in this review. However, the therapeutic focus appears to be on problem-
solving skills and the development of coping strategies rather than the re-evaluation of the
subjective symptoms. Klingberg 2009 was unique in having a specific focus on negative
symptoms, however, reflecting this focus, the intervention incorporated goal setting,
initiation, planning and increasing activity levels. Accordingly, the re-evaluation of the
subjective symptoms was not clearly a focus in this intervention. Penn 2009 focused on CBT
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for auditory hallucinations based on Wykes 2004 treatment protocol. The authors, however,
acknowledge that their intervention in the CBT arm emphasised the development of coping
skills and de-emphasised cognitive restructuring.

3.1.3 CBT provided by qualified therapists: We defined qualified CBT therapists as:

e persons possessing appropriate professional qualifications for the provision of CBT
(for example, BABCP accreditation, Diploma in CBT, or other professionally
accredited qualifications involving CBT as major part of training (for example,
Clinical or Counselling Psychologist)); or

e in situations were the qualifications of the therapist are unclear but they appear to
have received training in CBT or specific training for the trial and there is a
thorough adherence to the protocol.

According to these criteria 13 trials (65%) met the criteria for qualified CBT therapists, with
the remaining studies not providing sufficient information to assess this. There was wide
variation in the way in which trials fulfilled this criterion with some having a clearly
specified a priori protocol to which adherence was assessed in a structured fashion, whilst
others appear to have only a broad CBT-based agenda and to assess compliance by audio-
taping samples of sessions (Turkington 2000) or by ensuring regular supervision.

3.2 Comparison therapy arm: In all trials the non-CBT arm of the trial was in addition to
treatment as usual or standard care. The comparison arm of the trials employed a variety of
interventions. Interventions aimed at meaningful symptom or distress reduction were
characterised as ‘active’ comparison therapy whereas psychosocial interventions which act
as merely a control for the non-specific effects of therapy (for example, time spent with
therapist) were characterised as ‘non-active’ comparison therapy. Some interventions such
as supportive psychotherapy or counselling varied in the degree to which they were used as
an active and structured therapy. In such cases, allocation to the active or non-active
conditions was dependent upon whether the authors had made reference to the intervention
as a control for the non-specific effects of therapy. Table 2 describes the interventions in
each trial in more detail than is possible in Characteristics of included studies.

Nine trials compared CBT with non-active control therapies (Drury 2000; Haddock 2009;
Jackson 2008; Kemp 1998; Lewis 2002; O’Donnell 2003; Sensky 2000; Turkington 2000;
Valmaggia 2005). Eleven trials described active comparison therapies (Bechdolf 2004;
Buchkremer 1997; Cather 2005; Durham 2003; Garety 2008 a; Haddock 1999; Klingberg
2009; Levine 1998; Penn 2009; Pinto 1999; Tarrier 1999 a), the most common being
psychoeducation and supportive therapy or counselling. Notably, two trials used particularly
well-defined non-CBT interventions. Garety 2008 a reported outcomes compared with
family therapy and Klingberg 2009 reported outcomes compared with cognitive remediation
therapy.

4. Outcomes: All studies, with the exception of Kemp 1998 and O’Donnell 2003, evaluated
the effects of CBT on symptoms of psychosis. Kemp 1998 and O’Donnell 2003, however,
reported trials in which CBT was focused on improving compliance with medication.
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4.1 Adverse effects or events: Mortality was only reported in two trials (Durham 2003;
Lewis 2002) with Lewis 2002 reporting outcome specifically related to suicide.

Klingberg 2009 reported rates for ‘No adverse effects’. Ten trials reported ‘leaving the study
early’ (Drury 2000; Durham 2003; Garety 2008 a; Haddock 1999; Kemp 1998; Levine
1998; Lewis 2002; Pinto 1999; Sensky 2000; Tarrier 1999 a).

4.2 Global outcomes: Relapse data were reported in six trials (Bechdolf 2004; Drury 2000,
Garety 2008 a, Haddock 1999, Lewis 2002, Tarrier 1999 a). However, different studies used
varied criteria for relapse. For example, Garety 2008 a defined relapse as “the re-emergence
of, or significant deterioration in, positive psychotic symptoms of at least moderate degree
persisting for at least 2 weeks” whereas Bechdolf 2004 defined relapse as “a rating of at
least 5 and a 2-point increase compared with the previous assessment in at least one of the
items of the Positive Syndrome Subscale of the PANSS”. Five trials reported data relating to
re-hospitalisation (Bechdolf 2004; Buchkremer 1997; Drury 2000; Jackson 2008; Penn
2009). Two continuous measure of global state were reported. The Global Assessment of
Functioning (GAF) scale is used by mental health professionals to rate social, occupational,
and psychological functioning. Three trials used this scale (Durham 2003; Haddock 2009;
Kemp 1998). The Global Assessment Scale (GAS) (Endicott 1976) rates people from zero to
100 on a continuum from psychological or psychiatric sickness to health (high = good).
Outcomes on this scale were reported by Durham 2003.

4.3 Mental state outcomes: Seven trials reported important or reliable change in mental
health (Bechdolf 2004; Cather 2005; Drury 2000; Durham 2003; Garety 2008 a; Sensky
2000; Tarrier 1999 a). The definitions of important or reliable change varied between the
trials. For example, Bechdolf 2004 defined clinically significant change as greater than two
standard deviations on PANSS global score and a statistically significant Reliable Change
Index, Cather 2005 defined important or reliable change as a clinically significant reduction
of positive symptoms which is a 20% reduction in PANSS positive factor score, and Garety
2008 a defined important or reliable change as partial or full remission of symptoms without
further episode. Sensky 2000 defined reliable change as greater than 50% improvement and
reported outcomes at 18 months from the CPRS (CBT 29/46, Befreinding 17/44), MADRS
(CBT 31/46, Befriending 22/44) and the SANS (CBT 23/46, Befriending 23/44) .For the
purpose of this review the frequency of reliable change was averaged across these three
outcome measures.

It was common for trialists to report continuous measure of mental health outcomes.

4.3.1 Mental state scales used in this review: a. Brief Psychiatric Rating Scale - BPRS
(Overall 1962)

The Brief Psychiatric Rating Scale is a brief rating scale used to assess the severity of a
range of psychiatric symptoms, including psychotic symptoms. The most commonly used
version of the scale has 18 items which are rated from one if not present to seven with high
scores indicating poorer functioning, Each item can be defined on a seven-point scale
varying from ‘not present’ to ‘extremely severe’. There was variation between trials in the
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manner in which BPRS scores were reported. Haddock 1999, Jackson 2008, Kemp 1998 and
Pinto 1999 provided data for the BPRS. Unfortunately, Jackson 2008 reported only the
positive symptoms subscale of the BPRS and these data could not be combined with the data
reported in the other studies.

b.Comprehensive Psychiatric Rating Scale - CPRS (Asberg 1978) The Comprehensive
Psychiatric Rating Scale is a general psychiatric rating scale. Sensky 2000 reported
outcomes for this measure.

c. Psychotic Symptom Rating Scale - PSYRATS (Haddock 1999b)

This scale is used to assess dimensions of hallucinations and delusions. PSYRATS consists
of two scales designed to rate auditory hallucinations and delusions. The items are rated on a
five-point ordinal scale (zero to four). The auditory hallucinations are on an 11-item scale.
Items include frequency, duration, severity and intensity of distress, controllability,
loudness, location, beliefs about origin of voices. This scale was used by Cather 2005,
Durham 2003, Haddock 2009, Lewis 2002, Penn 2009 and Valmaggia 2005. The delusions
subscale is a six-item scale which assesses dimensions of delusions. The items include
preoccupation, distress, duration, conviction, intensity of distress and disruption. This scale
was used by Cather 2005, Durham 2003, Haddock 2009, Lewis 2002, Penn 2009 and
Valmaggia 2005.

d. Positive and Negative Syndrome Scale (PANSS) (Kay 1987)

This scale is designed to assess the positive symptoms (i.e., delusions, conceptual
disorganisation, hallucinations, hyperactivity, grandiosity, suspiciousness/persecution and
hostility), negative symptoms (i.e., blunted affect, emotional withdrawal, poor rapport,
passive/apathetic social withdrawal, difficulty in abstract thinking, lack of spontaneity and
flow of conversation, stereotyped thinking) and general psychopathology (i.e., somatic
concern, anxiety, depression, guilt, tension, mannerisms and posture, motor retardation,
uncooperativeness, unusual thought content, disorientation, attentional problems, lack of
judgement and insight, disturbance of volition, poor impulse control, preoccupation and
active social avoidance). This scale was used by Bechdolf 2004, Cather 2005, Haddock
2009, Levine 1998, Lewis 2002, Penn 2009, Valmaggia 2005 and Garety 2008 a.

e. Beliefs about Voices Questionnaire - Revised (Chadwick 2000)

This scale measures beliefs about voices including rating benevolence, malevolence, and
omnipotence (i.e., power). It also measures the negative affective response to voices as well
as attempts to resist the voice (resistance) and the positive affective response to voices as
well as willing engagement or compliance with the voice (engagement). Penn 2009 reported
outcomes relating to this scale.

f. Scale for the Assessment of Negative Symptoms (SANS) (Andreasen 1984)

The Scale for the Assessment of Negative Symptoms is designed to assess the negative
symptoms of schizophrenia. This six-point scale gives a global rating of the following

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduosnueA Joyiny siopung DN 2doing ¢

syduosnuey Joyiny s1opung DA 2doinyg ¢

Jones et al.

Page 21

negative symptoms: alogia, affective blunting, avolition-apathy, anhedonia-asociality and
attention impairment. Higher scores indicate more symptoms. Jackson 2008, Pinto 1999,
Sensky 2000 and Tarrier 1999 a provide outcomes on this scale.

g. Montgomery-Asberg Depression Rating Scale (MADRS) (Montgomery 1979)

This depression rating scale is designed to be sensitive to change. It was developed using a
65-item comprehensive psychopathology scale to identify the 17 most commonly occurring
symptoms in primary depressive illness. Ratings on 10 items, with higher score indicating
poor outcome. Maximum score is 30. Sensky 2000 reported data from this scale.

h. Beck Depression Inventory (BDI) (Beck 1961)

This is a 21-item, self-report questionnaire which measures the intensity of depressive
symptoms. Garety 2008 a and Penn 2009 used this scale.

i. Beck Anxiety Inventory (BDI) (Beck 1988)

This is a 21-item, self-report questionnaire which measures the intensity of depressive
symptoms. Garety 2008 a and Penn 2009 used this scale.

j- Beck Cognitive Insight Scale (Beck 2004)

This is a 15-item, self-report measure of self-reflectiveness and over confidence in the
interpretation of experiences. Penn 2009 reported outcomes on this scale.

k. Rosenberg Self-Esteem Scale (Rosenberg 1965)

This is a 10-item, self-rated measure of self-esteem. Penn 2009 reported outcomes on this
scale.

I. Novaco Anger Scale (Novaco 2003)

This is a 48-item, self-report questionnaire measuring cognitive, behaviour and arousal
aspects of anger. Haddock 2009 reported outcomes from this scale.

m. Novaco Provocation Inventory (Novaco 2003)

This is a 25-item, self-report questionnaire measuring triggers or provocations to anger.
Haddock 2009 reported outcomes from this scale.

n. Ward Anger Rating Scale (Haddock 2009)

Part A consists of 18 dichotomous, weekly ratings regarding verbal and physical behaviours
associated with anger and aggression. Part B consists of seven items regarding affective-
behavioural attributes related to anger. Haddock 2009 reported outcomes from this scale.

0. Historical Clinical Risk Management-20 ( Webster 1997 )

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduosnueA Joyiny siopung DN 2doing ¢

syduosnuey Joyiny s1opung DA 2doinyg ¢

Jones et al.

Page 22

This 20-item, clinician-rated scale consists of three subscales (i.e., historical factors; clinical
factors; and risk factors in relation to the future) relating to risk of violence. Haddock 2009
reported outcomes from this scale.

4.4 Social functioning outcome: These important outcomes were not reported in binary
form (able to look after self, able to hold employment). Scales were employed by a few
trials.

4.4.1 Social functioning scales used in this review: a. Social Functioning Scale (SFS)
(Birchwood 1990)

This scale measures social role and behavioural functioning across seven basic areas of
community functioning: social engagement, interpersonal behaviour, prosocial activities,
recreation, independence, employment. Penn 2009 reported outcomes on this scale.

b. Social and Occupational Functioning Assessment Scale (Brambilla 2000).

This is a clinician-rated measure of social and occupational functioning on a continuum
from excellent to grossly impaired functioning. Jackson 2008 and Garety 2008 a reported
outcomes on this measure.

4.5 Quality of life outcomes: Only Garety 2008 a reported on this important outcome.

4.5.1 Quality of life scales used in this review: a. European Quality of Life Questionnaire
(Brazier 1993).

This is also known as the EuroQoL or the EQ-5D. This is a self-rated measure of five
dimension of health relate quality of life (mobility, self care, usual activities, pain/
discomfort, anxiety/depression).

Excluded studies: We excluded 62 studies (74 reports) from this review.

1. Issues relating to methods: We excluded most studies because they were not randomised
controlled trials (Arlow 1997; Bechdolf 2005b; Bouchaud 1996; Buchanan 1992; Chadwick
1994; Garety 1994; Hartman 1983; Hodel 1994; Hogarty 1991; Jackson 1998; Kemp 1996b;
Kingdon 1991; Kuipers 1996; May 1984; Perris 1992; Shon 2002; Spaulding 1992).

2. Issues relating to participants: Two studies reported outcome on individuals at-risk of
psychosis (McGorry 2002; Morrison 2002) and were therefore excluded as they do not apply
directly to people with a diagnosis of schizophrenia.

3. Issues relating to comparison: A large number of papers reported CBT compared with
treatment as usual (Barrowclough 2001; Barrowclough 2006; Bradshaw 2000; Castle 2002;
Daniels 1998; England 2007; Garety 1998; Granholm 2005; Gumley 2003; Jackson 2001;
Kuipers 2004; Lysaker 2009; Rector 2003; Sellwood 2001; Startup 1998; Startup 2006;
Turkington 2002; Turkington 2006; Wykes 2003) and were therefore excluded from this
review as they do not involve an adjunctive comparison therapy.
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4. Issues relating to intervention: Several studies reported CBT interventions as part of a
broader treatment package where is was not possible to identify the effect of the CBT
elements (Edwards 2003; Evins 2001; Haldun 2002; Hayward 1995; Hertz 2000). In
particular, Anzai 2002 reported comparisons of different types of services (community
reentry model versus occupational rehabilitation) in which CBT had greater or lesser
involvement.

Several studies employed therapeutic strategies which did not meet our criteria for CBT
(Bach 2002; Bellucci 2002; Bradshaw 1993; Claghorn 1974; Drake 1993; Fritze 1988;
Gaudiano 2006; Hogarty 1997; Hogarty 2004; MacPherson 1996; Olbrich 1990; Roder
2002; Tarrier 1993 b; Van Der Gaag 2003; Velligan 2002; Wykes 2002). Notably, Tarrier
1993 b employed coping strategy enhancement which, although a commonly used
component of CBT, would not in itself meet our criteria for CBT. The same applied to
acceptance and commitment therapy (Bach 2002; Gaudiano 2006), which, like CBT, has a
focus on cognitions. It, however, aims to help patients respond differently to their thoughts
rather than directly challenge or test out their validity. Patients are encouraged to accept and
experience their internal events non-judgmentally. Accordingly, this treatment would not
meet our criteria for CBT. Personal therapy (Hogarty 1997), like CBT, aims to prevent
relapse and promote personal and social adjustment. However, personal therapy differs from
CBT in that it consists of psychoeducation awareness of early signs, supportive therapy
techniques, social skills training, the teaching of coping strategies, without an explicit focus
on beliefs and cognitive restructuring. Accordingly, this treatment would not meet our
criteria for CBT. Several papers (Bellucci 2002; Fritze 1988; Hogarty 2004; Olbrich 1990;
Van Der Gaag 2003; Velligan 2002; Wykes 2002) report the use of therapeutic strategies
designed to on overcoming intellectual and memory deficits associated with schizophrenia
rather than psychotic symptoms, beliefs or cognitive distortions.

Risk of bias in included studies

For graphical representation please see Figure 2 and Figure 3.

Allocation—All of the 20 included trials reported some form of randomisation. Ten trials
reported adequate sequence generation, whist the remaining trial provided insufficient
information to rate this particular bias. Allocation was concealed in 11 studies, with the
remaining studies not providing enough information to rate this bias.

Blinding—None of the included trials were able to use double blinding as a technique due
to the inherent difficulties involved in disguising psychosocial interventions. Sixteen trials
(80%) attempted to reduce any bias by employing raters who were naive to allocation
(Bechdolf 2004; Cather 2005; Durham 2003; Garety 2008 a; Haddock 1999; Haddock 2009;
Jackson 2008; Klingberg 2009; Levine 1998; Lewis 2002; O’Donnell 2003; Penn 2009;
Sensky 2000; Tarrier 1999 a; Turkington 2000; Valmaggia 2005).

Incomplete outcome data—Overall, data were adequately reported. Some data were lost
due to studies failing to report appropriate measures of central tendency and deviation;
presenting findings in graphs; presenting outcomes in aggregated statistical form; or by
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inexact P values. Buchkremer 1997 did not report standard deviations, rendering these data
unusable. We were unable to use the PAS used by Drury 2000 as the data were only
reported in graphical form. Finally, the measure of compliance reported in Kemp 1998 was
not peer reviewed and therefore could not be included.

Selective reporting—Turkington 2000 reported many continuous outcomes without
standard deviations and it was therefore problematic to analyse these particular data.
Klingberg 20009 is an ongoing trial that has yet to publish outcomes with respect to negative
symptoms which is the main focus of their therapeutic intervention. Buchkremer 1997 failed
to report a large number, but not all, of their outcomes by individual group and data were
aggregated in a manner which rendered it unsuitable for meta-analysis.

Other potential sources of bias—Haddock 2009 is one of the few trials to report
outcome data with regard to problem behaviours. However, a potential source of bias in
these data may result from the inclusion of a mixed sample of in-patients and out-patients,
with a greater opportunity to observe and record aggressive behaviour in the in-patient
sample. Levine 1998 contained only six participants in each of the two arms of the trial.
Such a small trial could not guarantee that randomisation would be adequate to control for
idiosyncratic participant characteristics.

Effects of interventions

See: Summary of findings for the main comparison Cognitive behavioural therapy compared
with other psychosocial therapies for schizophrenia

1. Comparison 1: CBT versus all other psychological therapies
1.1 Adverse effect/event

1.1.1 Death: Durham 2003 and Lewis 2002 reported six deaths during the trials, with Lewis
2002 specifically reporting suicides. There were two deaths in the CBT intervention group
and four in the other psychological therapies (2 RCTs, n = 202, risk ratio (RR) 0.57
confidence interval (CI) 0.12 to 2.60; Analysis 1.1). Lewis 2002 employed supportive
counselling as the non-active control therapy and Durham 2003 employed a more active
procedure of supportive counselling.

1.1.2 Adverse Effects: Klingberg 2009 reported the presence or absence of adverse
outcomes. There were no significant differences in adverse outcome between CBT and
Cognitive Remediation Training in the long-term (n = 198, RR any adverse effect 2.00 CI
0.71 to 5.64; Analysis 1.2).

1.2 Mental state

1.2.1 General symptoms: Four outcomes were reported as indicators of general mental state;
no important or reliable change, the British Psychiatric Rating Scale, the Total Score of the
Positive and Negative Symptom Scale (PANSS), and the General Symptom Score of the
PANSS.
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1.2.1.1 No important or reliable change: No advantage was observed for CBT in the short-
term (2 RCTs, n =99, RR 0.84 CI 0.40 to 1.75), medium-term (3 RCTs n = 162 RR 0.78 CI
0.61 to 1.00) or long-term (4 RCTs, n =244, RR 0.91 CI 0.77 to 1.08) (Analysis 1.3).

1.2.1.2 Total score on the Brief Psychiatric Rating Scale (BPRS), the Positive and
Negative Symptoms Scale (PANSS) and the Comprehensive Psychiartic Rating Scale
(CPRS): Three trials reported endpoint data on the BPRS in the short- and medium-term. No
advantage was observed in the short-term (2 RCTs, n =94, MD 0.07 CI 1.15 -2.83 to 5.14).
However, a small advantage, favouring CBT, was observed in the medium-term (1 RCT, n =
37, MD -7.60 CI —14.30 to —0.90; Analysis 1.4). This effect was observed from a single
small trial (Pinto 1999) which compared CBT to an active therapy (supportive counselling).

