Health Technology Assessment 2001; Vol. 5: No. 35

A systematic review of controlled
trials of the effectiveness and cost-
effectiveness of brief psychological
treatments for depression

R Churchill
V Hunot

R Corney
M Knapp
H McGuire
ATylee

S'/essely

Health Technology Assessment HTA
NHS R&D HTA Programme


Copyright notice

© Queen's Printer and Controller of HMSO 2001

HTA reports may be freely reproduced for the purposes of private research and study and may be included in professional journals provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising

Violations should be reported to hta@soton.ac.uk

Applications for commercial reproduction should be addressed to HMSO, The Copyright Unit, St Clements House, 2–16 Colegate, Norwich NR3 1BQ

© Queen's Printer and Controller of HMSO
 


fHT.t\-> @

| INAHTA

How to obtain copies of this and other HTA Programme reports.

An electronic version of this publication, in Adobe Acrobat format, is available for downloading free of
charge for personal use from the HTA website (http://www.hta.ac.uk). A fully searchable CD-ROM is
also available (see below).

Printed copies of HTA monographs cost £20 each (post and packing free in the UK) to both public and
private sector purchasers from our Despatch Agents.

Non-UK purchasers will have to pay a small fee for post and packing. For European countries the cost is
£2 per monograph and for the rest of the world £3 per monograph.

You can order HTA monographs from our Despatch Agents:

— fax (with credit card or official purchase order)
— post (with credit card or official purchase order or cheque)
— phone during office hours (credit card only).

Additionally the HTA website allows you either to pay securely by credit card or to print out your
order and then post or fax it.

Contact details are as follows:

HTA Despatch Email: orders@hta.ac.uk

c/o Direct Mail Works Ltd Tel: 02392 492 000

4 Oakwood Business Centre Fax: 02392 478 555

Downley, HAVANT PO9 2NPB, UK Fax from outside the UK: +44 2392 478 555

NHS libraries can subscribe free of charge. Public libraries can subscribe at a very reduced cost of
£100 for each volume (normally comprising 30—40 titles). The commercial subscription rate is £300
per volume. Please see our website for details. Subscriptions can only be purchased for the current or
forthcoming volume.

Payment methods

Paying by cheque
If you pay by cheque, the cheque must be in pounds sterling, made payable to Direct Mail Works Ltd
and drawn on a bank with a UK address.

Paying by credit card
The following cards are accepted by phone, fax, post or via the website ordering pages: Delta, Eurocard,
Mastercard, Solo, Switch and Visa. We advise against sending credit card details in a plain email.

Paying by official purchase order
You can post or fax these, but they must be from public bodies (i.e. NHS or universities) within the UK.
We cannot at present accept purchase orders from commercial companies or from outside the UK.

How do | get a copy of HTA on CD?

Please use the form on the HTA website (www.hta.ac.uk/htacd.htm). Or contact Direct Mail Works (see
contact details above) by email, post, fax or phone. HTA on CD is currently free of charge worldwide.

The website also provides information about the HTA Programme and lists the membership of the various
committees.




Health Technology Assessment 2001; Vol. 5: No. 35

Contents

List of abbreviations ................................... i
Executive summary ..............cccooociiienn. iii
Background and objectives ........................ 1
The syndrome of depression ............cccceuenee. 1
Epidemiology and costs of depression.......... 1
Psychological treatments for depression ...... 1
Studies of psychotherapy for depression....... 2

Rationale for a systematic review and
meta-analysis of RCTs in the psychological

treatment of depression ............cccoeevieiinn 3
ODbJECLIVES ..o 4
Methods............cooiiiii 5
Inclusion criteria for the review.................... 5
Search strategy for the identification

Of StUAIeSs ...ccoovviiiiiiiiiiii 5
Methods of review .........ccccccvviiiiniiniiiiniinnns 6
Methods of analysis ..........ccccecviviiiiniiiiniinnn. 6
Methodological quality of the

included studies...........cccooviviiiiininiiiiniinn 8
Results ..., 9
Description of studies .........cccecveviiniinnnnnnn. 9
Sample SIZ€......cccoviiviiiiiiiiiiiiii 9
Quality rating of trials.........ccccecivviininnnnn 10
Model groupings ........ccccevveiiiiiiiiniiinicnnnnnn. 10
Main hypotheses ........cccccoecvviiiiiiniininnnnnn. 11
List of comparisons .........ccccoceeciiviiiicinnnnn. 11
Quantitative results ........cccccoeeiviiiiiiiinnninnnn. 12
Comparisons between therapies.................... 13
Other sources of bias .........ccccoceeviiiiiinnnnnn 30
Discussion ..........cccccceeeiiiinicinccncenene 77
Internal validity of the trials .......ccccceeuenee 77
Interpretation of the findings ...................... 79
Robustness of the review ..o 38
Generalisability of the trials contributing

to the review findings .........cccocvviiiiiinninn 89
Economic evaluation ..o 91
Conclusions..............ocoeiiiiiiiiiiice 93
SUMMATY oo 93

Implications of the review for healthcare .... 95
Implications for research ..o, 95

Acknowledgements................cccoocveienrnnnnnn. 97
References .........c.ccccooviiiiiiiiiiiiiiiiiieeee, 99

Appendix | Search strategies used for
electronic databases ..........cccccccevviiriiiiiiennen. 103

Appendix 2 Data extraction spreadsheet

for the studies included in the review .......... 107
Appendix 3 Standard letter to authors ...... 125
Appendix 4 Psychotherapy models ............ 127
Appendix 5 QRS instrument ............c........ 129

Appendix 6 References for the studies
included in the review........cc.ccccoeciiiiinnneen. 131

Appendix 7 References for the studies
excluded from the review and the reason
fOr eXClUSION ....ccovvviiiiiiiiiecieeeee e 137

Appendix 8 Characteristics of the
included studies...........ccoeciiriiiiniiiiniiinnneen, 139

Appendix 9 List of validated outcome
INSTIUMENLS .eeiuvieeniiieeniieeeiieenieeenieeeireesineenns 149

Appendix 10 QRS scores of the
included studies........ccccceeeeeeeeeiriiciiiiiieeeeeeeenns 151

Appendix Il Post-treatment dropouts,
mean differences and mean change data
of the included studies ........cccocerereneruennencn. 157

Appendix 12 Follow-up mean differences
and mean change data of the included
STUAIES cuuneiiiiiiiee et e 163

Health Technology Assessment reports
published to date...............ccocrririninnnnn. 167

Health Technology Assessment
Programme ...........cccocoooeveieeiniiieee, 171



A systematic review of controlled
trials of the effectiveness and cost-
effectiveness of brief psychological
treatments for depression

R Churchill”
V Hunot'

R Corney?
M Knapp'

H McGuire'
A Tylee'

S Wessely'

' Institute of Psychiatry, King’s College London, UK
2 University of Greenwich, UK

* Corresponding author

Competing interests: none declared

Published September 2002

This report should be referenced as follows:

Churchill R, HunotV, Corney R, Knapp M, McGuire H, Tylee A, et al. A systematic review
of controlled trials of the effectiveness and cost-effectiveness of brief psychological

treatments for depression. Health Technol Assess 2001;5(35).

Health Technology Assessment is indexed in Index Medicus/MEDLINE and Excerpta Medica/
EMBASE. Copies of the Executive Summaries are available from the NCCHTA website

(see opposite).




NHS R&D HTA Programme

he NHS R&D Health Technology Assessment (HTA) Programme was set up in 1993 to ensure
that high-quality research information on the costs, effectiveness and broader impact of health
technologies is produced in the most efficient way for those who use, manage and provide care
in the NHS.

Initially, six HTA panels (pharmaceuticals, acute sector, primary and community care, diagnostics
and imaging, population screening, methodology) helped to set the research priorities for the HTA
Programme. However, during the past few years there have been a number of changes in and around
NHS R&D, such as the establishment of the National Institute for Clinical Excellence (NICE) and
the creation of three new research programmes: Service Delivery and Organisation (SDO); New

and Emerging Applications of Technology (NEAT); and the Methodology Programme.

This has meant that the HTA panels can now focus more explicitly on health technologies
(‘health technologies’ are broadly defined to include all interventions used to promote health,
prevent and treat disease, and improve rehabilitation and long-term care) rather than settings
of care. Therefore the panel structure has been redefined and replaced by three new panels:
Pharmaceuticals; Therapeutic Procedures (including devices and operations); and Diagnostic
Technologies and Screening.

The HTA Programme will continue to commission both primary and secondary research. The

HTA Commissioning Board, supported by the National Coordinating Centre for Health Technology
Assessment (NCCHTA), will consider and advise the Programme Director on the best research
projects to pursue in order to address the research priorities identified by the three HTA panels.

The research reported in this monograph was funded as project number 95/22/04.

The views expressed in this publication are those of the authors and not necessarily those of the
HTA Programme or the Department of Health. The editors wish to emphasise that funding and
publication of this research by the NHS should not be taken as implicit support for any
recommendations made by the authors.

Criteria for inclusion in the HTA monograph series

Reports are published in the HTA monograph series if (1) they have resulted from work
commissioned for the HTA Programme, and (2) they are of a sufficiently high scientific quality
as assessed by the referees and editors.

Reviews in Health Technology Assessment are termed ‘systematic’ when the account of the search,
appraisal and synthesis methods (to minimise biases and random errors) would, in theory, permit
the replication of the review by others.

HTA Programme Director: Professor Kent Woods

Series Editors: Professor Andrew Stevens, Dr Ken Stein, Professor John Gabbay,
Dr Ruairidh Milne, Dr Tom Dent and Dr Chris Hyde

Monograph Editorial Manager: ~ Melanie Corris

The editors and publisher have tried to ensure the accuracy of this report but do not accept liability
for damages or losses arising from material published in this report. They would like to thank the
referees for their constructive comments on the draft document.

ISSN 1366-5278
© Queen’s Printer and Controller of HMSO 2001

This monograph may be freely reproduced for the purposes of private research and study and may be included in professional journals
provided that suitable acknowledgement is made and the reproduction is not associated with any form of advertising.

Applications for commercial reproduction should be addressed to HMSO, The Copyright Unit, St Clements House, 2—16 Colegate,
Norwich, NR3 1BQ.

Published by Core Research, Alton, on behalf of the NCCHTA.
Printed on acid-free paper in the UK by The Basingstoke Press, Basingstoke. G






Health Technology Assessment 2001; Vol. 5: No. 35

List of abbreviations

BDI
BT
CBT

CCDANCTR

CCT
CI

CT

df
DSM
HRSD

IPT
ITT

LDACL

MDD

MMPI

MMPI-D

NA

Beck Depression Inventory
behavioural therapy
cognitive behavioural therapy

Cochrane Collaboration
Depression, Anxiety and Neurosis
Controlled Trials Register

controlled clinical trial
confidence interval

cognitive therapy

degrees of freedom

Diagnostic and Statistical Manual

Hamilton Rating Scale
for Depression

interpersonal therapy
intention-to-treat

Lubin Depression .
Adjective Checklist’

major depressive disorder

Minnesota Multiphasic
Personality Inventory

unidimensional depression scale
for MMPI"

not applicable”

NIMH

OR
QRS
PDT
PES

RCT

RGSD

SADS

SCL
SD

SE
SMD
ST
WMD
ZSRDS

National Institute of
Mental Health

odds ratio

Quality Rating Scale
psychodynamic therapy
Pleasant Events Schedule”
randomised controlled trial
Research Diagnostic Criteria”

Raskin Global Scale
for Depression

relative risk

Schedule of Affective
Disorders Scale”

Symptom Checklist

standard deviation

standard error

standardised mean difference
supportive therapy

weighted mean difference

Zung Self-rating Depression
Scale”

" Used only in tables and appendices







Health Technology Assessment 2001; Vol. 5: No. 35

Executive summary

Background

Depression is common and can result in
considerable impairment causing distress to
sufferers and their families. It is also of substantial
cost to the NHS and the wider economy. Most
depression is treated in primary care, where both
pharmacological and psychological treatments are
used. The provision of psychological treatments

is increasing and the effectiveness and cost-
effectiveness of these interventions for

depression need to be demonstrated.

Objectives

(1) To conduct a systematic review and, where
possible, a meta-analysis of all controlled
clinical trials (CCTs) in which brief psycho-
logical treatments were compared with
one another or treatment as usual in the
treatment of depression.

(2) To describe the internal validity, statistical
power and external validity of the
identified trials.

(3) To compare the overall efficacy of all variants
of brief psychological treatments with treat-
ment as usual.

(4) To compare the efficacy of cognitive behavi-
oural therapy (CBT) with treatment as usual,
interpersonal therapy (IPT), psychodynamic
therapy (PDT) and supportive therapy (ST).

(5) To compare the efficacy of IPT, PDT and ST
with treatment as usual and with one another.

(6) To compare the efficacy of all variants of
individual and group therapies.

(7) To summarise all available cost data from
controlled trials of brief psychological
treatments for depression.

Methods

Data sources

A wide range of electronic bibliographic and
specialist databases were searched using a compre-
hensive search strategy as appropriate. Eleven
psychiatry/psychology and three economics
journals were handsearched. In addition, biblio-
graphies from the texts of relevant trials and

reviews, grey literature (e.g. conference pro-
ceedings and government documents) and
dissertations were searched. Leading researchers
in the field, members of the International
Network of Agencies for HTA, health authorities,
UK counselling organisations and psychology
department heads were also contacted.

Study selection

Published/unpublished randomised controlled
trials (RCTs) or CCTs comparing different forms
of brief psychological treatments (described within
an explicit psychological orientation completed
within a time-limited framework of =< 20 sessions),
or brief psychological treatments with treatment
as usual were included. Trial participants could
be males or females aged 16-65 years with a
primary diagnosis of depression. Marital/
couples and family therapy were excluded.

Data extraction and synthesis
Qualitative and quantitative data relating to
internal and external validity, study power and
outcomes were extracted using a standardised
spreadsheet. Odds ratios and relative risks were
calculated for recovery and dropout data. Based
on calculated weighted or standardised mean
differences, fixed- and/or random-effects models
were used to pool the mean differences and mean
change data. Clinical and methodological hetero-
geneity were explored through heterogeneity
and sensitivity analyses, and, where possible,
other sources of bias were investigated using
funnel plots. Finally, the cost-effectiveness

data were summarised.

Results

Patients receiving any variant of psychotherapy
were significantly more likely to improve to a
degree where they were no longer considered
clinically depressed, exhibited significantly fewer
symptoms post-treatment and experienced greater
symptom reduction from baseline than those
receiving treatment as usual. No differences in
treatment discontinuation were observed.

Patients receiving CBT were significantly more
likely than those receiving PDT, IPT or ST to iii
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improve to a degree where they were no longer
regarded as being clinically depressed. No group
differences in post-treatment symptoms, symptom
reduction from baseline or dropouts during
treatment were suggested.

Patients receiving individual therapies were
significantly more likely to improve to a degree
where they were no longer considered clinically
depressed and exhibited fewer symptoms post-
treatment. No differences in dropouts between
groups were demonstrated.

No differences were demonstrated between
cognitive and behavioural interventions in post-
treatment recovery and symptoms, symptom
reduction from baseline or dropouts.

Patients receiving variants of CBT were signifi-
cantly more likely than those receiving treatment
as usual to improve to a degree where they were
no longer regarded as being clinically depressed
and exhibited significantly fewer symptoms post-
treatment and greater symptom reduction from
baseline. No differences in dropouts between
groups were demonstrated.

The evidence comparing variants of CBT with

IPT was limited, but suggested that there were no
differences in post-treatment recovery and
dropouts during treatment. Patients receiving
variants of CBT were significantly more likely than
those receiving PDT to improve to a degree where
they were no longer regarded as being clinically
depressed, although no group differences in post-
treatment symptoms, symptom reduction from
baseline or dropouts were suggested. Patients
receiving variants of CBT were significantly more
likely than those receiving ST to improve to a
degree where they were no longer considered
clinically depressed and exhibited fewer symptoms
post-treatment. No group differences in symptom
reduction from baseline or dropouts during
treatment were demonstrated.

Patients receiving ST were significantly more
likely than those receiving treatment as usual to
improve to a degree where they were no longer
considered clinically depressed and exhibited
fewer symptoms post-treatment. No group differ-
ences in symptom reduction from baseline or
dropouts were suggested.

Trials comparing IPT with ST, IPT with
treatment as usual and PDT with ST all yielded
insufficient data upon which to base any

firm conclusions.

It was not possible to draw any firm conclusions
from the limited follow-up and economic data
available, although economic evidence provided
tentative support for the hypothesis that psycho-
therapy was more efficient than usual care and
suggested a modest cost-effectiveness advantage
in favour of CBT.

Low overall quality scores were recorded for many
of the trials. Methodological problems were noted
relating to the randomisation and allocation pro-
cedures, exclusion of randomised patients, sample
size, use of concurrent treatments, investigator
bias, monitoring of therapist adherence and use
of broader outcome measures (e.g. quality of life).
Interpretation of the findings was further limited
by the identification of probable bias in the funnel
plots and heterogeneity and sensitivity analyses.
Doubt exists as to the generalisability of the trials
identified to UK primary care settings in terms of
socio-demographic characteristics, severity of dis-
order, motivation of participants and therapy type.

Conclusions

Implications of the review

for healthcare

Based on the best available evidence, it would
appear that some forms of brief psychological treat-
ments, particularly those derived from cognitive/
behavioural models, are beneficial in the treatment
of people with depression being managed outside
hospital settings. Little can be said about the effi-
cacy of different types of individual versus group
therapy because all the trials comparing these
formats used CT or BT. In these trials, greater
efficacy for individual formats was suggested.

Baseline severity, the methods used to identify
patients and possibly the number of sessions offered
are factors likely to affect outcome. Little can be said
about the potential impact of socio-demographic
characteristics of patients, the specific effects of
client motivation and therapeutic alliance, any
potential adverse events associated with psychological
treatments, the short- and long-term outcomes of
psychological treatments, the differential effects of
alternative models, particularly PDT and client-
centred therapies, or the immediate and long-term
economic consequences attached to the provision
of psychological treatments in primary care.

Implications for research

Further trials of all types of psychological
treatments in primary care settings involving
appropriately recruited representative patient
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samples, whose disorders have been recognised
and who meet the diagnostic criteria for depres-
sive disorder, are required. RCTs examining
both immediate and long-term outcomes and
cost implications and trials, both brief and long
term, of PDT or client-centred therapies (using
manualised/standardised techniques), and of
different psychological treatments in individual

versus group formats are required. Future

trials need to be adequately powered, involve
longer follow-up, properly monitor adherence
to therapeutic technique, incorporate outcomes
measuring the broader impact of treatment,
provide adequately powered high-quality cost
data and record and allow for the use of any
non-randomised concomitant treatments.
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Chapter |

Background and objectives

The syndrome of depression

The term depression describes a broad spectrum
of moods, behaviour and emotions ranging

from the syndrome of major depressive disorder
(MDD) to lifelong mild fluctuating depression
(dysthymia) upon which a major depressive
episode may be superimposed, and other less
severe subclinical states.' Central features of de-
pression are dysphoria, loss of interest in normally
enjoyable activities, impaired concentration and
memory difficulties and feelings of worthlessness,
often associated with suicidal ideation. It may be
accompanied by physical symptoms, such as sleep
disturbance, weight change, fatigue and the
somatic symptoms of anxiety. Depression can
produce significant distress and impairment in
many domains of functioning that may equal or
exceed that of chronic medical conditions and,
furthermore, may result in a major burden of
suffering among patients and their families.”

Epidemiology and costs
of depression

Depression is common, with a point prevalence
of 15-30% in the UK adult population, depend-
ing upon the threshold used for case definition.”
It is estimated that about 60-70% of adults will at
some time in their lives experience depression or
worry of sufficient severity to influence their daily
activities,* and that approximately 18-26% of
females and 8-12% of males will suffer from a
major depressive episode.” More than 50% of
patients who attend their general practice may
present with symptoms of depression® and,
furthermore, up to 50% of cases of depression
remain undetected.”

The vast majority of depressed patients do not
require hospitalisation and 90% of depression

in the UK is managed in primary care.’ However,
depression is of considerable financial cost to
the UK NHS.*” The costs of treating depression
have been shown to outweigh those of treating
psychoses.'’ Kind and Sorensen® estimated the
annual NHS costs to be £417 million (at 1991
prices) and the indirect costs of lost work days
and premature mortality to be almost £3000

million. The picture is similar in the USA where
the costs associated with lost work productivity in
untreated depression have been estimated to be
substantial.'’ Indeed, one study has suggested that
depression costs the USA economy $44 million
million annually, three-quarters of which is
accounted for by the indirect costs."

Psychological treatments
for depression

There has been a noticeable increase in the
number of patients seeking non-pharmacological
approaches to alleviate symptoms of depression.
The growth in demand for psychological treat-
ments appears to have been motivated by con-
cerns about medication side-effects, beliefs about
potential drug dependency and reluctance to

use a biochemical treatment in order to resolve
psychological problems. An observed shift in
public attitude towards psychotherapy and coun-
selling as an acceptable and preferred intervention
has been quantified in a survey of lay peoples’
attitudes towards depression conducted by the
Defeat Depression Campaign. This survey revealed
that 91% of respondents thought that people with
depression should be offered counselling, and
just 16% thought that they should be offered
antidepressants."”” In response to these changes in
treatment preference combined with low adher-
ence rates to antidepressants,"” failure of some
patients to tolerate or respond to medication

and contraindications to pharmacotherapy,"
psychological treatments have become increasingly
available as an alternative intervention for patients
with depression within the NHS in recent years.

In contrast to 30 years ago when traditional
insight-oriented psychotherapy tended to be the
sole psychological treatment model offered to
depressed patients, there are now a plethora of
newly developed therapeutic approaches for the
treatment of depression. Behavioural therapy (BT)
became more widely available during the 1970s,
from which social skills training became a manual-
ised intervention (i.e. an intervention guided

by a formal manual) for depression.'® With

the advent and concomitant expansion of
cognitive therapy (CT),"” ‘hybrid’ therapeutic
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approaches incorporating features of both CT

and BT (including techniques such as relaxation)
have proliferated" and include problem-solving
therapy, self-control therapy, assertion training and
psychoeducational programmes. Other models that
integrate elements of psychodynamic and cognitive
approaches have been developed and standardised
in recent years, of which interpersonal therapy
(IPT) is the best known and most utilised in

the field of depression."

Many manualised psychotherapy models have
been devised and operationalised for group
therapy formats, in order to facilitate and
potentiate the development of interpersonal
relationships within a group process. In economic
terms, group therapy costs would appear to be
lower. The average cost for a single session of
individual counselling is calculated to be £56 per
hour of patient contact, including preparation
and administration time and additional costs of
supervision and support.”’ In contrast, in a group
therapy session of 90 minutes, an average number
of eight patients may be facilitated by one, or
sometimes two, therapists.

Psychological treatments may be delivered by a
wide range of healthcare practitioners in the UK,
including psychologists, counsellors, practice
nurses, health visitors, community psychiatric
nurses and social workers.” Psychological services
are currently offered in over 50% of primary

care practices in the UK, and are usually under-
taken by trained counsellors. According to training
undertaken, personal preference and presenting
problems of clients, counsellors may choose to
utilise a single psychotherapeutic model or an
integrated combination of models. Preliminary
findings from a survey of primary care counsellors
conducted at the beginning of 1998 revealed that
42% of respondents described their approach as
integrative when working with clients who present
with a primary diagnosis of depression. Other
models utilised for depression by counsellors in
the survey were psychodynamic (20%), person-
centred (21%) and cognitive behavioural (11%).*
One of the principal features of psychological
treatments currently practiced in healthcare
settings is the defined number of sessions offered.
Time-limited psychotherapy has been increasingly
developed and utilised partly as a response to
economic and funding considerations*** and
partly because of patient preference for brief
intervention.”*® There appears to be consensus

in the literature that up to 20 sessions in all
models of psychotherapy constitutes a time-limited

therapeutic framework.?”*® Recently developed
psychotherapy models, such as CT and IPT,

were specifically formulated as time-limited inter-
ventions in the treatment of depression, and the
psychodynamic approach has also developed brief
therapy models in response to the requirement
for time-limited therapy. The efficacy of brief
intervention has been demonstrated by Howard
and colleagues,” who used a probit analysis
model to conduct a meta-analysis to provide
estimates of expected benefits of specific ‘doses’
of psychotherapy. Fifteen sets of data that had
been gathered before 1969 were included in

the analysis, involving psychodynamic and inter-
personal models of psychotherapy that were
available at that time. The results showed a dose—
effect curve for the number of psychotherapy
sessions indicating that 62% of patients were likely
to have improved by the 13th session, after which
there appeared to be diminishing returns. Further
evidence of a lack of differences in outcomes
between short and longer-term therapies was
indicated in a meta-analysis conducted by Smith
and Glass.* Furthermore, lower attrition rates in
time-limited therapy have been demonstrated
when compared with open-ended and long-term
treatment contracts.”

Studies of psychotherapy
for depression

Randomised controlled trials (RCTs) are properly
regarded as the preferred approach to studying
the efficacy of therapeutic interventions. Eligible
subjects are randomly allocated to groups receiving
one or more experimental interventions or a con-
trol intervention (which may be placebo or ‘usual
treatment’). Observations (often measures of
clinical outcomes) from the different groups are
compared, usually by an operator ‘blinded’ to

the group to which the patient (or subject) was
allocated. (Preferably, subjects are also blinded to
the group to which they have been allocated.)
These study design features of randomisation,
comparison with a control and blinding of
subjects and operator minimise potential

biases that may otherwise affect study results.

Certain challenges are peculiar or particularly
relevant to the design of RCTs of psychological
treatments. Firstly, it is not generally feasible to
design a true placebo control, and this limits
comparisons to ‘treatment as usual’ or ‘no treat-
ment’ (or waiting list), or comparisons between
different forms of psychological treatment.
Secondly, it is difficult or impossible to blind
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the subject to whether they are receiving the
intervention under study or a control intervention,
and it may be difficult to blind the operator

taking observations. Thirdly, other factors, such

as therapist experience, treatment delivery,

subject selection and assessment procedures,

may be difficult to control and may, therefore,
confound results.

Individual trials of psychological treatments for
depression fail to demonstrate consistent superior
outcomes in favour of any single therapeutic
model. This may be largely attributable to non-
specific treatment effects fundamental to all these
therapies. For example, Hollon™ defines a group
of non-specific strategies used by therapists, such as
receptive listening, professional manner, warmth,
empathy, involvement/interest, genuineness and
rapport, which might be expected to have such
effects. McLean® has identified a number of
features that BT, CT and IPT describe as specific
techniques, but which are common to all three
models. These include collaborative treatment
process, focus on the present and future, proactive
therapist intervention, time-limited application
and emphasis on structure in the treatment
programme. This lack of treatment specificity

may limit the potential for demonstrating
differences in efficacy between models.

Most outcome studies of psychological treatments
seek to assess the efficacy of cognitive and behavi-
oural models. There are fewer trials of psycho-
dynamic therapy (PDT) or client-centred therapy,
and these are frequently utilised as attention-
control placebos in the trials of CTs and BTs,
suggesting possible researcher bias or ‘allegiance’
in favour of these other models. It has been
suggested that this could account for some in-
consistencies between studies comparing different
psychotherapeutic models.*** It should also be
noted that there are a number of trials in which
psychotherapy interventions are undertaken in
totality by the experimenter, with the potential of
bias towards the active therapeutic intervention,
blurring of model differences due to replication
of therapist characteristics, contamination and
possible subjective interpretation of results.