Six trials reported endpoint data on the Total Score of the PANSS in the short-, medium-
and long-term (Analysis 1.4). A significant advantage favouring CBT was observed in the
short-term (4 RCTs, n = 303, MD —11.26 CI —-13.83 to —8.69) and medium-term (2 RCTs, n
=110, MD -8.09 CI -10.66 to —5.52). However, these data showed significant
heterogeneity for short-term outcomes (ChiZ = 105.73, df = 3 (P < 0.001) 12 = 97%). In
addition, this positive result appears to be largely attributable to one small trial (Levine
1998). When this trial is removed homogeneity is restored and the effect is no longer
statistically significant (3 RCTs, n =291, MD -2.27 CI -5.37 to 0.84; Chi2=2.63,df =2 (P
=0.27); I? = 24%). There was no clear effect was observed for CBT in the longer term (5
RCTs, n =378, MD -2.58 CI -5.26 to 0.10).

One trial (Sensky 2000) reported outcomes on the CPRS. No significant effect was observed
in either the medium term (1 RCT, n = 90, MD —4.30 CI -9.26 to 0.66) or the longer term (1
RCT, n =59, MD -4.60 CI -11.22 to 2.02).

1.2.2 Specific symptoms: Studies reported specific symptoms relating positive symptom
(e.g., hallucinations and delusions), negative symptoms, psychological distress (e.g.,
depression, anxiety, self esteem and anger) and problem behaviours.

1.2.2.1 Positive symptoms (outcomes 1.7 through 1.11): Eight trials reported endpoint
outcomes on the positive symptom subscale of the PANSS (Analysis 1.5). No significant
advantage was observed in the short-term (7 RCTs, n =477, MD -0.67 CI —1.46 to 0.13) or
medium-term (4 RCTs, n =239, MD -0.99 CI -2.09 to 0.11). However, a small advantage
favouring CBT was observed in the long-term (7 RCTs, n = 380, MD —0.90 CI —1.74 to
—0.06). Only Penn 2009 evidenced a significant effect and this employed a variant of CBT
which was explicitly focused on the management of auditory hallucinations.

Five trials reported outcomes of the hallucinations subscale of the PSRS (Analysis 1.6). No
effect was observed in the short-term (4 RCTs, n = 258, MD -0.92 CI -3.33 to 1.49),
medium-term (2 RCTs, n = 105, MD -0.57 CI —-3.95 to 2.80) or the long-term (6 RCTs, n =
267, MD —1.30 CI -4.01 to 1.41).

Five trials reported outcomes on the delusions subscale of the PSRS (Analysis 1.7). There
was a significant advantage favouring CBT in the short-term (4 RCTS, n =311, MD -1.62
CI -3.16 to —0.07) which was not maintained at medium-term (2 RCTs, n = 106, MD —0.59
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CI -3.03 to 1.86) or long-term (6 RCTs, n = 329, MD -0.89 CI -2.34 to 0.55). Only
Haddock 2009 evidenced a significant effect in the short-term and it should be noted that
this study’s intervention was targeted at anger and aggression rather than delusional beliefs.
When Haddock 2009 was removed from these data the effect in the short-term was no
longer statistically significant (3 RCTs, n = 233, MD —0.09 CI -1.73 to 1.91).

1.2.2.2 Negative symptoms (outcomes 1.12 through 1.13): Eight trials reported outcomes
on the Negative Symptom subscale of the PANSS. No significant advantage was observed
in the short-term (6 RCTs, n = 328, MD -0.25 CI —1.09 to 0.59), medium-term (4 RCTs, n =
239, MD -0.27 CI —1.28 to 0.74) or long-term (7 RCTs, n = 380, MD -0.43 CI -1.38 to
0.51; Analysis 1.10). Four trials (Jackson 2008; Pinto 1999; Sensky 2000; Tarrier 1999 a)
reported outcomes on the Scale for the Assessment of Negative Symptoms (SANS). No
significant advantage was observed in the short-term (3 RCTs, n = 195, MD -0.92 CI -3.42
to 1.59), medium-term (3 RCTs, n = 171, MD —0.68 CI -3.13 to 1.76) or long-term (3
RCTs, n =161, MD 0.95 CI —1.56 to 3.46; Analysis 1.11).

1.2.2.3 Psychological distress (outcomes 1.14 through 1.20): Seven trials reported
outcomes on the General Symptom Score of the PANSS. They observed no clear effect in
the short-term (4 RCTs, n =288, MD -0.06 CI —1.61 to 1.50), medium-term (5 RCTs, n =
280, MD —-1.01 -2.66 to 0.63) or long-term (8 RCTs, n = 549, MD —1.03 -2.36 to 0.29;
Analysis 1.12).

Two trials reported outcomes on the Beck Depression Scale (BDI) when CBT was compared
with family therapy (Garety 2008 a) and enhanced supportive therapy (Penn 2009). No
significant advantage was observed in the short-term (1 RCT, n = 65, MD —1.20 CI -5.56 to
3.16) and medium-term (2 RCTs, n = 108, MD -3.09 CI -7.18 to 0.99) although all studies
report outcomes favouring the CBT condition. However, in the long-term there was a
statistically significant effect (2 RCTs, n = 105, MD —6.21 CI —-10.81 to —1.61) with Garety
2008 a and Penn 2009 both reporting significant advantages for CBT (Chi2 = 0.01, df = 1 (P
=0.91); 12 = 0%:; Analysis 1.13).

Similarly, when depressive symptomatology was measured using the Montgomery-Asberg
Depression Rating Scale (MADRS), and was compared against a non-active control therapy
(Sensky 2000), there was no significant advantage in the medium-term (1 RCT, n = 90, MD
—2.50 CI -4.19 to —0.81). However, a no significant effect was observed in the long-term (1
RCT, n =90, MD -1.50 CI -3.78 to 0.78; Analysis 1.18).

No significant advantage was observed for a series of other scores - Rosenberg Self Esteem
Scale (RSES) (Analysis 1.15), the Beck Anxiety Inventory (BAI) (Analysis 1.16), the Beck
Cognitive Insight Scale (Analysis 1.17) or the Novaco Anger Scale (Analysis 1.14).

1.2.2.4 Problem behaviours: No significant advantage was observed in a series of rating
scale scores: the Novaco Provocation Inventory in the short-term (1 RCT, n =77, MD 4.12
CI -3.93 to 12.17) or long-term (1 RCT, n =77, MD 3.33 CI -3.70 to 10.36; Analysis 1.19);
Ward Anger Rating Scale (WARS) in the short-term (1 RCT, n =77, MD -2.33 CI —4.84 to
0.18) or long-term (1 RCT, n =77, MD -2.10 CI -5.01 to 0.81; Analysis 1.20); Historical
Clinical Risk Management-20 scale (HCR-20) Risk Management subscale (1 RCT, n =77,

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduosnueA Joyiny siopung DN 2doing ¢

syduosnuey Joyiny s1opung DA 2doinyg ¢

Jones et al.

Page 27

MD -0.23 CI -1.77 to 1.31; Analysis 1.21) or the Clinical subscale (1 RCT, n =77, MD
—0.46 CI -1.62 to 0.70; Analysis 1.22).

1.3 Global state: Four outcomes were reported as indicators of global state; relapse, re-
hospitalisation, the Global Assessment of Functioning (GAF) Scale, and the Global
Assessment Scale (GAS).

1.3.1 Relapse and rehospitalisation: Six trials reported data relating to relapse in the short-
term (Bechdolf 2004), medium-term (Tarrier 1999 a) and the long-term (Drury 2000; Garety
2008 a; Haddock 1999; Lewis 2002; Tarrier 1999 a). No significant reduction in relapse was
reported in either the short-term (1 RCT, n =71, RR 0.65 CI 0.21 to 1.95), medium-term (1
RCT, n=59,RR 0.63 CI0.19 to 2.11) or the long-term (5 RCTs, n = 350, RR 0.91 CI 0.63
to 1.32; Analysis 1.23). Only one of the six trials reported a significant reduction in relapse
favouring CBT. This study, Lewis 2002, employed a non-active control therapy and was
targeted at “positive symptoms of delusions and hallucinations, identifying precipitating and
alleviating factors and reducing associated distress” (Lewis 2002, p92). This study,
contributing 28% of weight to the final result also was responsible for the high heterogeneity
(Tau? = 0.10; ChiZ2 = 10.71, df = 4 (P = 0.03); I2 = 63%).

Five trials reported data relating to re-hospitalisation in the shortterm (Bechdolf 2004; Penn
2009), medium-term (Buchkremer 1997; Penn 2009) and long-term (Bechdolf 2004;
Buchkremer 1997; Drury 2000; Jackson 2008; Penn 2009). No significant reduction in re-
hospitalisation was reported in either the shortterm (2 RCTs, n = 136, RR 0.36 CI1 0.11 to
1.13), mediumterm (2 RCTs, n = 132, RR 0.59 CI 0.27 to 1.30) or the long-term (5 RCTs, n
=294, RR 0.86 CI 0.62 to 1.21; Analysis 1.24). None of the individual trials evidenced a
significant reduction in re-hospitalisation (ChiZ = 2.36, df = 4 (P = 0.67); I? = 0%).

1.3.2 Global Assessment of Function (GAF) and Global Assessment Scale (GAS): One
trial (Durham 2003), employing an active control therapy of supportive counselling,
reported outcomes on the GAS. No significant differences in treatments were observed in
the mediumterm (1 RCT, n =38, MD —-0.60 CI —4.93 to 3.73) or the long-term (3 RCT, n =
155, mean difference (MD) 4.20 CI —-0.63 to 9.03; Analysis 1.24).

Durham 2003, Haddock 2009 and Kemp 1998 reported outcomes on the GAFscale. A
consistent positive effect favouring CBT was observed in the short-term (2 RCTs, n = 147,
MD 9.02 CI 4.29 to 13.75; Chi2 = 0.04, df = 1 (P =0.84); 2= 0%). The trials contributing
to this effect employed both active (Haddock 2009) and non-active (Kemp 1998) control
therapies. However, this effect was not statistically significant in the long-term (3 RCTs, n =
155, MD 4.20 CI -0.63 to 9.03; Analysis 1.24).

1.3.3 Social Functioning Scale (SFS) and Social and Occupational Functioning
Assessment Scale (SOFAS): No significant advantage was observed on the SFS when CBT
was compared with enhanced supportive therapy (Penn 2009) in the short-term (n = 65, MD
5.40 CI -5.18 to 15.98), medium-term (n = 65, MD 7.20 CI -3.46 to 17.86) or the long-term
(n =65, MD 8.80 CI —4.07 to 21.67; Analysis 1.25). Garety 2008 a and Jackson 2008
reported outcomes on the SOFAS. An advantage favouring CBT was observed in the short-
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term (1 RCT, n =62, MD 9.09 CI 2.79 to 15.39) when compared with a non-active control
therapy (befriending). This advantage was not observed in the medium-term (1 RCT, n = 45,
MD 5.33 CI -2.57 to 13.23) and the long-term (2 RCTs, n = 103, MD 1.32 CI —4.90 to 7.54;
Analysis 1.26).

1.4 Quality of life

1.4.1 EuroQol: Only Garety 2008 a reported outcomes with regard to changes in quality of
life. There was no significant differences in EuroQOL scores between CBT and family
therapy in the long-term (n = 37, MD —1.86 CI —19.20 to 15.48; Analysis 1.27).

1.5 Satisfaction with treatment

1.5.1 Attitude to medication: One study rated attitude to medication and, using two
measures, found significantly in favour of the CBT groups (Analysis 1.28).

1.5.2 Leaving the study early: Ten trials reported data on participants leaving the trial early
(Analysis 1.29). There was no significant advantage when CBT was compared with either
non-active control therapies (4 RCTs, n =433, RR 0.88 CI 0.63 to 1.23; Analysis 2.22) or
active therapies (6 RCTs, n =339, RR 0.75 CI 0.40 to 1.43; Analysis 3.23).

2. Missing outcomes—We found no usable data on direct or indirect costs.

3. Sensitivity analyses

3.1 Adverse event: Only two studies reported outcomes relating to death (Durham 2003;

Lewis 2002). Accordingly, no sensitivity analysis could be performed

3.2 Mental state: No important or reliable change: No advantage was observed for CBT

in the short-term, mediumterm or long-term across seven trial (Bechdolf 2004; Cather 2005;
Durham 2003; Drury 2000; Garety 2008 a; Sensky 2000; Tarrier 1999 a). When trials
showing inadequate or suspect blinding (Drury 2000; Sensky 2000) were removed then was
no advantage for CBT in the medium-term (Z = 1.57, P = 0.12) or long-term (Z = 0.67, P =
0.50). When trials showing inadequate or suspect randomisation (Drury 2000; Sensky 2000)
were removed then no advantage for CBT was observed in the medium-term (Z = 1.57, P =
0.12) or long-term (Z = 0.67, P = 0.50).

When only well-defined CBT trials were considered there was a significant advantage for
CBT in the medium term (2 RCTs, n =121, MD 0.70 CI 0.53 to 0.93). However, this
advantage was not evident in the three well-defined CBT trials contributing long-term
outcomes (3 RCTs, n =154, MD 0.94 C10.79 to 1.13).

3.3 Global state

3.3.1 Relapse: Of the six trials reported data relating to relapse in the short-term (Bechdolf
2004), medium-term (Tarrier 1999 a) and the long-term (Drury 2000; Garety 2008 a;
Haddock 1999; Lewis 2002; Tarrier 1999 a).
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When trials showing inadequate or suspect blinding (Drury 2000) were removed from the
long-term data then no advantage for CBT was observed (Test for overall effect: Z = 0.53, P
= 0.60). Similarly, when trials showing inadequate or suspect randomisation (Drury 2000;
Haddock 1999) were removed from the long-term data then no advantage for CBT was
observed (Test for overall effect: Z = 0.10, P = 0.92).

When only well-defined CBT trials (Drury 2000; Garety 2008 a; Haddock 1999; Lewis
2002) were considered there was no advantage for CBT in the long-term (4 RCTs, n = 350,
MD 0.91 CI 0.63 to 1.32).

3.3.2 Hospitalisation: Five trials reported data relating to re-hospitalisation in the short-
term (Bechdolf 2004; Penn 2009), medium-term (Buchkremer 1997; Penn 2009) and long-
term (Bechdolf 2004; Buchkremer 1997; Drury 2000; Jackson 2008; Penn 2009).

When trials showing inadequate or suspect blinding (Drury 2000) were removed from the
long-term data then no advantage for CBT was observed (Test for overall effect: Z = 0.53, P
= 0.60). Similarly, when trials showing inadequate or suspect randomisation (Penn 2009,
Drury 2000,) were removed from the long-term data then no advantage for CBT was
observed (Test for overall effect: Z = 0.62, P = 0.54).

When only well-defined CBT trials (Buchkremer 1997, Drury 2000) were considered there
was no advantage for CBT in the long-term (2 RCTs, n = 129, MD 0.86 CI 0.51 to 1.44).

DISCUSSION

Summary of main results

1. Comparison 1. CBT versus all other psychological therapies

1.1 Adverse effect/event: Overall numbers were very small (3%), but CBT did not show an

advantage with respect to avoidance of death by natural causes or suicide.

For ‘general adverse effects’ no advantage was found for cognitive therapy. One trial
(Klingberg 2009), reported no difference in adverse outcomes between CBT and Cognitive
Remediation Training in the long-term. Many of these studies do not report adverse effects
of this theoretically potent talking therapy. If such treatment is potentially to be
recommended for wide adoption routine recording and reporting of adverse effects should
be expected within evaluative studies.

1.2 Mental state: We found no consistent advantage for CBT over other therapies with
respect to clinically reliable or important changes in general psychiatric symptoms.

Of the seven trials, only Drury 2000 and Sensky 2000 showed a positive effect for CBT and
this was in comparison to non-active therapies designed to control for non-specific aspects
of therapy. With respect to global psychiatric symptoms based on the BPRS, no effect was
found in the short- or long-term but a small advantage for CBT was found in the medium-
term. This was observed in only a single small trial (Pinto 1999) which compared CBT to an
active therapy (supportive counselling). Global psychiatric symptoms as measured by the
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Total Score of the PANSS showed a significant advantage for CBT in the short- and
medium-term, but not over longer periods. There was significant variation in the trial results
in the short-term and the positive result was entirely attributable to Levine 1998 which
targeted medication compliance. We found no effect in the short-, medium- or long-term on
the general symptom scale of the PANSS.

Much of the CBT-based interventions for psychosis focus on specific symptoms. With
respect to positive symptoms on the PANSS, no significant advantage was found for CBT in
the short- or medium-term. There was a small effect in the long-term in favour of CBT, but
this seems to be accounted for by a single trial (Penn 2009) which employed a variant of
CBT explicitly focused on the management of auditory hallucinations. When a more specific
measure of dimensions of voice hearing (the PSRS or Beliefs About Voices Questionnaire)
was used, no advantage was found for CBT at any duration of treatment outcome.

With respect to delusions as measured by the Delusions subscale of the PSRS across five
trials, a significant advantage was found for CBT in the short-term which was not
maintained at longer durations, and the effect in the short-term is attributable to the impact
of one trial that was not targeted at treatment of delusions (Haddock 2009). No effect was
found for the differential impact of CBT on negative symptoms at any treatment duration.

A significant advantage was found for CBT in comparison to both Family Therapy (Garety
2008 a) and Enhanced Supportive Therapy (Penn 2009) in terms of reducing depressive
symptoms as measured by the BDI but only in longer term outcomes. At shorter durations
there was a consistent but non-significant trend in favour of CBT. This pattern of longer-
term benefits was demonstrated on a second measure of depression in a further trial (Sensky
2000). This finding supports the Birchwood 2006 assertion that CBT targets the emotional/
behavioural distress rather than psychotic symptomatology.

No advantage for CBT was found at any duration of outcome for anxiety, self-esteem,
insight, anger or problem behaviours in the form of violence.

1.3 Global state: There was no consistent advantage for CBT over other therapies with

respect to rate of relapse or rehospitalisation. No differential effect of CBT was observed on
global functioning as measured by the Global Assessment Scale. In contrast, there was a
consistent positive effect on global functioning (as measured by the DSM-IV GAF measure)
which favoured CBT; this effect, however, was only observed in the short-term and was not
present over longer periods and may be a chance finding. However, notably, the studies
contributing to this short-term effect involved a focus on anger and psychotic symptoms
relating to problem behaviour (Haddock 2009) and medication compliance (Kemp 1998).

The findings with respect to social functioning were equivocal and dependent on the
measure used. No significant advantage was observed on the SFS when CBT was compared
with Enhance supportive therapy (Penn 2009) at any duration of outcome. In contrast, using
the SOFAS, Garety 2008 a and Jackson 2008 reported an advantage favouring CBT in the
short-term when compared with a non-active control therapy (befriending) but this was not
maintained at subsequent follow-up. This important outcome is not often measured but there
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is no indication that the addition of CBT to standard care has any convincing generalised
effect.

1.4 Quality of life: It is surprising that only one trial of less than 40 participants (Garety

2008 a) reported a measure of quality of life. No differential effect of CBT was found at any
duration of outcome.

1.5 Satisfaction with care: Cognitive behavioural therapy did not seem to keep people in

care any more than other therapies. About 20% of both groups left the studies. However, this
rate of attrition this is better than is seen in many drug trials.

Overall completeness and applicability of evidence

1. Completeness—This review contains data on the primary outcomes (adverse event,
mental state - no clinically important response, relapse, hospitalisation). Even the most
replete of the outcomes contains less than 300 participants,. Trials are small, often
undertaken by pioneers of CBT, and numbers of events in any one group are few. There is a
poverty of measurement of some outcomes and none on others. For example, there are few
studies that attempt to report on adverse effects, and none that measures engagement with

services,

2. Applicability

2.1 Participants: The included studies involved people with serious mental illnesses (as

derived from recognised diagnostic criteria) from a wide range of settings, including both in-
patients and out-patients. The results of this review could be said to be valid for people with
a diagnosis of a psychotic disorder whose illness has taken a chronic course whether treated
on an in-patient or out-patient basis. The exclusion criteria were such that this review is of
less relevance to persons with other psychotic disorders such as bipolar disorder, substance-
induced psychosis, significant physical or sensory difficulties or people with acquired brain
injury or coexisting developmental learning disabilities.

2.2 Interventions: Eleven trials meet our criteria for ‘well-defined CBT’. The period of

active therapy varied between studies. Bechdolf 2004 provided up to eight weeks of
individual CBT, whilst Drury 2000 gave both individual and group cognitive therapy over
the course of recovery (which did not exceed nine months) as well as family engagement,
aimed at developing familial coping strategies and a structured activity programme (for an
average of five hours per week) including cooking, creative therapy and discussion groups.
On the other hand, Kemp 1998, reported that their intervention consisted of four to six
sessions of therapy aimed at increasing medication compliance.

The CBT interventions varied with regard to both the target of the therapy and the degree of
specificity of the focus of the intervention. For example, Kemp 1998 and O’Donnell 2003
used a CBT intervention focused specifically on medication compliance, whereas the CBT
intervention described by Bechdolf 2004 had a wider focus incorporating auditory
hallucinations and delusions, anxiety, depression, relapse prevention and enhancing
medication compliance. Most trials targeted positive symptoms of psychosis, some with an
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explicit focus on auditory hallucinations (Bechdolf 2004; Haddock 2009; Jackson 2008;
Penn 2009; Valmaggia 2005) and/or delusions (Garety 2008 a; Haddock 2009; Jackson
2008; Valmaggia 2005). It was less common for the CBT intervention to target negative
symptoms of psychosis (Klingberg 2009). Strategies for relapse prevention were a common
component in the CBT intervention and a specific focus in some trials (e.g., Garety 2008 a).
Emotional distress (Bechdolf 2004; Sensky 2000) and self-esteem (Bechdolf 2004; Penn
2009), either in general or specifically related to the experience of psychosis, was a target in
some trials that also targeted other symptoms. Finally, Haddock 2009 focused specifically
on psychotic symptoms and anger relating to aggression and violence.

The present review differed from previous reviews in that we adopted a tiered definition of
CBT. Cognitive behavioural therapy in clinical practice typically includes a number of
components: cognitive restructuring, hypothesis testing, behavioural experiments,
psychoeducation, relapse prevention, coping strategy enhancement, problem-solving
strategies, with or without, relaxation training. In this respect, many of the current trials
reflect common clinical practice. However, this multi-component approach is not
necessarily helpful in identifying the active components of CBT as control arms to the trials
are often not balanced in terms of component therapies. Trials generally include a range of
interventions in the same treatment arm and in many the intervention is described as “CBT”
without a clear and explicit indication that the active element of therapy involves explicit
manipulation of belief. In addition, cognitive therapy for psychosis, as reflected in current
trials, has become increasingly distanced from its basis in CBT for non-psychotic mood
disorders where the focus is on the emotional and behavioural consequences of
dysfunctional thinking patterns and the intervention is clearly designed to address cognitions
and beliefs. This point has been identified by Birchwood 2006 who has noted that CBT for
psychosis has often been treated as if it were a ‘quasi-neuroleptic’ where the focus of
outcome measurement has been on global symptoms with the expectation that CBT should
reduce psychotic symptoms directly as opposed to eliciting emotional and behavioural
changes. More recent trials of CBT in relation to treatment as usual are more clearly based
on theoretical models of psychotic symptoms (e.g. Trower 2004). Such trials have a clear
focus on the specificity of the beliefs addressed (e.g. power beliefs about voices) and
outcome measures which are sensitive to belief change as the mediator of emotional and
behavioural change.

Overall, interventions did vary considerably but findings were consistent. When well-
implemented CBT is given, for long or short periods, with various foci of treatment, there is
no convincing difference between CBT and other psychosocial interventions in relation to
psychotic symptomatology and broad measures of functioning (Summary of findings for the
main comparison). However, there are some promising preliminary findings with respect to
the effect of CBT on symptoms of depression. At present, it remains unclear but it is
interesting to speculate as to the relative benefits for CBT for psychosis compared with CBT
which is specifically focused upon depression in this group of patients.
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Quality of the evidence

This is an attempt to quantitatively summarise the effects of cognitive behavioural therapy
for schizophrenia. This has not been an easy task and the review authors will be pleased to
hear from readers in order to improve this work for future issues of The Cochrane Library.
The methodological quality of the included studies is summarised in Figure 2. There still are
too few trials. Studies are too small. Outcomes are often reported in such a way that leaves
presentation in a systematic review, difficult or impossible. In addition, scales are often used
to measure outcomes that are not directly relevant to psychological therapy.

There has, however, been a general improvement in methodological rigor of the more recent
trials. Several trials had relatively large sample sizes (Buchkremer 1997; Garety 2008 a;
Klingberg 2009; Lewis 2002 all exceeded 100 people). All 20 included studies report some
form of randomisation, with 10 describing adequate sequence generation. Allocation was
concealed in 11 studies and 16 of the 20 trials (80%) employed raters blinded to the
treatment condition.

One of the key issues which is a limiting factor in interpreting current trial data is the wide
variation in the targets of treatment and there is little agreement on how these targets and
key outcomes should be operationalised. Studies frequently measure different outcomes or
measure the same outcome using different measures. The differences in the psychometric
properties of these measures make it difficult to interpret the variability of the outcomes
reported in the trials. It would be invaluable to future trialists to receive direction regarding a
common consensus on the most reliable, valid and clinically relevant outcome measures for
CBT for psychosis. In the view of the authors this is likely to require the design and
validation of new outcome measures both for specific aspects of positive symptoms (e.g.
beliefs, preoccupation and conviction) as well as key emotional and behavioural outcomes
including anxiety, depression and more specific symptom-related distress. For example,
current state-of-the-art measures of these dimensions are not fully adequate to assess the
efficacy of CBT. The PSYRATS, for example, includes only a single four-point measure of
delusional or voice-related distress and the Beliefs About Voices Questionnaire includes
measures of emotional response to voices which are not clearly delineated from other
variables, such as the person’s behaviour in relation to the voice. In addition, the ultimate
aim of clinical intervention is to improve functioning and trials should include primary
outcomes relating to this including, return to work, social functioning and quality of life. It
would seem important to also report on some economic outcomes.

Finally, a welcome addition to some of the newer trials is the introduction of protocols to
assess adherence to CBT methods, though there remains a lack of consensus across trials as
to how this is implemented. In addition, a recent government focus in the UK on making
psychological therapies more widely available is likely to mean that a broader range of
expertise is employed in the delivery of CBT for psychosis. At present the experience of
therapists in trials is not always clearly described and this renders it difficult to undertake a
sensitivity analysis of the effect of therapist expertise.

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduosnueA Joyiny siopung DN 2doing ¢

syduosnuey Joyiny s1opung DA 2doinyg ¢

Jones et al. Page 34

Potential biases in the review process

One of the review authors (AM) is actively engaged in the evaluation of the efficacy of CBT
for psychosis.

Agreements and disagreements with other studies or reviews

There are few reviews of CBT compared with other psychological therapies. However, in a
meta-analysis of eight trials with 528 patients, Pilling 2002 reported that CBT did not show
an advantage over other active therapies (i.e., supportive counselling, and a problem solving
group) although positive effects of CBT were reported relative to standard care.

AUTHORS’ CONCLUSIONS

Implications for practice

1. For people with schizophrenia—The use of CBT has been associated with some
reduction in symptoms, especially the positive symptoms of schizophrenia. However, there
is considerable variability in the findings of the various studies and, at present, it is not
possible to assert any substantial benefit for cognitive behavioural therapy over other
psychological therapies.

2. For clinicians—Presently, CBT is a scarce commodity, often provided by highly
skilled and experienced therapists. These data are not convincing of clear benefit over other
- and sometimes less sophisticated - therapies for people with schizophrenia. There is some
indication that CBT may help the affective problems associated with having such a serious
illness as schizophrenia.

3. For policy makers—Cognitive behavioural therapy held promise of providing a useful
adjunct to traditional treatment of people with psychotic disturbance. The Included
randomised controlled trials of CBT and their small sample sizes demand caution until such
time as data from larger, more methodologically coherent randomised controlled trials are
available to supplement these initial findings.

A cost/benefit analysis would enable clinicians and purchasers to manage service provision
and make best use of resources.

4. For funders of research—More, large, generally applicable, clinically meaningful
trials are needed. More comparisons of CBT with supportive approaches would seem of
particular interest. Further research should address the issue of the use of CBT in specific
settings and contexts (e.g., tertiary psychiatric services, long-stay institutions, day hospitals).

The present data provides little indication of how effective CBT procedures might be when
they are applied by less experienced practitioners. It would be useful to know whether the
effects of CBT are sustained after the therapy course has finished, whether booster sessions
are beneficial, or whether continued (long-term) therapy is required to sustain the treatment
effect.
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Implications for research
1.General

1.1 Presentation of data: If all of the trials within this review had conformed to the
suggestions within the CONSORT statement on trials reporting (Begg 1996; Moher 2001)
much more may be known on the effect of CBT for people with schizophrenia. Cognitive

behavioural therapy trials are difficult to undertake so data should not be wasted.
Unfortunately, trialists often did not present clear measures of association between
intervention and outcome, for example, risk ratios, odds ratios, risk or means difference, as
well as the raw data. Wherever possible, binary outcomes should be reported in preference
to continuous scale derived data as they are easier to interpret and clinically relevant. If P
values are used, the exact value should be reported.

1.2 Randomisation: Allocation concealment is a fundamental part of trial methodology. If

readers are to be reassured that selection bias was minimised then the randomisation process
should be clearly described.

1.3 Blinding: Double-blind evaluation of the outcomes of a psychosocial intervention is
extremely difficult, and probably impossible. Trialists should, however, take every
precaution to minimise the effect of biases by using blinded or independent raters (quoting
inter-rater reliability and measuring their blindness) and, probably more importantly, using
‘harder’ outcomes such as relapse, self-harm, and relapse or admission rather than scale
data.

1.4 Withdrawals: Intention-to-treat analysis is preferable. If possible, trialists should

describe from which groups withdrawals came, why they occurred and what was their
outcome.

2. Specific to cognitive behavioural therapy trials

2.1 The issue of practitioners: Cognitive behavioural therapy holds the promise of

providing a valuable adjunct to traditional treatments for people with psychotic disturbances.
Despite the fact that it may be an effective therapys, it is currently inaccessible to most of
those with schizophrenia even within well-resourced care services. This situation will
remain until either i. the basic skills of cognitive behavioural therapy can be generalised to
other healthcare professionals; or ii. there can be increased availability of specialists
specifically practising CBT for those with schizophrenia.

2.2 Power: Estimates of statistical power based on data obtained from this review indicates
that using data from within this review for the outcome of ‘no important improvement’,
estimates of statistical power indicate that about 70 people per group are required to show a
statistically significant difference in the outcome over a period of at least six months (alpha
0.05, beta 0.8). This computation assumes that the difference in proportions is —0.29
(specifically, 0.58 versus 0.87). Given an attrition rate of approximately 30%, researchers
should aim for a minimal sample size of 100 persons per intervention.
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2.3 Outcomes measured: Outcomes should be clear and clinically useful but if authors are

to persist in using continuous scale-derived data these tools should be standardised, and peer
reviewed (Marshall 2000). Concrete outcomes of disturbance such as ‘disturbed episode’,
‘use of detention order’, ‘use of special nursing observation’ or, for those in the community,
‘avoiding hospitalisation’ would be of interest. Data on quality of life, social functioning,
occupational status, general impression of carer/other, unwanted effects, such as anxiety,
depression and dependence on the relationship with the therapist, staff fatigue and economic
outcomes would be very welcome.

Acknowledgments

Clive Adams, for invaluable editorial support and encouragement.
SOURCES OF SUPPORT

Internal sources
. South Warwickshire Mental Health Trust, UK.
. University of Birmingham, UK.
o Nottinghamshire Healthcare NHS Trust, UK.
External sources

. No sources of support supplied

Appendix 1. Previous searches

1. Detail of searches used in original CBT review (Jones 2004)
1. Electronic searches for update

1.1 The Cochrane Schizophrenia Group’s Register (January 2004) was searched using
the phrase: {[(*cogniti* AND (*behavio* or therap*)) OR (*cogniti* and (*technique*
or *restructur® or *challeng*)) OR (*self* and (*instruct* or *management* or
*attribution*)) OR (*rational* and *emotiv*) in title, abstract, index terms of
REFERENCE] or [Cognitive* in interventions of STUDY]}

The Schizophrenia Groups trials register is based on regular searches of BIOSIS Inside;
CENTRAL; CINAHL; EMBASE; MEDLINE and PsycINFO; the hand searching of
relevant journals and conference proceedings, and searches of several key grey
literature sources.

A full description is given in the Group’s module.
2. Details of previous searches:

2.1 Biological Abstracts (January 1980 - January 1998) was searched using the
Cochrane Schizophrenia Groups search for randomised controlled trials and
schizophrenia (please see Cochrane Schizophrenia Group Module) combined with: [and
(COGNITIV* and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or
THERAP* or RESTRUCTUR* or CHALLENG*)) or (ATTRIBUTION* or (SELF and
(INSTRUCT* or MANAGEMENT#* or ATTRIBUTION¥*))) or (RET or (RATIONAL
and EMOTIV#))]
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2.2 CINAHL (January 1982 - January 1998) was searched using the Cochrane
Schizophrenia Group’s search for randomised controlled trials and schizophrenia
(please see Cochrane Schizophrenia Group Module) combined with: [and (COGNITIV*
and BEHAVIO* and THERAP*) or (COGNITI* and (TECHNIQUE* or THERAP* or
RESTRUCTUR* or CHALLENG*)) or (ATTRIBUTION* or (SELF and
(INSTRUCT* or MANAGEMENT?* or ATTRIBUTION*))) or (RET or (RATIONAL
and EMOTIV#)) or “COGNITIVE-THERAPY/ all topical subheadings / all age
subheadings]

2.3 The Cochrane Library (Issue 2, 1998) CENTRAL Register was searched using the
phrase: [<me> COGNITIVE THERAPY or <me> PSYCHOTHERAPY RATIONAL
EMOTIVE or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or
CHALLENG#*)) or (SELF and (INSTRUCT* or MANAGEMENT* or
ATTRIBUTION*)) or ATTRIBUTION* or (COGNITIV* and BEHAVIO* and
THERAP¥*) or RET or (RATIONAL and EMOTIV#)]

2.4 The Cochrane Schizophrenia Group’s Register of Trials (August 1998) was
searched using the phrase: [(COGNITIV* and BEHAVIO* and THERAP*) or
(COGNITT* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG¥*))
or (ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or
ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*)) or #42=142]

2.5 The Cochrane Schizophrenia Groups’ Register of Trials (January 2001) was
searched using the phrase: [(COGNITIV* and BEHAVIO* and THERAP*) or
(COGNITT* and (TECHNIQUE* or THERAP* or RESTRUCTUR* or CHALLENG¥*))
or (ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or
ATTRIBUTION#*))) or (RET or (RATIONAL and EMOTIV*#))]

This register now encompasses all other of the databases and many more (see Group
Module).

2.6 EMBASE (1980 - January 1998) was searched using the Cochrane Schizophrenia
Group’s search for randomised controlled trials and schizophrenia (please see Cochrane
Schizophrenia Group Module) combined with: [and (COGNITIV* and BEHAVIO* and
THERAP¥*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR¥* or
CHALLENG*)) or (ATTRIBUTION* or (SELF and (INSTRUCT* or
MANAGEMENT#* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*))
or “COGNITIVE-THERAPY/all subheadings]

2.7 MEDLINE (1966 - January 1998) was searched using the Cochrane Schizophrenia
Group’s search for randomised controlled trials and schizophrenia (please see Cochrane
Schizophrenia Group Module) combined with: [and (COGNITIV* and BEHAVIO* and
THERAP¥*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR¥* or
CHALLENG#)) or (ATTRIBUTION* or (SELF and (INSTRUCT* or
MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*))
or “COGNITIVE-THERAPY/all subheadings]

2.8 PsycLIT (1887 January 1998) was searched using the Cochrane Schizophrenia
Group’s search for randomised controlled trials and schizophrenia (please see Cochrane
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Schizophrenia Group Module) combined with: [and (COGNITIV* and BEHAVIO* and
THERAP¥*) or explode “COGNITIVE-TECHNIQUES” or (COGNITT* and
(TECHNIQUE®* or THERAP* or RESTRUCTUR* or CHALLENG¥*)) or
(ATTRIBUTION* or (SELF and (INSTRUCT* or MANAGEMENT* or
ATTRIBUTION#*))) or (RET or (RATIONAL near2 EMOTIV*)) or explode
“RATIONAL-EMOTIVE-THERAPY” or explode “SELF-HELP-TECHNIQUES” or
explode “INDIVIDUALIZED-INSTRUCTION” or explode “SELF-
INSTRUCTIONAL-TRAINING”]

2.9 SIGLE (1990 - January 1998) was searched using the Cochrane Schizophrenia
Group’s search for randomised controlled trials and schizophrenia (please see Cochrane
Schizophrenia Group Module) combined with: [and (COGNITIV* and BEHAVIO* and
THERAP#*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR¥* or
CHALLENG*)) or (ATTRIBUTION* or (SELF and (INSTRUCT* or
MANAGEMENT* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*#))]

2.10 Sociofile (1980 - January 2001) was searched using the Cochrane Schizophrenia
Group’s search for randomised controlled trials and schizophrenia (please see Cochrane
Schizophrenia Group Module) combined with: [and (COGNITIV* and BEHAVIO* and
THERAP#*) or (COGNITI* and (TECHNIQUE* or THERAP* or RESTRUCTUR¥* or
CHALLENG*)) or (ATTRIBUTION* or (SELF and (INSTRUCT* or
MANAGEMENT#* or ATTRIBUTION*))) or (RET or (RATIONAL and EMOTIV*))
or explode “PSYCHOTHERAPY™’]

Searching other resources

1. Reference Lists
All references of included articles were searched for further relevant trials.
2. Authors

When appropriate, the first author of each of the included papers was contacted and
additional published and unpublished materials were requested.

CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Bechdolf 2004
Methods Allocation: randomised.
Blinding: blind assessments carried out by independent raters not involved in treatment.
Duration: 8 weeks, 6 months and 24 months.
Participants Diagnosis: schizophrenia or related disorder (ICD 10).

N =388.

Sex: 40 male 48 female.

Age: mean ~32 years (SD 10).

History: patients with a primary diagnosis of drug or alcohol dependence, organic brain disease,
learning disability or hearing impairment was excluded
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Interventions 1 Group cognitive behavioural therapy: treatment based on approach by Tarrier 1993 b
(used coping strategy enhancement, problem solving & relapse prevention), focused on
treatment of auditory hallucinations & delusions, associated symptoms & problems
(e.g. anxiety, depression), relapse prevention & associated problems & enhancing
medication compliance. N = 40

2 Group psychoeducational programme: included eight weekly 60-90 min sessions,
sessions followed semi-structured format, covering symptoms and models of psychosis,
effects of medication, maintenance medication, early symptoms of relapse, relapse
prevention; approach primarily didactic, included formulation, guided discovery and
motivational interviewing. N = 48

Outcomes Global state: clinically significant change (> 2SD on PANSS global score + RCI exceeds 1.96);

relapse (rating > 5 also 2-point increase on previous assessment in > 1 item of positive syndrome
subscale of PANSS); re-hospitalisation (36-hour full hospitalisation or 5-day partial hospitalisation
because of exacerbation of acute psychotic symptoms)

Notes

Risk of bias

Bias Authors’ judgement Support for judgement

Random Low risk Computer-generated random numbers, blocks of 8.

sequence

generation

(selection bias)

Allocation Low risk Allocation in sealed envelopes and opened at time of

concealment treatment allocation

(selection bias)

Blinding
(performance
bias and
detection bias)
All outcomes

Low risk Single - most assessments by independent raters not
involved in treatment

Incomplete
outcome data
(attrition bias)
All outcomes

Low risk Investigated by comparing sociodemo-graphic data,
psychopathology and compliance ratings at
pretreatment stage for group whose ratings were
missing at post-treatment or follow-up with the
remaining participants for whom scores existed.
Intention to treat analysis undertaken

Selective
reporting
(reporting bias)

Low risk We did not have the study protocol but see no
indication of selective reporting

Other bias

Low risk No clear indication of other bias.

Buchkremer 1997

Methods

Allocation: randomised.
Blinding: none.
Duration: 2 years.

Participants

Diagnosis: schizophrenia (DSM-III-R).

N=191.

Age: mean ~31 years, SD ~7.