Although the need for economic appraisal is now
firmly established, comparatively few evaluations
have included cost-effectiveness or other economic
dimensions to date,” and, in the majority of these
studies, the measurement of costs and economic
effects has not been comprehensive.”” Previous
research has sometimes reported direct healthcare
costs and, occasionally, the effects of treatment on

labour market participation by the patient, but
other costs and wider economic effects have
tended to be overlooked.

Rationale for a systematic

review and meta-analysis of RCTs
in the psychological treatment

of depression

A systematic review is prepared using a systematic
and rigorous approach to minimising biases and
random errors. Systematic reviews involve a clear

a priori description of their objectives, the methods
to be used to identify primary studies, the criteria
for inclusion or exclusion of studies, the methods
to be used for assessing the methodological quality
of included studies and the methods to be used for
pooling data. Meta-analyses involve the statistical
pooling of results from a group of independent
primary studies into a single estimate of the inter-
vention effect. The technique offers increased
statistical power for assessing the impact of an
intervention and increases the precision of the
overall estimate of effect.

Previous reviews in the field of psychological
treatments and depression have tended to be
narrative and non-systematic and have thus been
prone to several types of bias, which limit their
use. More recent systematic reviews have set broad
diagnostic inclusion criteria, such as psychological
distress or common mental disorders, or have
been limited by inclusion criteria in terms of
psychological treatments, outcome measures or
settings in which the psychotherapy is conducted.
Many reviews are now outdated (for example, a
comprehensive review and meta-analysis conducted
by Robinson and colleagues in 1990** does not
include trials carried out after 1987), have failed
to use a thorough and systematic search strategy
or have not conducted a meta-analysis of
quantitative data.

This review will appraise and summarise all
controlled trials of psychological treatments for
depression in outpatient settings. A meta-analysis
will be conducted where possible in order to
establish whether there is statistical evidence that
brief psychological treatments provide an effective
intervention for depression measured in terms of
significant clinical improvement, mean differences
and mean change at post-treatment and, where
possible, at follow-up. Comparisons will be con-
ducted between different psychological models to
identify differences in their treatment effects.



Background and objectives

Relevant economic evidence reported in the
literature will also be summarised to assess whether
brief psychological interventions offer a cost-
effective option for the treatment of depression.

Objectives

(1) To conduct a systematic review and, where
possible, a meta-analysis of all controlled
trials in which brief psychological treatments
are compared with one another, or with
treatment as usual/waiting-list conditions,
in the treatment of depression.

(2) To describe the internal validity, statistical
power and external validity of the
identified trials.

(3) To compare the overall efficacy of all
variants of brief psychological treatments

(4)

(%)

(6)
(7

with treatment as usual/a waiting-list control,
at post-treatment and, where possible, at
follow-up.

To compare the efficacy of cognitive
behavioural therapy (CBT) with treatment
as usual/a waiting-list control, and with

IPT, PDT and supportive therapy (ST)

at post-treatment and, where possible,

at follow-up.

To compare the efficacy of IPT, PDT and ST
with treatment as usual/a waiting-list control,
and with one another at post-treatment and,
where possible, at follow-up.

To compare the efficacy of all variants

of individual and group therapy.

To summarise all available data from
controlled clinical trials (CCTs) on the
cost-effectiveness of brief psychological
treatments for depression.
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Chapter 2
Methods

Inclusion criteria for the review

Studies

Studies eligible for inclusion were RCTs or CCTs,
both published and unpublished. All trials

ever undertaken in any country were eligible

for inclusion.

Participants

Trial participants could be males or females aged
16-65 whose primary diagnosis was depression
according to the Research Diagnostic Criteria,”
the Diagnostic and Statistical Manual (DSM)-
IIIR/IV,* the International Classification of
Disease’’ criteria or other validated diagnostic
instruments, or who were assessed for levels of
depressive symptomatology through self-rated

or clinician-rated validated instruments.

Interventions

Interventions eligible for inclusion included

all psychotherapies that were described within
an explicit psychological orientation, and were
completed within a time-limited framework of
= 20 sessions. The psychological treatments had
to be compared with treatment as usual, or with
each another, and both individual and group
psychotherapies were eligible for inclusion.

Marital/couples therapy was excluded from the
review because this format of intervention involved
the partners of depressed subjects in the therap-
eutic intervention, with the relationship between
couples utilised as the primary focus rather than
the depression. A systematic review to examine

the effectiveness of marital therapy for depression
will be conducted separately.

Outcome measures

The main outcome measure was depression
symptom level. Symptom levels had to be
measured using self-rating scales, such as the
Beck Depression Inventory (BDI)*' and the
Minnesota Multiphasic Personality Inventory
(MMPI),* and/or clinician-rating scales, such
as the Hamilton Rating Scale for Depression
(HRSD)." Due to the paucity of economic
analyses in this area, trials did not have to
incorporate cost-effectiveness data in

order to be included.

Search strategy for the
identification of studies

Electronic bibliographic databases

The electronic search strategy was modified and
refined several times and the following electronic
bibliographic databases were searched: MEDLINE,
PsycInfo, EMBASE, Science Scisearch and Social
Scisearch. The Cochrane Collaboration Depres-
sion, Anxiety and Neurosis Controlled Trials
Register (CCDANCTR - containing 11,050 refer-
ences to RCTs/CCTs in depression, anxiety and
neurosis as at March 1999) and those of other
Cochrane groups were also comprehensively
searched. Three updating searches of the
CCDANCTR were carried out at quarterly
intervals over the 12-month study period. The
search strategies used are listed in appendix 1.

Handsearching

Eleven psychiatry and psychology journals
(Journal of Psychosomatic Research, Journal of
Behavioral Medicine, Psychotherapy and Psychosomatics,
British _Journal of Social and Clinical Psychology,
Psychotherapy, Clinical Psychology and Psychotherapy,
Psychotherapy: Theory, Research and Practice, Journal
of Counseling Psychology, Clinical Psychology Review,
Comprehensive Psychiatry and International Journal
of Group Psychotherapy) identified as being likely
to contain relevant RCTs were handsearched to
identify references to randomisation procedure
within the text. The selected articles were then
examined to establish relevance to this review.

Three health economics journals (Journal of
Mental Health Policy and Economics, Journal of
Health Economics and Health Economics) identified
as being likely to contain relevant RCTs with
economic and/or cost-effectiveness dimensions
were also handsearched.

Reference lists

References and bibliographies from the text of
reports of relevant trials and reviews were exam-
ined for further RCTs not previously identified,
and for papers relating to economic analyses.

Key researchers
Leading researchers in the field in the UK and
USA were contacted by letter with a list of
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the inclusion criteria for the review, and were
asked for information regarding any additional
published and unpublished trials.

Grey literature

Grey literature, such as conference abstracts/
proceedings, government documents and
other literature outside of the main journal
literature, were identified and handsearched
where possible. The following specialist data-
bases were also searched: System for Infor-
mation on Grey Literature, National Technical
Information Service, DHSS-Data and the
British Reports and translations and theses
received by the British Library Document
Supply Centre.

Theses and dissertations

Theses and dissertations were identified through
reference and bibliography lists. The Dissertation
Abstracts International database was also searched
through PsycINFO, using the comprehensive
search strategy developed for the other

electronic database searches.

HTA reports

Other HTA reports of systematic reviews

available via the NHS Centre for Reviews and
Dissemination Database of Abstracts of Reviews
of Effectiveness were searched. Members of the
International Network of Agencies for HTA were
also contacted in the hope of identifying research
commissioned in this area but not published

in English.

NHS National Research Register

The NHS National Research Register was
examined for information on current and recent
research projects. This register was searched for
all studies containing the words ‘depression’/
"depress*’ and ‘psychotherapy’/’psychotherap*’.
Further details were obtained for all references
located in this way and these were cross-referenced
with studies identified from other sources to
ensure comprehensive cover.

Health authorities

All health authorities and health agencies in the
UK were contacted by letter and by email to obtain
reports of any relevant studies conducted in their
area, or reports on informal evaluations of these
interventions as part of audit procedure.

University psychology departments
All psychology department heads in the UK were
contacted by letter to locate eligible unpublished
or ongoing studies.

Counselling and psychotherapy
organisations

Organisations involved in providing counselling
and psychological treatments were approached
for information through the individual and
organisational members of the British Association
for Counselling Research Network. Details of the
search for eligible studies were circulated around
the British Psychological Society Divisions of
Clinical Psychology and Counselling Psychology
and a letter requesting information on un-
published studies was placed in The Psychologist,

a journal sent to all members of the British
Psychological Society. In addition, a brief report
about the review, incorporating a request for
unpublished studies, was published in

Counselling Journal.

Methods of review

Qualitative and quantitative data were extracted
relating to the internal validity, study power and
external validity. A standardised data extraction
sheet was completed for every included trial,
which recorded information on the study popu-
lation, interventions, randomisation and blinding
procedures, sample size, outcome data, follow-up
and statistical analysis. A spreadsheet was con-
structed for entering extracted data from each
trial to provide a detailed descriptive analysis
(see appendix 2).

Obtaining unpublished data for the
included trials

Attempts were made to obtain data that had

not been reported in published studies, by
contacting the first author of each study through
dissemination of a standard letter that explained
the purposes of the review and specified the
additional data required (see appendix 3).

A follow-up letter was sent to non-responding
authors 1 month after the initial letter had been
sent out. Where no further usable data were
provided, studies were not included in the
meta-analysis, and were listed as excluded

due to missing data.

Methods of analysis

Treatment comparisons

A diagrammatic representation of all psycho-
therapy models utilised in the included trials was
developed in order to identify the theoretical
derivation of each model (see appendix 4). Each
model was placed in a defined category based on
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the authors’ description. A table of comparisons
was constructed to compare categorised psycho-
therapy models with treatment as usual control
conditions and with one another, and to compare
individual versus group therapy. The treatment
as usual control condition included usual care/
management, waiting list and no treatment.

Treatment outcomes

The main outcomes used by trials were symptom
levels measured by rating scales presented as
continuous (means and standard deviations
(SDs)), categorical (recovery/improvement/no
change) or dichotomous outcomes (recovery/non-
recovery). Quality-of-life outcomes as measured
by social and cognitive behavioural functioning
(including self-esteem and assertiveness scales)
provided additional outcomes where available.
Economic outcomes transformed from these
measures were also utilised. Cost-effectiveness
data were extracted where possible, based on

cost measures of varying breadth and (usually)

on a summary outcome indicator. Dropouts from
psychotherapy were used as a secondary outcome.

Choice of methods for pooling data

Due to the fact that the populations of patients from
the individual trials in these analyses were different,
ratios rather than absolute differences were calcu-
lated. In the first instance, dichotomous data were
pooled using odds ratios (ORs), that is, the ratio

of the odds of an event in the intervention group
to the odds of an event in the control group. Odds
are the ratio of the number of people in a group
with an event to the number without an event.

An OR of 1.0 indicates no difference between
comparison groups. For undesirable outcomes,

an OR of < 1.0 indicates that the intervention was
effective in reducing the risk of that outcome. In
this report, a reduction of or relief from depressive
symptoms and retention of subjects in treatment are
the desirable outcomes. An OR of > 1.0 indicates
the efficacy of an ‘experimental’ intervention versus
the comparison. When the event rate is small, ORs
are very similar to relative risks (RRs). RRs were
also calculated and reported in the text.

Two types of continuous data were extracted

and pooled. The mean change from baseline was
defined as the difference in mean change between
the intervention and comparison groups divided
by the SDs of both groups. Mean difference was
defined as the difference in means between the
intervention and comparison groups divided by
the SDs of both groups. Two methods for pooling
continuous data were used. Where all trials
measured outcomes on the same scales and where

the mean, SD and sample size in each group were
known, weighted mean differences (WMDs) were
calculated. The weight given to each study was
determined by the precision of its estimate of
effect. In the statistical software used to analyse
the data in this review, Review Manager, this is
equal to the inverse of the variance. Where some
of the trials measured outcomes on different scales
and it was not considered appropriate to directly
combine data from these measures, standardised
mean differences (SMDs), that is, the difference
between two means divided by an estimate of the
within-group SD, were calculated.

Both dichotomous and continuous outcomes are
presented with 95% confidence intervals (CIs).
These provide the range within which the ‘true’
value (e.g. size of effect of an intervention) is
expected to lie with 95% certainty.

Where there was no evidence of statistical hetero-
geneity, a fixed-effects model was used in the first
instance to combine data. This statistical model
stipulates that the units under analysis (e.g. people
in a study in a meta-analysis) are the ones of
interest, and thus constitute the entire population
of units. Only within-study variation is taken to
influence the uncertainty of results (as reflected
in the CI) of a meta-analysis using a fixed-effects
model. Variation between the estimates of effect
from each study (heterogeneity) does not affect
the CI in a fixed-effects model. Where there was
evidence of statistical heterogeneity, results were
recalculated using a random-effects model. In
this statistical model, both within-study sampling
error (variance) and between-study variation are
included in the assessment of the uncertainty
(CI) of the results of a meta-analysis. If there is
significant heterogeneity among the results of the
included studies, random-effects models will give
wider CIs than fixed-effects models.

Heterogeneity

Heterogeneity refers to variability or differences
between studies in the estimates of effects. A
distinction was made between ‘statistical hetero-
geneity’ (differences in the reported effects),
‘methodological heterogeneity’ (differences in
study design) and ‘clinical heterogeneity’ (differ-
ences between studies in key characteristics of the
participants, interventions or outcome measures).
A formal test for statistical heterogeneity, the
natural approximate * test, was conducted to
assess whether the observed variability in study
results (effect sizes) was greater than that expected
to occur by chance. Clinical heterogeneity was
explored according to two characteristics specified
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a priori, namely the severity of depression at
baseline and the number of psychotherapy sessions
offered. Severity of depression was divided into
three categories: severe, mild/moderate and
unspecified. The number of psychotherapy sessions
offered was divided, where possible, into three
categories: one to six, seven to 12 and 13 to 20
sessions. Exploration of methodological hetero-
geneity was undertaken through sensitivity

analyses as described below.

Sensitivity analysis

Sensitivity analysis provides an approach for testing
how robust the results of a review are relative to
key decisions and assumptions that have been
made in the process of conducting the review.
Sensitivity analyses were used to examine the
impact of two aspects of methodological hetero-
geneity on the results of the review, one specified
a priori and one post hoc. The impact of including
studies of variable quality in terms of their design
and methodological characteristics was specified
a priori. Inclusion of lower-quality studies was
thought likely to have an impact on the results of
the review. Thus, sensitivity analyses were carried
out where appropriate to investigate the influence
of lower-quality studies on the results of the
review. Where possible, studies were divided into
four categories, namely scores of 0 to 9 (lowest
quality), 10 to 19, 20 to 29 and 30 or more
(highest quality), and the quality scores were
ascertained as described below.

This review was intended to inform the clinical
management of depressed patients in primary
care settings. Due to the varying methods by
which patients were recruited into the trials, it
was decided post hoc to explore the effects of

the method by which patients were recruited on
the results of the review. This seemed the most
appropriate proxy marker for the type of patients
likely to present with clinically significant and
recognised symptoms in primary care settings.
Trials were divided into two categories, namely
those trials that recruited from primary care and
outpatient clinics or that took referrals from
treating clinicians, and those that recruited
patients through advertisements, used volunteers
or used a combination of these two methods. In

addition, the possibility of alternative sources of
bias was investigated using funnel plots.

Investigation for other sources of bias
Where sufficient numbers of trials allowed a
meaningful presentation, funnel plots were
constructed to establish whether other potential
biases could be operating. Funnel plots provide
a graphical display of sample size plotted
against effect size that can be used to investigate
publication bias. When many studies have been
located that estimate the same effect, the distri-
bution of points should resemble a funnel shape
with a widening in the spread of effect sizes as
sample size decreases. A gap on one side of the
wide part of the funnel indicates that some studies
have not been published or located.

Methodological quality of
included studies

Assessments of the quality of

included trials

A simple but thorough approach was used to

assess the quality and generalisability of the
included studies. The overall quality of the trials
was scored according to important elements of
design and conduct. Study quality was examined
using 23 criteria, and each item was scored between
0 and 2 with a maximum total score of 46. See
appendix 5 for the Quality Rating Scale (QRS) used
to assess and give a score for the overall quality of
the studies.* The total scores of each trial were
then categorised and used as an estimate of trial
quality in conducting the sensitivity analyses.

The 23 items were grouped into four categories
relating to different aspects of trial design. Total
scores for each study were calculated in the four
categories. Assessments of the internal validity
of the trials could then be made to establish
whether each trial was a fair comparison of the
specific treatments studied on the specific patients
recruited. The scores from grouped items also
enabled an assessment of the external validity
or generalisability of each trial to establish the
relevance of the trials in determining treatment
policy for patients.
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Results

Description of studies

Studies included

A total of 63 relevant studies were identified
through the following sources: 35 from reference/
bibliography lists, 24 from electronic bibliographic
databases, two from known investigators in the
field, one from handsearching and one from an
unpublished thesis. The included trials were all
published in English between 1973 and 1998. See
appendix 6 for a list of the references and study
numbers relating to the included trials.

Studies excluded

A further 13 studies were identified but excluded:
two gave further medical or exercise interventions
to the waiting-list control group, two utilised a
crossover treatment design, four included patients
that did not meet the inclusion criteria for the
review, two evaluated different components of the
same treatment, two described an educational
rather than a psychotherapeutic intervention and
one manipulated their randomisation procedure
in accordance with patient characteristics (see
appendix 7 for a list of the references of the

trials that were excluded, together with

reasons for exclusion).

Tables 1-9 summarise the basic characteristics of
the included trials in terms of the populations
studied, the treatments examined, the actual
application of psychotherapy, the outcome
measures used, the randomisation, allocation
concealment and blinding procedures applied,
patient follow-up, approaches to statistical analysis,
treatment outcomes and whether antidepressant
medication was used. The data extraction spread-
sheet used to record this information for each trial
is presented in appendix 2. A more detailed table
of patient characteristics and interventions for
each trial is presented in appendix 8.

Primary and secondary outcomes were measured
using a total of 79 validated and referenced
instruments across all the included trials (see
appendix 9). The most frequently utilised
instruments are presented in Table 5. All trials

used more than one outcome measure and,
therefore, percentages do not total 100%.

The main outcomes used by trials were symptom
levels measured by rating scales presented as
continuous or dichotomous outcomes (Table 9).
Some trials reported both continuous and
dichotomous outcomes at post-treatment assess-
ment and final follow-up and, therefore, percent-
ages in this table do not total 100%. A total of
50 trials reported sufficient data for inclusion

in the meta-analysis as detailed in Table 9.

Unpublished data from included trials
All trials had missing data and 51 authors (six
authors had conducted two or more included
trials) were contacted by letter to request un-
reported information. Authors who failed to
reply were sent a follow-up letter 1 month later.
Of those contacted, 26 authors or their colleagues
responded (51% response rate). Of these, ten
authors provided new information (19.6% of all
authors contacted), four had destroyed or mislaid
relevant data sets, two were deceased and ten did
not provide the requested information.

Sample size

The number of subjects, adequacy of follow-up
and reported precision of the estimate of effect
for each trial were recorded to examine the role
of sample size. The majority of identified studies
were small. The total sample size ranged from
18-276 subjects, and the median total sample
size was 44 subjects (interquartile range 32-89).
Five studies failed to report group sizes at
randomisation (studies 1, 10, 24, 56 and 607).
The remaining 58 studies had a median group
size of 13 subjects, and group sizes ranged from
a minimum of six to a maximum of 109. Using
figures taken from existing literature in the field,
calculations were made using the epidemiological
statistics software Epi-Info—Version 6 to ascertain
the sample size that might be appropriate for a
trial of this nature. These are presented for
comparison purposes as follows.

“See appendix 6 for the references for each study.
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(a) Psychotherapy (any variant)

versus treatment as usual

In general, approximately 50% of subjects
participating in any variant of brief psychological
treatment will have ‘recovered’ at the end of
treatment.” McLean and colleagues™ reported that
20% of subjects recover at the end of treatment
due to course effects, that is, spontaneous improve-
ment without intervention. With the significance
level set at 5%, 57 subjects would be required in
each group to observe a significant treatment
difference with 90% power. From a total of

30 trials that compared a model of psychotherapy
with treatment as usual (studies 2, 3, 6-9, 14, 16,
19, 21, 22, 24, 25, 30, 33-35, 38, 40, 43-46, 48, 50,
51, 53, 54, 58 and 60%), two trials (studies 25 and
45") had group sizes of sufficient power to detect

a statistically significant difference.

(b) Psychotherapy (model I) versus
psychotherapy (model 2)

In general, 50% of subjects participating in any
form of psychological treatment will be said to
have recovered by the end of treatment. In
addition, 60% of gain in symptom improvement
may be attributable to a combination of treatment
effects and course effects,®® of which course effects
may account for approximately one-third. There-
fore, 40% of the gain in symptom improvement
may be attributed to non-specific treatment effects.
With the significance level set at 5%, 538 subjects
would be required in each psychotherapy group
to observe a significant treatment difference
between two psychotherapy models with 90%
power. With 80% power, 407 subjects would be
required in each sample group to detect a
treatment difference. From a total of 32 trials

that compared two or more models of psycho-
therapy (studies 1, 4, 5, 8, 10-13, 15-18, 22, 23,
26-32, 36, 39, 42, 45, 49, 50, 52, 53, 56, 60 and
617), none of them had treatment group sizes of
sufficient power to detect a difference.

Quality rating of trials

From a possible maximum total score of 46 on
the QRS, the mean overall quality score attained
by the included trials was 19 (SD = 7.03, range
7-35). See appendix 10 for the score of each of
the 23 quality items for each included study. As
shown in Tables 10 and 11, the 23 items of the
QRS were grouped according to their relevance
to different aspects of trial design, as follows:

(1) subjects/patients

(2) psychological intervention

(3) internal validity (i.e. trial design/
scientific rigour)

(4) external validity (i.e. generalisability).

Model groupings

From the included trials, 32 distinct psychological
models or psychotherapeutic techniques for the
treatment of depression were identified. Through
descriptive information about the models and
references provided by authors, it was possible

to locate the theoretical origins of each model
under examination (see appendix 4). All models
for inclusion appeared to originate from psycho-
analytic or behavioural domains. Considerable
overlap between models was observed. CT and BT
shared many treatment methods, and five models
that combined elements of both CT and BT were
identified. IPT explicitly integrated theory and
applied methods from both psychoanalytic and
behavioural schools within a single manualised
model. According to the way in which they divided
into psychotherapeutic groups, it was possible to
classify the various models into four categories.

(a) CBT

The term cognitive behavioural is now widely
used in the literature and in clinical practice to
describe psychotherapy interventions that share
specific characteristics. Incorporating core ele-
ments of both behavioural and cognitive models,
CBT challenges negative automatic thoughts and
dysfunctional underlying beliefs, which mediate
the relationship between negative life events and
depressive symptomatology. Patients are taught to
generate alternative interpretations for cognitive
errors through collaborative ‘hypothesis-testing’
in partnership with the therapist. Patients are also
required to self-monitor their target behaviours
and to carry out homework tasks, including
graded assignments in order to enhance skill
acquisition. CBT is a manualised and time-limited
intervention, usually conducted within a ten- to
20-session framework. Psychological treatments
based upon cognitive theories of depression,'”
behavioural social skills approaches'® and other
conceptually and methodologically overlapping
models, such as self-control therapy,” problem-
solving therapy'” and Lewinsohn’s coping

with depression course,*® were included

in this category.

" See appendix 6 for the references for each study.



Health Technology Assessment 2001; Vol. 5: No. 35

(b) IPT

Based upon the work of Sullivan,* IPT was
developed specifically as a time-limited therapy
for depression by Klerman and co-workers,” to be
used as a psychological alternative to pharmaco-
therapy in depression treatment trials. IPT makes
no assumptions about the aetiology of depression,
but uses the connection between mood and
current interpersonal experiences to focus on
four potential problem areas, defined as extended
grief, interpersonal dispute, role transition and
interpersonal deficits. The goal of IPT is to reduce
depressive symptoms by improving social compe-
tence and the quality of social relationships. Treat-
ment methods include exploration, encourage-
ment of affect, communication analysis and
behaviour change techniques. It is a manualised
and time-limited intervention and is usually
conducted over 16 weekly sessions.

(c) Brief PDT

Grounded in psychoanalytic principles, this
group of models uses the therapeutic relationship
to clarify and explore unconscious conflict. Inter-
pretation of transference is used to facilitate the
development of insight and circumscribed char-
acter change, and relief from depressive symptoms
occurs with resolution of inner conflict. Brief
therapy models have been developed by Malan,”
Balint and co-workers,”> Mann®® and Davenloo®*
and others. Manualised brief therapy models have
been developed by Luborsky™ and Strupp and
Binder,” and are conducted over 16-20 sessions.

(d) ST
ST is an inclusive term, often utilised in treatment
outcome trials to describe an attention-placebo
condition to provide a comparison to active manual-
ised psychological interventions. Though variously
named as non-directive, insight-oriented, experi-
ential, attention-placebo, minimal contact or relax-
ation therapy, authors appear to most commonly
locate ST within a client-centred therapy framework.
Rooted in a humanistic philosophy, client-centred
therapy is non-mechanistic and experiential, and
utilises core conditions of empathy, acceptance and
genuineness within the therapeutic relationship to
facilitate self-awareness and self-determination.””
Depressive symptomatology may be dissipated as

a result of greater self-acceptance and improved
self-esteem. Traditionally, client-centred therapy is
undertaken within a non-manualised open-ended
contract, however, an operationalised model has
recently been developed.'”

Gestalt therapy is included in the ST category
because its theoretical base is humanistic in

origin. In conceptualising depression as a second-
ary response to unrecognised anger, the focus

of therapy is the magnification of the internal
experience of anger through use of a series of
techniques, such as two-chair dialogues. Focused-
expressive therapy™ has been developed as a
manualised version of gestalt therapy. Process
experiential psychotherapy, which integrates
components of client-centred and gestalt

therapy, is currently under development.'

Main hypotheses

The trials were grouped according to the table of
comparisons, which was constructed to test the
main hypotheses as follows.

(1) A combination of all variants of psychotherapy
would be more efficacious than treatment as
usual or a waiting-list control condition.

(2) CBT would be more efficacious than IPT,

PDT and ST.

(3) Individual therapy would be more efficacious
than group therapy.

(4) CBT would be more efficacious than
treatment as usual.

List of comparisons

Twelve main comparisons were examined.

(1) All variants of psychotherapy versus
treatment as usual/a waiting-list control.
Where trials had two or more arms of
psychotherapeutic interventions and a
treatment as usual arm, the intervention
arms were collapsed into one combined
therapy group.

(2) CBT + CT + BT versus IPT + PDT + ST.
Where trials had two arms of IPT or PDT or
ST, those intervention arms were collapsed
into one combined therapy group.

(3) Individual therapy versus group therapy.
This comparison included trials of all
variants of psychotherapy where one model
only was utilised within a trial, and the
comparison under examination was
individual versus group intervention.

(4) CT versus BT. This comparison was
designed to establish whether any signifi-
cant difference in efficacy could be found
between CT and BT models in order to
provide support for the rationale of
combining CT, BT and CBT arms
into one comparison group. 11
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(5) CBT versus treatment as usual. This com-
parison included CT and BT intervention
arms, as well as specifically defined cognitive
behavioural models. Where CT and BT
arms were used within the same trial, the
two groups were combined for the com-
parison with the treatment as usual control
group. Treatment as usual included usual
care/management, no treatment or a
waiting-list group.