History: not schizoaffective, no comorbidity with substance abuse

Interventions

1 Cognitive behavioural therapy: psychoeducational medication management training +
cognitive therapy + standard care. N = 34

2 Cognitive behavioural therapy: psychoeducational medication management training +
cognitive therapy + key person counselling + standard care. N = 33

3 Psychoeducational medication training + leisure time group + standard care. N = 32

4 Psychoeducational medication training + leisure time group + key person counselling +
standard care. N = 35
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5 Structured free-time activity + standard care. N = 57.

Outcomes General state: hospitalisation.
Unable to use - Mental state: BPRS, SANS (data not reported by individual groups), IRA (data not
reported by individual groups).
Prognosis: SCPI, MPS (data not reported by individual groups).
Global impression: GAS (data not reported by individual groups).
Satisfaction with treatment: Leaving the study early (data not reported by individual groups)

Notes Psychoeducational medication training (PMT) - individualized information about schizophrenia and
its treatment, patients trained to recognize and react to early signs of relapse
Cognitive psychotherapy - designed to mediate problem-solving skills and to improve coping
strategies. Structured coping with stress situations (definition of a problem, setting of goals and
systematic selection of steps towards attainment of goals) and more adequate coping with everyday
stress were to be learned as a means of reducing general stress levels Key-person counselling (KC) -
targeted at relatives/care-givers - given information about schizophrenia and its treatment, and
recognition of impending relapses discussed, together with coping strategies, dealing with day-to-
day problems involved in living with schizophrenia, aimed to transfer to self-help group

Risk of bias

Bias Authors’ judgement Support for judgement

Random Low risk Randomisation carried out by an independent

sequence institution.

generation

(selection bias)

Allocation Low risk Randomisation carried out by an independent

concealment institution.

(selection bias)

Blinding High risk Data recorded by trained project staff who were not

(performance blind with respect to the group of allocation

bias and

detection bias)
All outcomes

Incomplete Low risk Modified intention-to-treat approach all who
outcome data attended > 1 group session included in main
(attrition bias) analysis
All outcomes
Selective High risk Data for BPRS, SANS, GAS and others were
reporting reported by individual groups only
(reporting bias)
Other bias Unclear risk No clear indication of other bias.
Cather 2005
Methods Allocation: randomised - stratified by severity of symptoms (PANNS < 63) and gender.
Blinding: single - assessments blind to treatment condition.
Duration: 16 weeks.
Participants Diagnosis: schizophrenia (61%) or schizoaffective disorder (39%).
N =30.
Age: average 40 years (SD 12).
Duration Ill: average 18 years (SD 13).
History: doses of olanzapine ranged from 5 to 40 mg, with a mean daily dose of 19.7 (8.6) mg; 33%
of sample was taking another antipsychotic in addition to olanzapine.
Inclusion criteria: 18-65 years of age, English speaking, treated with olanzapine for > 6 months and
at stable dose > 30 days, and exhibiting residual psychotic symptoms.
Excluded: evidence of organic brain disorder, recent substance use disorder , a conceptual
disorganization rating on the PANSS of moderate or higher, or previous exposure to CBT
Interventions 1 Cognitive behavioural therapy: inclusive of cognitive restructuring, goal setting and

coping strategy enhancement, with focus on addressing specific functional goals in
relation to social and occupational functioning, weekly 1-hour individual sessions for 16
weeks. N = 15
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2 Psychoeducation: supportive elements of therapy and psycho-education in a manualised
intervention delivered by experienced therapists, weekly 1-hour individual sessions for
16 weeks. N =13

Outcomes Mental state: clinically significant improvement, PSRS, PANSS.
Social functioning: SFS.*

Notes * SFS is designed to assess functioning over the past 3 months. In this study it was used to assess
functioning over a one week period. Accordingly, this non-standard use of the SFS invalidates
comparison with other studies

Risk of bias

Bias Authors’ judgement Support for judgement

Random Low risk Randomised - stratified by severity of symptoms

sequence (PANNS < 63) and gender - no further details

generation

(selection bias)

Allocation
concealment
(selection bias)

High risk Allocation carried out by an “independent rater” (not
blinded)

Blinding
(performance
bias and
detection bias)
All outcomes

Low risk Rater blind to allocation.

Incomplete
outcome data
(attrition bias)
All outcomes

High risk No intention-to-treat analysis.

Selective
reporting
(reporting bias)

Low risk We did not have the study protocol but see no
indication of selective reporting

Other bias

Low risk No clear indication of other bias.

Drury 2000

Methods

Allocation: random allocation, using stratified sampling technique.
Blinding: none.
Duration: 5 years.

Participants

Diagnosis: schizophrenia, schizoaffective, or delusional disorder (DSM-IV).
N =62.

Age: mean ~30 years, SD ~9, range ~20-55.

Sex: 25 M, 15 F, unknown 22.

History: mean duration of illness ~6 years, number of episodes ~3

Interventions

1 Cognitive behavioural therapy:individual, challenging and testing key beliefs, group
cognitive therapy, coping strategy enhancement + standard care. N = 30

2 Control: recreation and support: leisure and social activities away from ward +
standard care. N = 32

Outcomes

General state: relapse.

Mental state: important improvement (PQ), specific symptom clusters (PAS).

Satisfaction with treatment: Leaving the study early.

Unable to use -

Mental state: PAS (reported only as graphs, no extractable data) Average use of antipsychotic
medication (data skewed).

Notes

Reviewers considered recreation and support to be an non-active therapy. Authors contacted for
further data

Risk of bias
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Support for judgement

Random sequence  Unclear risk

generation
(selection bias)

Random allocation, using stratified sampling
technique.

Allocation
concealment
(selection bias)

Unclear risk

Insufficient information.

Blinding High risk

(performance bias
and detection
bias)

All outcomes

All participants were rated by first author with a
subset rated blindly by two other authors

Incomplete Low risk

outcome data
(attrition bias)
All outcomes

Completer analysis of outcomes. No intention to
treat analysis of people who left early

Selective Low risk

reporting
(reporting bias)

We did not have the study protocol but see no
indication of selective reporting

Other bias Low risk No clear indication of other bias.
Durham 2003
Methods Allocation: randomised.

Blinding: outcome only.
Duration: 12 months.

Participants Diagnosis: schizophrenia, schizoaffective and delusional disorder (ICD-10 and DSM -1V).
N = 66.
History: duration of illness ~ 13 years, mean age ~ 36 years.
Sex: 45 M, 21 F.
Interventions 1 Cognitive behavioural therapy: individual CBT + standard care. N = 22
2 Supportive psychotherapy: individual psychotherapy + standard care. N = 23
3 Standard care: routine care, case management & medication. N = 21
Outcomes Adverse effect/event: Death.
Mental state: GAS, PANSS, PSYRATS.
Global state: No important improvement.
Satisfaction with treatment: Leaving the study early.
Notes
Risk of bias
Bias Authors’ judgement  Support for judgement

Random sequence
generation (selection
bias)

Low risk Randomisation procedure (sealed envelope technique) devised by the
project statistician, carried out separately within each treatment
centre using randomised permuted blocking

Allocation
concealment
(selection bias)

Low risk Administered centrally by the non-clinical project coordinator

Blinding (performance
bias and detection
bias)

All outcomes

Low risk Independent raters.

Incomplete outcome
data (attrition bias)
All outcomes

Low risk Analyses repeated with missing values replaced either with previous
values carried forward or with group means, and the same pattern of
significance was found
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Selective reporting Low risk We did not have the study protocol but see no indication of selective

(reporting bias) reporting

Other bias Low risk No clear indication of other bias.

Garety 2008 a

Methods Allocation: randomised.
Blinding: single.
Duration: 24 months.

Participants Diagnosis: non-affective psychosis (ICD-10 and DSM-IV) with at least one positive symptom of
moderate severity on the PANSS.
N =301.
Age: 18-65 years.
Sex: not reported.
History:(a) ICD non-affective psychosis ; a second or subsequent psychotic episode; positive
symptoms, no alcohol or substance dependency,

Interventions 1 Cognitive behavioural therapy: targeted at relapse prevention, done by exploring
people’s understanding of triggers and risks of relapse and by developing new model of
disorder emphasising alternatives to delusional thinking, targets often included
persistent negative beliefs about self and others, characteristic reasoning styles such as
jumping to conclusions and distressing emotional reactions to events and anomalous
experiences; administered by skilled practitioners (doctorial level clinical psychologists)
and treatment fidelity assessed using the Cognitive Therapy for Psychosis Adherence
Scale. N = 96

2 Family intervention: emphasis on improving communication, offering discussion of up-
to-date information about psychosis, problem-solving, reducing criticism and conflict,
improving activity, and emotional processing of grief, loss and anger. N = 28

3 Treatment as usual. N = 177.

Outcomes General state: relapse (evidence of re-emergence of, or significant deterioration in, positive

psychotic symptoms of at least moderate degree persisting for > 2 weeks), hospitalisation.
Mental state: no significant or meaningful change, PANSS, PSYRATS, BDI, BAL

Social and occupational functioning: SOFAS.

Satisfaction with treatment: Leaving the study early.

Notes

Risk of bias

Bias Authors’ judgement Support for judgement

Random Low risk Randomisation - stratified within each of five

sequence participating centres and within in-patient or out-

generation patient status at the time of relapse

(selection bias)

Allocation
concealment
(selection bias)

Low risk Randomisation schedules independently generated by
a trial randomisation service in a separate location
from all trial centres (accessed by telephone)

Blinding
(performance
bias and
detection bias)
All outcomes

Low risk Primary outcome (relapse) was masked.
88% of secondary outcomes were completed masked
(i.e. the allocation of the patient had not been
revealed to the assessor)

Incomplete Low risk Intention-to-treat analysis was undertaken.
outcome data

(attrition bias)

All outcomes

Selective Low risk We did not have the study protocol but see no
reporting indication of selective reporting

(reporting bias)

Other bias

Low risk No clear indication of other bias.
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Methods

Allocation: randomised.
Blinding: outcome only.
Duration: 2 years.

Participants

Diagnosis: schizophrenia, schizoaffective.
N=21.

History: duration of illness < 5 years.
Age: mean —-28 years, SD -7.

Sex: 19 men, 2 women.

Interventions 1 Cognitive behavioural therapy:short-term individual CBT + standard care. N
=10
2 Control: supportive counselling and psychoeducation + standard care. N = 11
Outcomes General state: relapse.
Mental state: BPRS.
Satisfaction with treatment: leaving the study early.
Notes
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence Unclear risk Randomised - no further details.
generation (selection bias)
Allocation concealment Unclear risk Insufficient information.
(selection bias)
Blinding (performance Low risk At outcome - no further details.
bias and detection bias)
All outcomes
Incomplete outcome data High risk Completer data (less than 5% drop out).
(attrition bias)
All outcomes
Selective reporting Low risk We did not have the study protocol but see no indication of

(reporting bias)

selective reporting

Other bias

Low risk No clear indication of other bias.

Haddock 2009

Methods

Allocation: randomised - stratified by gender, substance misuse, anger related difficulties,
violence within the last 12 months, and facility (inpatient versus outpatient).

Blinding: single - raters blind to allocation.

Duration: 12 months.

Participants

Diagnosis: schizophrenia or schizoaffective disorder (DSM-IV).

N=77.

Age: not reported.

Sex: 66 male; 11 female.

History: violent behaviour, experiencing persistent hallucinations and/or delusions ( >4 PANSS
sub-scales P1 and P3), receiving antipsychotic medication (dose between 400 mg and 1000 mg
chlorpromazine or equivalent).

Setting: 19 outpatients, 58 inpatients.

Interventions

1 Cognitive behavioural therapy: motivational strategies to aid engagement, to reduce
severity and distress of psychotic symptoms and severity of anger linked to aggression
and violence. N = 38

2 Social Activities Therapy: helping identify and carry out enjoyable activities. N = 39

Outcomes

Global state: GAF.
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Mental state: PANSS, PSYRATS, NAS-PI, aggression and violence, WARS, HCR-20

Notes Therapy manual developed for each treatment.
Audio tapes of sessions assessed by supervisors using the Cognitive Therapy Scale for Psychosis,
SAT tapes also rated to ensure no CBT used by presence of non-specific therapeutic quality
standards

Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence  Low risk Randomised with computer-generated sequences.

generation

(selection bias)

Allocation Low risk “Independent allocation”.

concealment

(selection bias)

Blinding Low risk Masking maintained by ensuring therapists and assessors were housed in

(performance bias
and detection
bias)

All outcomes

separate accommodation, therapy files were kept separately from data
and clinical staff was repeatedly instructed not to disclose any knowledge
of therapy group to assessors

Incomplete Low risk Intention-to-treat analysis undertaken.

outcome data

(attrition bias)

All outcomes

Selective Low risk We did not have the study protocol but see no indication of selective

reporting reporting

(reporting bias)

Other bias High risk Different samples (i.e. inpatient and outpatient) and therefore
opportunities to observe base rates of violent behaviour will vary as a
function of sample

Jackson 2008

Methods Allocation: randomised.
Blinding: single.
Duration: 14 weeks.

Participants Diagnosis: people experiencing a first episode of psychosis.
N =62.
Age: mean ~ 22 years (SD ~3-4).
Sex: 45 men, 17 women.
Duration ill: CBT = 83 (untreated) days, befriending = median 107 (untreated) days.
Excluded: before randomisation if unable to speak English, IQ <70, psychosis due to medical
condition, change to non-psychotic diagnosis, treatment from private psychiatrist/ psychologist,
participating in first-episode mania trial, exhibiting violent behaviour, or being incarcerated

Interventions 1 Cognitive behavioural therapy: manualised - assessment and formulation of

relationship between psychotic and non-psychotic complaints and participants’ life
history, treatment prioritised in order of the following; risk, distressing positive
symptoms, comorbidity, negative symptoms, issues of identity and relapse prevention,
a maximum of 20 x 45 minute sessions over 14 weeks. N = 31
2 Befriending: based on Sensky 2000 - a non-active therapist contact control,
“befriending aims to control for time in therapy, participant expectations and positive
experiences of therapy”. N = 31
Outcomes Gobal state: hospitalisation.
Mental state: psychotic subscale of BPRS, SANS.
Social functioning: SOFAS.
Notes
Risk of bias
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Bias Authors’ judgement Support for judgement

Random Low risk Randomised - stratified according to affective and non-
sequence affective psychotic diagnosis

generation

(selection bias)

Allocation Low risk

concealment
(selection bias)

Allocation was conducted by independent statistician.

Blinding Low risk

(performance
bias and
detection bias)
All outcomes

Single - raters blind to allocated treatment.

Incomplete Low risk

outcome data
(attrition bias)
All outcomes

Missing values in each of the outcome measures for
any individual at time points subsequent to baseline
were assumed to have occurred at random, given
observed pre-treatment scores. Multiple Imputation
was used to compensate for missing data

Selective Low risk

reporting
(reporting bias)

We did not have the study protocol but see no
indication of selective reporting

Other bias High risk The participant group contained fewer patients with
schizophreniform disorder (40. 3%) than expected by
chance (refusers = 62.7%). There were also
significantly more patients with schizoaffective
disorder in the participant group (11.3%) than in the
refuser group (1.6%)

Kemp 1998
Methods Allocation: randomised.

Blinding: none.
Duration: 18 months.

Participants

Diagnosis: schizophrenia, schizoaffective, delusional disorder (DSM III-R).

N=74.

Age: range 18-65 years.

Sex: Not reported Excluded: non-English speakers, Learning disability, deaf or organic
brain disease

Interventions

1 Cognitive behavioural therapy:psychoeducation + compliance therapy +
standard care. N = 39

2 Control: non-specific counselling + standard care. N = 35

Outcomes Mental state: BPRS, GAF, SAI, DAI, AMQ.
Satisfaction with treatment: leaving the study early.
Unable to use -
Compliance measure (scale not peer reviewed).
Notes The main focus of the intervention was on medication compliance
Risk of bias
Bias Authors’ judgement Support for judgement

Random sequence
generation (selection
bias)

Unclear risk Reports random allocation - no detail provided.

Allocation concealment
(selection bias)

Unclear risk No information reported.

Blinding (performance
bias and detection bias)

High risk Blinding not reported.
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Incomplete outcome High risk Completer data.
data (attrition bias)
All outcomes
Selective reporting Low risk We did not have the study protocol but see no indication of
(reporting bias) selective reporting
Other bias Low risk No clear indication of other bias.
Klingberg 2009
Methods Allocation: randomised.
Blinding: single.
Duration: 9 months.
Participants Diagnosis: schizophrenia (DSM-IV).

N =198.

Age: average 37 years (SD 10).

Sex: 56% male.

Interventions

1 Cognitive behavioural therapy: strategies designed specifically to reduce negative
symptoms, involved case formulation, goal setting, homework assignments, role
play, focus on initiative and planning, social activity, emotional participation and
expression and speech activity. N = 99

2 Cognitive remediation training: treatment protocol not described - reported that it
“might ameliorate negative symptoms to a certain extend as this is a partially active

treatment”. N = 99

Outcomes Adbverse effects.

Notes Trial is ongoing and outcome with regard to negative symptoms has yet to be reported
Risk of bias

Bias Authors’ judgement Support for judgement

Random sequence
generation
(selection bias)

Unclear risk

Insufficient detail.

Allocation
concealment
(selection bias)

Unclear risk

Insufficient detail.

Blinding Low risk Raters blind to allocation.

(performance bias

and detection bias)

All outcomes

Incomplete High risk Completer data reported.

outcome data

(attrition bias)

All outcomes

Selective reporting High risk Trial is ongoing and outcome with regard to
(reporting bias) negative symptoms has yet to be reported
Other bias Low risk No clear indication of other bias.

Levine 1998

Methods

Allocation: randomised.

Blinding: none.
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Duration: 10 weeks.

Participants Diagnosis: paranoid schizophrenia.
N=12.
History: ill > 5 years, not comorbid substance misuse, nor chronic physical condition or
orthodox religious conviction.
Age: range 20-45 years.
Interventions 1 Cognitive behavioural therapy: group based, six weekly sessions + standard care.
N=6.
2 Supportive therapy: group based, six weekly sessions + standard care. N = 6
Outcomes Mental state: PANSS - positive, negative, general, thought disturbance and total scores.
Satisfaction with treatment: leaving the study early.
Notes
Risk of bias
Bias Authors’ judgement Support for judgement

Random sequence
generation (selection

bias)

Unclear risk Reports random allocation - no detail provided.

Allocation
concealment (selection
bias)

Unclear risk Insufficient details provided.

Blinding (performance
bias and detection
bias)

All outcomes

Low risk Raters unaware of allocation.

Incomplete outcome
data (attrition bias)
All outcomes

High risk Completer analysis only.

Selective reporting
(reporting bias)

Low risk We did not have the study protocol but see no indication of
selective reporting

Other bias High risk Sample size of only 6 participants per group.
Lewis 2002
Methods Allocation: randomised.

Blinding: single.
Duration: 18 months.

Participants

Diagnosis: schizophrenia (DSM 1V).

N=315.

* History: in acute phase, first or second acute admission.
Age: median —27 years.

Interventions 1 Cognitive behavioural therapy: 5 week session + routine care. N = 101
2 Supportive counselling + routine care. N = 106.
3 Routine care. N = 102.
Outcomes Global state: hospital admission.
Adverse effect/event: death.
Mental state: PANSS, PSYRATS (delusional scale).
Satisfaction with treatment: leaving the study early.
Notes * Six people excluded after randomisation.
Risk of bias
Bias Authors’ judgement Support for judgement

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



syduosnueA Joyiny siopung DN 2doing ¢

syduosnueyy Joyiny sxopung DA 2doing ¢

Jones et al.

Random sequence
generation (selection
bias)

Page 49

5

Low risk “Independent, concealed randomisation”.

Allocation
concealment
(selection bias)

Low risk Described as “concealed”.

Blinding
(performance bias and
detection bias)

All outcomes

Low risk Raters blind to treatment allocation.

Incomplete outcome
data (attrition bias)
All outcomes

Low risk Intention-to-treat regressional analysis.

Selective reporting
(reporting bias)

Low risk We did not have the study protocol but see no indication of selective
reporting

Other bias

Low risk No clear indication of other bias.