(6) CBT versus IPT. This comparison included
two trials that combined IPT and PDT into
one psychological model.

(7) CBT versus PDT. This comparison included
two trials that combined IPT and PDT into
one psychological model.

(8) CBT versus ST. ST interventions incorporated
client-centred, gestalt, process-experiential,
non-specific and attention-placebo therapies.
Relaxation therapy was also categorised as an
ST intervention despite its behavioural origins
because it was explicitly utilised in trials as a
placebo condition.

(9) IPT versus treatment as usual.

(10) IPT versus ST.

(11) PDT versus ST. PDT included trials that
described the psychotherapy intervention
as traditional insight-oriented therapy.

(12) ST versus treatment as usual.

Quantitative results

Both dichotomous and continuous outcomes and
95% ClIs were calculated for each comparison
using both fixed- and random-effects models

as appropriate.

Three dichotomous outcomes were pooled. The
main outcome, for which most data were available,
was recovery at post-treatment where, immediately
following treatment, trial participants were no
longer deemed to have a clinically significant level
of depression. Trialists generally defined recovery
in a standard way as being < 10 on the BDI or

< 6 on the HRSD, or other comparable measures
(for example, MMPI, Raskin Global Scale for
Depression (RGSD) or Symptom Checklist (SCL)-
90-revised). The second outcome was whether trial
participants were ‘non-symptomatic’ at different
appropriate points of follow-up as and when
follow-up dichotomous data were reported. The
definition of being non-symptomatic at follow-up
used by trialists was the same as for post-treatment
recovery. A conservative approach was used to
summarise dichotomous clinical response out-
comes, simulating an intention-to-treat (ITT)

analysis. All subjects initially randomised to each
treatment condition were included, regardless

of whether outcome data were available. A ‘worst-
case scenario’ approach was adopted with the
assumption that all dropouts were treatment
failures. The final dichotomous outcome was
dropouts reported at post-treatment and reflected
the pooling of those trials where dropouts during
the course of the trial were actually reported by
group, regardless of the reason. The reporting of
dropout data is recorded in appendix 11.

Where SDs were reported or supplied by authors,
pooling of continuous outcomes was undertaken.
Inconsistencies and omissions identified in the
available continuous data suggest that the pooled
analyses presented here should be interpreted with
considerable caution. Four continuous outcomes
were pooled. Mean change from baseline at post-
treatment reflects the degree of change in symp-
tom levels since baseline, measured using rating
scales, in the experimental group compared to
the comparison group. Where adequate data

on mean change from baseline were reported

at different points of follow-up, these were also
pooled as appropriate. Mean differences at post-
treatment and follow-up reflect the post-treatment
and follow-up differences between the experi-
mental and comparison groups at the different
assessment timepoints. The reporting of mean
change and mean differences data is recorded

in appendix 11 for post-treatment and in
appendix 12 for follow-up.

Where sufficient numbers of trials were pooled
for individual outcomes, tests for clinical hetero-
geneity (severity at baseline and number of
sessions) and sensitivity analyses (trial quality

and the source of participant recruitment) were
conducted. These subgroup analyses are reported
alongside the unadjusted results, and the graphs
are available from the author on request. The
limitations of these analyses are presented in

the discussion section.

For each comparison, the pooled estimates for
different outcomes were considered in the light
of findings from heterogeneity and sensitivity
analyses. Data from five outcomes are also
presented in the form of funnel plots to examine
the potential impact of other biases, including
publication bias. These are presented at the

end of the pooled analyses.

Economic outcomes are included where available,
although insufficient data were provided for a
pooled analysis in all cases.
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Comparisons between therapies

Comparison I:all variants of
psychotherapy versus treatment

as usual/a waiting-list control
Post-treatment outcomes

Recovery

Thirteen trials provided sufficient data for
inclusion in the pooled analysis for post-treatment
recovery on a total of 886 patients (studies 16,

25, 33-35, 40, 44-46, 48, 50, 54 and 58"). The
individual OR for post-treatment recovery was
statistically significant in favour of psychotherapy
in nine of the trials (studies 16, 25, 33-35, 44, 46,
50 and 54") and the remaining four trials showed

a trend in favour of psychotherapy over treatment
as usual (studies 40, 45, 48 and 58). The approxi-
mate ” test for statistical heterogeneity was non-
significant (x* = 12.88, degrees of freedom (df) =
12, p=0.38) and, initially, a fixed-effects model was
used to pool the data from these trials. The pooled
OR for recovery with psychotherapy compared with
treatment as usual was 3.01 (95% CI, 2.37 to 3.99)
suggesting that the odds of recovery for those
receiving psychotherapy were three times greater
than for those receiving treatment as usual. The
result was highly significant (z = 7.66, p < 0.00001;
see Figure I for data and graphical presentation).
The pooled RR for recovery using a random-effects
model was 1.84 (95% CI, 1.43 to 2.38) and was

still highly significant (z = 4.70, p < 0.00001).

Tests for heterogeneity provided some additional
information for interpretation.! Pooling the trials
according to the degree of baseline severity
resulted in a slightly reduced but still highly
significant OR for recovery in favour of psycho-
therapy for trials in which participants were
reported as having major depression (studies 25,
34, 40, 44—46, 54 and 58"). In those trials where
participants’ degree of baseline severity was
unspecified (studies 16, 33, 48 and 507, pooling
resulted in a much increased, although less
statistically significant, OR. Pooling the trials
according to the number of psychotherapy sessions
revealed a slight trend in the recovery data that
suggested that the more sessions received the
greater the degree of improvement with psycho-
therapy compared to with treatment as usual.

For the sensitivity analyses," dividing the trials
according to their overall quality scores revealed
a pooled OR (favouring psychotherapy) for lower-

quality trials (those scoring 10-19 out of 46;
studies 16, 35, 50 and 58") that was slightly lower
and less precise than for high-quality trials (those
scoring = 20; studies 25, 33, 34, 40, 44-46, 48 and
54"), although both were still highly significant.
The source of participant recruitment affected the
pooled estimates considerably. A lower, although
more precise, OR for the trials that recruited via
outpatient clinics and referrals (studies 25, 40,
44-46, 50 and 54") compared with the trials that
recruited volunteers or responders to advertise-
ments (studies 16, 33-35, 48 and 58") was
revealed. Again, both pooled estimates

remained highly significant.

Dropouts

A total of 17 trials reported dropouts at post-
treatment on a total of 774 patients (studies 6, 7,
16, 21, 30, 33-35, 38, 40, 43, 45, 46, 48, 54, 58
and 60). The individual OR for dropouts was
statistically significant in two of the trials, one in
favour of psychotherapy (study 7°) and one in
favour of treatment as usual (study 35°). Some
trials indicated extreme differences between
groups (studies 35 and 60°). One of the trials
reported no dropouts in either group (study 48°).
The approximate % test for heterogeneity was
statistically significant (x* = 27.09, df = 15,
p=0.028) and a random-effects model was

used to pool data from these trials. The pooled
OR was 1.45 (95% CI, 0.81 to 2.58; z = 1.26,
p=0.2) suggesting that the odds of treatment
discontinuation in those receiving psychotherapy
were no greater than in those receiving treatment
as usual (see Figure 2). The pooled RR for recovery
using a random-effects method was 1.32 (95% CI,
0.83 to 2.11; 2= 1.16, p = 0.2) again suggesting no
difference in treatment discontinuation between
the two groups.

Tests for clinical heterogeneity’ suggested

a decreasing trend in the size of pooled estim-

ates from trials involving patients with severe
depression (studies 34, 38, 40, 45, 46, 54 and 58"
to those involving mild/moderate depression
(studies 7, 14, 21 and 35") followed by those where
baseline severity was unspecified (studies 6, 16, 30,
33, 43, 48 and 60°). However, none of the estimates
were statistically significant using a random-effects
model. Pooling the trials according to the number
of psychotherapy sessions given also suggested no
significant differences between groups in terms of
dropouts, although, again, a trend was observed

*See appendix 6 for the references for each study.

Plots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.
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indicating that the number of dropouts was lowest

with psychotherapy treatment in the trials offering

one to six sessions (studies 7, 14, 16, 30, 46, 48 and
58") and greatest in those offering 13 to 20 sessions
(studies 6, 21, 33-35, 38, 43, 45, 60°).

In the sensitivity analyses,” dividing the trials
according to their overall quality scores suggested
no significant differences in dropouts between
groups in both higher- and lower-quality trials,
although the pooled estimate for lower-quality
trials (those scoring 0-19; studies 7, 16, 21, 30,

35 and 58") was greatest. Dividing trials according
to the source of participant recruitment produced
a statistically homogeneous group of trials that
recruited via outpatient clinics and referrals, but
for which no significant differences in dropouts
were observed (studies 30, 40, 45, 46 and 54").
Similarly, pooling of trials that had recruited
volunteers or responders to advertisements
demonstrated no significant differences in
dropouts between groups (studies 6, 7, 16, 21,
33-35, 38, 43, 48, 58 and 607).

Mean differences

Mean differences between groups were reported
by 22 trials on a total of 943 patients (studies 3, 6,
7,9, 14, 25, 30, 33-35, 38, 40, 43-46, 48, 51, 53, 57,
58 and 607). All but one (study 25°) of the mean
differences from individual trials suggested efficacy
in favour of psychotherapy, and 11 (studies 3, 7, 30,
33, 34, 35, 43, 44, 51, 53 and 60") were statistically
significant. Four of the trials reported outcomes
on different scales (studies 25, 44, 45 and 517).
The approximate ” test for heterogeneity was
highly significant (x* = 89.26, df = 21, p < 0.00001).
No single trial contributed more than 6.5% of the
weight to the pooled estimate and no single trial
provided an obvious source of heterogeneity. A
random-effects model was used to pool the data
from these trials. The SMD was —0.90 (95% CI,
-1.21 to —0.60) in favour of psychotherapy, and

the result was highly significant (z = 5.77,
$<0.00001), suggesting significantly fewer
symptoms post-treatment in those receiving
psychotherapy than in those receiving

treatment as usual (see Figure 3).

Examination of heterogeneity’ demonstrated
that when trials were grouped according to the
degree of baseline severity, a trend emerged that
was highly significant in all categories of severity.
The reduction in symptoms with psychotherapy

was greatest in trials where baseline severity was
unspecified (studies 6, 30, 33, 43, 48, 51 and 607,
followed by those where severity was mild/
moderate (studies 3, 7, 9, 14, 35, 53 and 57") and
was lowest in those with the most severe depression
(studies 25, 34, 38, 40, 44—46 and 58"). Pooling the
trials according to the number of psychotherapy
sessions given suggested a less marked but still
highly significant effect in favour of psychotherapy
for those receiving one to six sessions (studies 3, 7,
9, 14, 25, 30, 46, 48, 51, 53, 57 and 58"). A slightly
more pronounced effect in favour of psycho-
therapy was observed in trials where between seven
and 12 sessions of psychotherapy were provided
(studies 6, 33-35, 38, 43, 45 and 60°).

In the sensitivity analyses," dividing the trials
according to their overall quality scores suggested
a trend in which pooling trials of higher quality
(scoring = 20; studies 6, 25, 33, 34, 38, 40, 43—46,
48 and 60°) resulted in a more pronounced and
highly significant difference in favour of psycho-
therapy. Pooling of trials of intermediate quality
(scoring 10-19; studies 3, 9, 14, 30, 35, 53 and 58%)
also demonstrated a less marked but still highly
significant difference in favour of psychotherapy,
whilst those of poorest quality (scoring 0-9; studies
7,51 and 57) demonstrated only a borderline
difference. Dividing trials according to the source
of recruitment suggested a small but precise and
statistically significant effect in favour of psycho-
therapy in those that recruited via outpatient
clinics and referrals (studies 25, 30, 40 and
44-46"). Pooling of trials that had recruited
volunteers or responders to advertisements
(studies 3, 6, 7, 9, 14, 33-35, 38, 43, 48, 51, 53,
57, 58 and 60°) demonstrated a stronger and
more statistically significant difference in

favour of psychotherapy.

Mean change

Six trials reported mean change in symptom levels
from baseline on a total of 363 patients (studies 21,
44-46, 57 and 58"). Four of the effect sizes from
individual trials were in favour of psychotherapy
(studies 21, 44, 46 and 58"), although only one
reached borderline significance (study 44°). This
latter trial contributed over 50% of the weight to
the pooled estimate. Three of the trials reported
outcomes on different scales (studies 44, 45 and
57"). The approximate y test for heterogeneity
was non-significant (* = 2.06, df = 5, p = 0.84)

and a fixed-effects model was used to pool the

*See appendix 6 for the references for each study.

Plots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.
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data from these trials. The SMD for mean change
was 0.27 (95% CI, 0.06 to 0.48) in favour of psycho-
therapy. The result was statistically significant
(z=2.54, p = 0.01), suggesting a significantly
greater reduction in symptoms from baseline

in those receiving psychotherapy than in those
receiving treatment as usual (see Figure 4). The
small number of trials providing data for this
outcome prevented any further exploration of
heterogeneity.

Follow-up outcomes

Non-symptomatic at follow-up

Four trials provided sufficient data for inclusion
in the pooled analysis for whether participants
were non-symptomatic at follow-up on a total of
310 patients (studies 25, 35, 48 and 54"). All four
reported outcomes at 3 months post-treatment.
Three of these showed no significant differences
in outcome between psychotherapy and treatment
as usual at 3 months (studies 25, 35 and 547).

The smallest trial reported an extreme and highly
significant difference in favour of psychotherapy
(study 48"). The approximate ” test for statistical
heterogeneity was significant (y* = 9.95, df = 3,
p=0.019), and a random-effects model was used
that resulted in a pooled OR of 1.59 (95% CI,
0.65 to 3.90). This result was non-significant
(z=1.01, p = 0.3) suggesting no difference in

the odds of being non-symptomatic at 3 months
between the two groups (see IFigure 5). The pooled
RR for recovery using a random-effects model was
1.16 (95% CIL, 0.78 to 1.72; z= 0.72, p = 0.5). The
small number of trials providing data for this
outcome prevented any further exploration

of heterogeneity.

Mean differences at follow-up

A total of 11 trials reported mean differences
between groups at follow-up on a total of

594 patients (studies 3, 7, 9, 14, 25, 33, 43, 44,

46, 48 and 57"). Three of the trials reported out-
comes on a different scale (studies 25, 44 and 57°).
A random-effects model was used to pool the data
at each timepoint. Three trials reported mean
differences at up to 1 month (n = 78; studies 3, 9
and 14") and two of these suggested a significant
difference in favour of psychotherapy (studies 3
and 147). Pooling suggested a statistically signifi-
cant difference in favour of psychotherapy over
treatment as usual (SMD =-1.61, 95% CI, —-2.98
to —0.25; z=2.31, p=0.02). Six trials reported this
outcome at up to 3 months (n = 237; studies 25,
33, 43, 46, 48 and 577). All reported results in

favour of psychotherapy although only three were
statistically significant (studies 25, 33 and 48"). The
pooled SMD suggested a robust and statistically
significant difference in favour of psychotherapy
over treatment as usual (SMD =-0.63, 95% CI,
-1.06 to —=0.20; z = 2.87, p = 0.004). Two trials re-
ported this outcome at between 6 and 9 months
(n=211; studies 44 and 46) and pooling
suggested a statistically significant difference in
favour of psychotherapy over treatment as usual
(SMD = -0.56, 95% CI, —0.83 to —0.28; z = 3.96,
p=0.00008). One trial reported data at 1 year but
was relatively small (n = 24) and found no signifi-
cant difference (study 46°). One trial reported
2-year data (n = 44) and suggested a statistically
significant difference in favour of psychotherapy
over treatment as usual (study 7°). See Figure 6
for data and graphical presentation. The small
number of trials providing data in each category
for this outcome prevented any further exploration
of heterogeneity.

Mean change at follow-up

Four trials reported follow-up data on mean
change in symptom levels from baseline on a
total of 529 patients (studies 25, 44, 46 and 57°).
All of the trials reported outcomes on different
scales. Three trials reported mean change at up
to 3 months (n = 177; studies 25, 46 and 57")
and pooling suggested a statistically significant
difference in favour of psychotherapy over treat-
ment as usual (SMD = 0.48, 95% CI, 0.17 to 0.78;
z=3.09, p=0.002). Three trials reported this
outcome at between 6 and 9 months (n = 329;
studies 25, 44 and 46°) and pooling suggested

a statistically significant difference in favour

of psychotherapy over treatment as usual

(SMD = 0.43 with 95% CI, 0.21 to 0.65; z = 3.83,
$=10.0001). One small trial reported this outcome
at 1 year (n = 23) and found no difference be-
tween the two groups (study 46°). See Figure 7
for data and graphical presentation. The small
number of trials providing data in each category
for this outcome prevented any further
exploration of heterogeneity.

Economic outcomes

Three economic evaluations offered evidence
(studies 25, 44 and 45"). None was sufficiently
large to allow robust testing of efficiency differ-
ences between psychotherapy and treatment as
usual, but each suggested that psychotherapy
might have been superior with larger samples.
The two cost-effectiveness analyses reported by

“See appendix 6 for the references for each study.
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von Korff and co-workers,” linked to the trial of
Katon and colleagues (study 25°), and Lave and
colleagues™ (a cost—utility analysis), linked to
the trial by Schulberg and co-workers in 1996
(study 44"), are generally well-designed and well-
conducted evaluations. They provide tentative
support for the hypothesis that psychotherapy is
more efficient than usual care. The UK study by
Scott and Freeman in 1992 (study 45°) had smaller
samples and employed a less robust economic
methodology, reaching a similar conclusion.

Comparison 2: CBT + CT + BT versus
PDT + IPT + ST

Post-treatment outcomes

Recovery

Sixteen trials (contributing seventeen sets of
data) provided sufficient data for inclusion in the
pooled analysis for post-treatment recovery on a
total of 1024 patients (studies 4, 5, 11, 13, 16, 17,
26, 28, 29, 31, 33, 45, 49 (eight-session arm), 49
(16-session arm), 50, 52 and 56°). One of the trials
had conducted a comparison of the number of
sessions offered (eight versus 16 sessions) in
addition to the comparison between models
(study 497). Data from this trial were divided into
an eight-session trial and a 16-session trial and
entered into the meta-analysis separately. Thirteen
of the individual ORs for post-treatment recovery
suggested a treatment effect in favour of variants
of CBT (studies 4, 11, 16, 17, 28, 29, 33, 45, 49
(eight-session arm), 49 (16-session arm), 50, 52
and 56*), but only six of these were statistically
significant (studies 11, 16, 28, 33, 52 and 56").
One trial reported a statistically significant OR

in favour of IPT, PDT and ST (study 45°). The
approximate * test for heterogeneity was highly
significant (x* = 58.27, df = 16, p < 0.00001). A
random-effects model was used to pool the data
from these trials. The pooled OR for recovery
with variants of CBT compared with IPT, PDT

or ST was 2.40 (95% CI, 1.37 to 4.21) suggesting
that the odds of recovery for those receiving
variants of CBT were more than twice that of
those receiving IPT, PDT and ST. The result was
statistically significant (z = 3.06, p = 0.002; see
Figure 8). The pooled RR for recovery using a
random-effects model was 1.49 (95% CI, 1.11 to
2.00) and was still significant (z = 2.63, p = 0.008).

In the tests for clinical heterogeneity,” pooling
the trials according to the degree of baseline
severity revealed no differences in recovery

between variants of CBT versus IPT, PDT and

ST for patients with severe depression (studies 4,
5,11, 13, 26, 31, 45 and 49 (both eight- and
16-session arms)”). However, a highly significant
difference between groups was demonstrated by
pooling those trials in which baseline severity was
not specified (studies 16, 17, 28, 29, 33, 50, 52
and 56°). Pooling the trials according to the
number of psychotherapy sessions revealed
marked differences between trials according to
the number of sessions offered. Only the pooled
estimate for those trials in which one to six sessions
were offered demonstrated a significant difference
in favour of variants of CBT (studies 16, 52 and
56°). Although a decreasing trend in the size of
the pooled estimate was observed with increasing
numbers of sessions, a statistically significant
difference was not demonstrated in trials offering
either seven to 12 (studies 4, 26, 28, 29, 33, 45, 49
(eightsession arm) and 50°) or 13 to 20 sessions
(studies 5, 11, 13, 17, 31 and 49 (16-session arm)”).

In the sensitivity analyses," dividing the trials
according to their overall quality scores suggested
a trend in which pooling trials of the lowest quality
(scoring 0-19; studies 16, 29, 50, 52 and 56")
resulted in a more pronounced and highly signifi-
cant difference in recovery in favour of variants
of CBT. Pooling of trials of intermediate quality
(scoring 20-30; studies 5, 11, 17, 26, 28, 31, 33,
45 and 49 (both eight- and 16-session arms)”)
demonstrated a less marked and non-significant
difference in favour of variants of CBT, whilst in
trials of the highest quality (scoring = 30; studies
4 and 18") pooling suggested no significant
difference between groups. Dividing trials accord-
ing to the source of recruitment suggested a large
and highly significant difference in recovery in
favour of variants of CBT only in trials that had
recruited volunteers or responders to advertise-
ments (studies 4, 5, 11, 16, 17, 26, 28, 31, 33, 52
and 56). Pooling of trials that recruited via out-
patient clinics and referrals (studies 13, 29, 45,

49 (both eight- and 16-sessions arms) and 50°)
demonstrated no difference in recovery

between groups.

Dropouts

Dropouts at post-treatment were reported by

19 trials (contributing 20 sets of data) on a total
of 1047 patients (studies 4, 5, 11, 13, 16, 17, 26,
28-31, 33, 36, 42, 45, 49 (eight-session arm), 49
(16-session arm), 50, 52 and 56"). The individual

“See appendix 6 for the references for each study.

TPlots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.
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OR for dropouts was statistically significant in
two of the trials, one in favour of variants of CBT
(study 28") and one in favour of IPT, PDT and
ST (study 45°). The remainder demonstrated no
significant differences between the two categories
of psychotherapy. The approximate * test for
heterogeneity was non-significant (* = 23.86,

df = 18, p = 0.16) and a fixed-effects model was
initially used to pool the data from these trials.
The pooled OR was 0.91 (95% CI, 0.67 to 1.23)
and the result was non-significant (z = -0.61,

p = 0.5) suggesting no difference in the odds of
treatment discontinuation for the two types of
therapy (see Figure 9). The pooled RR for drop-
outs using a random-effects model was 0.94

(95% CIL, 0.72 to 1.23; z=-0.45, p=0.7).

Tests for clinical heterogeneity’ on baseline
severity revealed marked differences, with effects
apparently in opposite directions. A statistically
significant effect in favour of variants of CBT

was observed only where baseline severity was
unspecified (studies 16, 17, 28-30, 33, 42, 50, 52
and 567). However, in trials involving patients with
severe depression (studies 4, 5, 11, 13, 26, 31, 45
and 49 (both eight- and 16-session arms)”), the
effect, although not quite statistically significant,
appeared to demonstrate a greater dropout rate
in those receiving variants of CBT. Pooling the
trials according to the number of psychotherapy
sessions given also suggested a trend in the size

of the effect, with 13 to 20 sessions (studies 5, 11,
18,17, 31 and 49 (16-session arm)") demonstrating
the highest number of dropouts from variants of
CBT. However, the differences between groups
were non-significant in all categories.

Sensitivity analyses' revealed no signs of a

trend and no significant differences in dropouts
between groups according to different categories
of trial quality. Again, no significant differences
in dropouts between groups were observed
according to the source of recruitment. However,
trials in which patients had been recruited through
outpatient clinics and referrals (studies 13, 29,
30, 42, 45, 49 (both eight- and 16-session arms)
and 50) demonstrated greater numbers of
dropouts from variants of CBT, whereas trials
that had recruited volunteers or responders to
advertisements (studies 4, 5, 11, 16, 17, 26, 28,
31, 33, 36, 52 and 56°) demonstrated greater
numbers of dropouts from IPT, PDT

and ST.

Mean differences

Mean differences between groups were reported
by 13 trials on a total of 492 patients (studies 4, 5,
13,17, 22, 26, 29-31, 33, 36, 45 and 52"). Four of
the mean differences from individual trials were
statistically significant in favour of variants of CBT
(studies 29, 30, 33 and 52") and one demonstrated
a statistically significant difference in favour of
IPT, PDT and ST (study 26°). The approximate

x* test for heterogeneity was highly significant

(x* = 48.65, df = 12, p < 0.00001). No single trial
appeared to account for the heterogeneity
observed, but several trials reported very different
data from the rest (studies 30, 36 and 52"), and,
in addition, several extreme ORs were observed
(studies 26, 30, 33 and 52"). A random-effects
model was used to pool the data from these trials.
The WMD was -2.05 (95% CI, -4.92 to 0.83), and
the result was non-significant (z=1.39, p = 0.16)
suggesting no difference between the two types
of therapy (see Figure 10).

Examination of heterogeneity’ demonstrated that
when trials were grouped according to the degree
of baseline severity, the reduction in symptoms
with variants of CBT was again significantly greater
than with IPT, PDT and ST only in those trials in
which baseline severity was unspecified (studies 17,
22, 29, 30, 33 and 52"). In trials involving patients
with severe depression (studies 4, 5, 13, 26, 31

and 45%), no difference in mean scores between
groups was demonstrated. Pooling the trials
according to the number of psychotherapy sessions
given suggested a marked difference in favour of
variants of CBT in those where between one and
six sessions were offered (studies 30 and 52).
Although the size of the effect appeared to reduce
as the number of sessions increased, there was

no significant difference demonstrated in either
trials with seven to 12 sessions (studies 4, 22,

26, 29, 33, 36 and 45") or trials with 13 to

20 sessions (studies 5, 13, 17 and 317).

In the sensitivity analyses,' dividing the trials
according to their overall quality scores suggested
trials of lowest quality (scoring 0-19; studies 29, 30,
36 and 52") resulted in a more pronounced and
highly significant pooled difference in favour of
variants of CBT. Pooling of trials of intermediate
(scoring 20-30; studies 5, 17, 22, 26, 31, 33 and
45") or higher (= 30; studies 4 and 13") quality
demonstrated no differences between groups.
Dividing trials according to the source of recruit-

“See appendix 6 for the references for each study.

TPlots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.
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ment demonstrated no significant differences be-
tween groups, although a more pronounced WMD
in favour of variants of CBT was observed in those
trials that had recruited through outpatient clinics
and referrals (studies 13, 22, 29, 30, 45 and 52).

Mean change

Five trials (contributing six data sets) reported
mean change in symptom levels from baseline
on a total of 283 patients (studies 5, 17, 36, 45,
49 (eightsession arm) and 49 (16-session arm)”).
None of the original trials found a statistically
significant difference between the two types of
therapy. The approximate ’ test for heterogeneity
was non-significant (x*=3.38,df = 5, p=0.64),
and, initially, a fixed-effects model was used to
pool the data from these trials. The WMD for
mean change was 1.71 (95% CI, -0.23 to 3.65)
and the result was non-significant (z=1.72,
p=0.08), suggesting no difference in mean
change from baseline between the two types

of therapy (see Figure 11). The small number of
trials providing data for this outcome prevented
any further exploration of heterogeneity.