Lewis 2002 - Liverpool

Methods Allocation: randomised.
Blinding: raters blind to treatment allocation.
Duration: 18 months.
Participants Diagnosis: schizophrenia (DSM 1V).
N=114.
Interventions 1 Cognitive behavioural therapy: 5 week session + routine care
2 Supportive counselling + routine care.
3 Rountine care.
Outcomes Global state: hospital admission.
Adverse effect/event: death.
Mental state: PANSS, PSYRATS (delusional scale).
Satisfaction with treatment: leaving the study early.
Notes This is one centre in the Lewis 2002a study.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence Low risk “Independent, concealed randomisation”.
generation (selection
bias)
Allocation Low risk Described as “concealed”.
concealment (selection
bias)
Blinding (performance ~ Low risk Raters blind to treatment allocation.
bias and detection bias)
All outcomes
Incomplete outcome Low risk Intention-to-treat regressional analysis.
data (attrition bias)
All outcomes
Selective reporting Low risk We did not have the study protocol but see no indication of selective
(reporting bias) reporting
Other bias Low risk No clear indication of other bias.

Lewis 2002 - Manchester
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Methods Allocation: randomised.
Blinding: raters blind to treatment allocation.
Duration: 18 months.
Participants Diagnosis: schizophrenia (DSM 1V).
N=112.
Interventions 1 Cognitive behavioural therapy: 5 week session + routine care
2 Supportive counselling + routine care.
3 Routine care.
Outcomes Global state: hospital admission.
Adverse effect/event: death.
Mental state: PANSS, PSYRATS (delusional scale).
Satisfaction with treatment: leaving the study early.
Notes This is one centre in the Lewis 2002a study.
Risk of bias
Bias Authors’ judgement Support for judgement
Random sequence Low risk “Independent, concealed randomisation”.
generation (selection
bias)
Allocation Low risk Described as “concealed”.
concealment (selection
bias)
Blinding (performance  Low risk Raters blind to treatment allocation.
bias and detection bias)
All outcomes
Incomplete outcome Low risk Intention-to-treat regressional analysis.
data (attrition bias)
All outcomes
Selective reporting Low risk We did not have the study protocol but see no indication of selective
(reporting bias) reporting
Other bias Low risk No clear indication of other bias.

Lewis 2002 - Nottingham

Methods Allocation: randomised.
Blinding: raters blind to treatment allocation.
Duration: 18 months.

Participants Diagnosis: schizophrenia (DSM 1V).

N =283.

Interventions

1 Cognitive behavioural therapy: 5 week session + routine care
2 Supportive counselling + routine care.

3 Routine care.

Outcomes Global state: hospital admission.
Adverse effect/event: death.
Mental state: PANSS, PSYRATS (delusional scale).
Satisfaction with treatment: leaving the study early.
Notes This is one centre in the Lewis 2002a study.
Risk of bias
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Bias Authors’ judgement Support for judgement
Random sequence Low risk “Independent, concealed randomisation”.
generation (selection
bias)
Allocation Low risk Described as “concealed”.
concealment (selection
bias)
Blinding (performance  Low risk Raters blind to treatment allocation.
bias and detection bias)
All outcomes
Incomplete outcome Low risk Intention-to-treat regressional analysis.
data (attrition bias)
All outcomes
Selective reporting Low risk We did not have the study protocol but see no indication of selective
(reporting bias) reporting
Other bias Low risk No clear indication of other bias.
O’Donnell 2003
Methods Allocation: randomised.
Blinding: single.
Duration: 12 months.
Participants Diagnosis: schizophrenia (DSM III R).
N= 56.
Age: average 32 (SD 9) years.
Sex: not reported
History: met the criteria for schizophrenia, were aged between 18-65 years, had an IQ greater than
80, were fluent English speakers, and had no evidence of organic disturbance
Interventions 1 Cognitive behaviour intervention: Compliance therapy - techniques adapted from
motivational interviewing and other cognitive therapies as well as psychoeducation
(based on manual from Kemp 1998a); comprised five 30-60 minute sessions, and
covered a review of illness history and understanding of illness and his/her
ambivalence to treatment, maintenance medication, and stigma. N = 28
2 Non-specific counselling: five 30-60 minute sessions - if patients raised matters
relating to medication they were asked to discuss them with their treating teams. N =
28
Outcomes Compliance: four point scale: 1 (0%-24% compliance = non-compliant or consistently irregular), 2
(25%-49% compliance - frequently irregular), 3 (50%-74% compliance - irregular), and 4
(75%-100% compliance - regular).
Mental state: PANSS, SAIL
Global state: GAF.
Notes
Risk of bias
Bias Authors’ judgement Support for judgement
Random Unclear risk Reports random allocation - no detail provided.
sequence
generation
(selection bias)
Allocation Low risk Insufficient details provided.
concealment
(selection bias)
Blinding High risk Raters blind to allocation.
(performance
bias and

detection bias)
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Incomplete Low risk Completer data reported.

outcome data

(attrition bias)

All outcomes

Selective Low risk We did not have the study protocol but see no

reporting indication of selective reporting

(reporting bias)

Other bias Unclear risk No clear indication of other bias.

Penn 2009

Methods Allocation: randomised.
Blinding: single.
Duration: 64 weeks.

Participants Participants: schizophrenia, schizoaffective disorder.
N =65.
Age: 18-65 years.
History: auditory hallucinations of at least moderate severity.
Setting: out patient department.
Excluded: learning disability, substance dependency.

Interventions 1 Cognitive behavioural therapy: based upon New Reference protocols, focused on
auditory hallucinations (content behavioral analysis, and coping strategies) - more
emphasizing coping skills rather than cognitive restructuring; and de-emphasizing self-
esteem work than New Reference. N = 32

2 Enhanced supportive therapy: divided into 3 phases: i. establishing therapeutic
alliance, ii. agreeing on interpersonal goals (for each group member); and iii. focusing
on social integration (i.e. identifying steps to achieve those interpersonal goals) - direct
approach to solving problems relying on advice from therapists and other group
members (unlike CBT, group leaders provided direct advice for client questions/
problems, and solicited advice and suggestions from group members). N = 33

Outcomes Global state: hospitalisation.

Mental state: PANSS, PSYRATS, BAVQ, BCIS, BDI, RSES.
Social functioning: SFS.
Satisfaction with treatment: leaving the study early

Notes

Risk of bias

Bias Authors’ judgement Support for judgement

Random Unclear risk Randomised - computer generated - stratified by

sequence sex.

generation

(selection bias)

Allocation Unclear risk Randomisation conducted by Research Assistant

concealment blind to correspondence between random number

(selection bias)

and treatment group

Blinding
(performance
bias and
detection bias)
All outcomes

Low risk Raters blind to allocation.

Incomplete
outcome data
(attrition bias)
All outcomes

Low risk Intention-to-treat analysis.
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Selective Low risk We did not have the study protocol but see no
reporting indication of selective reporting
(reporting bias)
Other bias Low risk No clear indication of other bias.
Pinto 1999
Methods Allocation: randomised.
Blinding: none.
Duration: 6 months.
Participants Diagnosis: schizophrenia (DSM 1V).
N =41.
History: treatment refractory to medication, no current substance misuse or organic pathology,
all receiving clozapine.
Age: mean 35 years.
Interventions 1 CBT: individual cognitive behaviour therapy + social skills training + standard care.
N =20
2 Supportive counselling: included psychoeducation about nature and treatment of
schizophrenia, active listening, empathy and reassurance, health promotion, crisis
management, advocacy + standard care. N = 21
Outcomes Mental state: BPRS, SAPS,SANS.
Satisfaction with treatment: leaving the study early.
Notes
Risk of bias
Bias Authors’ judgement Support for judgement

Random sequence
generation
(selection bias)

Unclear risk

Reports random allocation - no detail provided.

Allocation
concealment
(selection bias)

Unclear risk

Insufficient details provided.

Blinding
(performance bias
and detection bias)
All outcomes

High risk

No report of blinding raters to allocation.

Incomplete outcome
data (attrition bias)
All outcomes

Unclear risk

Insufficient details provided.

Selective reporting Low risk We did not have the study protocol but see no
(reporting bias) indication of selective reporting
Other bias Low risk No clear indication of other bias.
Sensky 2000
Methods Allocation: randomised.
Blinding: raters blind to treatment condition.
Duration: participants were followed up immediately post therapy (9 months) and at 5 years
Participants Diagnosis: schizophrenia (ICD-10 & DSM 1V).

N =90.
History: distressing symptoms of > 6 months duration, medication resistant, not comorbid
substance misuse, not exclusively negative symptoms.
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Age: range 16-60 years.

Interventions 1 CBT: cognitive behavioural therapy + standard care. N= 46
2 Befriending: non-active therapist contact, focus is upon leisure activity + standard
care. N =44
Outcomes Mental state: CPRS, MADRS, SANS, no significant improvement.
Satisfaction with treatment: leaving the study early.
Notes
Risk of bias
Bias Authors’ judgement Support for judgement

Random sequence
generation
(selection bias)

Unclear risk Reports random allocation - no detail provided.

Allocation
concealment
(selection bias)

Unclear risk No detail provided.

Blinding
(performance bias
and detection bias)
All outcomes

Low risk Raters blind to treatment condition.

Incomplete
outcome data
(attrition bias)
All outcomes

Low risk Intention-to-treat analysis undertaken.

Selective
reporting
(reporting bias)

Low risk We did not have the study protocol but see no indication
of selective reporting

Other bias

Low risk No clear indication of other bias.

Tarrier 1999 a

Methods

Allocation: random allocation, stratified sample technique.
Blinding: raters blind to treatment condition.
Duration: 24 months.

Participants

Diagnosis: schizophrenia, schizoaffective psychosis, delusional disorder (DSM III R).
N=287.

History: median duration of illness 11yrs, persistent positive symptoms.

Age: mean -39 yrs, SD —11.

Sex: 69 M, 18 F.

Interventions

1 CBT: coping strategy enhancement, training in problem solving, strategies to reduce
relapse + standard care. N = 33

2 Supportive counselling: emotional support, unconditional regard, general counselling
+ standard care. N = 26

3 Standard care: standard psychiatric management with medication, monitoring out
patient follow-up & care programme approach. N = 28

Outcomes

General state: relapse.

Mental state: no important improvement, BPRS.

Satisfaction with treatment: leaving the study early.

Unable to use -

Mental state: positive symptoms, calculated by combining PSE and BPRS scores (data not
reported)

Notes

Risk of bias
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Random sequence  Low risk

generation
(selection bias)

Stratified block randomisation procedure.

Allocation Low risk

concealment
(selection bias)

Allocation contained in sealed envelopes -
undertaken by independent third party

Blinding Low risk

(performance bias
and detection bias)
All outcomes

Raters blind to treatment condition.

Incomplete High risk

outcome data
(attrition bias)
All outcomes

Completer data reported.

Selective reporting  Low risk

We did not have the study protocol but see no

(reporting bias) indication of selective reporting
Other bias Low risk No clear indication of other bias.
Turkington 2000
Methods Allocation: randomised.
Blinding: raters blind to treatment condition.
Duration: 6 months.
Participants Diagnosis: schizophrenia (ICD-10 & DSM III-R).
N=18.
History: treatment resistant.
Age: range 16-65 years.
Interventions 1 CBT: cognitive behavioural therapy + standard care. N = 12
2 Befriending: non-directive discussion around neutral topics + standard care. N
=6
Outcomes Mental state: CPRS.
Unable to use -
Mental state: MADRS (no SD).
Length of time in hospital (no SD).
Notes
Risk of bias
Bias Authors’ judgement  Support for judgement

Random sequence
generation (selection
bias)

Low risk

Reports random allocation - no detail provided.

Allocation concealment
(selection bias)

Low risk

Reports allocation concealment.

Blinding (performance
bias and detection bias)
All outcomes

Low risk

Raters blind to treatment condition.

Incomplete outcome
data (attrition bias)
All outcomes

Unclear risk

No detail provided.

Selective reporting Low risk We did not have the study protocol but see no indication of
(reporting bias) selective reporting
Other bias Low risk No clear indication of other bias.
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Valmaggia 2005

Methods Allocation: randomised with allocation concealment.
Blinding: raters blind to allocation.
Duration 6 months.

Participants Diagnosis: schizophrenia (DSM-IV).
N=72.
Setting: in hospital.
Age: 18-70 years.
Sex: CBT 27/36 male SC 14/36 male.
History: residual delusions or auditory hallucinations experienced for at least 3 months, stable
medication regimen (last medication change more than 6 weeks prior to recruitment), no previous
exposure to CBT

Interventions 1 Cognitive behavioural therapy: manualised, therapy begins with engagement phase
emphasising collaboration, focuses on delusional distress; second phase - shared case
formulation is identified, specific techniques used for symptom and distress reduction.
With auditory hallucinations aim is to change beliefs about origin, power and
dangerousness of voices. In delusions, focus is on challenging dysfunctional beliefs and
learning to make more balanced conclusions; last phase - treatment focuses on relapse
prevention strategies. N = 36.*

2 Supportive counselling: conventional method previously used in other studies (e.g.,
Lewis 2002a). N = 36.

Outcomes Mental state: PANSS.

Notes * The therapist shows non-critical acceptance, warmth, genuineness and empathy. Focus of
intervention was preferably identified by patient, however if patient experiences difficulties
identifying therapeutic targets then therapist could ask questions about current living circumstances,
illness and current problems, daily routine, social contacts, family, and personal history. In addition,
intervention offered patients psycho-education about schizophrenia. The authors state that “To
control for non-specific therapy and therapist effects, cognitive-behavioural therapy was compared
with supportive counselling plus psycho-education”. Accordingly, this use of supportive counselling
was considered as an non-active therapy

Risk of bias

Bias Authors’ judgement Support for judgement
Random Unclear risk Randomisation not described.
sequence

generation

(selection bias)

Allocation Low risk To ensure the anonymity of participants, each individual

concealment was given a code, and coordinator used form to

(selection bias) communicate results of random assignment to local
therapist

Blinding Low risk Raters blind to allocation.

(performance

bias and

detection bias)
All outcomes

Incomplete Low risk Intention-to-treat analysis undertaken.
outcome data

(attrition bias)

All outcomes

Selective Low risk We did not have the study protocol but see no indication
reporting of selective reporting
(reporting bias)

Other bias Low risk No clear indication of other bias.

BAI Beck Anxiety Inventory; BDI: Beck Depression Inventory; BPRS: Brief Psychiatric Rating Scale; CBT: Cognitive
behavioural therapy; GAF: Global Assessment of Functioning; GAS: Global Assessment Scale; KC: Key-person
counselling; MADRS:Montgomery-Asberg Depression Rating Scale; PANSS: Positive and Negative Syndrome Scale;
PAS: Psychiatric Assessment Scale; PMT:Psychoeducational medication training; PSRS: Psychotic Symptom Rating
Scale; RSES: Rosenberg Self-Esteem Scale; SANS: Scale for the Assessment of Negative Symptoms; SFS: Social
Functioning Scale; SOFAS: Social and occupational functioning; WARS: Ward Anger Rating Scale.
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Characteristics of excluded studies [ordered by study ID]

Study

Reason for exclusion

Anzai 2002

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: community re-entry model versus conventional occupational rehabilitation
program, not CBT

Arlow 1997

Allocation: not randomised, case series.

Bach 2002

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: Acceptance and Commitment Therapy compared with treatment as usual; no other
psychological therapy

Barrowclough 2001

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Barrowclough 2006

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Bechdolf 2005b

Allocation: uncontrolled prospective design with pre- and post-treatment measures

Bellucci 2002

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: computer assisted cognitive rehabilitation versus a ‘wait-list” control group, not
CBT

Bouchaud 1996

Allocation: not randomised, review.

Bradshaw 1993

Allocation: randomised.
Participants: those with schizophrenia.
Intervention: coping-skills training versus problem-solving approach, not CBT

Bradshaw 2000

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: Day Treatment Program plus CBT versus Day Treatment Program

The Day Treatment Program incorporated active psychological treatments (e.g., social skills
training, independent living skills groups, goal groups, occupational and recreational therapy,
prevocational employment training and medication management). However, these active
treatments in the comparison condition were also mirrored in the CBT condition, such that the
study did not provide a differential test of CBT versus other psychological therapies

Buchanan 1992

Allocation: not randomised, case series.

Castle 2002

Allocation: randomised.
Participants: persons with schizophrenia.
Intervention: group CBT versus waiting list controls.

Chadwick 1994

Allocation: not randomised, case series and review.

Claghorn 1974

Allocation: randomised.

Participants: people with schizophrenia.

Interventions: group dynamic therapy + chlorpromazine or thiothixene versus chlorpromazine or
thiothixene - not described as cognitive therapy

Daniels 1998

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Drake 1993

Allocation: not randomised; review article.
Participants: mixed diagnostic categories.
Intervention: social network treatment versus treatment as usual, not CBT

Edwards 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT + thioridazine versus clozapine.

England 2007

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Evins 2001

Allocation: randomised.
Participants: people with schizophrenia.
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Study

Reason for exclusion

Interventions: CBT + bupropion versus CBT.

Fritze 1988

Allocation: randomised.
Participants: those with schizophrenia.
Interventions: rehabilitation of intellectual disabilities versus standard care, not CBT

Garety 1994

Allocation: not randomised.

Garety 1998

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Gaudiano 2006

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: Acceptance and Commitment Therapy compared with treatment as usual; no other
psychological therapy

Granholm 2005

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Gumley 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Haldun 2002

Allocation: randomised.

Participants: persons with schizophrenia

Intervention: CBT + family therapy + case management + education + medication versus
medication + education

Hartman 1983

Allocation: not randomised.

Hayward 1995

Allocation: randomised.

Participants: people with schizophrenia.

Intervention: medication self-management using motivational interviewing versus standard care.
Not CBT

Hertz 2000 Allocation: randomised
Participants: outpatients with schizophrenia
Intervention: program for relapse prevention (PRP) is more effective than treatment as usual
(TAU). Not CBT

Hodel 1994 Allocation: not randomised.

Hogarty 1991

Allocation: not randomised.

Hogarty 1997

Allocation: randomised.
Participants: persons with schizophrenia.
Intervention: Personal Therapy, not CBT.

Hogarty 2004

Allocation: randomised.
Participants: persons with schizophrenia.
Intervention: cognitive remediation for cognitive (intellectual) deficits, not CBT

Jackson 1998

Allocation: not randomised.

Jackson 2001 Allocation: randomised.

Participants: persons with schizophrenia.

Intervention: cognitive therapy versus treatment as usual.
Kemp 1996b Allocation: not randomised, case series.

Kingdon 1991

Allocation: not randomised, case series.

Kuipers 1996

Allocation: not randomised, review.

Kuipers 2004

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Lecompte 1996

Allocation: randomised.

Participants: those with schizophrenia.

Intervention: medication compliance versus unstructured conversations.
Outcomes: no usable data.

Lysaker 2009

Allocation: randomised.
Participants: those with schizophrenia.
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Study

Reason for exclusion

Intervention: CBT compared with treatment as usual; no other psychological therapy

MacPherson 1996

Allocation: randomised.

Participants: those with schizophrenia.

Intervention: education programme based on bibliotherapy versus standard care, not cognitive
behavioural therapy

May 1984 Allocation: not randomised, review.

McGorry 2002 Allocation: randomised.
Participants: people at risk of developing schizophrenia.
Intervention: needs based intervention with no antipsychotic versus specific intervention of CBT
+ risperidone, not CBT alone

Morrison 2002 Allocation: randomised.

Participants: people at incipient risk of psychosis, not schizophrenia

Olbrich 1990

Allocation: randomised.

Participants: those with schizophrenia.

Intervention: skills training aimed at cognitive deficits versus standard care, not cognitive
behavioural therapy

Perris 1992

Allocation: not randomised, case series.

Rector 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Roder 2002

Allocation: not randomised.

Participants: mixed schizophrenia and schizoaffective disorder Intervention: residential social
skills training versus vocational social skills training versus recreational social skills training
versus general social skills training, not CBT

Sellwood 2001

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Shon 2002

Allocation: not randomised, ABA design.

Spaulding 1992

Allocation: not randomised, case series.

Startup 1998

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Startup 2006

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Tarrier 1993 b

Allocation: randomised.

Participants: people with schizophrenia.

Interventions: problem solving (CBT focusing on social disability + daily living difficulties) +
standard care versus coping strategy enhancement (CBT focusing on positive symptoms) +
standard care; in addition, also allocated within group to waiting list or not. No Control arm.
Outcomes: leaving the study early, mental state (BPRS, PAS), self perception, completer data
only - numbers initially allocated to each group not reported. Authors are being contacted

Turkington 2002

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Turkington 2006

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: CBT compared with treatment as usual; no other psychological therapy

Van Der Gaag 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: cognitive remediations program versus participation in a leisure program, not CBT

Velligan 2002

Allocation: randomised.