Follow-up outcomes

Non-symptomatic at follow-up

Five trials (contributing six sets of data) provided
sufficient data for inclusion in the pooled analysis
for whether participants were non-symptomatic at
follow-up on a total of 437 patients (studies 5, 17,
28, 33, 49 (eight-session arm) and 49 (16-session
arm)’; see Figure 12). A fixed-effects model was
used to pool data at each timepoint. Three trials
reported outcomes at 3 months post-treatment

(n = 264; studies 5, 17 and 28") and pooling
demonstrated no significant difference between
variants of CBT and IPT, PDT and ST (OR = 1.49,
95% CI, 0.87 to 2.54; z=1.44, p= 0.15). One
small trial reported outcomes at 6 months post-
treatment (n = 23; study 33") and had an extremely
high OR in favour of variants of CBT. Two sets of
data were available for outcomes at 1 year, which
were two arms given different numbers of sessions
within the same trial (study 49°; total n = 160).
Pooling of these two arms demonstrated no
significant difference between variants of CBT
and IPT, PDT and ST. The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Mean differences at follow-up
A total of six trials reported mean differences
between groups at follow up on a total of

170 patients (studies 5, 17, 22, 26, 29 and 33"
see Figure 13). A fixed-effects model was used

to pool the data at each timepoint. Five trials
reported mean differences at up to 3 months

(n = 152; studies 5, 17, 22, 26 and 29%) and
pooling suggested a statistically significant
difference in favour of CBT compared to IPT,
PDT and ST (WMD = -2.48, 95% CI, -4.26 to
-0.71; z=2.74, p = 0.006). One small trial (study
33") reported this outcome at 6 months (n = 18)
and found a statistically significant difference in
favour of variants of CBT. The small number of
trials providing data for this outcome prevented
any further exploration of heterogeneity.

Mean change at follow-up

Two trials reported data on mean change in
symptom levels from baseline to a follow-up of
3 months on a total of 91 patients (studies 5
and 17°; see Figure 14). Neither trial found any
difference between the two categories of therapy,
and the overall pooled estimate using a fixed-
effects model also demonstrated no differences
(WMD = 1.16, 95% CI, —2.27 to 4.59; z = 0.66,
p = 0.5). The small number of trials providing
data for this outcome prevented any further
exploration of heterogeneity.

Economic outcomes

Only one trial included an economic component
(study 46°), but there were insufficient data

for analysis.

Comparison 3: individual versus
group therapy

Post-treatment outcomes

Recovery

Six trials provided sufficient data for inclusion
in the pooled analysis for post-treatment recovery
on a total of 231 patients (studies 40, 41, 47, 55,
59 and 63"). The trials all utilised cognitive or
behavioural interventions. The individual OR
for post-treatment recovery was statistically
significant in favour of individual therapy in
only one trial (study 59°), with the remaining
trials demonstrating no significant differences
between individual and group treatments.
Statistical heterogeneity was non-significant
(x*=4.94, df = 5, p = 0.42) and a fixed-effects
method was used. The pooled OR for recovery
with individual compared to group therapy was
1.98 (95% CI, 1.11 to 3.54) suggesting that the
odds of recovery for those receiving individual
therapy were nearly twice that of those receiving

“See appendix 6 for the references for each study.
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group therapy. The result was statistically signifi-
cant (z=2.32, p=0.02; see Figure 15). The pooled
RR for recovery using a random-effects model was
1.24 (95% CI, 1.01 to 1.53). The small number of
trials providing data for this outcome prevented
any further exploration of heterogeneity.

Dropouts

Six trials reported dropouts at post-treatment on

a total of 217 patients (studies 6, 40, 41, 43, 47 and
63"). The approximate * test for heterogeneity
was non-significant (x*=38.97,df =5, p=0.55) and,
therefore, a fixed-effects model was used to pool
the data from these trials. The pooled OR was

0.47 (95% CI, 0.21 to 1.09) and the result was
non-significant (z=-1.76, p = 0.08) suggesting no
differences in treatment discontinuation between
individual and group therapy (see Figure 16). The
pooled RR for dropouts using a random-effects
model was 0.57 (95% CI, 0.32 to 1.04). The small
number of trials providing data for this outcome
prevented any further exploration of heterogeneity.

Mean differences

Eight trials reported mean differences between
groups on a total of 283 patients (studies 6, 40,
41, 48, 47, 55, 59 and 63"). Most results were in
favour of individual treatment, although only

two of the mean differences from individual trials
(studies 41 and 55%) were statistically significant.
One of these contributed nearly 60% of the
weight to the pooled estimate (study 55°). The
approximate * test for heterogeneity was non-
significant (x*=6.71, df =7, p= 0.46) and a
fixed-effects model was used to pool the data
from these trials. The WMD was —-3.07 (95% CI,
—4.69 to —1.45) in favour of individual treatment
and the result was highly significant (z = 3.71,
p=0.0002), suggesting that reduction in symp-
toms was significantly greater in those receiving
individual therapy than in those receiving therapy
in a group. See Figure 17 for data and graphical
presentation. The small number of trials providing
data for this outcome prevented any further
exploration of heterogeneity.

Mean change
No trials reported data on mean change in
symptom levels from baseline for this comparison.

Follow-up outcomes

Non-symptomatic at follow-up

Three trials provided sufficient data for inclusion
in the pooled analysis for whether participants

were non-symptomatic at follow-up on a total of
143 patients (studies 6, 55 and 63; see Figure 18).
A fixed-effects model was used to pool data at each
timepoint. One small trial reported outcomes at
2 months post-treatment (n = 30; study 63") and
pooling demonstrated no difference between
individual and group therapy. Two trials (studies
6 and 55°) reported outcomes at 6 months post-
treatment (n = 113). Both the individual ORs
and the pooled OR demonstrated no differences
between individual and group treatments (OR =
1.28,95% CI, 0.52 to 3.20; z= 0.54, p = 0.6). The
small number of trials providing data for this
outcome prevented any further exploration

of heterogeneity.

Mean differences at follow-up

A total of six trials reported mean differences
between groups at follow-up on a total of

407 patients (studies 6, 40, 43, 47, 55 and 63"
see Figure 19). A random-effects model was

used to pool the data at each timepoint. Two
trials reported mean differences at 1 month
(n="74), one demonstrating a statistically
significant difference in favour of group therapy
(study 6") and one demonstrating no difference
(study 47°). The overall pooled estimate also
demonstrated no statistically significant difference
between the two formats (WMD = 5.20, 95% CI,
0.21 to 10.19; z= 2.04, p = 0.04). Three trials
reported this outcome at 2 months (n = 84;
studies 43, 47 and 63") and all demonstrated

no differences between the individual and group
formats, either individually or when pooled
(WMD = 0.21, 95% CI, -3.53 to 3.96; z= 0.11,
p=0.9). Two trials reported mean differences
data at a follow-up of 3 months (n = 65; studies
40 and 47°) and, again, demonstrated no
differences either individually or once pooled
(WMD = 0.25, 95% CI, -4.61 to 5.11; z = 0.10,
p=10.9). Four trials reported 6-month data
(n=155), one of which demonstrated a signifi-
cant difference in favour of group therapy
(study 40") whereas the remainder reported no
differences (studies 6, 47 and 55"). Pooling of
these trials also demonstrated no difference
between the two formats (WMD = 3.21, 95%

CI, -2.18 to 8.60; z=1.17, p= 0.2). One trial
reported mean differences at 1-year follow-up
(n=29) and suggested a significant difference
again in favour of group therapy (study 40°).
The small number of trials providing data for
this outcome prevented any further exploration
of heterogeneity.

“See appendix 6 for the references for each study.
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Mean change
No trials reported data on mean change in
symptom levels from baseline for this comparison.

Economic outcomes
There was no economic evidence for
this comparison.

Comparison 4: CT versus BT
Post-treatment outcomes

Recovery

Three trials provided sufficient data for inclusion
in the pooled analysis for post-treatment recovery
on a total of 149 patients (studies 23, 29 and 507).
None of the individual trials demonstrated a
significant difference between CT and BT.
Statistical heterogeneity was non-significant
(x*=1.84,df =2, p=0.51) and, therefore, a
fixed-effects model was used to pool the data
from these trials. The pooled OR was 1.58

(95% CI, 0.83 to 2.99) and was non-significant
(z=1.39, p = 0.16) suggesting no difference
between CT and BT (see Figure 20). The pooled
RR for recovery using a random-effects model
was 1.21 (95% CI, 0.89 to 1.65). The small
number of trials providing data for this out-
come prevented any further exploration

of heterogeneity.

Dropouts

Three trials reported dropouts at post-treatment
(n = 149; studies 23, 29 and 60%). None of the in-
dividual trials demonstrated a difference between
CT and BT. The approximate  test for hetero-
geneity was non-significant (y* = 2.73, df = 2,
p=10.25) and a fixed-effects model was thus used
to pool the data from these trials. The pooled OR
was 0.83 (95% CI, 0.30 to 2.24) and was, therefore,
non-significant (z = 0.38, p = 0.7) suggesting no
difference in treatment discontinuation between
CT and BT (see Figure 21). The small number of
trials providing data for this outcome prevented
any further exploration of heterogeneity.

Mean differences

Six trials reported mean differences between
groups on a total of 247 patients (studies 23, 29,
39, 53, 60 and 62°). None of the mean differences
from individual trials demonstrated a difference
between CT and BT. The approximate % test for
heterogeneity was non-significant (x* = 2.12, df = 5,
p=0.83) and a fixed-effects model was used to
pool the data from these trials. The WMD was

0.61 (95% CI, —1.08 to 2.30) and was, therefore,

non-significant (z=0.71, p = 0.5) suggesting no
difference between CT and BT (see Figure 22).
The small number of trials providing data for
this outcome prevented any further exploration
of heterogeneity.

Mean change
No trials reported data on the mean change in
symptom levels from baseline for this comparison.

Follow-up outcomes

Non-symptomatic at follow-up

Only one trial (study 23%) reported data on

whether participants were non-symptomatic
at follow-up (n = 107) and demonstrated no
difference between CT and BT.

Mean differences at follow-up

A total of six trials reported mean differences
between groups at follow-up on a total of 217
patients (studies 23, 29, 39, 53, 60 and 63"; see
Figure 23). A fixed-effects model was used to pool
the data at each timepoint. Of these, three trials
reported mean differences at 2 months (n = 55;
studies 29, 53 and 63"), all demonstrating no differ-
ences between CT and BT, both individually and
once pooled (WMD = -1.20, 95% CI, -2.81 to
0.42; z=1.45, p=0.15). The other three trials
(studies 23, 39 and 60°) reported this outcome
at between 2 and 6 months (n = 162) and, again,
all demonstrated no differences between CT

and BT either individually or once pooled
(WMD = 1.24, 95% CI, -1.06 to 3.55; z = 1.06,

p = 0.3). The small number of trials providing
data for this outcome prevented any further
exploration of heterogeneity.

Mean change at follow-up

No trials reported data on mean change in
symptom levels from baseline to follow-up for
this comparison.

Economic outcomes
There was no economic evidence available for
this comparison.

Comparison 5: CBT + CT + BT versus
treatment as usual/a waiting-list control
Post-treatment outcomes

Recovery

Sufficient data were provided by 12 trials for
inclusion in the pooled analysis for post-treatment
recovery on a total of 654 patients (studies 16,

25, 33-35, 40, 45, 46, 48, 50, 54 and 58"). The

“See appendix 6 for the references for each study.
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individual OR for post-treatment recovery was
statistically significant in favour of variants of

CBT in seven of the trials (studies 16, 25, 33-35,
46 and 54") and the remaining five demonstrated
no significant differences from treatment as usual
(studies 40, 45, 48, 50 and 58"). The approximate
x* test for heterogeneity was statistically significant
(x* = 21.20, df = 11, p=10.031) and a random-
effects model was used to pool the data from these
trials. The pooled OR for recovery with variants of
CBT compared with treatment as usual was 3.42
(95% CI, 1.98 to 5.93) suggesting that the odds

of recovery for those receiving variants of CBT
were more than three times greater than for those
receiving usual treatment. The result was highly
significant (z = 4.39, p = 0.00001; see Figure 24).
The pooled RR for recovery using a random-
effects model was 1.81 (95% CI, 1.32 to 2.48).

Tests for heterogeneity provided some additional
information for interpretation.! Pooling the trials
according to the degree of baseline severity
resulted in a slightly reduced but still highly
significant pooled estimate for recovery in favour
of variants of CBT for trials in which participants
had more severe depression (studies 25, 34, 40, 45,
46, 54 and 58"). In those trials in which the degree
of baseline severity was unspecified (studies 16,

33, 48 and 50°), pooling resulted in an even more
pronounced but much less precise pooled estimate
in favour of CBT. However, pooling the trials
according to the number of psychotherapy sessions
demonstrated few differences between groups.

For the sensitivity analyses," dividing the trials
according to their overall quality scores revealed
highly significant differences in all categories
favouring variants of CBT. An apparent trend
suggested that the greatest effect occurred in

the lowest-quality trials (scoring 10-19; studies
16, 35, 50 and 58"). Once more, dividing the trials
according to the source of recruitment revealed
a lower, although more precise, OR for those
recruited via outpatient clinics and referrals
(studies 25, 40, 45, 46, 50 and 54") compared
with trials that recruited volunteers or responders
to advertisements (studies 16, 33-35, 48 and

58). Again, both pooled estimates remained
highly significant.

Dropouts
Dropouts at post-treatment for this comparison
were reported by 18 trials on a total of 760 patients

(studies 6, 7, 14, 16, 21, 30, 33-35, 38, 40, 43, 45,
46, 48, 54, 58 and 60"). All but three (studies 7,
16 and 35") of the individual ORs for dropouts
suggested there were no significant differences
between variants of CBT and treatment as usual.
The approximate ¥ test for heterogeneity was
statistically significant (x* = 29.48, df = 16,
p=0.021) and a random-effects model was

used to pool the data from these trials. The
pooled OR was 1.67 (95% CI, 0.92 to 3.01) and
was non-significant (z = 1.69, p = 0.09) suggesting
no significant difference in the odds of treatment
discontinuation in those receiving variants of
CBT compared with those receiving treatment as
usual (see Figure 25). The pooled RR for recovery
using a random-effects model was 1.49 (95% CI,
0.92 to 2.40).

Tests for clinical heterogeneity' revealed
significantly greater numbers of dropouts from
variants of CBT in trials involving more severely
depressed patients (studies 34, 38, 40, 45, 46, 54
and 58"). No significant differences in dropouts
between groups were observed in those trials
involving mild/moderate participants (studies 7,
14, 21 and 35°) or where severity was unspecified
(studies 6, 16, 30, 33, 43, 48 and 60"). Pooling the
trials according to the number of psychotherapy
sessions given revealed no difference in dropouts
between groups when between one and six sessions
were offered (studies 7, 14, 16, 30, 46, 48 and 58").
Statistically significant differences between groups,
favouring treatment as usual, were, however,
observed in trials where seven to 12 (studies 6,

21, 33-35, 38, 43, 45 and 60°) and 13 to 20
(studies 40 and 54") sessions were offered.

In the sensitivity analyses,' dividing the trials
according to their overall quality scores suggested
a significant difference in dropouts between
groups in the trials of lower quality only (studies 7,
14, 16, 21, 30, 85 and 58%). In higher-quality trials
(studies 6, 33, 34, 38, 40, 43, 45, 46, 48, 54 and
60"), the difference had only borderline signifi-
cance. Dividing trials according to the source of
participant recruitment produced a statistically
homogeneous group of trials that recruited from
outpatient clinics and referrals (studies 30, 40, 45,
46 and 54"), but for which the difference in drop-
outs had only borderline significance in favour of
treatment as usual. Pooling of trials that had
recruited volunteers or responders to advertise-
ments (studies 6, 7, 14, 16, 21, 33-35, 38, 43, 48,

“See appendix 6 for the references for each study.
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58 and 60°) produced a heterogeneous group of
trials, which, again, only reached borderline
significance in favour of treatment as usual.

Mean differences

Mean differences between groups were reported by
20 trials on a total of 748 patients (studies 3, 6, 7,
9, 14, 25, 30, 33-35, 38, 40, 43, 45, 46, 48, 51, 53,
58 and 607). Ten of the mean differences from
individual trials showed no statistically significant
differences between variants of CBT and treatment
as usual (studies 6, 9, 14, 25, 38, 40, 45, 46, 48 and
58"). The approximate y* test for heterogeneity was
highly significant (x* = 87.08, df = 19, $<0.00001)
and a random-effects model was used to pool the
data from these trials. The SMD was —1.0 (95% CI,
—1.35 to —0.64). The result was highly significant
(z=5.51, p<0.00001) suggesting that reduction

in symptoms was significantly greater in those
receiving variants of CBT than in those receiving
treatment as usual (see Figure 26).

Examination of heterogeneity’ demonstrated
an apparent trend of a decreasing size of effect
with increasing severity. All pooled estimates of
mean differences were in favour of variants of
CBT and all were statistically significant, although
statistical heterogeneity between trial results
remained significant in all categories. Pooling
the trials according to the number of psycho-
therapy sessions given did not reduce the
observed statistical heterogeneity between trials
and revealed little difference in the size of the
pooled estimates, although all remained
statistically significant.

In the sensitivity analyses,’ dividing the trials
according to their overall quality scores suggested
a trend in which trials of higher quality (scoring

= 20; studies 6, 25, 33, 34, 38, 40, 43, 45, 46, 48
and 60°) resulted in a less pronounced effect in
favour of variants of CBT, and the lowest scoring
trials (scoring 0-9; studies 7 and 51%) resulted

in the largest effect in favour of variants of CBT.
Differences between groups were significant in

all quality categories, although statistical hetero-
geneity remained. Investigating the role of the
source of recruitment suggested a difference of
only borderline significance between groups in
those trials that recruited via outpatient clinics and
referrals (studies 25, 30, 40, 45 and 46"). However,
in those trials that had recruited volunteers or
responders to advertisements (studies 3, 6, 7, 9,

14, 33-35, 38, 43, 48, 51, 53, 58 and 60%), a
marked and highly significant difference in
favour of variants of CBT was observed. In both
categories, statistical heterogeneity remained.

Mean change

Five trials reported mean change in symptom
levels from baseline on a total of 172 patients
(studies 19, 21, 45, 46 and 58"). None of these
trials found statistically significant differences
between the two conditions. The approximate

x* test for heterogeneity was non-significant
(x*=2.24, df = 4, p = 0.69) and a fixed-effects
model was used to pool the data from these trials.
The WMD for mean change was 2.38 (95% CI,
0.05 to 4.71), which reached borderline signifi-
cance (z=2.00, p = 0.05), suggesting a possible
difference in mean change from baseline in favour
of variants of CBT compared with treatment as
usual (see Figure 27). The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Follow-up outcomes

Non-symptomatic at follow-up

Four trials provided sufficient data for inclusion
in the pooled analysis for whether participants
were non-symptomatic at 3-month follow-up on

a total of 310 patients (studies 25, 35, 48 and 54"
see Figure 28). A random-effects model was used
to pool data for this outcome. One small trial
reported a statistically significant and extremely
high OR in favour of variants of CBT (study 48"),
whilst the remainder demonstrated no differences.
The pooled OR also suggested that there was no
difference between variants of CBT and treatment
as usual (OR = 1.59, 95% CI, 0.65 to 3.90; z=1.01,
p=0.3). The pooled RR using a random-effects
model was 1.16 (95% CI, 0.78 to 1.72). The

small number of trials providing data for this
outcome prevented any further exploration

of heterogeneity.

Mean differences at follow-up

A total of ten trials reported mean differences
between groups at follow-up on a total of

579 patients (studies 3, 7, 9, 14, 25, 33, 35, 43,

46 and 48"; see Figure 29). A random-effects model
was used to pool the data at each timepoint. Four
trials reported mean differences at up to 1 month
(n=152; studies 3, 9, 14 and 35") of which two
demonstrated statistically significant differences

in favour of variants of CBT (studies 3 and 14").

" See appendix 6 for the references for each study.
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The pooled estimate demonstrated a statistically
significant difference in favour of variants of CBT
(SMD =-1.20, 95% CI, -2.10 to -0.31; z = 2.63,
p=0.009). Two trials reported this outcome at

2 months (n = 44; studies 43 and 48") and pooling
these suggested no significant difference between
variants of CBT and treatment as usual (SMD =
-0.73,95% CI, -1.80 to 0.33; z=1.35, p=0.18).
Two trials reported this outcome at 3 months
(n=155; studies 25 and 46°) and pooling of these
suggested a significant difference in favour of
variants of CBT (SMD = —0.36, 95% CI, —0.68 to
—0.04; z=2.19, p=0.03). Three trials reported
this outcome at 6 months (n = 160), one of which
demonstrated a significant difference in favour

of variants of CBT (study 33") and the remainder
reported no differences (studies 25 and 46).
Pooling of these trials resulted in no significant
difference between variants of CBT and treatment
as usual (SMD =-0.73, 95% CI, -1.50 to 0.03;
z=1.89, p=0.06). One trial reported mean differ-
ences data at a follow-up of 1 year (n = 24) and
suggested no significant difference between the
two conditions (study 46°). One trial reported
mean differences data at 2-year follow-up (n = 44;
study 7") and suggested a statistically significant
difference in favour of variants of CBT. The small
number of trials providing data for this outcome
prevented any further exploration of heterogeneity.

Mean change at follow-up

Two trials reported follow-up data on mean
change in symptom levels from baseline (studies
25 and 46; see Figure 30). Both reported mean
change at 3 months (n = 155) and pooling
suggested a statistically significant difference in
favour of variants of CBT over treatment as usual
(WMD = 7.11, 95% CI, 3.25 to 10.98; z= 3.61,
p=0.0003). Both also reported this outcome at
6 months (n = 144) and, again, pooling suggested
a statistically significant difference in favour of
variants of CBT over treatment as usual (WMD =
6.41, 95% CI, 2.48 to 10.34; z = 3.20, p=0.001).
Only one of the trials reported this outcome at

1 year (n = 23), and found no significant differ-
ence between the two groups (study 46°). The
small number of trials providing data for this
outcome prevented any further exploration

of heterogeneity.

Economic outcomes

No cost-effectiveness analyses were available

for any of the included trials in this comparison.
One other cost-effectiveness analysis linked to an

excluded trial by Katon (1995; see appendix 7 for
the reference for this study), concluded that CBT
offered within a collaborative care model for major
depression was more costly than treatment as
usual, but achieved greater success. This translated
into a modest cost-effectiveness advantage. The
same intervention for minor depression was more
costly, but not more cost-effective than treatment
as usual.

Comparison 6: CBT + CT + BT

versus IPT

Post-treatment outcomes

Recovery

Two trials (contributing three data sets) provided
sufficient data for inclusion in the pooled analysis
for post-treatment recovery on a total of 275
patients (studies 13, 49 (eight-session arm) and
49 (16-session arm)’; see Figure 31). None of the
individual trials demonstrated any differences in
recovery between variants of CBT and IPT. The
approximate * test for heterogeneity was non-
significant (x* = 2.24, df = 2, p = 0.33). Applying a
fixed-effects model resulted in a pooled OR of 1.08
(95% CI, 0.67 to 1.73) that was not significant
(z=0.30, p = 0.8), demonstrating no difference
between the two types of therapy. The pooled RR
for recovery using a random-effects model was 1.03
(95% CI, 0.78 to 1.87). The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Dropouts

The same three trials reported dropouts at post-
treatment on 275 patients (see Figure 32). None
of the individual trials demonstrated any differ-
ences between variants of CBT and IPT. The
approximate * test for heterogeneity was non-
significant (x* = 0.38, df =2, p=0.83), and a
fixed-effects model was used to pool the data from
these trials. The pooled OR was 1.46 (95% CI,
0.84 to 2.56) and was non-significant (z = 1.33,

p = 0.18) suggesting no difference in treatment
discontinuation between variants of CBT and IPT.
The pooled RR for dropouts using a random-
effects model was 1.34 (95% CI, 0.88 to 2.05).
The small number of trials providing data for

this outcome prevented any further exploration
of heterogeneity.

Mean differences

Only one trial reported mean differences
between groups for this comparison on a total
of 120 patients (study 138"), and demonstrated

“See appendix 6 for the references for each study.
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no difference between the two types of therapy
(OR =1.40, 95% CI, —2.39 to 5.19; z= 0.72,
p=0.5).

Mean change

One trial reported data on mean change in
symptom levels from baseline for this comparison
(study 497). This trial conducted a comparison of
the number of sessions offered (eight versus 16) in
addition to the comparison between models (total
n=113) and, again, demonstrated no difference
between the two types of therapy (WMD = 2.80,
95% CI, -0.08 to 5.68; z=1.90, p = 0.06).

Follow-up outcomes

Non-symptomatic at follow-up

One trial reported data for whether participants
were non-symptomatic at l-year follow-up (study
49%). This trial conducted a comparison of the
number of sessions offered (eight versus 16) in
addition to the comparison between models (total
n = 150) and demonstrated no difference between
the two types of therapy (OR = 1.06, 95% CI,

0.54 to 2.06; z=0.17, p = 0.8).

Mean differences at follow-up
No trials reported data on mean differences
between groups at follow-up for this comparison.

Mean change at follow-up
No trials reported data on mean change in
symptom levels from baseline at follow-up.

Economic outcomes
There was no economic evidence available for
this comparison.

Comparison 7: CBT + CT + BT

versus PDT

Post-treatment outcomes

Recovery

Six trials (contributing seven data sets) provided
sufficient data for inclusion in the pooled analysis
for post-treatment recovery on a total of 484
patients (studies 4, 11, 17, 26, 28, 49 (eight-session
arm) and 49 (16-session arm)”). The individual
OR for post-treatment recovery was statistically
significant in favour of variants of CBT in two of
the trials (studies 11 and 28") whilst the remainder
demonstrated no significant differences between
the two types of therapy. One of the trials (study
11*) produced extremely high positive ORs. The
approximate * test for heterogeneity reached
borderline significance (* = 12.76, df = 6,

p =0.047) and a random-effects model was used
to pool the data from these trials. The pooled
OR was 2.11 (95% CI, 1.17 to 3.81) suggesting
that the odds of recovery for those receiving
variants of CBT were more than two times greater
than for those receiving PDT. The result was
statistically significant (z = 2.49, p = 0.01; see
Figure 33). The pooled RR for recovery using a
randome-effects model was 1.43 (95% CI, 0.91 to
2.23). The small number of trials providing data
for this outcome prevented any further
exploration of heterogeneity.

Dropouts

Seven trials (contributing eight data sets)
reported dropouts at post-treatment on a total of
512 patients (studies 4, 11, 17, 26, 28, 42, 49 (eight-
session arm) and 49 (16-session arm)”). Only one
of the individual trials demonstrated a statistically
significant difference in the number of dropouts
in favour of variants of CBT (study 28") whilst the
remainder demonstrated no differences between
the two types of therapy. The approximate x” test
for heterogeneity was non-significant (x* = 7.35,
df =7, p =0.39) and a fixed-effects model was
used to pool the data from these trials. The
pooled OR was 0.73 (95% CI, 0.47 to 1.15)

and was non-significant (z =-1.35, p = 0.18)
suggesting no differences in treatment discon-
tinuation between variants of CBT and PDT (see
Figure 34). The pooled RR for dropouts using a
randome-effects model was 0.83 (95% CI, 0.57 to
1.21). The small number of trials providing data
for this outcome prevented any further
exploration of heterogeneity.

Mean differences

Three trials reported mean differences between
groups on a total of 114 patients (studies 4, 17 and
26"). Two of the mean differences from individual
trials showed no statistically significant differences
between variants of CBT and PDT (studies 4 and
17%), whereas the other trial reported an extreme
and highly significant result in favour of PDT
(study 26°). The approximate * test for hetero-
geneity was statistically significant (* = 16.05,

df =2, p =0.0003) and a random-effects model
was used to pool the data from these trials. The
WMD was 2.18 (95% CI, -5.90 to 10.26) and was
non-significant (z =0.53, p = 0.6) suggesting that
there was no difference between the two types

of therapy (see Figure 35). The small number of
trials providing data for this outcome prevented
any further exploration of heterogeneity.

“See appendix 6 for the references for each study.
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Mean change

Two trials (contributing three sets of data)
reported mean changes in symptom levels from
baseline in a total of 165 patients (studies 17, 49
(eight-session arm) and 49 (16-session arm)”).
None of the trials demonstrated a statistically
significant difference between groups either
individually or once pooled (WMD = 1.99, 95%
CI, -0.49 to 4.47; z = 1.57, p = 0.12; see Figure 36).
The small number of trials providing data for
this outcome prevented any further exploration
of heterogeneity.

Follow-up outcomes

Non-symptomatic at follow-up

A total of three trials (contributing four sets of
data) reported data for inclusion in the pooled
analysis for whether participants were non-
symptomatic at follow-up (studies 17, 28, 49
(eightsession arm) and 49 (16-session arm)’; see
Figure 37). Data were pooled using a fixed-effects
model. Two trials reported 3-month follow-up

(n = 161; studies 17 and 28") and demonstrated no
differences between the two types of therapy, either
individually or once pooled (OR =1.86, 95% CI,
0.97 to 3.58; z = 1.86, p = 0.06). One trial reported
follow-up for this outcome at 1 year (study 49°).
This trial conducted a comparison of the number
of sessions offered (eight versus 16) in addition to
the comparison between models, and thus contri-
buted two sets of data (total n» = 150). This trial also
demonstrated no differences between the two types
of therapy at follow-up (OR =1.33, 95% CI, 0.69 to
2.59; 2 =0.85, p = 0.4). The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Mean differences at follow-up

Two trials (studies 17 and 26”) reported mean
differences between groups at 3-month follow-up
(n =63; see Figure 38). Both trials suggested
differences in opposite directions, but neither was
significant. Using a fixed-effects model the pooled
estimate demonstrated no difference between

the two therapy types at follow-up (WMD = -1.39,
95% CI, -5.22 to 2.43; 2 =0.71, p = 0.5). The
small number of trials providing data for this
outcome prevented any further exploration

of heterogeneity.

Mean change at follow-up
One trial reported mean change in symptom levels
from baseline at 3-month follow-up in a total of

48 patients (study 17"), and suggested a significant
difference in favour of variants of CBT (WMD =
1.45,95% CI, —2.99 to 5.89; z = 0.64, p = 0.5).

Economic outcomes
There was no economic evidence available for
this comparison.

Comparison 8: CBT + CT + BT

versus ST

Post-treatment outcomes

Recovery

Ten trials provided sufficient data for inclusion in
the pooled analysis for post-treatment recovery on
a total of 409 patients (studies 5, 16, 28, 29, 31, 33,
45, 50, 52 and 56%). The individual ORs for post-
treatment recovery were statistically significant in
favour of variants of CBT in five trials (studies 16,
28, 33, 52 and 56°), and one of the remaining trials
demonstrated a statistically significant difference
in favour of ST (study 45"). This trial had been
excluded in two other comparisons on the basis
that it appeared to be a CBT intervention. Two of
the trials reported statistically significant and very
high positive ORs (studies 33 and 52"). Statistical
heterogeneity was highly significant (x* = 39.98,
df =9, p<0.00001) and a random-effects method
was used. The pooled OR for recovery was 3.45
(95% CI, 1.30 to 9.17) suggesting that the odds
of recovery for those receiving variants of CBT
was nearly three and a half times that of those
receiving ST. The result was statistically significant
(z=2.48, p =0.01; see Figure 39). The pooled RR
for recovery using a random-effects model was
1.76 (95% CI, 1.09 to 2.84).

Tests for heterogeneity' provided some additional
information for interpretation. Although the
difference between groups was not statistically
significant, the pooled estimate appeared to
favour ST in those trials involving the most
severely depressed patients (studies b, 31 and
45") whilst those trials in which severity was
unspecified (studies 16, 28, 29, 33, 50, 52 and 56")
demonstrated a statistically significant difference
in favour of variants of CBT. In both cases, statis-
tical heterogeneity was removed. Pooling the
trials according to the number of psychotherapy
sessions suggested a decreasing trend in effect
size (favouring variants of CBT) with increasing
numbers of sessions. Trials that offered 13-20
sessions (studies 5 and 31°) did not demonstrate
a significant difference between groups.

“See appendix 6 for the references for each study.

TPlots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.

25



26

Results

In the sensitivity analyses,” dividing the trials
according to their overall quality scores revealed
a pooled OR favouring variants of CBT for the
statistically homogeneous lower-quality trials
(scoring 0-19; studies 16, 29, 50, 52 and 567)
only. In trials scoring 20-29 (studies 5, 28, 31,

33 and 457), no significant difference in recovery
was apparent, although statistical heterogeneity
remained. In addition, in those trials that had
recruited via outpatient clinics and referrals
(studies 29, 45 and 50), no difference between
groups was demonstrated, whereas in those that
had recruited volunteers or responders to
advertisements (studies 5, 16, 28, 31, 33, 52

and 56%), a significant difference in favour of
variants of CBT was observed. However, statistical
heterogeneity remained in both groups.

Dropouts

Nine trials reported dropouts at post-treatment
on a total of 377 patients (studies 16, 28-31,

33, 36, 45 and 52°). One of the individual trials
demonstrated a statistically significant difference
in the number of dropouts in favour of variants

of CBT (study 30") and one found in favour of

ST (study 45"), whilst the remainder demonstrated
no differences between the two types of therapy.
The approximate % test for heterogeneity was
non-significant (y* = 14.42, df = 8, p = 0.071) and
a fixed-effects model was used to pool the data
from these trials. The pooled OR was 0.80 (95%
CI, 0.47 to 1.39) and the result was non-significant
(z=-0.78, p = 0.4) suggesting no difference in
treatment discontinuation between variants of
CBT and ST (see Figure 40). The pooled RR for
dropouts using a random-effects model was 0.81
(95% CI, 0.46 to 1.43).

In trials involving patients with severe depression
(studies 31 and 45"), a borderline significant
difference in favour of ST was observed, whilst in
those where baseline severity was unspecified
(studies 16, 28-30, 33 and 52°), a non-significant
difference in favour of variants of CBT was
suggested. Pooling the trials according to the
number of psychotherapy sessions made little
difference to the overall conclusion.’

Although the differences were non-significant

in both cases, fewer dropouts from variants of
CBT were indicated in lower-quality trials (scoring
0-19; studies 16, 29, 30, 36 and 52") and fewer
from ST were indicated for higher-quality trials

(scoring 20-29; studies 28, 31, 33 and 45%). No
differences in dropout rates between groups
were suggested according to the source of
participant recruitment.’

Mean differences

Nine trials reported mean differences between
groups on a total of 261 patients (studies 5, 22,
29-31, 33, 36, 45 and 52). Four of the mean
differences from individual trials were in favour
of variants of CBT (studies 29, 30, 33 and 527)
whilst the remainder demonstrated no differences
(studies 5, 22, 31, 36 and 45"). The approximate
x* test for heterogeneity was highly significant
(x*=29.19, df = 8, p = 0.0003) and a random-
effects model was used to pool the data from
these trials. The WMD was -3.86 (95% CI,

-7.38 to —=0.33) in favour of variants of CBT,

and the result was statistically significant
(z=2.14, p = 0.03) suggesting that the reduc-
tion in symptoms was greater in those receiving
variants of CBT than in those receiving ST

(see Figure 41).

Although, overall, the difference was statistically
significant, dividing the trials according to the
degree of baseline severity demonstrated a signifi-
cant difference between groups only in the trials
in which baseline severity was unspecified (studies
22, 29, 30, 33 and 527), although statistical hetero-
geneity still remained in this group of trials. In
the more statistically homogeneous group of trials
involving severely depressed patients (studies 5,
31 and 45") and those with mild/moderate depres-
sion (study 36°), no differences between groups
were demonstrated. Pooling the trials according
to the number of psychotherapy sessions given
demonstrated a marked and highly significant
effect in favour of variants of CBT for those receiv-
ing between one and six sessions (studies 30 and
52") and, although non-significant, suggested

a difference in the same direction in trials where
seven to 12 sessions were offered (studies 22, 29,
33, 36 and 45"). However, in trials offering 13-20
sessions (studies 5 and 317), no difference was
observed between groups.'

Trial quality also appeared to affect outcome,

with lower-quality trials (scoring 0-19; studies 29,
30, 36 and 52°) demonstrating a highly significant
difference in favour of variants of CBT, but higher-
quality trials (scoring 20-30; studies 5, 22, 31, 33
and 45") failing to demonstrate any significant

*See appendix 6 for the references for each study.

Plots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.
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difference between groups. Again, although a
significant difference was demonstrated overall,
differences between groups according to the
source of recruitment were also suggested, with
trials that had recruited volunteers or responders
to advertisements (studies 5, 31, 33, 36 and 52")
demonstrating a larger effect in favour of
variants of CBT than those trials that had
recruited via outpatient clinics and referrals
(studies 22, 29, 30 and 457). In both cases,

the differences were non-significant and
statistical heterogeneity remained."

Mean change

Three trials reported the mean change in
symptom levels from baseline for this comparison
on a total of 130 patients (studies 5, 36 and 45%;
see Figure 42). None of the effect sizes from
individual trials demonstrated any differences
between the two types of therapy. The approxi-
mate % test for heterogeneity was non-significant
(x*=1.50, df = 2, p = 0.47) and a fixed-effects
model was used to pool the data from these trials.
The WMD for mean change was 1.37 (95% CI,
-1.61 to 4.36) and was non-significant (z = 0.90,

p =0.4), suggesting no difference in the reduction
of symptoms from baseline between the two types
of therapy. The small number of trials providing
data for this outcome prevented any further
exploration of heterogeneity.

Follow-up outcomes

Non-symptomatic at follow-up

A total of three trials reported data for inclusion in
the pooled analysis for the number of patients that
were non-symptomatic at follow-up (studies 5, 28
and 33; see Figure 43). Data were pooled using a
fixed-effects model. All three trials reported data
for a follow-up of up to 3 months (n = 147) and
demonstrated no differences between the two types
of therapy, either individually or once pooled (OR
=1.33,95% CI, 0.66 to 2.67; 2 =0.79, p = 0.4). One
small trial (study 33") reported follow-up for this
outcome at 6 months (7 =23) and demonstrated a
significant difference in favour of variants of CBT
at follow-up (OR =12.15, 95% CI, 2.45 to 60.30;
z=3.06, p =0.002). The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Mean differences at follow-up
Three trials contributed data on the mean
differences between groups at follow-up (studies

22, 29 and 338"). Two trials reported mean differ-
ences at a follow-up of up to 2 months (n =46).
One trial suggested a significant effect in favour
of variants of CBT (study 29°) and the other
suggested no difference between the groups
(study 227). Using a fixed-effects model, the
pooled estimate demonstrated a significant
difference in favour of variants of CBT (WMD =
-3.40, 95% CI, -5.56 to —1.25; z = 3.09, p = 0.002).
One small trial reported mean differences data
at 6-month follow-up (n = 17; study 33") and
suggested a significant difference in favour

of variants of CBT (see Figure 44). The small
number of trials providing data for this out-
come prevented any further exploration

of heterogeneity.

Mean change at follow-up

Only one trial reported mean change data at
3-month follow-up (n =55; study 5°) and suggested
no difference between the two types of therapy
(WMD = 0.73, 95% CI, —4.06 to 5.52; z = 0.30,
p=0.8).

Economic outcomes
There was no economic evidence for
this comparison.

Comparison 9: IPT versus ST
Post-treatment outcomes

Recovery

One trial provided data for post-treatment
recovery on a total of 48 patients (study 12).
The individual OR for post-treatment recovery
demonstrated no difference between IPT and
ST (OR =0.90, 95% CI, 0.25 to 3.27) and was
nons-significant (z =-0.17, p =0.9).

Dropouts

The same trial reported dropouts at post-
treatment. The individual OR demonstrated no
difference in treatment discontinuation between
IPT and ST (OR = 2.05, 95% CI, 0.65 to 6.46) and
this result was non-significant (z =1.23, p =0.2).

Mean differences and mean change

No trials reported the mean differences between
groups or data on mean change in symptom levels
from baseline for this comparison.

Follow-up outcomes
No follow-up data at all was available for
this comparison.

“See appendix 6 for the references for each study.

Plots derived from the heterogeneity and sensitivity analyses can be obtained from the author on request.
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Economic outcomes
There was no economic evidence available for
this comparison.

Comparison 10: IPT versus treatment
as usual/a waiting-list control
Post-treatment outcomes

Recovery

Only one trial provided data for post-treatment
recovery on a total of 185 patients (study 44°). The
individual OR for post-treatment recovery demon-
strated a difference in favour of IPT over treatment
as usual (OR =3.52,95% CI, 1.91 to 6.51) and was
highly significant (z = 4.02, p = 0.00006).

Dropouts
No trials reported dropouts at post-treatment for
this comparison.

Mean differences

The same trial reported mean difference between
groups on a total of 185 patients, and the mean
difference was significant in favour of IPT. The
WMD was -3.21 (95% CI, -5.18 to —1.24) and

was statistically significant (z = 3.20, p =0.001)
suggesting that the reduction in symptoms was
greater in those receiving IPT than in those
receiving treatment as usual.

Mean change

The mean change in symptom levels from baseline
reported, again, by the same trial on a total of

185 patients suggested a possible difference in
favour of IPT. The WMD for mean change was
2.09 (95% CI, 0.04 to 4.14) and had borderline
significance (z =1.99, p =0.05).

Follow-up outcomes

Non-symptomatic at follow-up

The same trial reported this outcome at 8 months
on 185 patients and, again, demonstrated a signifi-
cant difference in favour of IPT compared with
treatment as usual (OR = 3.72, 95% CI, 2.03 to
6.81; z =4.26, p = 0.00002).

Mean differences at follow-up

The same trial reported mean difference

between groups at 8-month follow-up on a total
of 185 patients, which was significant in favour

of IPT. The WMD was —-3.77 (95% CI, -5.66 to
—1.88) and was statistically significant (z = 3.91,

p =0.00009) suggesting that the greater reduction
in symptoms in those receiving IPT was sustained
at 8-month follow-up.

Mean change at follow-up

The mean change in symptom levels from baseline
to 8-month follow-up reported by the same trial on
a total of 185 patients suggested a possible differ-
ence in favour of IPT. The WMD for mean change
was 2.64 (95% CI, 0.56 to 4.72) and was statistically
significant (z = 2.49, p = 0.01) suggesting that the
greater change in symptom levels in those
receiving IPT was sustained at 8 months.

Economic outcomes

The associated economic evaluation suggested that
IPT was more cost-effective than usual care only if
delivered by non-psychiatrists.”

Comparison | 1: PDT versus ST
Post-treatment outcomes

Recovery

Only one trial provided data for post-treatment
recovery on a total of 99 patients (study 28").
The individual OR for post-treatment recovery
demonstrated no difference between ST and
PDT (OR = 0.83, 95% CI, 0.33 to 2.09) and
was non-significant (z = 0.40, p =0.7).

Dropouts

The same trial reported dropouts at post-
treatment. The individual OR demonstrated no
difference in treatment discontinuation between
ST and PDT (OR = 1.36, 95% CI, 0.41 to 4.52)
and was non-significant (z = 0.50, p = 0.6).

Mean differences and mean change

No trials reported mean differences between
groups or data on mean change in symptom
levels from baseline for this comparison.

Follow-up outcomes

Non-symptomatic at follow-up

Only one trial provided data for analysis at
3-month follow-up on a total of 99 patients
(study 28"). The individual OR demonstrated
no difference between PDT and ST (OR = 1.33,
95% CI, 0.51 to 3.46) and was non-significant
(z=0.58, p =0.6).

Mean differences and mean change at follow-up
No trials reported mean differences between
groups or data on mean change in symptom levels
from baseline to follow-up for this comparison.

Economic outcomes
There was no economic evidence available for
this comparison.

“See appendix 6 for the references for each study.
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Comparison 12: ST versus treatment
as usual/a waiting-list control
Post-treatment outcomes

Recovery

Four trials provided sufficient data for inclusion
in the pooled analysis for post-treatment recovery
on a total of 118 patients (studies 16, 33, 45 and
50%). None of the individual trials demonstrated
differences in recovery between variants of ST and
treatment as usual. The approximate * test for
heterogeneity was non-significant (x* = 0.77, df = 3,
p =0.86) and a fixed-effects model was used. The
pooled OR for recovery was 2.71 (95% CI, 1.19

to 6.16) suggesting that the odds of recovery for
those receiving ST were over two and half times
that of those receiving treatment as usual. The
result was statistically significant (z = 2.38, p = 0.02;
see Figure 45). The pooled RR for recovery using

a random-effects model was 1.58 (95% CI, 1.03

to 2.41). The small number of trials providing
data for this outcome prevented any further
exploration of heterogeneity.

Dropouts

Four trials reported dropouts at post-treatment
on a total of 146 patients (studies 16, 30, 33 and
45"). None of the individual trials demonstrated

a difference between ST and treatment as usual.
The approximate * test for heterogeneity was non-
significant (x*=4.82, df = 3, p =0.19) and a fixed-
effects model resulted in a pooled OR of 1.74
(95% CI, 0.68 to 4.46). This was non-significant
(z=1.16, p = 0.2) suggesting no differences in
treatment discontinuation between ST and
treatment as usual (see Figure 46). The small
number of trials providing data for this out-

come prevented any further exploration

of heterogeneity.

Mean differences

Four trials reported mean differences

between groups for this comparison on a total

of 123 patients (studies 30, 33, 45 and 57).

One of the mean differences from individual
trials was in favour of ST (study 45") whilst the
remainder demonstrated no differences between
groups (studies 30, 33 and 57"). The approximate
x* test for heterogeneity was non-significant
(x*=1.18, df = 3, p = 0.76) and, therefore, a
fixed-effects model was used to pool the data
from these trials. The SMD was —0.42 (95% CI,
—0.78 to =0.06) in favour of ST and the result

was significant (z =2.29, p = 0.02), suggesting that
the reduction in symptoms was greater in those

receiving ST than in those receiving treatment as
usual (see Figure 47). The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Mean change

Two trials reported mean change in symptom
levels from baseline on a total of 79 patients
(studies 45 and 57"). Neither of the effect sizes
from individual trials demonstrated any differences
between ST and treatment as usual. The approxi-
mate %’ test for heterogeneity was non-significant
(x*=10.00, df = 1, p = 0.96) and thus a fixed-

effects model was used to pool the data. The

SMD for mean change was -0.01 (95% CI, —-0.45

to 0.43) and was non-significant (z = 0.05, p = 1),
demonstrating no difference in the reduction of
symptoms from baseline between ST and treatment
as usual (see Figure 48). The small number of trials
providing data for this outcome prevented any
further exploration of heterogeneity.

Follow-up outcomes
Non-symptomatic at follow-up

No data for this outcome at follow-up
were available.

Mean differences at follow-up

One trial reported mean differences data

at 2-month follow-up (n = 22; study 57°) and
suggested no difference between ST and treat-
ment as usual (SMD =-0.27, 95% CI, -1.11 to
0.57; z=0.63, p =0.5). A second trial reported
mean differences data at a follow-up of 6 months
(n =17; study 33") and also suggested that there
was no difference between ST and treatment

as usual (SMD =-2.01, 95% CI, -3.27 to —0.75;
z=3.13, p =0.002).

Mean change at follow-up

Only one trial reported mean change data

at 2-month follow-up (n =22; study 57°) and
suggested that there was no difference between
the two types of therapy (WMD = —4.30, 95%
CI, -17.05 to 8.45; 2 =0.66, p =0.5).

Economic outcomes

No cost-effectiveness analyses were available

for any of the included trials in this comparison.
One other cost-effectiveness analysis linked to an
excluded trial by Katon (1995; see appendix 7

for the reference for this study), and referred to
earlier in comparison 5, concluded that ST offered
within a collaborative care model was more costly

" See appendix 6 for the references for each study.
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but achieved greater success than treatment
as usual. This translated into a modest cost-
effectiveness advantage.

Other sources of bias

Funnel plots were conducted for two dichotomous
outcomes for which there were adequate data.
These are scatter plots of treatment effect sizes
estimated from individual studies on the horizontal
axis against a measure of study size on the vertical
axis. Each circle represents a study and the dotted
vertical line indicates the overall (pooled) effect
size for the outcome.

The graphs show a plot of standard error (SE)
versus effect size. The statistical power of a study
is determined by the total sample size and the
number of events, thus it is sensible to base
measures on the SE or variance of the effect
estimate, rather than the total sample size. Using

the SE emphasises the differences between studies
of smaller size, for which biases are most likely to
operate. A funnel plot is based on the fact that

the precision in the estimation of the underlying
treatment effect will increase as the sample size of
component studies increases. Effect estimates from
small studies will, therefore, scatter more widely

at the bottom of the graph, with the spread
narrowing among larger studies.

The first funnel plot was of the data from
comparison 1 (all variants of psychotherapy versus
treatment as usual) for the outcome of recovery.
As can be seen in Figure 49, small- and medium-
sized trials comparing any variant of psychotherapy
versus treatment as usual/a waiting-list control,
where no difference was observed or where active
treatment had a worse outcome, appear to be
missing, suggesting the likelihood of bias towards
positive trials reporting results in favour of the
intervention group. A similar effect can be seen
in the other four funnel plots (Figures 50-53).
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TABLE | Populations studied in the included trials

Country
USA

UK
Canada

Australia

Setting
University psychology departments

Outpatient clinics

Primary care

Recruitment
Outpatient referrals/attenders

Media advertisements
Student volunteers

Combination of methods

Diagnosis for inclusion
MDD

Mild/moderate depression
Depression of unspecified severity

Any level of depression

Diagnostic procedure
Diagnostic research instrument +
depression severity measure

Diagnostic research instrument

Clinical interview + depression
severity measure

Depression severity measure

Exclusion criteria®
On medication for depression

Currently in psychotherapy

Suicidal ideation/attempts

No exclusion criteria reported

Number
of trials

50

43
13

20
22
I
10

24
I
24

31

21

24
24

23
10

" See appendix 6 for the references for each study
T Some trials used more than one exclusion criterion, and the total percentage, therefore, exceeds 100%

%

79
13

68
21
I

32
35
17
16

38
17
38

33

37
37

37
16

Study number”

2-27,29,31-39,41-44,48,51-53,56, 57,59, 61-63
1, 40,4547, 49, 54,55

28, 30, 50

58, 60

2,3,5-7,9, 14-16, 18-24, 26,27, 29, 32-39, 43, 48-53, 55-63
1,4,8,10-13,17,28,30,31,41,42
25, 40, 4447, 54

1,8,10, 12, 13,22,25,29, 30,4042, 4447, 49, 50, 54, 55
6,11,15,16,18,20,26-28,32-34,37-39, 43, 48, 5860, 62, 63
3,7,9,14,19,24,35,51-53, 56

2,4,5,17,21,23,31, 36,57, 61

1,4,5,11-13,20, 23, 25,26, 31, 32, 34, 3840, 4447, 49, 54,58, 6|
3,7,9,10, 14,21, 35, 36,53, 57, 59

2,8,15,16,18, 19,22, 24,27-30, 33, 37,4143, 50-52, 56, 60, 62, 63
6,17,48,55

1,4,5,11-13,17,20, 23, 26, 28, 31-34, 36, 3842, 44, 4649, 54, 58,
59,61,63

6, 10,45,55
2,15,22,29,37,43,50

3,7-9,14,16, 18, 19,21, 24, 25,27, 30, 35, 51-53, 56, 57, 60, 62

4,5,10-12, 17,20, 23, 26, 28, 31-36, 38, 39, 53, 56, 58, 59, 62, 63

1,4,5,12,16,17,22,23, 26,27, 32-35, 37, 38, 44, 49, 53, 54, 56, 58,
59,6l

5,8-10, 13,16, 17,21-23,25-27, 29, 35, 37,42, 43, 45, 50, 57, 59, 60
2,7,9,18,19,21,24,40,51,52
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TABLE 2 Treatments studied in the included trials. All trials are included in a minimum of two categories

Category

Cognitive
behavioural

Interpersonal
Psychodynamic

Supportive

Treatment as usual

Therapy format

Primary objective

Models included Number
of trials
CBT (to include CT 53
and BT)
CBT techniques 6
IPT 8
PDT 10
Client-centred therapy 6
Gestalt therapy 3
Non-specific therapy 12
Waiting list 21
Treatment as usual 5
No treatment 4
Individual therapy 29
Group therapy 26
Both 8
Evaluation of one 17
model or technique
Comparison of two 24
or more models
or techniques
Comparison of 8
therapy format (group
versus individual)
Model dismantling I
analysis (efficacy of
different components
of therapy)
Analysis of I
therapeutic process
Identification of 2

predictive factors
for positive outcome

* See appendix 6 for the references for each study

%

84

10

19

33

46

41

29

38

Study number”

1,2,4-6,8,9, 11,13, 15-18,21-23,25-43, 45-56, 58-63

3,7,9,14,19,24
I, 11-13,22, 32, 44,49
1,4,10, 11, 17,26-28, 42,49

20, 29, 30, 36, 50, 56
5,20,57
10,12, 13,15, 16,28, 31, 33, 45, 48, 52, 57

2,6-9,16,21,22,24, 30, 33, 34, 38,40, 43, 48,50, 51, 53,
58, 60

25,4446, 54
3,14,19,35

1,3,4,9,12-14,17, 19, 20, 23-25, 28, 29, 31, 35, 4446, 48,
49, 51-54, 56, 60, 61

2,5,7,8,10, 11, 15,16, 18,21, 22, 26,27, 30, 32-34, 36-39,
42,50,57,58,62

6,40,41,43,47,55,59, 63

2,14,16,19,21,24,25, 30, 33, 35,42, 44, 46,48, 51, 54, 58

1,3,4,7-13,15,17,18,22,27,28, 31, 36,45, 49, 50, 52,
56, 60

6,40,41,43,47,55,59, 63

23,26, 29, 34,37-39, 53,57, 61, 62

20

532
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TABLE 3 Use of antidepressant intervention in the included trials

Number
of trials
Pharmacotherapy arm(s)
Pharmacotherapy versus psychotherapy
Combination therapy
Psychotherapy trials
Subjects on antidepressants excluded 18

Some subjects in whole sample on antidepressants 10
Some subjects in control group on antidepressants I
Not reported 24

Pharmacotherapyl/psychotherapy trials
Psychotherapy alone

Antidepressant placebo given with psychotherapy

Some subjects in psychotherapy or control groups
on antidepressants

“See appendix 6 for the references for each study

% Study number”

8 13,28,31, 44, 45
4, 10-12,41

29 5,17,20, 23, 26, 32-36, 38, 39, 53, 56, 58, 59, 62, 63

16 1,25, 27, 30,42, 46, 47, 49, 54, 60
2 EY)
38 2,3,6-9, 1416, 18, 19,21, 22,24, 29, 37, 43, 48,
50-52, 55,57, 61
11-13%,28, 31
4,10, 13t
41,44, 45