Participants: persons with schizophrenia.

Intervention: cognitive adaption training versus, patient environmental changes versus treatment
as usual, not CBT

Wirshing 1992

Allocation: randomised.
Participants: people with schizophrenia.
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Study

Reason for exclusion

Interventions: CBT + standard care (cognitive restructuring, behavioral rehearsal / role play,
coping strategy enhancement, problem solving) versus group psychotherapy + standard care
(insight oriented psychotherapy group + education re schizophrenia).

Outcomes: leaving the study early, mental state (BPRS, SANS). - data presented for 41 people
who completed 12 months - numbers initially allocated to each group not reported

Wykes 2002

Allocation: randomised.
Participants: persons with schizophrenia.
Intervention: rehabilitation of intellectual disabilities, not cognitive behavioural therapy

Wykes 2003

Allocation: randomised.
Participants: people with schizophrenia.
Intervention: group CBT versus standard care, not other psychological therapy

BPRS: Brief Psychiatric Rating Scale; CBT: Cognitive behavioural therapy; PAS: Premorbid Adjustment Scale; PRP:
program for relapse prevention; SANS: Scale for the Assessment of Negative Symptoms; TAU: treatment as usual.

Characteristics of studies awaiting assessment [ordered by study ID]

NCT00980252

Methods

Allocation: randomised.
Blinding: not reported.
Duration: not reported

Participants Diagnosis: clinical diagnosis of schizophreniform disorder, schizophrenia, or schizoaffective disorder
in last 6 months
N = not reported.

History: not reported.
Age: range 16-45 years.
Interventions 1 CBT: cognitive behavioural therapy + standard care.
2 Psychoeducation + standard care.

Outcomes .Acceptance of therapeutic intervention as measured by number of sessions attended. Difference in
adherence behavior as measured by duration of antipsychotic treatment during follow-up. Differences
in adherence attitudes

Notes

Wu Ninggiang 2008

Methods Awaiting translation

Participants Awaiting translation

Interventions ~ Awaiting translation

Outcomes Awaiting translation

Notes Awaiting translation

CBT: Cognitive behavioural therapy
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Comparison 1
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syduosnueA Joyiny siopung DN 2doing ¢

syduosnueyy Joyiny sxopung DA 2doing ¢

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

Risk Ratio (M-H,

1 Adverse effect/event: 1. Death 2 202 Fixed, 95% CI) 0.57 [0.12, 2.60]
2 Adverse effect/event: 2. Adverse Risk Ratio (M-H,
effects - any - medium-term only 1 198 Fixed, 95% CI) 20[0.71,5.64]
3 Mental state: 1. General - no 7 Risk Ratio (M-H, Subtotals onl
important or reliable change Random, 95% CI) Y
Risk Ratio (M-H,
3.1 short-term 2 99 Random, 95% CI) 0.84 [0.40, 1.75]
3.2 medium-term 3 162 E;kdljfr‘f“; %'g’) 0.78 [0.61, 1.00]
Risk Ratio (M-H,
3.3 long-term 4 244 Random, 95% CI) 0.91[0.77, 1.08]
A Mean Difference
4 Mental state: 2. Average scale 13 (IV, Fixed, 95%  Subtotals only
score - total I
Lo Mean Difference
4.1 short-term - BPRS (high = 2 94 (IV, Fixed, 95% 1.15 [-2.83, 5.14]
poor) I
. . Mean Difference
_ 42 medium-term - (BPRS, high 1 37 (IV, Fixed, 95% ~7.60 [-14.30, —0.90]
= poor) an
4.3 short-term - (PANSS, . 203 I(‘f\ia‘l‘:i]iégeg‘;“g ~11.26 [-13.83, -8.
endpoint data, high = poor) N CI)’ ’ 69]
X Mean Difference
4.4 medium-term - (PANSS, 2 110 (IV, Fixed, 95%  —6.47 [-10.84, =2.11]
endpoint data, high = poor) cn
Mean Difference
4.5 long-term - PANSS 7 378 (IV, Fixed, 95%  —2.58 [-5.26, 0.10]
(endpoint data, high = poor) cn
R Mean Difference
4.6 medium term - CPRS 1 90 (IV, Fixed, 95%  —4.30 [~9.26, 0.66]
(endpoint data, high = poor) cn
. Mean Difference
4.7 long-term - CPRS (endpoint 1 59 (IV, Fixed, 95%  —4.60 [=11.22, 2.02]
data, high = poor) I
5 Mental state: 3a. Specific - Mean Difference
average score - positive symptoms .
- overall (PANSS, endpoint data, 1 g;; Fixed, 95%  Subtotals only
high = poor)
Mean Difference
5.1 short-term 7 477 (IV, Fixed, 95% —0.67 [-1.46, 0.13]
cn
Mean Difference
5.2 medium-term 4 239 (IV, Fixed, 95% -0.99 [-2.09, 0.11]
(o))}
Mean Difference
5.3 long-term 7 380 (IV, Fixed, 95% —0.90 [-1.74, —0.06]
(e))
6 Mental state: 3b. Specific - Mean Difference
average score - positive symptoms 8 IV, Fixed, 95% Subtotals only

- hallucinations (Psychotic

Cn
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

Symptom Rating Scale, high =
poor)

6.1 short-term

6.2 medium-term

6.3 long-term

7 Mental state: 3c. Specific -
average score - positive symptoms
- delusions (Psychotic Symptom
Rating Scale, high = poor)

7.1 short-term

7.2 medium-term

7.3 long-term

8 Mental state: 3d. Specific -
average score - positive symptoms
- delusions cognitive characteristics
(psychotic symptom rating scale,
high = poor)

8.1 medium-term

8.2 long-term

9 Mental state: 3e. Specific -
average score - positive symptoms
- delusions emotional
characteristics (psychotic symptom
rating scale, high = poor)

9.1 medium-term

9.2 long-term

10 Mental state: 4a. Specific -
average score - negative symptoms
- overall (PANSS, endpoint data,
high = poor)

10.1 short-term

10.2 medium-term

10.3 long-term

10

258

105

267

106

329

58

58

58

58

328

239

380

Mean Difference
(IV, Fixed, 95%
(@)

Mean Difference
(IV, Fixed, 95%
(@)

Mean Difference
(IV, Fixed, 95%
(@)

Mean Difference
IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
(@)

Mean Difference
IV, Fixed, 95%
(@)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
(@)

Mean Difference
(IV, Fixed, 95%
(@)

Mean Difference
(IV, Fixed, 95%
(@)
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-0.92 [-3.33, 1.49]

—-0.57 [-3.95, 2.80]

—-1.30 [-4.01, 1.41]

Subtotals only

-1.62 [-3.16, -0.07]

—-0.59 [-3.03, 1.86]

—0.89 [-2.34, 0.55]

Subtotals only

-0.26 [-2.58, 2.06]

0.39 [-2.13,2.91]

Subtotals only

0.66 [=0.75, 2.07]

0.11 [-1.39, 1.61]

Subtotals only

-0.25 [-1.09, 0.59]

—-0.27 [-1.28, 0.74]

-0.43 [-1.38, 0.51]
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Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

11 Mental state: 4b. Specific -
average score - negative symptoms
- overall (SANS, high = good)

11.1 short-term

11.2 medium-term

11.3 long-term

12 Mental state: Sa. Specific -
average score - affective symptoms
(PANSS General symptoms,
endpoint data, high = poor)

12.1 short-term

12.2 medium-term

12.3 long-term

13 Mental state: 5b. Specific -
average score - affective symptoms
- depression (Beck Depression
Inventory, high = poor)

13.1 short-term

13.2 medium-term

13.3 long-term

14 Mental state: S5g. Specific -
average score - affective symptoms
- Anger/aggression (Novaco Anger
Scale (high = poor))

14.1 short-term

14.2 long-term

15 Mental state: 5d. Specific -
average score - affective symptoms
- self esteem (Rosenberg Self
Esteem Scale (high = good))

15.1 short-term

15.2 medium-term

107

171

161

288

280

549

65

108

105

71

71

65

65

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
(o))}

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
(e))

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.

Subtotals only

—-1.29 [-3.88, 1.29]

—-0.68 [-3.13, 1.76]

0.95 [-1.56, 3.46]

Subtotals only

-0.06 [-1.61, 1.50]

—-1.01 [-2.66, 0.63]

—-1.03 [-2.36, 0.29]

Subtotals only

~1.20 [-5.56, 3.16]

—3.09 [-7.18, 0.99]

—6.21[-10.81, -1.61]

Subtotals only

2.10 [-5.70, 9.90]

~1.05 [-9.47,7.37]

Subtotals only

1.60 [-0.93, 4.13]

0.80 [-2.17, 3.77]



siduosnuey Joyiny siepung DN 2domy g

siduosnuey foyiny s1opung DN 2domy g

Jones et al.

Page 64

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

15.3 long-term

16 Mental state: Se. Specific -
average score - affective symptoms
- anxiety (Beck anxiety Inventory
(high = poor))

16.1 medium-term

16.2 long-term

17 Mental state: 5f. Specific -
average score - affective symptoms
- insight (Beck Cognitive Insight
Scale (high = good))

17.1 short-term

17.2 medium-term

17.3 long-term

18 Mental state: Sc. Specific -
average score - affective symptoms
- depression (Montgomery-Asberg
Depression Rating Scale, high =
poor)

18.1 medium-term

18.2 long-term

19 Mental state: 6a. Specific -
average score - problem behaviours
(Novaco Provocation Inventory,
high = poor)

19.1 short-term

19.2 long-term

20 Mental state: 6b. Specific -
average score - problem behaviours
(Ward Anger Rating Scale, high =
poor)

20.1 short-term

20.2 long-term

65

41

40

65

65

65

90

59

71

71

71

71

Mean Difference
(IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
(o))}

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
(o))}

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
(e))
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1.70 [-1.79, 5.19]

Subtotals only

-0.79 [-9.30, 7.72]

—-0.59 [-9.10, 7.92]

Subtotals only

0.70 [=2.25, 3.65]

—0.5 [-3.44, 2.44]

0.70 [-1.75, 3.15]

Subtotals only

-2.5[-4.19, -0.81]

-1.5[-3.78,0.78]

Subtotals only

4.12[=3.93, 12.17]

3.33 [-3.70, 10.36]

Subtotals only

—2.33 [-4.84,0.18]

-2.10 [-5.01, 0.81]



syduosnueA Joyiny siopung DN 2doing ¢

syduosnueyy Joyiny sxopung DA 2doing ¢

Jones et al.

Page 65

Outcome or subgroup title

No. of studies

No. of participants

Statistical method

Effect size

21 Mental state: 6¢. Specific -
average score - problem behaviours
(HCR-20 risk management, high
poor) - long-term only

22 Mental state: 6d. Specific -
average score - problem behaviour
(HCR - 20 clinical scale, high =
poor) - long-term only

23 Global state: 1. Relapse/
rehospitalisation

23.1 relapse - short-term

23.2 relapse - medium-term

23.3 relapse - long-term

23.4 rehospitalisation -short-term

23.5 rehospitalisation - medium-
term

23.6 rehospitalisation - long-
term

24 Global state: 2. Various
outcomes

24.1 medium-term - average
score (GAS, endpoint data, high =
good)

24.2 long-term - average score
(GAS, endpoint data, high = good)

24.3 short-term - average score
(GAF, high = good)

24.4 long-term - average score
(GAF, high = good)

25 Global state: 3a. Social
functioning - average scores
(Social Functioning Scale, high =
good)

25.1 short-term

25.2 medium-term

25.3 long-term

26 Global state: 3b. Social
functioning - average scores
(Social and Occupational
Functioning Assessment Scale,
high = good)

26.1 short-term

71

71

71

59

350

136

132

294

38

30

147

155

65

65

65

62

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
cn

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
CI)

Mean Difference
(IV, Fixed, 95%
(o))}

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
Ch

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
(IV, Fixed, 95%
CI)
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—0.23 [-1.77, 1.31]

—-0.46 [-1.62, 0.70]

Subtotals only

0.65 [0.21, 1.95]

0.6310.19, 2.11]

0.91[0.63, 1.32]

0.36[0.11, 1.13]

0.59[0.27, 1.30]

0.86 [0.61, 1.20]

Subtotals only

-0.60 [-4.93, 3.73]

0.5 [-7.63, 6.63]

9.02 [4.29, 13.75]

4.20 [-0.63, 9.03]

Subtotals only

5.40 [-5.18, 15.98]

7.20 [=3.46, 17.86]

8.80 [-4.07, 21.67]

Subtotals only

9.09 [2.79, 15.39]
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Outcome or subgroup title

No. of studies

No. of participants  Statistical method

Effect size

26.2 medium-term

26.3 long-term

27 Quality of life: Average score
(EuroQOL, high = good) - long-
term only

28 Satisfaction with treatment: 1.
Attitude to medication - average
score - short-term

28.1 Attitude to Medication
Questionnaire (high = good)

28.2 Drug Attitude Inventory
(high = good)

29 Satisfaction with treatment: 2.
Leaving the study early

45

103

37

74

63

772

Mean Difference
(IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
(o))}

Mean Difference
IV, Fixed, 95%
cn

Mean Difference
IV, Fixed, 95%
(o))}

Mean Difference
IV, Fixed, 95%
(e))

Mean Difference
IV, Fixed, 95%
(o))}

Risk Ratio (M-H,
Random, 95% CI)

5.33[-2.57,13.23]

1.32 [-4.90, 7.54]

~1.86 [-19.20, 15.
48]

Subtotals only

4.50[2.17, 6.83]

5.70 [2.05, 9.35]

0.85[0.63, 1.14]

Comparison 2

SUBGROUP 1: CBT versus “NON-ACTIVE”
THERAPIES

Outcome or subgroup
title

No. of studies

No. of participants

Statistical method

Effect size

1 Adverse effect/event:
Death

2 Mental state: 1. General
- no important or reliable
change

2.1 medium-term

2.2 long-term

3 Mental state: 2a.
General - average score -
total (BPRS, high = poor)

3.1 short-term

4 Mental state: 2b.
General - average score -
total (PANSS, endpoint
data, high = poor)

4.1 short-term

4.2 long-term

5 Mental state: 3a.
Specific - average score -
positive symptoms -
overall (PANSS, endpoint
data, high = poor)

157

62

90

74

149

231

Risk Ratio (M-H,
Fixed, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)
Risk Ratio (M-H,
Random, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)
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0.68 [0.12, 3.93]

Subtotals only

0.59 [0.40, 0.87]

0.75 [0.47, 1.18]

Subtotals only

0.20 [-4.04, 4.44]

Subtotals only

1.77 [-4.03, 7.57]

—1.11 [-4.53,2.32]

Subtotals only
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Outcome or subgroup
title

No. of participants

Statistical method

Effect size
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5.1 short-term

5.2 medium-term

5.3 long-term

6 Mental state: 3b.
Specific - average score -
positive symptoms -
hallucinations (Psychotic
Symptom Rating Scale,
high = poor)

6.1 short-term

6.2 long-term

7 Mental state: 3c.
Specific - average score -
positive symptoms -
delusions (Psychotic
Symptom Rating Scale,
high = poor)

7.1 short-term

7.2 long-term

8 Mental state: 4a.
Specific - average score -
negative symptoms -

overall (PANSS, endpoint

data, high = poor)

8.1 short-term

8.2 medium-term

8.3 long-term

9 Mental state: 4b.
Specific - average score -
negative symptoms -
overall (SANS, high =
good)

9.1 short-term

9.2 medium-term

9.3 long-term

10 Mental state: Sa.
Specific - average score -
affective symptoms
(PANSS General

symptoms, endpoint data,

high = poor)

10.1 short-term

10.2 medium-term

284

58

231

165

163

218

224

135

58

231

62

90

121

135

58

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)
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—0.32 [-1.45, 0.80]

—-0.80 [-2.82, 1.22]

—0.36 [-1.40, 0.68]

Subtotals only

—0.69 [-4.33, 2.94]

—2.43 [-6.06, 1.19]

Subtotals only

—-1.96 [-3.84, -0.09]

~1.08 [-2.86, 0.70]

Subtotals only

0.04 [-1.27, 1.34]

0.04 [-1.52, 1.60]

—0.40 [-1.54, 0.74]

Subtotals only

-5.21[-10.99, 0.57]

0.0 [-6.92, 6.92]

—6.53 [-11.93, -1.13]

Subtotals only

—0.13 [-2.42, 2.16]

0.12 [-2.71, 2.95]
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Outcome or subgroup
title

No. of studies  No. of participants

Statistical method

Effect size

10.3 long-term

11 Mental state: 5b.
Specific - average score -
affective symptoms -
depression (Montgomery-
Asberg Depression Rating
Scale, high = poor)

11.1 medium-term

11.2 long-term

12 Mental state: Sc.
Specific - average score -
affective symptoms -
Anger/aggression
(Novaco Anger Scale,
high = poor)

12.1 short-term

12.2 long-term

13 Mental state: 6a.
Specific - average score -
problem behaviours
(Novaco Provocation
Inventory, high = poor)

13.1 short-term

13.2 long-term

14 Mental state: 6c.
Specific - average score -
problem behaviours
(Ward Anger Rating
Scale, high = poor)

14.1 short-term

14.2 long-term

15 Mental state: 6d.
Specific - average score -
problem behaviour (HCR
- 20 clinical scale, high =
poor) - long-term only

16 Mental state: 6e.
Specific - average score -
problem behaviours
(HCR-20 risk
management, high poor) -
long-term only

17 Global state: 1.
Relapse - long-term only

18 Global state: 2.
Rehospitalisation - long-
term only

19 Global state: 3.
Average score (GAF, high
= good)

4 231
1

1 90

1 59

1

1 71

1 71

1

1 71

1 71

1

1 71

1 71

1 71

1 71

3 275
2 119
3

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)
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—0.44 [-2.21, 1.34]

Subtotals only

-2.5[-4.19, -0.81]

—-1.5[-3.78, 0.78]

Subtotals only

2.10 [=5.70, 9.90]

—-1.05[-9.47,7.37]

Subtotals only

4.12[-3.93, 12.17]

3.33 [-3.70, 10.36]

Subtotals only

—2.33 [-4.84, 0.18]

-2.10 [-5.01, 0.81]

—-0.46 [-1.62, 0.70]

-0.23 [-1.77, 1.31]

0.95 [0.56, 1.61]

1.02 [0.63, 1.64]

Subtotals only
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Outcome or subgroup
title

No. of studies  No. of participants

Statistical method

Effect size

19.1 short-term

19.2 long-term

20 Global state: 4. Social
functioning - average
scores (Social and
Occupational Functioning
Assessment Scale, high =
good)

20.1 short-term

20.2 long-term

21 Satisfaction with
treatment: 1. Attitude to
medication - average
score - short-term

21.1 Attitude to
Medication Questionnaire
(high = good)

21.2 Drug Attitude
Inventory (high = good)

22 Satisfaction with
treatment: 2. Leaving the
study early

2 147
3 155
1

1 62
1 62
1

1 74
1 63
4 433

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Risk Ratio (M-H,
Random, 95% CT)

9.02 [4.29, 13.75]

4.20 [-0.63,9.03]

Subtotals only

9.09 [2.79, 15.39]

1.30 [6.26, 8.86]

Subtotals only

4.50[2.17, 6.83]

5.70 [2.05, 9.35]

0.88 [0.63, 1.23]

Comparison 3
SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES

Outcome or subgroup
title

No. of studies  No. of participants

Statistical method

Effect size

1 Adverse effect/event:
1. Death

2 Adverse effect/event:
2. Adverse effects - any -
medium-term only

3 Mental state: 1. No
important or reliable
change

3.1 short-term

3.2 medium-term

3.3 long-term

4 Mental state: 2a.
General - average score -
total (BPRS, high =
poor)

4.1 short-term

1 45

1 198
5

2 99

2 100
3 154
2 57

1 20

Risk Ratio (M-H, Fixed,
95% CI)

Risk Ratio (M-H, Fixed,
95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Risk Ratio (M-H,
Random, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)
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0.35 [0.01, 8.11]

2.0[0.71, 5.64]

Subtotals only

0.84 [0.40, 1.75]

0.86 [0.71, 1.04]

0.94 [0.79, 1.13]

—3.66 [<9.48, 2.16]