Y This trial appears twice as it included three arms of psychotherapy, one of which was a combination of ST and placebo antidepressant

TABLE 4 Application of psychotherapy in the included trials

Number %
of trials

Therapists’ qualifications
Qualified specialist (psychiatrist, psychologist) 16 25

Advanced level clinical/counselling 23 37
psychology students

Clinical/counselling psychology students I 17
Range of qualifications 7 I
Not reported 6 10
Specialist pre-trial training

Training of = 3 months 6 10
Training of < 3 months 8 13
Training of unspecified length/content 15 24
No specialist training 34 54
Monitoring of therapy

Tapes assessed by independent raters 24 38
Tapes discussed in supervision 13 21
One-way mirror observation 2 3
No monitoring 24 38

Number of sessions

One-six 22 35
Seven—12 26 41
13-20 13 21
Contrasting numbers of sessions 2 3

“ See appendix 6 for the references for each study

Study number”

I, 10-14,16,23,25,28,31, 44,47, 49, 54, 63
4,6,9,17,26,27,29, 30, 32, 33, 3640, 42,48, 51, 52, 55-58

2,3,15,21,22,34,35,50,53,59,61
5,20,41,43, 45, 46, 62
7,8,18, 19,24, 60

I, 13,20,23,26,55
3,9,14,15,29,31, 38,44
6,16,21,22,25,28, 33, 34, 39,43, 48, 49, 58,59, 6|

2,4,5,7,8,10-12, 17-19, 24,27, 30, 32, 35-37, 4042, 4547,
50-54, 56,57, 60, 62, 63

3,5,8,9,13,15,17, 20, 22, 23, 25, 26, 28, 29, 31, 36, 39, 46,
49, 50, 54, 57,58, 62

1,6, 16,32-34,37,38,41,43,55,59, 61
35,44

2,4,7,10-12, 14,18, 19,21, 24,27, 35, 40, 42, 45, 47, 48,
51-53, 56, 60, 63

3,7-9,14,16, 18, 19, 24, 25, 27, 30, 39, 46,48, 51-53, 56-59
2,4,6,15,21,22,26,28,29,32-38,42,43, 45,47, 50, 55, 60-63
5,10-13,17,20, 23,31, 40, 41, 44, 54

1,49

33



Results

TABLE 5 Outcome measures used in the included trials

Outcome Instruments used Number %  Study number’
of trials
Depression levels ~ BDI 53 84 1-9, 11, 13-24, 26-35, 3744, 46-50, 53-55, 58-60, 62, 63
MMPI 21 33 2,5,15,16,22,26,31,33,37-39,41-43,51-53,57, 59,
61,63
PES 16 25 2,15,16,21,26,29,36-39,43, 56, 60-63
Hopkins SCL/SCL-90- Il 17 1,4, 11-13,20,25, 39, 48, 49
revised
LDACL 7 Il 2,4,28,36,43,56,57
ZSRDS 7 Il 18, 24, 30, 36,43,51, 58
RGSD 5 8 4,12,26,38,39
HRSD (clinician-rated) 25 40 4,5,8,11-13,17,23,26,29,31, 32, 34, 38, 39, 41, 4446,
48, 50, 54, 60, 62, 63
General Global Assessment Scale 3 5 13,26, 38
symptomatology
Social functioning  Social Adjustment Scale 7 I 4,12,13,39,49,55,63
Cognitive- Dysfunctional Attitude 5 8 13,15, 39,62,63
behavioural Scale
functioning Self-esteem Inventory 4 6 1,20,22,30
Wolpe-Lazarus 2 3 437
Assertiveness Scale
Rathus Assertiveness 2 3 27,42
Schedule
Client satisfaction Barrett—Lennard 4 6 3,514,20
with therapy Relationship Inventory
Domains of Satisfaction 2 3 6,42
Scale

* See appendix 6 for the references for each study

PES, Pleasant Events Schedule; SCL, Symptom Checklist; LDACL, Lubin Depression Adjective Checklist; ZSRDS, Zung Self-rating
Depression Scale; RGSD, Raskin Global Scale for Depression



Health Technology Assessment 2001; Vol. 5: No. 35

TABLE 6 Randomisation, allocation concealment and blinding in the included trials

Number %

of trials
Study design
RCT 55 87
CCT (randomisation not used) 8 13

Allocation procedure of RCTs
Randomisation conducted by 2 3
independent research staff

Computer-generated
Table of random numbers
Sealed envelopes

Blocked

Procedure not described 45 7

N — U0 N
— W NN 00 W

Allocation procedure of CCTs
Simple rotation

Coin tossing
Subjects matched

w W —- —
o 0NN

Procedure not described

Stratification of RCTs
Stratification 5

0

Pre-randomisation matching 9 14

Blinding
Subjects blind to therapeutic model 4 6
Not described 59 94

Blinding at assessment interviews
Blind raters used 21 33

Independent raters used 6 10

* See appendix 6 for the references for each study

TABLE 7 Patient follow-up in the included trials

Number %
of trials

Attrition rate (%) post-treatment’

No dropouts 4 6
1-10% 13 21
11-25% 19 30
> 25% 13 21
Not reported 14 22
Final follow-up assessment

=< 3 months post-treatment 25 40
4—6 months post-treatment 10 16
> 6 months post-treatment 20 32
Follow-up not conducted 8 13
Maintenance treatment given 2 3

“ See appendix 6 for the references for each study

Study number”

-6, 8-23, 25, 27-35, 3740, 42-50, 53-55, 57-63
7,24,26,36,41,51,52,56

45,49

13,25
17,21, 31, 40,47
45

5,29

1—4,6,8-12, 14-16, 18-20, 22, 23,27, 28, 30, 32-35, 37-39, 4244,
46, 48-50, 5355, 57-63

56
36
7,51,52
24,26, 41

I, 14, 18,25, 46
8,16,17,20,21,23, 49, 50, 58

3,4,10, 14
1,2,5-9, 11-13, 15-63

4,11-13,17,23,25, 26, 34, 38, 39, 4446, 48, 50, 54, 55, 6 1-63
1,6,28,31,32,41

Study number”

43,48,51,59

14,21,23-25,27,28, 34-36, 45, 47,52
2,11,15,17,20,26,29,31, 33, 38, 39,41, 44, 54,57, 60, 62, 63
1,4,5,12,13, 16, 18, 30, 40, 42, 46, 49, 58

3,6-10, 19,22, 32, 37,50, 53, 55, 56

3,8,9,14-16, 18,21, 22,26, 27, 30, 35, 37,41, 42, 48, 50-53, 57, 6 | -63

4,6,20,24,29,39,43,47,55,58

1,2,5,7,11-13,17,23,25, 28, 33, 34, 38, 40, 44, 46, 49, 54, 60
19,31, 32, 36, 45, 47, 56, 59

4,10

1 The mean attrition rate in the 49 trials reporting dropouts before and during treatment was 17% (SD 13.65)
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TABLE 8 Reporting and analysis in the included trials

Number %  Study number”

of trials

Method of analysis

ITT analysis/complete data sets Il 17 23,25,36,40,43-45,47,48,51, 59

Endpoint analysis 7 Il 4,5 10-13,31

Completers only 32 51 1,2,6-9,14-17,20,21, 26,27, 29, 30, 33-35, 37, 39, 41, 42, 46, 49, 54,
55,57,58,61-63

Dropouts replaced 3 5 28,56,60

Insufficient data to identify method 10 16 3,18,19,22,24,32,38,50,52,53

Identification of main outcomes

Outcomes specified a priori 20 32 4-6,13, 14, 20,22, 23,28, 30, 35, 37-39, 49, 50, 54-56, 63

Outcomes stated 38 60 1-3,7-9,11,12,15-19,21,24-26, 29, 31-34, 36, 4048, 57-62

Outcomes unclear 5 8 10,27,51-53

Reporting of data®

Measures of variability (SDs) 46 73 1,3-7,9,13,14, 16, 18,20,22-26,29-31, 33—41,43—49,51-53, 55-57,
59, 60, 62, 63

Graphs 25 40 1,4,6,10-13,16,18,25,27,28,30,31,34,37,41, 43, 44, 47-49, 52, 56

* See appendix 6 for the references for each study
T The total percentage does not total 100% because some trials reported more than one aspect of statistical information

TABLE 9 Treatment outcomes used in the included trials

Outcome Time of Number % Study number't
assessment  of trials

Recovery Post-treatment 32 51 4,5,11-13,16,17,23,25,26,28,29,31, 33-35, 40, 41, 44-50,
52,54-56, 58,59, 63
(5,17, 25, 26, 40, 44—46, 49, 58)

Non-symptomatic Final follow-up 14 22 5,6,17,23,25,28, 33, 35, 44, 48, 49, 54, 55, 63
(5,17, 25,44, 49)

Reported dropouts Post-treatment 38 60 4-7,11-14,16,17,21,23,26,28-31, 33-36, 38,4043, 45-50,
52, 54, 56, 58, 60, 63
(5,17, 26,40, 45, 46, 49, 58)

Mean change Post-treatment 10 16 5,17,21,36,44—46,49,57,58
from baseline (5, 17,44-46,49,57,58)

Final follow-up 6 10 5,17,25,44,46,57
(5, 17,25,44,46,57)

Mean differences Post-treatment 40 63 3-7,9,13,14,17,22,23,25,26,29-31, 33-36, 38—41,43-48,
between groups 51-53,55,57-60, 62, 63
(5,17, 25, 26, 40, 44—46, 57, 58)

Final follow-up 26 41 3,5-7,9,14,17,22,23, 25, 26, 29, 33, 39, 40, 43, 44, 4648, 53,
55,57, 60, 62,63
(5,17, 25,26, 40, 44, 46, 57)

Dichotomous and Post-treatment 26 41 4-6,13,17,23,25,26,29,31,33-35,40, 41,4449, 52, 55, 58, 59, 63

continuous symptom (5, 17, 25, 26, 40, 44—46, 58)
outcomes reported  Finy| follow-up 10 16 5,6,17,23,25,33,44,48,55,63

(5, 17,25, 44)
Excluded from meta-analysis due 13 19 1,2,8,10, 15, 18-20, 24,27, 32, 37, 61

to inappropriate comparison or
insufficient data

“ See appendix 6 for the references for each study
T The italicised study numbers in parentheses indicate those for which additional data were submitted by authors
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TABLE 10 Grouping of QRS items

Item number

0 N O U1 AW N —

Items

Objectives and specification of main outcomes a priori

Sample size (number per group)

Planned duration of trial including follow-up

Power calculation

Method of allocation

Concealment of allocation

Clear description of treatment and adjunctive treatment

Blinding of subjects

Source of subjects described and representative sample recruitment
Use of diagnostic criteria or clear specification of inclusion criteria
Record of exclusion criteria and number of exclusions/refusals
Description of sample demographics

Blinding of assessor

Assessment of compliance with experimental treatments

Details on side-effects

Record of number and reasons for withdrawals by group
Outcome measures described or use of validated instruments
Information on comparability/adjustment for differences in analysis
Inclusion of withdrawals in analysis

Presentation of results with inclusion of data for re-analysis
Appropriate statistical analysis

Conclusions justified

Declaration of interests (e.g. source of funding)

Group

N W W W h W w

| +4
| +4
| +4
| +4
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TABLE 11 Quadlity rating of trials according to groups.A list of scores for all individual QRS items relating to each trial is attached in

appendix 10
Group Items from QRS Score
1 +4
Patient group and 9,10, 11, 12 0-2
external validity
3-5
6-8
2
Intervention 7,14, 15 0-2
34
5-6
3
Internal validity 1,2,4,56,8,13,17, 0-8
18,20,21,23
9-15
1624
3+4
Internal validity and 16, 19,22 0-2
external validity
34
5-6
4
External validity 3 0
I
2
1,2,3+4
Overall score All items 0-9
of trials
10-19
20-29
= 30

" See appendix 6 for the references for each study

Number
of trials

19

26
18

43

26

35

38

22

23

16
24

24

28

%

30

41
29

68

30

41

56

60

35

37

25
38

38

44

Study number”

2,3,7-9,14-16, 19,21, 24, 30,47,51-53, 55-57

5,6, 18,22,27-29, 32-37, 3943, 48-50, 59-63
1,4,10-13,17,20, 23, 25, 26, 31, 38, 4446, 54, 58

1,2,7-11,13-19,22-24, 26, 29, 30, 32-34, 37-39,
42,44, 46-53,55-61

3,5,6,12,20,21,25,27,28,31, 35, 36,40, 41, 43,
45, 54,62, 63

4

1-3,7,9, 15,18, 19,21,24,27, 32,36, 37,41,42,47,
51-53,56-61

5,6,8,10-12, 14, 16, 17,20, 22, 23,25, 26, 28-31,
33-35, 3840, 4346, 48-50, 54, 55, 62, 63

4,13

1-3,6-9, 11, 15,16, 18, 19,22, 24,27-30, 32, 34-38,
42,46, 49, 50-57, 59, 62, 63

4,5,10,12-14, 17,20, 21, 23, 26, 33, 3941, 4345,
47,58, 60, 61

25,31,48

3,7-9,14,15, 18,19, 30, 32, 35-38, 41, 42, 50-53,
56,57,59

16,21,22,24,26,27,29,31,43, 45,48, 54, 58, 61-63

1,2,4-6,10-13, 17,20, 23, 25, 28, 33, 34, 39, 40, 44,
46,47,49, 55, 60

7,15,19,24,51,52, 56,57

1-3,8,9, 14, 16, 18,21,27,29, 30,32, 35-37, 41,
42,47,50, 53,58, 59, 61

5,6,10-12,17,20, 22,26, 28, 31, 33, 34, 3840,
4346, 48, 49, 53-55, 60, 62, 63

4,13,23,25
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Study” Psychotherapy Treatment Peto OR Weight Peto OR
as usual (95% CI fixed) (%) (95% Cl fixed)

n/IN n/N
16 11724 1/10 —— 34 4.59 (95% Cl, 1.00 to 20.98)
25 53/77 36/76 —a— 19.3 2.40 (95% ClI, 1.27 to 4.56)
33 12/23 1/9 —— 33 5.20 (95% CI, I.11 to 24.37)
34 12/15 1/13 —_— 3.7 16.50 (95% Cl, 3.82 to 71.21)
35 23/44 14/45 1.3 2.37 (95% Cl, 1.02 to 5.47)
40 26/44 10/23 - 79 1.86 (95% Cl, 0.68 to 5.07)
44 43/93 15/92 —a— 20.7 3.99 (95% Cl, 2.15 to 7.41)
45 33/60 14/30 —1— 10.4 1.39 (95% CI, 0.58 to 3.33)
46 15/24 8/24 —— 6.3 3.14 (95% ClI, 1.02 to 9.63)
48 5/12 2/12 S 2.7 3.19 (95% Cl,0.57 to 17.87)
50 924 0/8 e 2.6 6.03 (95% ClI, 1.05 to 34.77)
54 14/24 4/20 — 5.6 4.71 (95% Cl, 1.43 to 15.53)
58 4/31 2/29 S e — 2.8 1.93 (95% Cl,0.36 to 10.28)
Total 260/495 108/391 &> 100.0 3.01 (95% Cl,2.27 to 3.99)
Test for heterogeneity x> = 12.88,df = 12,p = 0.38
Test for overall effect z = 7.66, p < 0.00001

0.01 0.1 I 10 100

Favours treatment Favours psychotherapy
as usual

“See appendix 6 for the references for each study

FIGURE | Recovery at post-treatment for all variants of psychotherapy versus treatment as usualla waiting-list control
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* See appendix 6 for the references for each study

Favours psychotherapy

Favours treatment

as usual

Study” Psychotherapy Treatment OR Weight OR
as usual (95% Cl random) (%) (95% CI random)
n/IN n/N
6 1715 2/15 4.0 0.46 (95% Cl,0.04 to 5.75)
7 3/26 11/32 —_— 85 0.25 (95% Cl, 0.06 to 1.02)
16 6/24 0/10 3.1 7.38 (95% Cl,0.38 to 144.47)
21 2/16 1/12 = 4.0 1.57 (95% Cl,0.13 to 19.67)
30 5127 2/14 —_—r 6.5 1.36 (95% Cl,0.23 to 8.12)
33 3/23 3/9 - . 6.3 0.30 (95% Cl,0.05 to 1.89)
34 2/30 2/13 — = 5.3 0.39 (95% Cl,0.05 to 3.15)
35 13/44 2/45 —_—— 7.6 9.02 (95% ClI, 1.90 to 42.85)
38 3/12 1716 —_—t 43 5.00 (95% ClI, 0.45 to 55.63)
40 15/44 4/23 - 9.5 2.46 (95% Cl,0.71 to 8.54)
43 1/23 1/10 = 33 0.41 (95% Cl,0.02 to 7.28)
45 8/60 2/30 —_— 73 2.15 (95% Cl,0.43 to 10.84)
46 6/24 8/24 — = 9.5 0.67 (95% Cl,0.19 to 2.34)
48 0/12 0/12 0.0 Not estimable
54 7124 3/20 —t 79 2.33 (95% Cl,0.52 to 10.57)
58 12/31 5/29 —— 9.8 3.03 (95% CI,0.91 to 10.11)
60 4/16 0/9 3.0 6.84 (95% Cl,0.33 to 143.16)
Total 91/451 47/323 o 100.0 1.45 (95% Cl,0.81 to 2.58)
Test for heterogeneity x* = 24.65, df = 15, p = 0.055
Test for overall effect z = 1.26,p = 0.2
0.01 0.1 I 10 100

FIGURE 2 Reported dropouts at post-treatment for all variants of psychotherapy versus treatment as usual/a waiting-list control
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Study* Psychotherapy Treatment SMD Weight SMD
as usual (95% Cl random) (%) (95% CI random)
n Mean (SD) n Mean (SD)
3 10 4.10 (3.54) 10 14.70 (5.08) 33 —2.32 (95% CI,-3.51 to —I.13)
6 13 15.08 (10.43) 111818 (11.29) — 4.6 —0.28 (95% CI,—1.08 to 0.53)
7 23 874 (6.49) 21 17.76 (9.27) —_— 5.2 —1.12 (95% Cl,—1.76 to —0.48)
9 19 14.11 (4.51) 19 14.86 (4.89) —r 5.2 —0.16 (95% Cl,—0.79 to 0.48)
14 10 9.60 (8.36) 10 12.00 (7.69) —_— 43 —0.29 (95% Cl,—1.17 to 0.60)
25 71 26.70 (14.60) 69 25.60 (13.70) - 6.3 0.08 (95% Cl,-0.25 to 0.41)
30 22 38.96 (7.25) 12 55.00 (9.81) —_— 44 —-1.91 (95% Cl,-2.76 to —1.05)
33 I 9.82 (4.71) 6 21.00 (6.27) 32 —2.01 (95% Cl,-3.27 to —0.75)
34 14 657 (3.29) Il 2473 (7.76) «<—— 32 -3.09 (95% Cl,—4.31 to —1.87)
35 31 6.06 (5.60) 43 11.83 (8.90) —_ 5.8 —0.74 (95% Cl,—1.22 to —0.26)
38 9 20.89 (12.12) 15 21.87 (8.20) I — 4.5 —0.10 (95% CI,—0.92 to 0.73)
40 27 16.81 (10.58) 23 22.78 (10.96) — 5.5 —0.55 (95% Cl,—1.11 to 0.02)
43 12 7.30 (6.40) 10 21.70 (9.00) 3.8 —1.80 (95% Cl,-2.83 to 0.78)
44 93 12.08 (6.68) 92 15.29 (6.97) - 6.4 —0.47 (95% Cl,—0.76 to —0.18)
45 23 6.74 (6.07) 28 8.75(7.47) —T 5.5 —0.29 (95% Cl,—0.84 to 0.27)
46 18 17.70 (10.00) 16 22.70 (11.20) — 5.0 —0.46 (95% Cl,—1.14 to 0.22)
48 12 11.64 (8.20) 121850 (9.32) — 4.5 —0.75 (95% Cl,—1.59 to 0.08)
51 11 60.90 (9.90) Il 82.80 (9.50) 3.6 —2.17 (95% Cl,-3.27 to —1.08)
53 7 5.60 (4.70) 7 20.10 (5.80) ¢«—— 25 —2.57 (95% Cl,—4.11 to —1.04)
57 Il 60.80 (15.70) 11 61.30 (16.30) —_— 4.5 —0.03 (95% Cl,—-0.87 to 0.81)
58 19 16.79 (9.30) 23 22.79 (9.80) — 53 —0.61 (95% Cl,—1.24 to 0.01)
60 8 9.00 (6.82) 9 21.44 (5.52) 33 —-1.92 (95% Cl,-3.12 to -0.71)
Total 474 469 L 4 100.0 —0.90 (95% Cl,—1.21 to —0.60)
Test for heterogeneity x* = 89.26, df = 21, p < 0.00001
Test for overall effect z = 5.77,p < 0.00001
—4 -2 0 2 4

Favours treatment
as usual

Favours psychotherapy

“See appendix 6 for the references for each study

FIGURE 3 Mean differences post-treatment for all variants of psychotherapy versus treatment as usuall/a waiting-list control
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Study” Psychotherapy Treatment SMD Weight SMD
as usual (95% Cl fixed) (%) (95% ClI fixed)

n Mean (SD) n Mean (SD)

21 16 9.67(626) 12 673 (5.68) 7.5 0.47 (95% C1,-0.29 to 1.23)
44 93 1023 (7.08) 92 8.14(7.17) I — 513 0.29 (95% CI,0.00 to 0.58)
45 23 10.87 (7.15) 28 10.82 (7.26) 142 0.01 (95% Cl,~0.54 to 0.56)
46 I8 13.17(991) 16 8.62 (9.06) 9.2 0.47 (95% C1,-0.22 to 1.15)
57 Il 60.80 (1570) Il 61.30 (16.30) 6.2 —0.03 (95% CI,—0.87 to 0.81)
58 19 947 (1036) 24 6.00 (8.89) 117 0.36 (95% Cl,—0.25 to 0.96)
Total 180 183 - 100.0 0.27 (95% Cl, 0.06 to 0.48)

Test for heterogeneity x> = 2.06, df = 5, p = 0.84
Test for overall effect z = 2.54,p = 0.0l

-1 —0.5 0 0.5 |

Favours treatment Favours psychotherapy
as usual

" See appendix 6 for the references for each study

FIGURE 4 Mean change from baseline at post-treatment for all variants of psychotherapy versus treatment as usuall/a waiting-list control

Study* Psychotherapy Treatment OR Weight OR
as usual (95% Cl random) (%) (95% CI random)
n/N n/N

Up to 3 months

25 45177 35/76 —— 348 1.65 (95% Cl,0.87 to 3.12)
35 25/44 27/45 L 30.8 0.88 (95% Cl,0.38 to 2.04)
48 9/12 1712 — 103 33.00 (95% Cl,2.91 to 374.33)
54 10/24 9/20 = 24.1  0.87 (95% Cl,0.26 to 2.89)
Subtotal 89/157 72/153 ——— 100.0 1.59 (95% ClI, 0.65 to 3.90)

Test for heterogeneity %* = 8.60, df = 3, p = 0.035
Test for overall effect z = 1.01,p = 0.3

Total 89/157 72/153 ——— 100.0 1.59 (95% CI, 0.65 to 3.90)

Test for heterogeneity x> = 8.60, df = 3, p = 0.035
Test for overall effect z = 1.01,p = 0.3

0.1 02 I 5 10

Favours treatment Favours psychotherapy
as usual

" See appendix 6 for the references for each study

FIGURE 5 Number of patients who were non-symptomatic at follow-up for all variants of psychotherapy versus treatment as usualla
waiting-list control
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Study” Psychotherapy Treatment SMD Weight SMD
as usual (95% Cl random) (%) (95% Cl random)

n Mean (SD) n Mean (SD)

Up to | month
3 10 2.80 (2.30) 10 1550 (4.65) «— 33 —-3.32 (95% Cl,—4.76 to —1.87)
9 19 7.65 (6.02) 19 1221 (8.56) — 9.0 —0.60 (95% Cl,—1.26 to 0.05)
14 10 4.30 (3.19) 10 9.90 (4.77) E— 5.7 —-1.32 (95% Cl,-2.31 to —0.33)
Subtotal 39 39 ———— 18.1 —1.61 (95% Cl,—2.98 to —0.25)
Test for heterogeneity 2 = 11.46, df = 2, p = 0.0032
Test for overall effect z = 2.31,p = 0.02
Up to 3 months
25 66 15.60 (10.30) 62 20.30 (14.20) - 13.1 —0.38 (95% Cl,—0.73 to —0.03)
33 I 982 (4.71) 6 21.00 (6.27) 4.1 —2.01 (95% ClI,-3.27 to —0.75)
43 Il 840 (7.80) 9 13.20 (10.30) T 6.5 —0.51 (95% Cl,—1.41 to 0.39)
46 16 14.00 (9.40) Il 16.50 (10.10) e 77 —0.25 (95% ClI,—1.02 to 0.52)
48 Il 827 (8.84) 12 20.67 (9.89) E— 6.4 —-1.27 (95% Cl,-2.18 to —0.36)
57 Il 63.00 (18.00) Il 67.30 (11.90) T 7.0 —0.27 (95% Cl,—I.11 to 0.57)
Subtotal 126 I - 44.7 —0.63 (95% Cl,—1.06 to —0.20)
Test for heterogeneity x* = 9.42, df = 5, p = 0.094
Test for overall effect z = 2.87, p = 0.004
6-9 months
44 93 9.32 (6.57) 92 13.09 (6.54) - 13.8 —0.57 (95% Cl,—0.87 to —0.28)
46 15 13.70 (7.70) Il 17.80 (10.60) — 7.5 —0.44 (95% Cl,—1.23 to 0.35)
Subtotal 108 103 - 21.3 —0.56 (95% Cl,—0.83 to —0.28)
Test for heterogeneity x> = 0.10,df = I, p = 0.76
Test for overall effect z = 3.96, p = 0.00008
I year
46 16 10.00 (10.50) 8 14.90 (6.80) — 6.8 —0.50 (95% Cl,—1.36 to 0.36)
Subtotal 16 8 ———r— 6.8 —0.50 (95% Cl,—1.36 to 0.36)
Test for heterogeneity x* = 0.0, df = 0
Test for overall effect z = 1.13,p = 0.3
2 years
7 23 5.91 (6.98) 21 1643 (11.71) — 9.2 —1.08 (95% Cl,—1.72 to —0.45)
Subtotal 23 21 ——_— 9.2 —1.08 (95% Cl,—1.72 to —0.45)
Test for heterogeneity % = 0.0, df = 0
Test for overall effect z = 3.33, p = 0.0009
Total 312 282 - 100.0 —0.77 (95% Cl,—1.07 to —0.47)
Test for heterogeneity x> = 27.79, df = 12, p = 0.0059
Test for overall effect z = 5.10, p < 0.00001
—4 -2 0 2 4
Favours psychotherapy Favours treatment

as usual

* See appendix 6 for the references for each study

FIGURE 6 Mean differences at follow-up for all variants of psychotherapy versus treatment as usuall/a waiting-list control
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Results

Study” Psychotherapy Treatment SMD Weight SMD
as usual (95% ClI fixed) (%) (95% CI fixed)

n Mean (SD) n Mean (SD)
Up to 3 months
25 66 25.80 (13.80) 62 17.40 (12.60) 23.8 0.63 (95% Cl,0.28 to 0.99)
46 16 16.80 (11.31) 11 1291 (7.85) 50 0.37 (95% CI,—0.40 to 1.15)
57 Il 63.00 (18.00) Il 67.30 (11.90) 43 -0.27 (95% Cl,—1.11 to 0.57)
Subtotal 93 84 ———  33.1 0.48 (95% Cl,0.17 to 0.78)

Test for heterogeneity x* = 3.83,df = 2,p = 0.15
Test for overall effect z = 3.09, p = 0.002

6-9 months

25 61 26.00 (11.00) 56 19.20 (14.70)
44 93 12.99 (6.92) 92 10.35 (7.51)
46 15 17.07 (7.40) 12 12.83 (10.52)
Subtotal 169 160

Test for heterogeneity XZ =045,df=2,p=08
Test for overall effect z = 3.83,p = 0.0001

I year
46 14 20.64 (9.86) 9 15.22 (6.20)
Subtotal |4 9

Test for heterogeneity %* = 0.0, df = 0
Test for overall effect z = 1.38,p = 0.17

Total 276 253

Test for heterogeneity x> = 4.47,df = 6, p = 0.6
Test for overall effect z = 5.10, p < 0.00001

- . 221
— 35.6
5.1

- 62.8

4.1
> 4.1

- 100.0

Favours treatment

" See appendix 6 for the references for each study

0.5 0 0.5 I

Favours psychotherapy
as usual

0.52 (95% CI,0.15 to 0.89)
0.36 (95% CI,0.07 to 0.65)
0.46 (95% CI,-0.31 to 1.23)

0.43 (95% Cl,0.21 to 0.65)

0.60 (95% CI,-0.26 to 1.46)
0.60 (95% Cl,—-0.26 to 1.46)

0.45 (95% Cl,0.28 to 0.62)

FIGURE 7 Mean change from baseline at follow-up for all variants of psychotherapy versus treatment as usual/a waiting-list control
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4
5

Il

13

16

17

26

28

29

31

33

45

49 (8 sessions)
49 (16 sessions)
50

52

56

Total

Study’ CBT +CT +BT

n/IN

16/33
7127
14/32
29/62
8/12
24/36
22/43
21/44
25/38
9/l
10/12
12/30
16/35
19/40
5/8
13/14
12/14

262/491

IPT + PDT + ST

n/IN

10/31
11/28
1/24
59/125
3/12
13/30
5/6
23/99
4/12
8/14
2/11
21/30
11/35
17/40
2/8
2/14
4/14

196/533

Test for heterogeneity %2 = 53.56, df = 16, p < 0.00001
Test for overall effect z = 3.06,p = 0.002

OR Weight OR
(95% Cl random) (%) (95% Cl random)
—-— 7.3 1.98 (95% CI,0.72 to 5.46)

- 69  0.54 (95% Cl,0.17 to 1.70)

— =5 40 17.89 (95% Cl,2.15 to 149.11)

- 86 0.98 (95% Cl,0.53 to 1.81)
. 49  6.00 (95% Cl, 1.02 to 35.38)

—— 74 262 (95% Cl,0.96 to 7.12)

— 3.8 021 (95% Cl,0.02 to 1.95)
— 82  3.02 (95% Cl, 1.42 to 6.41)

- 6.1  3.85(95% Cl,0.97 to 15.21)

I E— 4.7  3.38 (95% CI,0.52 to 21.73)

—=——> 4.0 22.50 (95% CI,2.60 to 194.51)
7.1 0.29 (95% Cl,0.10 to 0.83)

- 7.4 1.84 (95% Cl,0.69 to 4.87)
- 7.8 122 (95% CI,0.51 to 2.96)
. 40 5.0 (95% CI,0.58 to 42.80)

— 3.3 78.00 (95% Cl, 6.24 to 974.76)
—=—— 46 1500 (95% Cl, 2.26 to 99.64)

- 100.0  2.40 (95% CI, 1.37 to 4.21)

0.0l
Favours IPT + PDT + ST

" See appendix 6 for the references for each study

10 100
Favours CBT + CT + BT

FIGURE 8 Recovery at post-treatment for CBT + CT + BT versus PDT + IPT + ST
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Results

Study”

4
5

Il

13

16

17

26

28

29

30

31

33

36

42

45

49 (8 sessions)

50
52
56

Total

49 (16 sessions)

CBT + CT + BT

n/IN

8/33
6/27
5/32
22/62
4/12
5/36
5/16
2/44
8/38
5127
3/11
1712
2/12
5/16
7/30
5/35
10/40
0/8
1714
3/14

107/519

IPT + PDT + ST

Test for heterogeneity x> = 23.86,df = 18,p = 0.16
Test for overall effect z =-0.61,p = 0.5

Favours CBT + CT + BT

* See appendix 6 for the references for each study

Peto OR

Weight Peto OR

N (95% ClI fixed) (%)
9/31 — 7.7
6/28 —_— 5.8
4124 — 45

16/63 R 16.1
212 —_— 2.8
9/30 e 6.7
16 —_—t 22

21/99 — 10.0
3/12 — 3.9

13/30 —— 7.5
3/14 —— 2.8
211 —_— 1.6
41 e 2.8
5/16 — 43
1/30 — 43
5/35 — 5.3
7/40 —t— 8.2
0/8 0.0
0/14 0.6
3/14 — 3.0

14/528 - 100.0

0.0l 0.1 | 10 100

Favours IPT + PDT + ST

(95% ClI fixed)

0.79 (95% Cl, 0.26 to 2.36)
1.05 (95% Cl,0.29 to 3.72)
0.93 (95% Cl,0.22 to 3.87)
1.60 (95% Cl,0.75 to 3.43)
2.34 (95% Cl,0.38 to 14.31)
0.39 (95% Cl,0.12 to 1.25)
2.02 (95% Cl,0.26 to 15.80)
0.29 (95% Cl,0.11 to 0.77)
0.80 (95% Cl,0.17 to 3.76)
0.32 (95% CI,0.11 to 0.98)
1.36 (95% Cl,0.22 to 8.33)
0.44 (95% Cl, 0.04 to 4.69)
0.38 (95% Cl,0.06 to 2.33)
1.00 (95% Cl,0.23 to 4.36)
5.48 (95% ClI, 1.25 to 24.00)
1.00 (95% Cl, 0.26 to 3.78)
1.56 (95% Cl, 0.54 to 4.51)
Not estimable

7.39 (95% CI,0.15 to 372.41)
1.00 (95% Cl,0.17 to 5.89)

0.91 (95% Cl,0.67 to 1.23)

FIGURE 9 Reported dropouts at post-treatment for CBT + CT + BT versus PDT + IPT + ST
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Study* CBT+CT +BT IPT +PDT+ST WMD Weight WMD
(95% CI random) (%) (95% CI random)
n Mean (SD) n Mean (SD)
4 25 7.30 (6.79) 22 11.00 (7.54) 9.0 -3.70 (95% Cl,—7.82 to 0.42)
5 21 14.70 (10.59) 22 15.42 (9.83) 7.3  —0.72 (95% Cl,—6.83 to 5.39)
13 59 13.40 (10.60) 61 12.00 (10.60) S EE— 9.2 1.40 (95% Cl,-2.39 to 5.19)
17 30 9.23 (8.74) 19 10.74 (5.45) E— 9.1  —1.51 (95% Cl,—-5.48 to 2.46)
22 13 9.85 (6.49) 14 9.43(7.29)  IE— 8.1 0.42 (95% CI,—4.78 to 5.62)
26 11 17.64 (12.68) 5 3.60 (2.30) —>r6.1 14.04 (95% Cl, 6.28 to 21.80)
29 10 4.80 (3.55) 9 9.67 (5.75) 88 —4.87 (95% Cl,—9.22 to —0.52)
30 22 38.96 (7.25) 17 4991 (12.19)¢—— 7.0 —10.95 (95% Cl,—17.49 to —4.41)
31 Il 6.73 (6.29) 13 5.77 (5.23) E— 8.5 0.96 (95% CI,-3.72 to 5.64)
33 I 982 (4.71) 9 18.00(7.48) < 77 -8.18 (95% Cl,—13.80 to —2.56)
36 12 4325 (14.94) 11 4841 (13.22) 40 -5.16 (95% Cl,—-16.67 to 6.35)
45 23 6.74 (6.07) 29 490 (5.59) - 9.7 1.84 (95% Cl,—1.37 to 5.05)
52 6 59.30 (3.70) 7 73.40 (I I.IO)‘— 55 -14.10 (95% Cl,—22.84 to —5.36)
Total 254 238 —— 100.0 —2.05 (95% Cl,—4.92 to 0.83)
Test for heterogeneity xz = 48.65,df = 12, p < 0.00001
Test for overall effect z = 1.39,p = 0.16
-10 -5 0 5 10
Favours CBT + CT + BT Favours IPT + PDT + ST
" See appendix 6 for the references for each study

FIGURE 10 Mean differences post-treatment for CBT + CT + BT versus PDT + IPT + ST

Favours IPT + PDT + ST

“See appendix 6 for the references for each study

Study” CBT + CT + BT IPT + PDT + ST WMD Weight WMD
(95% ClI fixed) (%) (95% CI fixed)
n Mean (SD) n Mean (SD)
5 21 12.46 (9.19) 22 9.72 (9.92) 1.5 2.74 (95% Cl,-2.97 to 8.45)
17 31 9.47 (8.12) 21 981 (927) —mMa—— 15.8 -0.34 (95% Cl,—-5.23 to 4.55)
36 12 2892 (14.58) 11 21.42 (18.09) 2.1 7.50 (95% Cl,—6.00 to 21.00)
45 23 10.87 (7.15) 29 10.79 (6.91) —— 253 0.08 (95% Cl,-3.78 to 3.94)
49 (8 sessions) 29 12.02 (6.81) 29 8.05 (8.89) —e— 227 397 (95% ClI,-0.11 to 8.05)
49 (16 sessions) 27 14.90 (7.94) 28 13.27 (7.46) —_t - 22.7  1.63 (95% Cl,—2.44 to 5.70)
Total 143 140 - 100.0 1.71 (95% CI,—0.23 to 3.65)
Test for heterogeneity x* = 3.38,df = 5, p = 0.64
Test for overall effect z = 1.72,p = 0.08
-10 -5 0 5 10

Favours CBT + CT + BT

FIGURE Il Mean change from baseline at post-treatment for CBT + CT + BT versus PDT + IPT + ST
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Results

Study” CBT +CT + BT IPT + PDT + ST Peto OR Weight Peto OR
(95% CI fixed) (%) (95% CI fixed)
n/IN n/IN

3 months

5 10/27 13/28 — 145 0.68 (95% Cl, 0.24 to 1.98)
17 19/36 11/30 T 17.5 1.90 (95% ClI,0.72 to 4.98)
28 15/44 21/99 T 246 1.97 (95% CI,0.87 to 4.46)
Subtotal 44/107 45/157 - 56.6 1.49 (95% Cl,0.87 to 2.54)

Test for heterogeneity 2 = 2.75,df = 2,p = 0.25
Test for overall effect z = 1.44,p = 0.15

6 months
33 10/12 2/11 - 64 12.15 (95% Cl, 2.45 to 60.30)
Subtotal 10/12 2/11 ———— 4 12.15 (95% Cl, 2.45 to 60.30)

Test for heterogeneity x> = 0.0, df = 0
Test for overall effect z = 3.06, p = 0.002

I year

49 (8 sessions)  14/35 11/35 T 174 1.44 (95% CI,0.55 to 3.81)
49 (16 sessions) 15/40 13/40 r 19.6 1.24 (95% CI,0.50 to 3.10)
Subtotal 29/75 24/75 370 1.33 (95% CI,0.69 to 2.59)

Test for heterogeneity x* = 0.05,df = |, p = 0.82
Test for overall effect z = 0.85,p = 0.4

Total 83/194 711243 > 100.0 1.63 (95% Cl, 1.09 to 2.45)

Test for heterogeneity x> = 9.31, df = 5, p = 0.097
Test for overall effect z = 2.37,p = 0.02

0.0l 0.1 | 10 100
Favours IPT + PDT + ST  Favours CBT + CT + BT

" See appendix 6 for the references for each study

FIGURE 12 Number of patients who were non-symptomatic at follow-up for CBT + CT + BT versus PDT + IPT + ST
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-10 -5
Favours CBT + CT + BT

" See appendix 6 for the references for each study

Study” CBT +CT +BT IPT +PDT +ST WMD Weight WMD
(95% ClI fixed) (%) (95% ClI fixed)

n Mean (SD) n Mean (SD)
Up to 3 months
5 21 12.93 (9.84) 22 11.64 (8.62) — 9.1 1.29 (95% Cl,—4.25 to 6.83)
17 28 886 (8.16) 19 12.11 (697) ———1 148 —-3.25 (95% Cl,-7.60 to 1.10)
22 13 7.08 (4.99) 14 864 (7.71) — 1.8 —1.56 (95% Cl,—6.43 to 3.31)
26 Il 11.50 (10.10) 5 6.60 (6.10) 44 490 (95% CI,-3.11 to 12.91)
29 10 475 (1.89) 9 8.60(3.21) —— 48.6 —3.85 (95% Cl,—6.25 to —1.45)
Subtotal 83 69 - 887 —2.48 (95% Cl,—4.26 to —0.71)
Test for heterogeneity x* = 6.54,df = 4,p = 0.16
Test for overall effect z = 2.74, p = 0.006
6 months
33 10 9.50 (3.64) 8 19.50 (6.39)¢— 1.3 —10.00 (95% ClI,—14.97 to —5.03)
Subtotal 10 8 < 1.3 —10.00 (95% CI,—14.97 to —5.03)
Test for heterogeneity % = 0.0, df = 0
Test for overall effect z = 3.94, p = 0.00008
Total 93 77 o 100.0 -3.34 (95% CI,-5.01 to —1.66)
Test for heterogeneity x* = 14.33,df = 5,p = 0.014
Test for overall effect z = 3.91, p = 0.00009

5 10
Favours IPT + PDT + ST

FIGURE 13 Mean differences at follow-up for CBT + CT + BT versus PDT + IPT + ST
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Results

Total 49

Study’ CBT +CT +BT

n Mean (SD)
3 months
5 21 14.23 (8.82)
17 28 9.05 (6.68)
Subtotal 49

Test for heterogeneity x* = 0.04, df = |, p = 0.84
Test for overall effect z = 0.66,p = 0.5

Test for heterogeneity x* = 0.04,df = |, p = 0.84
Test for overall effect z = 0.66,p = 0.5

IPT + PDT + ST WMD

(95% ClI fixed) (%)
n Mean (SD)
22 13.50 (9.31) = 40.2
20 7.60 (8.41) L 59.8
42 ——— 100.0
42 ——_——— 100.0

-10 -5 0 5 10

Favours IPT + PDT + ST

* See appendix 6 for the references for each study

Weight WMD

(95% Cl fixed)

0.73 (95% Cl,—4.69 to 6.15)
|.45 (95% Cl,-2.99 to 5.89)

1.16 (95% Cl,-2.27 to 4.59)

1.16 (95% Cl,-2.27 to 4.59)

Favours CBT + CT + BT

FIGURE 14 Mean change from baseline at follow-up for CBT + CT + BT versus PDT + IPT + ST

Study”

40
41
47
55
59
63

Total

Individual

n/IN

16/27
719
10/13
16/19
8/9
9/14

66/91

Test for heterogeneity x* = 4.94,df = 5, p = 0.42
Test for overall effect z = 2.32,p = 0.02

Group Peto OR
95% Cl fixed %
N ( ) (%)
10/17 l 224
12/28 = 15.2
14/23 = 16.5
36/47 = 19.9
319 —= 98
9/16 = 16.1
84/140 i 100.0

0.1 02 I 5 10

Favours group

" See appendix 6 for the references for each study

Favours individual

Weight Peto OR

(95% Cl fixed)

102 (95% Cl,0.30 to 3.45)
3.90 (95% Cl,0.89 to 17.15)
2.02 (95% Cl,0.49 to 8.37)
.57 (95% Cl,0.43 to 5.71)
9.10 (95% CI, 1.44 to 57.38)
1.38 (95% Cl,0.33 to 5.83)

1.98 (95% ClI, I.11 to 3.54)

FIGURE 15 Recovery at post-treatment for individual versus group therapy (all variants)
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Study” Individual Group Peto OR Weight Peto OR
(95% ClI fixed) (%) (95% ClI fixed)

n/N nIN
6 I/15 1/32 7.7 2.34(95% Cl,0.12 to 47.31)
40 8/27 10/17 —il— 46.5 0.31 (95% Cl,0.09 to 1.04)
41 1/9 5/28 —_—— 17.1 0.62 (95% Cl, 0.08 to 4.60)
43 1/12 o/11 45 6.80 (95% Cl,0.13 to 343.91)
47 0/13 3/23 —_— 11.8 0.19 (95% Cl,0.02 to 2.15)
63 1/14 2/16 B E— 12.5 0.56 (95% Cl, 0.05 to 5.90)
Total 12/90 21/127 - 100.0 0.47 (95% Cl,0.21 to 1.09)
Test for heterogeneity X2 =3.97,df =5,p = 0.55
Test for overall effect z = —-1.76,p = 0.08

0.01 0.l I 10 100
Favours individual ~ Favours group

" See appendix 6 for the references for each study

FIGURE 16 Reported dropouts at post-treatment for individual versus group therapy (all variants)

Study” Individual Group WMD Weight WMD
(95% CI fixed) (%)  (95% CI fixed)

n Mean (SD) n Mean (SD)
6 13 15.08 (10.43) 25 15.48 (12.28) 4.7 -0.40 (95% Cl,—7.84 to 7.04)
40 27 16.81 (10.58) 17 13.82 (10.27) 6.6 2.99 (95% Cl,—-3.32 to 9.30)
41 8 8.60 (6.70) 23 16.20 (12.80)¢——— 54 -7.60 (95% Cl,—14.59 to —0.61)
43 12 7.30 (6.40) Il 9.50 (9.20) 6.2 -2.20 (95% CI,—-8.73 to 4.33)
47 13 12,15 (10.71) 23 1591 (12.03)¢——— 45 -3.76 (95% Cl,—11.38 to 3.86)
55 19 2.39(3.33) 47 5.50 (5.25) —— 584 -3.11 (95% Cl,-5.23 to —0.99)
59 9 5.78 (3.60) 91178 (9.30) ¢—— 6.2 —6.00 (95% Cl,—12.52 to 0.52)
63 13 9.85 (6.20) 14 14.14 (8.84) 80 —4.29 (95% Cl,—10.02 to 1.44)
Total 114 169 o 100.0 -3.07 (95% CI,—4.69 to —1.45)
Test for heterogeneity x> = 6.71,df = 7, p = 0.46
Test for overall effect z = 3.71, p = 0.0002

T T 1

-10 -5 0 5 10

Favours individual ~ Favours group

" See appendix 6 for the references for each study

FIGURE 17 Mean differences at post-treatment for individual versus group therapy (all variants)
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Study” Individual Group Peto OR Weight Peto OR
(95% CI fixed) (%) (95% ClI fixed)
n/IN n/N
2 months
63 9/14 11716 = 27.1  0.82 (95% Cl,0.18 to 3.68)
Subtotal 9/14 11716 e —— 27.1  0.82 (95% Cl,0.18 to 3.68)
Test for heterogeneity %> = 0.0, df = 0
Test for overall effect z = -0.25,p = 0.8
6 months
6 9/15 17/32 L 40.7 131 (95% CI,0.39 to 4.45)
55 16/19 38/47 L 322 1.25 (95% Cl,0.32 to 4.92)
Subtotal 25/34 55/79 ——— 729 1.28 (95% Cl,0.52 to 3.20)
Test for heterogeneity 2 = 0.0, df = |,p = 0.96
Test for overall effect z = 0.54,p = 0.6
Total 34/48 66/95 ———— 100.0 .14 (95% CI,0.52 to 2.48)
Test for heterogeneity x> = 0.25,df = 2, p = 0.88
Test for overall effect z = 0.33,p = 0.7
r T T 1
0.1 02 | 5 10

Favours group  Favours individual

" See appendix 6 for the references for each study

FIGURE 18 Number of patients who were non-symptomatic at follow-up for individual versus group therapy (all variants)
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Study” Individual Group WMD Weight WMD

(95% CIl random) (%) (95% Cl random)
n Mean (SD) n Mean (SD)

I month

6 13 12.31 (9.39) 25 6.47 (5.51) — > 9.6  5.84 (95% CI,0.30 to 11.38)
47 13 17.15 (19.46) 23 14.70 (11.03) 3.6 245 (95% Cl,—9.05 to 13.95)
Subtotal 26 48 » 132  5.20 (95% Cl1,0.21 to 10.19)

Test for heterogeneity X2 =0.27,df = 1,p = 0.6
Test for overall effect z = 2.04, p = 0.04

2 months

43 Il 8.40 (7.80) 10 9.30 (6.70) 85 -0.90 (95% CI,-7.10 to 5.30)
47 13 13.08 (13.51) 23 14.39 (12.00) 53 -1.31 (95% CI,-10.14 to 7.52)
63 13 9.77 (7.04) 14 8.07 (7.65) _— 9.6 1.70 (95% Cl,-3.84 to 7.24)
Subtotal 37 47 ———— 234  0.21 (95% Cl,-3.53 to 3.96)

Test for heterogeneity x> = 0.51,df = 2, p = 0.77
Test for overall effect z = 0.11,p = 0.9

3 months

40 19 11.32 (8.06) 10 9.40 (7.49) 9.0 1.92 (95% Cl,-3.97 to 7.81)
47 13 11.92 (12.98) 23 15.22 (12.03) 5.6 —3.30 (95% Cl,—11.90 to 5.30)
Subtotal 32 33 —— 146  0.25 (95% Cl,—4.61 to 5.11)

Test for heterogeneity x> = 0.96,df = |, p = 0.33
Test for overall effect z = 0.10,p = 0.9

6 months

6 13 846 (7.52) 25 6.12(6.46) 1.1 234 (95% Cl,—2.47 to 7.15)
40 19 15.89 (11.05) 10 4.50 (4.79) — 92 11.39 (95% Cl,5.60 to 17.18)
47 13 12.00 (12.03) 23 16.09 (11.68) 6.0 —4.09 (95% ClI,—12.19 to 4.01)
55 13 792(743) 39 6.03 (5.94) B n— 11.8  1.89 (95% CI,—2.56 to 6.34)
Subtotal 58 97 — e 38|  3.21 (95% CI,-2.18 to 8.60)
Test for heterogeneity x> = 11.24,df = 3,p = 0.011

Test for overall effect z = 1.17,p = 0.2

I year

40 19 11.68 (9.74) 10 4.90 (3.81) ——~>10.7 6.78 (95% CI, 1.80 to 11.76)
Subtotal 19 10 » 10.7 6.78 (95% Cl, 1.80 to 11.76)

Test for heterogeneity x> = 0.0, df = 0
Test for overall effect z = 2.67,p = 0.008
Total 172 235 —— 100.0  2.66 (95% Cl,0.29 to 5.04)

Test for heterogeneity %> = 19.40,df = |1, p = 0.054
Test for overall effect z = 2.20,p = 0.03

-10 -5 0 5 10

Favours individual ~ Favours group

" See appendix 6 for the references for each study

FIGURE 19 Mean differences at follow-up for individual versus group therapy (all variants)
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Study” CT BT Peto OR Weight Peto OR
95% ClI fixed %, 95% ClI fixed
N N ( ) @) ( )
23 28/50 26/57 —— 71.7 151 (95% Cl1,0.71 to 3.21)
29 8/13 8/13 » 17.1  1.00 (95% CI,0.21 to 4.71)
50 5/8 2/8 112 4.17 (95% Cl, 0.62 to 28.26)
Total 41/71 36/78 S 100.0 1.58 (95% ClI,0.83 to 2.99)
Test for heterogeneity x* = 1.34,df = 2,p = 0.51
Test for overall effect z = 1.39,p = 0.16
r T 1
0.1 02 I 10
Favours BT Favours CT
" See appendix 6 for the references for each study
FIGURE 20 Recovery at post-treatment for CT versus BT
Study” CcT BT Peto OR Weight Peto OR
(95% ClI fixed) (%) (95% ClI fixed)
n/IN n/N
23 2/50 6/57 L 482 039 (95% Cl,0.09 to 1.65)
29 3/13 3/13 » 3.1 1.00 (95% CI,0.17 to 5.98)
60 3/8 1/8 = 20.7 3.49 (95% Cl,0.39 to 31.23)
Total 8/71 10/78 ——e— 100.0 0.83 (95% CI, 0.30 to 2.24)

Test for heterogeneity x* = 2.73,df = 2, p = 0.25
Test for overall effect z =-0.38,p = 0.7

T
0.1 02
Favours CT

" See appendix 6 for the references for each study

Favours BT

10

FIGURE 21 Reported dropouts at post-treatment for CT versus BT
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Study” CcT BT WMD Weight WMD

(95% ClI fixed) (%) (95% ClI fixed)
n Mean (SD) n Mean (SD)

23 50 10.10 (9.60) 56 9.10 (7.90) S 250 1.00 (95% Cl,-2.37 to 4.37)
29 10 650 (417) 10 550 (3.56) S 246 1.00 (95% Cl,—2.40 to 4.40)
39 35 10.54 (7.04) 35 11.37 (8.68) —_— 20.8 —0.83 (95% Cl,—4.53 to 2.87)
53 7 1030 (260) 7 10.70 (5.00) — 16.3 —0.40 (95% Cl,—4.57 to 3.77)
60 8 9.00(68) 8 7.50 (4.55) 8.8 1.50 (95% Cl,—4.18 to 7.18)
62 10 1620 (10.83) |1 11.27 (7.39) 44 493 (95% CI,-3.08 to 12.94)
Total 120 127 - 100.0 0.6 (95% Cl,~1.08 to 2.30)

Test for heterogeneity XZ =2.12,df =5p=0.83
Test for overall effect z = 0.71,p = 0.5

-10 -5 0 5 10

Favours CT Favours BT

" See appendix 6 for the references for each study

FIGURE 22 Mean differences at post-treatment for CT versus BT
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* See appendix 6 for the references for each study

Study” CcT BT WMD Weight WMD
(95% ClI fixed) (%) (95% CI fixed)

n Mean (SD) n Mean (SD)
Up to 2 months
29 10 4.71(1.70) 10 6.17 (2.23) — 57.9 —1.46 (95% Cl,-3.20 to 0.28)
53 7 8.00 (3.00) 7 10.30 (6.40) 6.4 —2.30 (95% Cl,—7.54 to 2.94)
63 10 12.90 (12.21) 11 6.09 (4.09) 2.8 6.81 (95% Cl,—1.13 to 14.75)
Subtotal 27 28 - 67.0 —1.20 (95% Cl,-2.81 to 0.42)
Test for heterogeneity = 4.16,df =2, p=0.12
Test for overall effect z = 1.45,p = 0.15
2-6 months
23 47 10.30 (8.60) 50 8.50 (7.60) —t— 16.7 1.80 (95% Cl,—1.44 to 5.04)
39 24 2850 (8.00) 25 28.20 (5.90) _— 1.2 0.30 (95% ClI,-3.65 to 4.25)
60 8 9.75 (7.46) 8 8.25(3.93) 5.1 1.50 (95% Cl,—4.34 to 7.34)
Subtotal 79 83 ~— 33.0 1.24 (95% CI,—1.06 to 3.55)
Test for heterogeneity x> = 0.34, df = 2, p = 0.84
Test for overall effect z = 1.06,p = 0.3
Total 106 N - 100.0 —0.39 (95% Cl,—1.71 to 0.93)
Test for heterogeneity %> = 7.40,df = 5,p = 0.19
Test for overall effect z = 0.58,p = 0.6

r T T 1
-10 -5 0 5 10
Favours CT Favours BT

FIGURE 23 Mean differences at follow-up for CT versus BT
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Study”