8.5 [-3.26, 20.26]
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Outcome or subgroup

title No. of studies  No. of participants Statistical method Effect size
. Mean Difference (IV,
4.2 medium-term 1 37 Fixed, 95% CI) —-7.60 [-14.30, —0.90]
5 Mental state: 2b.
General - average score - 4 Mean Difference (IV, Subtotals onl
total (PANSS, endpoint Fixed, 95% CI) Y
data, high = poor)
Mean Difference (IV,
5.1 short-term 2 77 Fixed, 95% CI) —17.19 [-20.39, —13.
. Mean Difference (IV, 98] —6.47 [-10.84,
5.2 medium-term 2 110 Fixed, 95% CI) 2211
Mean Difference (IV,
5.3 long-term 3 147 Fixed, 95% CI) —4.89 [-9.18, —0.60]
6 Mental state: 3a.
Specific - average score
- positive symptoms - Mean Difference (IV,
overall (PANSS, 9 Fixed, 95% CI) Subtotals only
endpoint data, high =
poor)
Mean Difference (IV,
6.1 short-term 4 193 Fixed, 95% CI) —-1.01 [-2.14,0.12]
. Mean Difference (IV,
6.2 medium-term 3 181 Fixed, 95% CI) -1.06 [-2.37, 0.25]
Mean Difference (IV,
6.3 long-term 7 380 Fixed, 95% CI) -0.90 [-1.74, -0.06]
7 Mental state: 3b.
Specific - average score
- positive symptoms - Mean Difference (IV, . _
hallucinations (Psychotic 3 302 Fixed, 95% CT) 0.60 [-2.63, 1.42]
Symptom Rating Scale,
high = poor)
Mean Difference (IV,
7.1 short-term 2 93 Fixed, 95% CI) -1.10 [-4.32, 2.13]
. Mean Difference (IV,
7.2 medium-term 2 105 Fixed, 95% CI) -0.57 [-3.95, 2.80]
Mean Difference (IV,
7.3 long-term 2 104 Fixed, 95% CI) 0.13[-3.94,4.21]
8 Mental state: 3c.
Specific - average acore
- positive symptoms - Mean Difference (IV, . _
delusions (Psychotic 3 304 Fixed, 95% CT) 0.64 [-2.11, 0.83]
Symptom Rating Scale,
high = poor)
Mean Difference (IV,
8.1 short-term 2 93 Fixed, 95% CI) —-0.86 [-3.62, 1.89]
. Mean Difference (IV,
8.2 medium-term 2 106 Fixed, 95% CI) -0.59 [-3.03, 1.86]
Mean Difference (IV,
8.3 long-term 2 105 Fixed, 95% CI) -0.52 [-3.00, 1.97]
9 Mental state: 4a.
Specific - average score
- negative symptoms - Mean Difference (IV,
overall (PANSS, 3 Fixed, 95% CI) Subtotals only
endpoint data, high =
poor)
Mean Difference (IV,
9.1 short-term 4 193 Fixed, 95% CI) —0.46 [-1.56, 0.64]
9.2 medium-term 3 181 Mean Difference (IV, - _ 501 82, 0.83]

Fixed, 95% CI)
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Outcome or subgroup
title

No. of studies  No. of participants

Statistical method

Effect size

9.3 long-term

10 Mental state: 4b.
Specific - average score
- negative symptoms -
overall (SANS, high =
good)

10.1 short-term

10.2 medium-term

10.3 long-term

11 Mental state: 5a.
Specific - average score
- affective symptoms
(PANSS General
symptoms, endpoint
data, high = poor)

11.1 short-term

11.2 medium-term

11.3 long-term

12 Mental state: 5b.
Specific - average score
- affective symptoms -
depression (Beck
Depression Inventory,
high = poor)

12.1 short-term

12.2 medium-term

12.3 long-term

13 Mental state: Sc.
Specific - average score
- affective symptoms -
self esteem (Rosenberg
Self Esteem Scale (high
= good))

13.1 short-term

13.2 medium-term

13.3 long-term

14 Mental state: 5d.
Specific - average score
- affective symptoms -
anxiety (Beck anxiety
Inventory (high = poor))

14.1 medium-term

14.2 long-term

3 149
2

1 45

2 81

1 40

4

2 153
4 222
4 318
2 278
1 65

2 108
2 105
1 195
1 65

1 65

1 65

1 81

1 41

1 40

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)

Mean Difference (IV,
Fixed, 95% CI)
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—0.51 [-2.22, 1.20]

Subtotals only

—-0.31[-3.20, 2.58]

—0.78 [-3.40, 1.84]

3.01[0.17, 5.85]

Subtotals only

0.01 [-2.11, 2.13]

~1.59 [-3.61, 0.43]

—-1.80 [-3.80, 0.21]

—3.39 [-5.90, —0.89]

—1.20 [-5.56, 3.16]

—3.09 [-7.18, 0.99]

-6.21 [-10.81, -1.61]

1.36 [=0.32, 3.05]

1.60 [-0.93, 4.13]

0.80 [=2.17, 3.77]

1.70 [-1.79, 5.19]

-0.69 [-6.71, 5.33]

-0.79 [-9.30, 7.72]

—-0.59 [-9.10, 7.92]



syduosnueA Joyiny siopung DN 2doing ¢

syduosnueyy Joyiny sxopung DA 2doing ¢

Jones et al. Page 72

Outcome or subgroup

title No. of studies  No. of participants Statistical method Effect size
15 Mental State: Se.
Specific - average score
- affective symptoms - Mean Difference (IV, _
insight (Beck Cognitive ! 195 Fixed, 95% CT) 0.35[-1.24,1.94]
Insight Scale (high =
good))
Mean Difference (IV,
15.1 short-term 1 65 Fixed, 95% CI) 0.70 [-2.25, 3.65]
15.2 medium-term 1 65 Mean Difference (IV, - _¢ 5 1_3 44, 2.44]

Fixed, 95% CI)

Mean Difference (IV,

15.3 long-term 1 65 Fixed, 95% CI)

0.70 [-1.75, 3.15]

16 Global state: 1. Risk Ratio (M-H,

Relapse 4 Random, 95% CI) Subtotals only
Risk Ratio (M-H,
16.1 short-term 1 71 Random, 95% CI) 0.65[0.21, 1.95]
. Risk Ratio (M-H,
16.2 medium-term 1 59 Random, 95% CT) 0.63[0.19,2.11]
Risk Ratio (M-H,

16.3 long-term 3 137 Random, 95% CT) 1.08 [0.66, 1.77]
17 Global state: 2. 3 Risk Ratio (M-H, Fixed, Subtotals onl
Rehospitalisation 95% CI) y

Risk Ratio (M-H, Fixed,

17.1 short-term 2 136 95% CI) 0.31[0.10, 0.97]
. Risk Ratio (M-H, Fixed,

17.2 medium-term 2 132 95% CI) 0.59 [0.27, 1.30]
Risk Ratio (M-H, Fixed,

17.3 long-term 3 175 95% CI) 0.74 [0.46, 1.20]

18 Global state: 3a.
Average score (GAS, Mean Difference (IV, . _
endpoint data, high = ! 68 Fixed, 95% CI) 0.57[-4.27,3.13]
good)
. Mean Difference (IV,
18.1 medium-term 1 38 Fixed, 95% CI) —-0.60 [-4.93, 3.73]
Mean Difference (IV,
18.2 long-term 1 30 Fixed, 95% CI) -0.5 [-7.63, 6.63]
19 Global state: 3b. .
Average score (GAF, 2 Mean Difference (IV, Subtotals only
hi Fixed, 95% CI)
igh = good)
Mean Difference (IV,
19.1 short-term 1 77 Fixed, 95% CI) 8.52[1.75, 15.29]
Mean Difference (IV,

19.2 long-term 1 30 Fixed, 95% CI) -0.5 [-7.63, 6.63]
20 Global state: 4a. .

Social Functioning Scale 1 195 Mean Difference (IV, ¢ 9319 44, 13.41]

O Fixed, 95% CI)

(high = good)
Mean Difference (IV,
20.1 short-term 1 65 Fixed, 95% CI) 5.40 [-5.18, 15.98]
. Mean Difference (IV,
20.2 medium-term 1 65 Fixed, 95% CI) 7.20 [-3.46, 17.86]
Mean Difference (IV,

20.3 long-term 1 65 Fixed, 95% CI) 8.80 [-4.07, 21.67]
21 Global state 4b.

Social and Occupational 1 Mean Difference (IV, Subtotals onl
Functioning Assessment Fixed, 95% CI) Y

Scale (high = good)
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Outcome or subgroup

title No. of studies  No. of participants Statistical method Effect size
. Mean Difference (IV,
21.1 medium-term 1 45 Fixed, 95% CI) 5.33 [-2.57, 13.23]
Mean Difference (IV,
21.2 long-term 1 41 Fixed, 95% CI) 1.36 [-9.59, 12.31]
22 Quality of Life: Mean Difference (IV, _ _
EuroQOL (high = good) 1 37 Fixed, 95% CI) 1.86 [-19.20, 15. 48]
Mean Difference (IV,
22.1 long-term 1 37 Fixed, 95% CI) -1.86 [-19.20, 15.
23 Satisfaction with . .
. . Risk Ratio (M-H,
treatment: 1. Leaving the 6 339 Random, 95% CT) 48] 0.75 [0.40, 1.43]
study early
Analysis 1.1

Comparison 1 CBT versus ALL OTHER
PSYCHOLOGICAL THERAPIES, Outcome 1 Adverse

effect/event: 1. Death

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 1 Adverse effect/event: 1. Death

Study or subproup Tretment

Control Risk Fatio Wieight Fisk Fatlo

MHH Frued,

035100

0es [

102 = 100.0 %

0.57 [0.12, 2.60 |
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Analysis 1.2
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 2 Adverse
effect/event: 2. Adverse effects - any - medium-term
only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 2 Adverse effect/event: 2. Adverse effects - any - medium-term only

ity or subgroup Experimental Contral Risk Rateo ight

o encd 95%

Flirgherg 200% (2] w95 - 1000 %
Total (95% CI) 99 a9 S et
& 5 iCo

otal events: 10 {1
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Analysis 1.3

Comparison 1 CBT versus ALL OTHER

Page 75

PSYCHOLOGICAL THERAPIES, Outcome 3 Mental

state: 1. General - no important or reliable change

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 3 Mental state: 1. General - no important or reliable change

Study or subgroup Bl Counsellng Weight Flisk Fatio
M
14 Random.55%
N it (=]
Bechdalf 2004 %31 35040 —_ 605 %
Cather 2005 IH 13 - %% 058 [ 026, 118 ]
Subtaral (95% CI) 46 53 e 100.0 % 0.84 | 0,40, 1.75 ]
Total events 35 (CBT), C seling)

= 42| df= | (P =004y P =Tak

1 medumiterm

Dirury 2000 15430 231 . 54 %
DChurham 2003 18722 1715 — 95 % 031 [071, 117]
Tarrier 1999 & 133 2 —8— I8 % 079 [05% 105]

Subtotal (95% CI)

77 ——— 100.0 % 0.78 [ 0.61, 1.00 |

— 134 % OB [057, 1147

A — 45 % 089 [ 040, 196]

075 [ 047, 1.18]

1959 2 28033 226 - 58T % 100 [ 081, (25]
116 - 100.0 % 0.91 [ 0.77, 1.08 ]
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Analysis 1.4
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 4 Mental
state: 2. Average scale score - total

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 4 Mental state: 2. Average scale score - total

Maan M
Study or subgroup Expenmental Control Difference Weight Difarence
N Mean(sD) N Mean(30) [V{Finedd 25% IWFoned 35% O
| shart-term - BPRS {high = poor)

Haddack 1959 9 44BETY) M 38374 THe— 5% B50{-326 2036 ]

¥emp 1978 ¥ a0 E4] I74 (E5) L BAS % 020 404, 444 ]
Subtotal (95% CI) 48 6 = 100.0 % 1.15 [ -2.83, 5.14 |
Hetemgeneity: Chi? = L&%, df = | (P =019 F =41%
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Garety X008 2 12 0 555 (1526) = T -9 [ -1076, 858 ]

Haddock 2007 3 5397 (1027) W 5773 (1831) e 106 % 37611 59,447 ]

5 2007 - Liverpool 26 53T (133) bi} 53 (145) = 116% 070] 716 856]

Lews 7002 - Marchester 5 713(158) W Tee@ITH T 73% 5A0[-1533,451]

Lewss 2002 - Matbingham M 51575 TR ) = A% 010 [ 466, 486 |

Pern 2005 3T ST 3 salD —— 7% 570 [-1088 052 ]
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Analysis 1.5
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 5 Mental
state: 3a. Specific - average score - positive symptoms -
overall (PANSS, endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 5 Mental state: 3a. Specific - average score - positive symptoms - overall
(PANSS, endpoint data, high = poor)

Dhifferes

Mear(50H 1\iFied 35% CI

Valrmagga 2005

Subtoral (95% CI) 233
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Analysis 1.6

Page 78

Comparison 1 CBT versus ALL OTHER
PSYCHOLOGICAL THERAPIES, Outcome 6 Mental
state: 3b. Specific - average score - positive symptoms -

hallucinations (Psychotic Symptom Rating Scale, high =

poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 6 Mental state: 3b. Specific - average score - positive symptoms - hallucinations

(Psychotic Symptom Rating Scale, high = poor)

Study or ngroup Exparimantal Cantrol
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Analysis 1.7
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 7 Mental
state: 3c. Specific - average score - positive symptoms -
delusions (Psychotic Symptom Rating Scale, high =
poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 7 Mental state: 3c. Specific - average score - positive symptoms - delusions
(Psychotic Symptom Rating Scale, high = poor)

Mean

Study or subgroup Experrments! “ontrol Weight Difference
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Analysis 1.8

Page 80

Comparison 1 CBT versus ALL OTHER
PSYCHOLOGICAL THERAPIES, Outcome 8 Mental
state: 3d. Specific - average score - positive symptoms -

delusions cognitive characteristics (psychotic symptom

rating scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 8 Mental state: 3d. Specific - average score - positive symptoms - delusions

cognitive characteristics (psychotic symptom rating scale, high = poor)

Mean(S0)

Wain 205
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Hets L
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Analysis 1.9
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 9 Mental

state: 3e. Specific - average score - positive symptoms -

delusions emotional characteristics (psychotic symptom
rating scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 9 Mental state: 3e. Specific - average score - positive symptoms - delusions
emotional characteristics (psychotic symptom rating scale, high = poor)

Mean

Studyormbgmup Experimental Control Difiererce eight
N Mean(SD) N Mean(sD) IWForec 4% CI
| medumtsrm
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Analysis 1.10
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 10 Mental
state: 4a. Specific - average score - negative symptoms -
overall (PANSS, endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 10 Mental state: 4a. Specific - average score - negative symptoms - overall
(PANSS, endpoint data, high = poor)

Mean
Study ar subgroup Experimental Cartrol Weight Difererce

Mean(50) M MeanED)

MFoed
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Analysis 1.11
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 11 Mental
state: 4b. Specific - average score - negative symptoms -
overall (SANS, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 11 Mental state: 4b. Specific - average score - negative symptoms - overall
(SANS, high = good)

oy or subgroup E 2 Control Weigh:
M Mean50) L Mean(50)
3l 1747 (1009 B J2OB (1 ZET) =t 21
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Analysis 1.12
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 12 Mental
state: Sa. Specific - average score - affective symptoms
(PANSS General symptoms, endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 12 Mental state: 5a. Specific - average score - affective symptoms (PANSS

siduosnuey Joyiny siepung DN 2domy g

siduosnuey foyiny s1opung DN 2domy g

General symptoms, endpoint data, high = poor)

Stuudy or subgroup Expormental Cararol Waight
Mean{SD N Mean(SD}
| shortterm
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Analysis 1.13
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 13 Mental
state: Sb. Specific - average score - affective symptoms -
depression (Beck Depression Inventory, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 13 Mental state: 5b. Specific - average score - affective symptoms - depression
(Beck Depression Inventory, high = poor)

Sweyormbgoup  Espermental Canrol isight
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P 200%
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Analysis 1.14
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 14 Mental
state: 5g. Specific - average score - affective symptoms -
Anger/aggression (Novaco Anger Scale (high = poor))

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 14 Mental state: 5g. Specific - average score - affective symptoms - Anger/
aggression (Novaco Anger Scale (high = poor))

N 1 O] ey h) MF
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Analysis 1.15
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 15 Mental
state: 5d. Specific - average score - affective symptoms -
self esteem (Rosenberg Self Esteem Scale (high = good))

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 15 Mental state: 5d. Specific - average score - affective symptoms - self esteem
(Rosenberg Self Esteem Scale (high = good))
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Analysis 1.16
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 16 Mental
state: Se. Specific - average score - affective symptoms -
anxiety (Beck anxiety Inventory (high = poor))

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 16 Mental state: Se. Specific - average score - affective symptoms - anxiety (Beck
anxiety Inventory (high = poor))

Studyorsubgrown Experimental Cantral
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Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 17 Mental state: 5f. Specific - average score - affective symptoms - insight (Beck

insight (Beck Cognitive Insight Scale (high = good))

Cognitive Insight Scale (high = good))

Analysis 1.17
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 17 Mental
state: 5f. Specific - average score - affective symptoms -

Study or subgroup Expenimerttal "t Weight
2] MeanS0) M Mean50)
| shorttem
P 20019 a7 (& Ex] {58) 1000 070 [ 2325, 365 ]
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owerall efiect 7 = 047 (P = 0.64)
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2 (P =080), 1 =00%
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Analysis 1.18

Page 90

Comparison 1 CBT versus ALL OTHER
PSYCHOLOGICAL THERAPIES, Outcome 18 Mental
state: Sc. Specific - average score - affective symptoms -

depression (Montgomery-Asberg Depression Rating

Scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 18 Mental state: Sc. Specific - average score - affective symptoms - depression

(Montgomery-Asberg Depression Rating Scale, high = poor)

Mean Mean

Study or subgroup Expenimertal Corirol Difference feight Difiererice

N Mean(sD) N Mean(s) NiFinmd 5% C PP 75% C1
| mediim-t:

Sensky 7000 " 49 (35 45 7atag I 1000 % 250[ 417081 |
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Hetarogereny: nat
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Analysis 1.19
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 19 Mental
state: 6a. Specific - average score - problem behaviours
(Novaco Provocation Inventory, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 19 Mental state: 6a. Specific - average score - problem behaviours (Novaco
Provocation Inventory, high = poor)

75 (1851) 5 | | 004 3
39 L o 1000 % 412 [-3.93,12.17 ]
6145 (1215 W 5832 (1801 ] 1000% 133[ 270, 103¢]
39 * 100.0 % 333 [-3.70, 10.36 |
| (= 08, 1 =0o%

Analysis 1.20
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 20 Mental
state: 6b. Specific - average score - problem behaviours
(Ward Anger Rating Scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 20 Mental state: 6b. Specific - average score - problem behaviours (Ward Anger
Rating Scale, high = poor)

3l Mean(SE Maan(s ol F

M 403 (415 7 636 (679) n 1000 % 133[-484,0.18]
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Analysis 1.21
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 21 Mental
state: 6¢. Specific - average score - problem behaviours
(HCR-20 risk management, high poor) - long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 21 Mental state: 6¢. Specific - average score - problem behaviours (HCR-20 risk
management, high poor) - long-term only

39 ! 1000 % 023 [-1.77, 131 )

Analysis 1.22
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 22 Mental
state: 6d. Specific - average score - problem behaviour
(HCR - 20 clinical scale, high = poor) - long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 22 Mental state: 6d. Specific - average score - problem behaviour (HCR - 20
clinical scale, high = poor) - long-term only
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Analysis 1.23
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 23 Global
state: 1. Relapse/rehospitalisation

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 23 Global state: 1. Relapse/rehospitalisation
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Analysis 1.24
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 24 Global
state: 2. Various outcomes

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 24 Global state: 2. Various outcomes
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Analysis 1.25
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 25 Global
state: 3a. Social functioning - average scores (Social
Functioning Scale, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 25 Global state: 3a. Social functioning - average scores (Social Functioning Scale,
high = good)
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Analysis 1.26

Comparison 1 CBT versus ALL OTHER
PSYCHOLOGICAL THERAPIES, Outcome 26 Global
state: 3b. Social functioning - average scores (Social and

Occupational Functioning Assessment Scale, high =

good)

Functioning Assessment Scale, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

Study or subgroup Experiments trod Wisight
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Analysis 1.27
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 27
Quality of life: Average score (EuroQOL, high = good) -
long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 27 Quality of life: Average score (EuroQOL, high = good) - long-term only
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Analysis 1.28
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 28
Satisfaction with treatment: 1. Attitude to medication -
average score - short-term

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES

Outcome: 28 Satisfaction with treatment: 1. Attitude to medication - average score - short-
term
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Analysis 1.29
Comparison 1 CBT versus ALL OTHER

PSYCHOLOGICAL THERAPIES, Outcome 29
Satisfaction with treatment: 2. Leaving the study early

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 1 CBT versus ALL OTHER PSYCHOLOGICAL THERAPIES
Outcome: 29 Satisfaction with treatment: 2. Leaving the study early
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Analysis 2.1
Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 1 Adverse effect/

event: Death

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 1 Adverse effect/event: Death
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Analysis 2.2
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 2 Mental state: 1.
General - no important or reliable change

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 2 Mental state: 1. General - no important or reliable change
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Analysis 2.3

Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 3 Mental state: 2a.
General - average score - total (BPRS, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 3 Mental state: 2a. General - average score - total (BPRS, high = poor)
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Analysis 2.4
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 4 Mental state: 2b.
General - average score - total (PANSS, endpoint data,
high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 4 Mental state: 2b. General - average score - total (PANSS, endpoint data, high =
poor)
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Analysis 2.5
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 5 Mental state: 3a.
Specific - average score - positive symptoms - overall
(PANSS, endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 5 Mental state: 3a. Specific - average score - positive symptoms - overall
(PANSS, endpoint data, high = poor)
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Analysis 2.6
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 6 Mental state: 3b.
Specific - average score - positive symptoms -
hallucinations (Psychotic Symptom Rating Scale, high =
poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 6 Mental state: 3b. Specific - average score - positive symptoms - hallucinations
(Psychotic Symptom Rating Scale, high = poor)
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Analysis 2.7
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 7 Mental state: 3c.
Specific - average score - positive symptoms - delusions
(Psychotic Symptom Rating Scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 7 Mental state: 3c. Specific - average score - positive symptoms - delusions
(Psychotic Symptom Rating Scale, high = poor)
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Analysis 2.8
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 8 Mental state: 4a.
Specific - average score - negative symptoms - overall
(PANSS, endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 8 Mental state: 4a. Specific - average score - negative symptoms - overall
(PANSS, endpoint data, high = poor)
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Analysis 2.9
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 9 Mental state: 4b.
Specific - average score - negative symptoms - overall
(SANS, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 9 Mental state: 4b. Specific - average score - negative symptoms - overall (SANS,
high = good)
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Analysis 2.10
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 10 Mental state: 5a.
Specific - average score - affective symptoms (PANSS
General symptoms, endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 10 Mental state: 5a. Specific - average score - affective symptoms (PANSS
General symptoms, endpoint data, high = poor)
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Analysis 2.11
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 11 Mental state: Sb.
Specific - average score - affective symptoms -
depression (Montgomery-Asberg Depression Rating
Scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 11 Mental state: S5b. Specific - average score - affective symptoms - depression

(Montgomery-Asberg Depression Rating Scale, high = poor)
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Analysis 2.12

Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 12 Mental state: Sc.
Specific - average score - affective symptoms - Anger/

aggression (Novaco Anger Scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 12 Mental state: 5c. Specific - average score - affective symptoms - Anger/

aggression (Novaco Anger Scale, high = poor)
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Analysis 2.13

Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 13 Mental state: 6a.
Specific - average score - problem behaviours (Novaco

Provocation Inventory, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 13 Mental state: 6a. Specific - average score - problem behaviours (Novaco

Provocation Inventory, high = poor)
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Analysis 2.14
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 14 Mental state: 6c.
Specific - average score - problem behaviours (Ward
Anger Rating Scale, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 14 Mental state: 6¢. Specific - average score - problem behaviours (Ward Anger
Rating Scale, high = poor)
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Analysis 2.15

Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 15 Mental state: 6d.
Specific - average score - problem behaviour (HCR - 20
clinical scale, high = poor) - long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 15 Mental state: 6d. Specific - average score - problem behaviour (HCR - 20
clinical scale, high = poor) - long-term only
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Analysis 2.16
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 16 Mental state: 6e.
Specific - average score - problem behaviours (HCR-20
risk management, high poor) - long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 16 Mental state: 6e. Specific - average score - problem behaviours (HCR-20 risk
management, high poor) - long-term only

Study orsubgroup Expenmental Corrol Weight

Haddock 2008 £ 4 (196 I 413 (283) —l 10003 023 [-177, 131 ]

Total (95% CI) & 39 —— 1000 % -0.23[-1.77, 1.31 |
Mt ik i

Analysis 2.17
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 17 Global state: 1.
Relapse - long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 17 Global state: 1. Relapse - long-term only

N %1% |56 [ 08L 298]

137 o =53 100.0 % 0.95 | 0.56, 1.61 |
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Analysis 2.18
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 18 Global state: 2.
Rehospitalisation - long-term only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 18 Global state: 2. Rehospitalisation - long-term only

St f (1) el Wngh
it /N
Dru (e 32 5.5 %
Jacksin 2008 12430 e E 545 % 058 [ 052 185 ]
Total (95% CI) 60 59 -* 100.0 % 1.02 [ 0.63, 1.64 |
0 20
Fate ol
Analysis 2.19

Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 19 Global state: 3.
Average score (GAF, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 19 Global state: 3. Average score (GAF, high = good)

Study or subgroup Expermental trct Wsigh
M p N Meman (S0}

| shortterm
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Analysis 2.20
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 20 Global state: 4.
Social functioning - average scores (Social and
Occupational Functioning Assessment Scale, high =
good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 20 Global state: 4. Social functioning - average scores (Social and Occupational
Functioning Assessment Scale, high = good)

Study or subgre = r [ Winght
Mean{SD) ] Moan(50) VFiwed 95% C1

| shart

jackson 2008 31 easd (12B1) 3l 574 {1137} 2 1000 % 05 {179, 1539]
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Analysis 2.21
Comparison 2 SUBGROUP 1: CBT versus “NON-

ACTIVE” THERAPIES, Outcome 21 Satisfaction with
treatment: 1. Attitude to medication - average score -
short-term

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES

Outcome: 21 Satisfaction with treatment: 1. Attitude to medication - average score - short-

term
Stucy or subgreup CAT Corfrel feghn
M Mean(50) N Mean(s0) F
i M tior s "
Kerrg 1596 » 194 (37) k3 142 (&) - 1000 % 450[217,681]
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28 ———— 100.0 %  5.70 [ 2.05,9.35 ]
= (1.59), 1 =00%
1l 5 i
Fatsnr BT
Analysis 2.22

Comparison 2 SUBGROUP 1: CBT versus “NON-
ACTIVE” THERAPIES, Outcome 22 Satisfaction with
treatment: 2. Leaving the study early

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 2 SUBGROUP 1: CBT versus “NON-ACTIVE” THERAPIES
Outcome: 22 Satisfaction with treatment: 2. Leaving the study early

Study or subgroup BT Couraeling Rizk Blatio Weight Risk futin
M-
HRandomP5% HRardomF5%
At W ci [=]
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Analysis 3.1
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 1 Adverse
effect/event: 1. Death

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 1 Adverse effect/event: 1. Death

100.0 % 0.35 10,01, 8.11 ]

Analysis 3.2
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 2 Adverse
effect/event: 2. Adverse effects - any - medium-term
only

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 2 Adverse effect/event: 2. Adverse effects - any - medium-term only

Study or subgroup Expenmentad Cortrol Fusk Ratio Weight

KArgberg 2009 10759 599 - 1004 % 20007, 544]
-

Total {95% CI) 99 99 100.0 % 2,00[0.71, 564 |
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Analysis 3.3
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 3 Mental
state: 1. No important or reliable change

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 3 Mental state: 1. No important or reliable change

Stucly or sibgrotp CET Counselling ik Fatio Weight

il i
| short gerrr
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Analysis 3.4
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 4 Mental
state: 2a. General - average score - total (BPRS, high =
poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 4 Mental state: 2a. General - average score - total (BPRS, high = poor)

Sudyorsbgmup  Experimental Control Wrigh
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| shartterm
Hadldock 1999 5 AGE(BT5) I 383 {174) T 245 % BS0 [ <326, 2026
Subtoral (95% CI) 9 11 —— 24,5 %  8.50 [ -3.26, 20.26 |
Hetarmpane:
19 M| (37) 18 457 {11} —— 755 % Tl [-1430, 050 ]
Subtotal (95% CI) 9 18 I 75.5% -7.60 [ -14.30,-0.90 ]

Heteroganeiy: not applici

siduosnuey Joyiny s1opung DN 2domy g

Test for overal effect. 7 F
Total (95% CI) 29 B i 100.0 %  -3.66 [ -9.48, .16 |
Het x 1 =g2%
B2
a 10
Favours superymental Favorrs comrol

siduosnuey Joyiny sopung DN 2domny g

Cochrane Database Syst Rev. Author manuscript; available in PMC 2014 September 15.



siduosnuey Joyiny s1opung DN 2domy g

siduosnuey Joyiny sopung DN 2domny g

Jones et al.

Page 117

Analysis 3.5
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 5 Mental
state: 2b. General - average score - total (PANSS,
endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 5 Mental state: 2b. General - average score - total (PANSS, endpoint data, high =

poor)
Study orsubgrosp Treatment Control Weigh
[ Mean{50) ] Mean(S0) F
| shortiterm

Lesire 1958 & 605 () * 437 % -31.00 | 3560, 2640 ]
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Analysis 3.6
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 6 Mental
state: 3a. Specific - average score - positive symptoms -
overall (PANSS, endpoint data,high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 6 Mental state: 3a. Specific - average score - positive symptoms - overall
(PANSS, endpoint data, high = poor)

5 bgroup CBT Carrol Weight
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Analysis 3.7

Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”
PSYCHOLOGICAL THERAPIES, Outcome 7 Mental
state: 3b. Specific - average score - positive symptoms -
hallucinations (Psychotic Symptom Rating Scale, high =

poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 7 Mental state: 3b. Specific - average score - positive symptoms - hallucinations

(Psychotic Symptom Rating Scale, high = poor)
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Study or subgroup Expenmental ontral Weight
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Analysis 3.8

Page 120

Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”
PSYCHOLOGICAL THERAPIES, Outcome 8 Mental
state: 3c. Specific - average acore - positive symptoms -

delusions (Psychotic Symptom Rating Scale, high =

poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 8 Mental state: 3c. Specific - average acore - positive symptoms - delusions

(Psychotic Symptom Rating Scale, high = poor)
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Analysis 3.9
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 9 Mental
state: 4a. Specific - average score - negative symptoms -
overall PANSS, endpoint data,high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 9 Mental state: 4a. Specific - average score - negative symptoms - overall
(PANSS, endpoint data, high = poor)

Mean
Study or subgroup Exparimertal Cantrol Dffferenes Weght
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Analysis 3.10

Page 122

Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”
PSYCHOLOGICAL THERAPIES, Outcome 10 Mental
state: 4b. Specific - average score - negative symptoms -

overall (SANS, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 10 Mental state: 4b. Specific - average score - negative symptoms - overall

(SANS, high = good)

Smady 2o Expermman ol Whisight
Mean(S0) Mean(50D) MF
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Page 123

Analysis 3.11
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 11 Mental
state: Sa. Specific - average score - affective symptoms
(PANSS General symptoms,endpoint data, high = poor)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 11 Mental state: 5a. Specific - average score - affective symptoms (PANSS
General symptoms, endpoint data, high = poor)
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Analysis 3.12
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 12 Mental
state: Sb. Specific - average score - affective symptoms -
depression (Beck Depression Inventory, high = poor)

Page 124

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 12 Mental state: 5b. Specific - average score - affective symptoms - depression

(Beck Depression Inventory, high = poor)

Study or subgroup Experimenta Conel
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Page 125

Analysis 3.13
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 13 Mental
state: Sc. Specific - average score - affective symptoms -
self esteem (Rosenberg Self Esteem Scale (high = good))

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 13 Mental state: 5c. Specific - average score - affective symptoms - self esteem
(Rosenberg Self Esteem Scale (high = good))

Sty or subgroug Expenmenital Conml Diorerce Weight
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Page 126

Analysis 3.14
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 14 Mental
state: 5d. Specific - average score - affective symptoms -
anxiety (Beck anxiety Inventory (high = poor))

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 14 Mental state: 5d. Specific - average score - affective symptoms - anxiety (Beck
anxiety Inventory (high = poor))

5 o Experiment orarol ‘Wielg
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Analysis 3.15
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 15 Mental
State: Se. Specific - average score - affective symptoms -
insight (Beck Cognitive Insight Scale (high = good))

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 15 Mental State: Se. Specific - average score - affective symptoms - insight (Beck
Cognitive Insight Scale (high = good))
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Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES

Analysis 3.16

Outcome: 16 Global state: 1. Relapse

Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”
PSYCHOLOGICAL THERAPIES, Outcome 16 Global
state: 1. Relapse

Study ar subgroupn Troatmans Contml Whight
™ ™
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Subtotal (95% CI) 70 67

Total everts: 30
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Analysis 3.17
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 17 Global
state: 2. Rehospitalisation

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 17 Global state: 2. Rehospitalisation
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Analysis 3.18
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 18 Global
state: 3a. Average score (GAS, endpoint data, high =
good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 18 Global state: 3a. Average score (GAS, endpoint data, high = good)
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Analysis 3.19
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 19 Global
state: 3b. Average score (GAF, high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for

schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 19 Global state: 3b. Average score (GAF, high = good)

Weight

358 9.7)
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Analysis 3.20
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 20 Global
state: 4a. Social Functioning Scale (high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 20 Global state: 4a. Social Functioning Scale (high = good)
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Analysis 3.21
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 21 Global
state 4b. Social and Occupational Functioning
Assessment Scale (high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 21 Global state 4b. Social and Occupational Functioning Assessment Scale (high
= good)
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Analysis 3.22
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 22
Quality of Life: EuroQOL (high = good)

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 22 Quality of Life: EuroQOL (high = good)
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Analysis 3.23
Comparison 3 SUBGROUP 2: CBT versus “ACTIVE”

PSYCHOLOGICAL THERAPIES, Outcome 23
Satisfaction with treatment: 1. Leaving the study early

Review: Cognitive behavioural therapy versus other psychosocial treatments for
schizophrenia

Comparison: 3 SUBGROUP 2: CBT versus “ACTIVE” PSYCHOLOGICAL THERAPIES
Outcome: 23 Satisfaction with treatment: 1.Leaving study early

Tarrier 1999 & 43 1126 e

Total (95% CI) 224 115 - 0.75 | 0.40, 1.43 |
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FEEDBACK

Twitter comment, 11 November 2012

Summary

A twitter comment posted re Sensky trial data http://topsy.com/twitter/clinpsych.11?
nohidden=1&offset=60&om=aaaaaa&page=7

Reply

Authors have amended review in response to this twitter.

Contributors

Twitter comment: Paul Hutton.

Author responding: Chris Jones.

WHAT’S NEW
Last assessed as up-to-date: 8 March 2010.
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Date Event Description

Title changed to Cognitive Behavioural Therapy versus other psychosocial treatments

20 March 2014  Amended . .
for schizophrenia

HISTORY
Protocol first published: Issue 9, 2010

Review first published: Issue 4, 2012

Date Event Description

Outcomes from paper Turkington 2008 added to Sensky 2000. Also see Feedback

2 April 2013 Amended -
section.

17 April 2012 Amended  Reference correction (Birchwood 2006).

DIFFERENCES BETWEEN PROTOCOL AND REVIEW

The original protocol has been substantially reformatted to make it more clear but the
content has not been substantively changed.

SUMMARY OF FINDINGS FOR THE MAIN COMPARISON

Cognitive behavioural therapy compared with other psychosocial therapies for schizophrenia
Patient or population: patients with schizophrenia

Settings: in either community or hospital settings

Intervention: Cognitive behavioural therapy

Comparison: other psychosocial therapies
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PLAIN LANGUAGE SUMMARY
Cognitive behaviour therapy versus other psychosocial treatments for schizophrenia

Cognitive behavioural therapy (CBT) is a talking therapy first mentioned in 1952 but
only became recommended as a routine treatment in 2002. CBT encourages people to
openly discuss their beliefs, emotions and experiences with a therapist (individually or in
a group), as well as participate in assessing their symptoms, emotional distress and
behaviour. Such discussion is thought to help develop ways of challenging, coping and
managing unhelpful thoughts and problem behaviour. People with schizophrenia may
have difficulties with concentration, attention and motivation. The capacity to think, feel
pleasure, talk openly and act also may be reduced. All of which can mean making
friends, living independently and finding employment are sometimes hard. The idea of
CBT is to help with these problems by coming up with ‘real world’ coping strategies and
problem solving skills.

Relatively little is known about the effects of CBT when compared with other
psychological or talking therapies (such as supportive therapy, psycho-education, group,
relaxation and family therapy) in helping people with schizophrenia. This review found
that research in this area was often small scale and of limited quality. The majority of
therapists (65%) met the review’s standard of being qualified (but this was not a
complete finding as most studies did not take into account appropriate training and the
qualification of therapists).

In the main, no difference in overall effectiveness was found between CBT and other
talking therapies. Relapses (people with schizophrenia becoming unwell again) and re-
hospitalisation (the need to go back into hospital) were not reduced. CBT was not any
better at improving mental state compared to other talking therapies and CBT was no
better or worse in managing the symptoms of schizophrenia, both in terms of managing
positive symptoms (such as hearing voices or seeing things) and negative symptoms (not
feeling emotions, inactivity which leads to weight gain).

No difference was found for leaving the study early or continuing treatment for CBT
compared with other therapies, although the overall number of people who left the study
early was relatively low compared to drug trials meaning that CBT and other talking
therapies may better at retaining and keeping people with schizophrenia in treatment. No
advantage for CBT was recorded with regard to death by natural causes or suicide,
coping with anxiety, building self-esteem, developing insight or helping with anger or
problem behaviours such as violence. Few studies reported the effect CBT had on quality
of life and in developing better social or work skills.

The review, however, suggests that there might be some longer term advantage in CBT
for dealing with emotions and distressing feelings. Some initial findings indicated that
CBT may be of greater benefit to people with depression and managing its symptoms.

This Plain Language Summary was written by a consumer Benjamin Gray, Service User
and Service User Expert, Rethink Mental Illness. ben.gray @rethink.org
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Figure 2. Risk of bias summary: review authors’ judgements about each risk of bias item for

each included study
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Figure 3. Risk of bias graph: review authors’ judgements about each risk of bias item presented
as percentages across all included studies
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Table 1

Outcome categories

Category

Description

General functioning

These relate to meaningful changes in symptomatology and general clinical condition, recovery and well-being

Mental state

These refer to presence or absence of symptoms of psychosis as well as continuous measures relating to
characteristics of such symptoms (e.g. preoccupation; conviction; frequency; duration; intensity, loudness;
perceived interference with daily living) and insight. Measures of general affect (e.g. anxiety, depression, shame,
hopelessness, anger; self-esteem) and symptom-related affect measures (e.g. voice-related distress; delusional
distress) are also considered. The presence or frequency of problematic behaviours (suicide attempts; deliberate
self-harm; violence to others, etc) and functional and adaptive behaviours (e.g. increased coping strategies) are
included

Adverse outcomes

All health interventions have the capacity for unintended and unwanted side effects. To date there has been a
paucity of studies that have attempted to identify adverse effects of psychological therapies. Such outcomes might
include dependency, increased distress, increased family dysfunction and disengagement from mental health
services

Service utilisation

The measurement of service utilisation and functional outcomes may convey important information regarding
health economic benefits, as well as provide indirect markers of personal independence. Such outcomes might
include number of acute hospital /inpatient respite days, number of acute hospital admissions or equivalent (e.g.
Home treatment/crisis team intervention; respite admissions), changes in legal status (MHA 1983), changes in
level of care (including accommodation type and intensity of service (Assertive Outreach Team versus
Community Mental Health Team))

Functional outcomes

These outcomes might include changes in employment, occupational and educational status, level of received
benefits or social welfare, perceived quality of life and level of social functioning

Pharmacological treatment

These outcomes would include alterations in the degree of compliance with the prescribed medication regimen, as
well as alterations to the prescribed medication including changes in type of medication and prescribed dosage.
Unwanted side effects will also be assessed

Economic outcomes

These outcomes would include both the direct costs of CBT (e.g., costs relating to the provision of therapy) and
the indirect costs of CBT (e.g., reduction in medication, reduction in relapse, etc)
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