16
25
33
34
35
40
45
46
48
50
54
58

Total

CBT + CT + BT

n/IN

8/12
53/77
10/12
22/29
25/44
26/44
12/30
15/24

5/12

7/16
14/24

4/31

201/355

Treatment
as usual

n/IN

1710
36/76
1/9

1713
14/45
10/23
14/30

8/24

2/12

0/8

4/20
2/29

93/299

Test for heterogeneity 2 = 21.20,df = | 1,p = 0.031
Test for overall effect z = 4.39, p = 0.00001

0.1

Favours treatment Favours CBT +

" See appendix 6 for the references for each study

OR Weight OR

(95% CI random) (%)

—a 15.6
— 37
— 47
— 13.4

R 1.9

e 11.8

—————=—> 104
5.9

v

29
——> 9.0

6.5
———  |00.0

| 5 10

CT + BT

(95% CI random)

18.00 (95% CI, 1.65 to 196.32)
2.45 (95% Cl, 1.27 to 4.75)
40.00 (95% CI, 3.05 to 524.86)
37.71 (95% Cl, 4.14 to 343.87)
2.91 (95% Cl, 1.22 to 6.94)
1.88 (95% Cl, 0.68 to 5.21)
0.76 (95% CI,0.27 to 2.12)
3.33 (95% Cl, 1.02 t010.90)
3.57 (95% Cl,0.53 to 23.95)
13.42 (95% Cl, 0.66 to 271.90)
5.60 (95% Cl, 1.43 to 21.89)
2.00 (95% CI,0.34 to |1.85)

3.42 (95% ClI, 1.98 to 5.93)

FIGURE 24 Recovery at post-treatment for CBT + CT + BT versus treatment as usual/a waiting-list control
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Study CBT+CT+BT  Treatment OR Weight OR
as usual (95% CI random) (%) (95% Cl random)

n/N n/N
6 I/15 2/15 4.1 0.46 (95% Cl,0.04 to 5.75)
7 3/26 1132 ¢—— 85 0.25 (95% Cl,0.06 to 1.02)
14 1/40 0/10 2.7 0.80 (95% Cl,0.03 to 21.03)
16 4/12 o/10 » 3.0 11.12 (95% Cl, 0.52 to 236.77)
21 2/16 1/12 4.1 1.57 (95% Cl,0.13 to 19.67)
30 5127 2/14 6.6 1.36 (95% ClI,0.23 to 8.12)
33 1712 3/9 42 0.18 (95% Cl,0.02 to 2.15)
34 2/30 2/13 54  0.39 (95% CI,0.05 to 3.15)
35 13/44 2/45 —= 7.6 9.02 (95% ClI, 1.90 to 42.85)
38 3/12 1716 44 5.00 (95% Cl, 0.45 to 55.63)
40 18/44 4/23 ———> 9.5 3.29 (95% Cl,0.96 to 11.30)
43 1712 0/10 27 274 (95% Cl,0.10 to 74.88)
45 7/30 2/30 7.1 426 (95% Cl,0.81 to 22.53)
46 6/24 8/24 94 0.67 (95% Cl,0.19 to 2.34)
48 0/12 0/12 0.0  Not estimable
54 724 3/20 79 233 (95% Cl,0.52 to 10.57)
58 12/31 5129 T 97 3.03(95% Cl,0.91 to 10.11)
60 4/16 0/9 3.1 6.84(95% CI,0.33 to 143.16)
Total 90/427 46/333 T 100.0 1.67 (95% Cl,0.92 to 3.01)

Test for heterogeneity %2 = 26.50, df = 16, p = 0.047
Test for overall effect z = 1.69,p = 0.09

T 1
0. 02 | 5 10

Favours CBT + Favours treatment
CT + BT as usual

" See appendix 6 for the references for each study

FIGURE 25 Reported dropouts at post-treatment for CBT + CT + BT versus treatment as usualla waiting-list control
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Study”

43
45
46
48
51
53
58
60

Total

CBT + CT + BT

n

10
25
23
19
10
71
22
I
14
31

9
27
12
23
18
12
I

7
19

8

382

Mean (SD)

4.10 (3.54)
15.48 (12.28)
8.74 (6.49)
14.11 (4.51)
9.60 (8.36)
26.70 (14.60)

38.96 (7.25)
9.82 (4.71)
6.57 (3.29)
6.06 (5.60)

20.89 (12.12)

16.81 (10.58)
7.30 (6.40)
6.74 (6.07)

17.70 (10.00)

11.64 (8.20)

60.90 (9.90)
5.60 (4.70)

16.79 (9.30)
9.00 (6.82)

Test for heterogeneity x> = 87.08, df = 19, p < 0.00001
Test for overall effect z = 5.51,p < 0.00001

Treatment SMD Weight SMD
as usual (95% Cl random) (%) (95% Cl random)
n Mean (SD)
10 14.70 (5.08) 39 232 (95% ClI,-3.51 to —1.13)
11 18.18 (11.29) — T 55 -0.22 (95% ClI,-0.93 to 0.49)
21 17.76 (9.27) e 57 —1.12 (95% Cl,—1.76 to —0.48)
19 14.86 (4.89) — T 57 -0.16 (95% Cl,—0.79 to 0.48)
10 12.00 (7.69) —T 49 -0.29 (95% Cl,—1.17 to 0.60)
69 25.60 (13.70) — 6.6 0.08 (95% CI,—-0.25 to 0.41)
12 55.00 (9.81) — 50 —1.91 (95% Cl,-2.76 to —1.05)
6 21.00 (6.27) 3.7 2.0l (95% CI,-3.27 to —0.75)
Il 2473 (7.76) ¢————— 3.8 -3.09 (95% ClI,—4.31 to —1.87)
43 11.83 (8.90) — 6.2 -0.74 (95% Cl,—1.22 to —0.26)
15 21.87 (8.20) — T 5.1 -0.10 (95% Cl,—0.92 to 0.73)
23 22.78 (10.96) — 59 -0.55 (95% Cl,-1.11 to 0.02)
10 21.70 (9.00) 44 -1.80 (95% Cl,—2.83 to —-0.78)
28 875 (7.47) — 6.0 —0.29 (95% Cl,—0.84 to 0.27)
16 22.70 (11.20) — 56 —0.46 (95% Cl,—1.14 to 0.22)
121850 (9.32) — 5.1  —0.75 (95% Cl,—1.59 to 0.08)
11 82.80 (9.50) 42 217 (95% Cl,-3.27 to —1.08)
7 20.10 (5.80) «—— 30 257 (95% ClI,—4.11 to —1.04)
23 22.70 (9.80) — 58 —0.61 (95% Cl,—1.23 to 0.02)
9 21.44 (5.52) 39  -1.92 (95% ClI,-3.12 to -0.71)
366 > 1000 —1.00 (95% CI,—1.35 to —0.64)
r T T 1
—-4 -2 2 4
Favours CBT +  Favours treatment
CT + BT as usual

" See appendix 6 for the references for each study

FIGURE 26 Mean differences at post-treatment for CBT + CT + BT versus treatment as usuall/a waiting-list control
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Study”

19
21
45
46
58

Total

CBT +CT + BT

n

10
16
23
18
19

86

Mean (SD)

10.60 (8.10)
9.67 (6.26)

10.87 (7.15)

17.07 (7.40)
9.47 (10.36)

Treatment

n

10
12
28
12
24

86

as usual

Mean (SD)

5.80 (8.10)
6.73 (5.68)
10.82 (7.26)
12.83 (10.52)
6.00 (8.89)

Test for heterogeneity 2 = 2.24,df = 4, p = 0.69
Test for overall effect z = 2.00,p = 0.05

WMD Weight WMD

(95% ClI fixed) (%)

10.8

— 27.5
—_—— 344
1.5

15.8

i 100.0

-10

Favours treatment

-5

as usual

" See appendix 6 for the references for each study

0 5 10

Favours CBT + CT + BT

(95% ClI fixed)

4.80 (95% CI,-2.30 to 11.90)
2.94 (95% Cl,~1.50 to 7.38)
0.05 (95% Cl,-3.92 to 4.02)
4.24 (95% C1,-2.62 to 11.10)
3.47 (95% Cl,-2.39 to 9.33)

2.38 (95% CI,0.05 to 4.71)

FIGURE 27 Mean change from baseline at post-treatment for CBT + CT + BT versus treatment as usualla waiting-list control
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Study’ CBT +CT +BT

nIN
3 months
25 45/77
35 25/44
48 9/12
54 10/24
Subtotal 89/157

Total 89/157

Test for heterogeneity x> = 8.60, df = 3, p = 0.035
Test for overall effect z = 1.01,p = 0.3

Test for heterogeneity x> = 8.60, df = 3, p = 0.035
Test for overall effect z = 1.01,p = 0.3

Treatment OR Weight OR
as usual (95% CIl random) (%) (95% Cl random)
n/IN

35/76 348  1.65 (95% Cl,0.87 to 3.12)

27/45 30.8 0.88 (95% Cl,0.38 to 2.04)
1712 —=——> 103 33.00 (95% CI,2.91 to 374.33)
9/20 24.1  0.87 (95% Cl, 0.26 to 2.89)

72/153 100.0  1.59 (95% ClI, 0.65 to 3.90)

72/153 L 100.0 1.59 (95% Cl, 0.65 to 3.90)

T T
0.0l 0.1 |

Favours treatment
as usual

" See appendix 6 for the references for each study

10 100
Favours CBT +
CT +BT

FIGURE 28 Number of patients who were non-symptomatic at follow-up for CBT + CT + BT versus treatment as usualla waiting-list

control
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Results

Study" CBT +CT +BT Treatment SMD Weight SMD
as usual (95% Cl random) (%) (95% Cl random)
n Mean (SD) n Mean (SD)

Up to | month

3 10 2.80 (2.30) 10 15.50 (4.65) «——— 34 —3.32(95% Cl,—4.76 to —1.87)
9 19 7.65 (6.02) 19 1221 (8.56) — 87  —0.60 (95% Cl,—1.26 to 0.05)
14 10 430 (3.19) 10 9.90 (4.77) — 56  —1.32(95% Cl,—2.31 to —0.33)
35 31 632 (6.78) 43 890 (5.34) — 108 —0.43 (95% CI,—0.89 to 0.04)
Subtotal 70 82 —— 285  —1.20 (95% Cl,—2.10 to —0.31)

Test for heterogeneity x> = 15.46, df = 3,p = 0.0015
Test for overall effect z = 2.63, p = 0.009

2 months

43 11 11.40 (7.80) 9 13.20 (10.30) _— 65 —-0.19 (95% Cl,—1.08 to 0.69)
48 12 8.27 (8.84) 12 20.67 (9.89) _ 64 —1.28 (95% Cl,-2.17 to —0.38)
Subtotal 23 21 e 129  -0.73 (95% CI,—1.80 to 0.33)

Test for heterogeneity x> = 2.87,df = |,p = 0.09
Test for overall effect z = 1.35,p = 0.18

3 months

25 66 15.60 (10.30) 62 20.30 (14.20) — 122 -0.38 (95% Cl,-0.73 to -0.03)
46 16 14.00 (9.40) Il 16.50 (10.10) — 7.5 —-0.25 (95% Cl,—1.02 to 0.52)
Subtotal 82 73 - 19.7  -0.36 (95% Cl,—0.68 to —0.04)

Test for heterogeneity x* = 0.09,df = |,p = 0.77
Test for overall effect z = 2.19,p = 0.03

6 months

25 61 14.00 (9.00) 56 18.10 (13.80) — 120 -0.35 (95% CI,-0.72 to 0.01)
33 11 9.82 (4.71) 6 21.00 (6.27) _— 4.1 —2.01 (95% Cl,-3.27 to —0.75)
46 15 13.70 (7.70) Il 17.80 (10.60) — 73  -0.44 (95% Cl,—1.23 to 0.35)
Subtotal 87 73 —— 234  -0.73 (95% Cl,—1.50 to 0.03)

Test for heterogeneity x> = 6.15,df = 2, p = 0.046
Test for overall effect z = 1.89,p = 0.06

I year
46 16 10.00 (10.50) 8 14.90 (6.80) T 6.7 -0.50 (95% Cl,—1.36 to 0.36)
Subtotal 16 8 ——— 6.7 -0.50 (95% Cl,—1.36 to 0.36)
Test for heterogeneity %2 = 0.0, df = 0
Test for overall effect z = 1.13,p = 0.3
2 years
7 23 591 (6.98) 21 1643 (11.71) - 88 —1.08 (95% Cl,—1.72 to —0.45)
Subtotal 23 21 —— 88 -1.08 (95% Cl,—1.72 to —0.45)
Test for heterogeneity %> = 0.0, df = 0
Test for overall effect z = 3.33, p = 0.0009
Total 301 278 - 100.0 —0.73 (95% CI,—1.03 to —0.43)
Test for heterogeneity x> = 30.43, df = 12, p = 0.0024
Test for overall effect z = 4.74, p < 0.00001 T T T 1

—4 -2 0 2 4

Favours CBT + CT + BT Favours treatment as usual

" See appendix 6 for the references for each study

62 FIGURE 29 Mean differences at follow-up for CBT + CT + BT versus treatment as usual/a waiting-list control



Health Technology Assessment 2001; Vol. 5: No. 35

" See appendix 6 for the references for each study

Study” CBT + CT + BT Treatment WMD Weight WMD
as usual (95% ClI fixed) (%) (95% CI fixed)
n Mean (SD) n Mean (SD)
3 months
25 66 25.80 (13.80) 62 17.40 (12.60) —=&— 309 8.40(95% Cl, 3.83 to 12.97)
46 16 16.80 (11.31) I 1291 (7.85) 124 3.89 (95% Cl,-3.34 to 1 1.12)
Subtotal 82 73 » 432 7.11 (95% Cl, 3.25 to 10.98)
Test for heterogeneity x> = 1.07,df = |, p = 0.3
Test for overall effect z = 3.61,p = 0.0003
6 months
25 61 26.60 (11.00) 56 19.20 (14.70) —8— 288 7.40 (95% Cl,2.66 to 12.14)
46 I5 17.07 (7.40) 12 12.83 (10.52) 13.1 424 (95% Cl,-2.79 to 11.27)
Subtotal 76 68 » 418 6.41 (95% CI,2.48 to 10.34)
Test for heterogeneity x* = 0.53,df = |, p = 0.47
Test for overall effect z = 3.20,p = 0.001
I year
46 14 20.64 (9.86) 9 15.22 (6.20) 150 542 (95% Cl,—1.14 to 11.98)
Subtotal 14 9 » 150 5.42 (95% Cl,-1.14 to 11.98)
Test for heterogeneity x> = 0.0, df = 0
Test for overall effect z = 1.62,p = 0.11
Total 172 150 - 000 6.57 (95% Cl,4.03 to 9.11)
Test for heterogeneity x* = 1.80,df = 4,p = 0.77
Test for overall effect z = 5.07, p < 0.00001
-10 -5 0 5 10
Favours treatment  Favours CBT +
as usual CT + BT

FIGURE 30 Mean change from baseline at follow-up for CBT + CT + BT versus treatment as usual/a waiting-list control
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Study’ CBT+CT+BT

n/N
13 29/62
49 (8 sessions) 16/35

49 (16 sessions) 19/40

Total 64/137

Test for heterogeneity x* = 2.24,df = 2, p = 0.33
Test for overall effect z = 0.30,p = 0.8

Weight Peto OR

IPT Peto OR

95% CI fixed %
N ( ) (%)
34/63 —— 46.1
11/35 —_— 24.6
17/40 —— 29.3
62/138 i 100.0

r T T 1
0.1 02 | 5 10
Favours IPT Favours CBT + CT + BT

" See appendix 6 for the references for each study

(95% ClI fixed)

0.75 (95% Cl,0.37 to 1.51)
1.81 (95% Cl,0.70 to 4.71)
1.22 (95% CI,0.51 to 2.93)

1.08 (95% Cl,0.67 to 1.73)

FIGURE 31 Recovery at post-treatment for CBT + CT + BT versus IPT

Study" CBT +CT +BT

n/N
13 22/62
49 (8 sessions) 5/35

49 (16 sessions) 10/40

Total 37/137

IPT

n/IN

16/63
5/35
7/40

28/138

Test for heterogeneity %* = 0.38, df = 2, p = 0.83
Test for overall effect z = 1.33,p = 0.18

Weight Peto OR

Peto OR
(95% ClI fixed) (%)
— — 545
= 17.8
I 27.7
~ 100.0

0.1

0.2

Favours CBT + CT + BT

" See appendix 6 for the references for each study

5 10

Favours IPT

(95% Cl fixed)

1.60 (95% CI,0.75 to 3.43)
1.00 (95% CI,0.26 to 3.78)
.56 (95% CI,0.54 to 4.51)

.46 (95% Cl,0.84 to 2.56)

FIGURE 32 Reported dropouts at post-treatment for CBT + CT + BT versus IPT
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Study" CBT +CT+BT PDT OR Weight OR
(95% Cl random) (%) (95% CIl random)

n/N n/N
4 16/33 10/31 e 16.5 1.98 (95% Cl,0.72 to 5.46)
I 14/32 1/24 —>» 6.2 17.89 (95% CI, 2.15 to 149.11)
17 24/36 13/30 ——®—— 168 262 (95% Cl,0.96 to 7.12)
26 22/43 5/6 5.7 0.2l (95% Cl,0.02 to 1.95)
28 21/44 11/55 —&— |87  3.65 (95% ClI, 1.50 to 8.87)
49 (8 sessions) 16/35 11/35 S B — 172 1.84 (95% Cl, 0.69 to 4.87)
49 (16 sessions)  19/40 17/40 — 188  1.22 (95% CI,0.51 to 2.96)
Total 132/263 68/221 —— 100.0 2.11 (95% Cl, 1.17 to 3.81)
Test for heterogeneity x> = 11.25, df = 6, p = 0.081
Test for overall effect z =2.49,p = 0.0l

r T 1
0. 02 | 5 10
Favours PDT Favours CBT + CT + BT

* See appendix 6 for the references for each study

FIGURE 33 Recovery at post-treatment for CBT + CT + BT versus PDT

Study” CBT + CT + BT PDT Peto OR Weight Peto OR
(95% ClI fixed) (%) (95% ClI fixed)

n/N n/IN
4 8/33 9/31 —_— 168 0.79 (95% Cl,0.26 to 2.36)
I 5/32 4/24 = 10.0 0.93 (95% Cl,0.22 to 3.87)
17 5/36 930 ———=—+— 147 0.39 (95% Cl,0.12 to 1.25)
26 9/43 1/6 46 1.29 (95% CI,0.16 to 10.54)
28 2/44 /5] «—a—— 150 0.24 (95% Cl,0.07 to 0.77)
42 5/16 5/16 94  1.00 (95% CI,0.23 to 4.36)
49 (8 sessions) 5/35 5/35 1.5 1.00 (95% Cl,0.26 to 3.78)
49 (16 sessions) 10/40 7/40 —t 18.0 1.56 (95% Cl,0.54 to 4.51)
Total 49/279 51/233 - 100.0 0.73 (95% Cl,0.47 to 1.15)
Test for heterogeneity %* = 7.35,df = 7, p = 0.39
Test for overall effect z =-1.35,p = 0.18

r T
0. 0.2 | 5 10
Favours CBT + CT + BT  Favours PDT

*See appendix 6 for the references for each study

FIGURE 34 Reported dropouts at post-treatment for CBT + CT + BT versus PDT
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Study’ CBT+CT+BT PDT WMD Weight WMD
(95% CI random) (%) (95% Cl random)
n Mean (SD) n Mean (SD)
4 25 7.30 (6.79) 22 11.00 (7.54)——®%— 35.5 -3.70 (95% Cl,-7.82 to 0.42)
17 30 9.23 (8.74) 21 10.74 (5.45) L 358 —1.51 (95% CI,—5.41 to 2.39)
26 11 17.64 (12.68) 5 3.60 (2.30) —> 287 14.04 (95% Cl, 6.28 to 21.80)
Total 66 48 » 100.0  2.18 (95% Cl,-5.90 to 10.26)
Test for heterogeneity x> = 16.05, df = 2, p = 0.0003
Test for overall effect z = 0.53,p = 0.6
r T T 1
-10 -5 0 5 10
Favours CBT + CT + BT  Favours PDT
" See appendix 6 for the references for each study
FIGURE 35 Mean differences post-treatment for CBT + CT + BT versus PDT
Study” CBT + CT + BT PDT WMD Weight WMD
(95% ClI fixed) (%) (95% CI fixed)
n Mean (SD) n Mean (SD)
17 31 947 (8.12) 21 9.81 (9.27) 4IJ7 25.8 —0.34 (95% ClI,—5.23 to 4.55)
49 (8 sessions) 29 12.02 (6.81) 29 8.05 (8.89) T 37.1  3.97 (95% CI, 0.1 to 8.05)
49 (16 sessions) 27 14.90 (7.94) 28 13.27 (7.46) o 37.1  1.63 (95% Cl,—2.44 to 5.70)
Total 87 78 e 100.0 1.99 (95% Cl,—0.49 to 4.47)
Test for heterogeneity = 1.81,df =2, p=04
Test for overall effect z = 1.57,p = 0.12
r T T 1
-10 -5 0 5 10

Favours PDT

" See appendix 6 for the references for each study

Favours CBT + CT + BT

FIGURE 36 Mean change from baseline at post-treatment for CBT +

CT + BT versus PDT
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Study” CBT + CT + BT PDT Peto OR Weight Peto OR
(95% Cl fixed) (%) (95% CI fixed)
n/IN nIN
3 months
17 20/36 11/30 —-T—&—— 234 2.11 (95% CI,0.81 to 5.53)
28 15/44 12/51 — 27.5 1.67 (95% Cl, 0.69 to 4.07)
Subtotal 35/80 23/81 ——— 50.9 1.86 (95% Cl, 0.97 to 3.58)

Test for heterogeneity x> = 0.12,df = I,p = 0.73
Test for overall effect z = 1.86,p = 0.06

I year

49 (8 sessions) 14/35 11/35 S 23.1 1.44 (95% Cl, 0.55 to 3.81)
49 (16 sessions) 15/40 13/40 — 26.1 1.24 (95% Cl, 0.50 to 3.10)
Subtotal 29/75 24/75 —— 49.1 1.33 (95% Cl, 0.69 to 2.59)

Test for heterogeneity x> = 0.05,df = |, p = 0.82
Test for overall effect z = 0.85,p = 0.4
Total 64/155 47/156 T-_— 100.0 1.58 (95% Cl, 0.99 to 2.52)

Test for heterogeneity x> = 0.66, df = 3, p = 0.88
Test for overall effect z = 1.92,p = 0.05

0. 02 | 5 10
Favours PDT Favours CBT + CT + BT

* See appendix 6 for the references for each study

FIGURE 37 Number of patients who were non-symptomatic at follow-up for CBT + CT + BT versus PDT



Results

Study” CBT + CT + BT PDT WMD Weight
(95% ClI fixed) (%)
n Mean (SD) n Mean (SD)
3 months
17 28 886 (8.16) 19 12.11 (697 ——— 772
26 Il 11.50 (10.10) 5 6.60 (6.10) 228
Subtotal 39 24 ——— 100.0
Test for heterogeneity %* = 3.07,df = I, p = 0.08
Test for overall effect z = 0.71,p = 0.5
Total 39 24 ——— 100.0
Test for heterogeneity %> = 3.07,df = I, p = 0.08
Test for overall effect z = 0.71,p = 0.5
r T T 1
-10 -5 0 5 10
Favours CBT + CT + BT  Favours PDT

" See appendix 6 for the references for each study

WMD
(95% ClI fixed)

—-3.25 (95% Cl,-7.60 to 1.10)
4.90 (95% Cl,-3.11 to 12.91)

—-1.39 (95% CI,-5.22 to 2.43)

~1.39 (95% Cl,-5.22 to 2.43)

FIGURE 38 Mean differences at follow-up for CBT + CT + BT versus PDT

Study” CBT + CT + BT ST OR Weight
(95% CI random) (%)
n/N nIN
5 7127 11/28 - . 1.7
16 8/12 3/12 L .3 96
28 21/44 12/48 —_— 12.5
29 25/38 4/12 L .« 5 |10
31 9/l 8/14 9.3
33 10/12 2/11 — 83
45 12/30 21130 «—n—— 12.0
50 7/16 2/8 9.2
52 13/14 2/14 — 72
56 12/14 4/14 — 92
Total 124/218 69/191 i |00.0
Test for heterogeneity %> = 38.13,df = 9, p < 0.00001
Test for overall effect z = 2.48,p = 0.0l

T
0.1 02

Favours ST

" See appendix 6 for the references for each study

5 10
Favours CBT + CT + BT

OR
(95% CI random)

0.54 (95% CI,0.17 to 1.70)
6.00 (95% Cl, 1.02 to 35.38)
2.74 (95% CI, 1.13 to 6.61)
3.85 (95% Cl,0.97 to 15.21)
3.38 (95% Cl,0.52 to 21.73)

22.50 (95% Cl,2.60 to 194.51)
0.29 (95% CI,0.10 to 0.83)
2.33 (95% Cl,0.36 to 15.30)

78.00 (95% Cl, 6.24 to 974.76)

15.00 (95% Cl, 2.26 to 99.64)

3.45 (95% ClI, 1.30 to 9.17)

FIGURE 39 Recovery at post-treatment for CBT + CT + BT versus ST
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Study” CBT +CT + BT ST Peto OR Weight Peto OR
(95% ClI fixed) (%) (95% ClI fixed)
n/N n/N
16 4/12 2/12 9.1 2.34 (95% Cl,0.38 to 14.31)
28 2/44 5/48 = 12.7 0.44 (95% Cl,0.09 to 2.03)
29 8/38 3/12 12.4 0.80 (95% CI,0.17 to 3.76)
30 5127 1330 ——=——— 243 0.32 (95% ClI,0.11 to 0.98)
31 3/11 3/14 9.1 1.36 (95% Cl,0.22 to 8.33)
33 3/23 3/9 7.9 0.28 (95% Cl,0.04 to 1.92)
36 2/12 4/11 9.0 0.38 (95% Cl,0.06 to 2.33)
45 7/30 1/30 —=—— (37 5.48 (95% ClI, 1.25 to 24.00)
52 117 0/7 1.9 7.39 (95% CI,0.15 to 372.41)
Total 35/204 34/173 —— 100.0 0.80 (95% Cl,0.47 to 1.39)
Test for heterogeneity x* = 14.42, df = 8,p = 0.071
Test for overall effect z = -0.78,p = 0.4
0.1 0.2 | 5 10
Favours CBT + CT + BT Favours ST
" See appendix 6 for the references for each study
FIGURE 40 Reported dropouts at post-treatment for CBT + CT + BT versus ST
Study” CBT +CT + BT ST WMD Weight WMD
(95% Cl random) (%) (95% CI random)
n Mean (SD) n Mean (SD)
5 21 14.70 (10.59) 22 15.42 (9.83) 1.0 -0.72 (95% CI,-6.83 to 5.39)
22 13 9.85(649) 14 9.43(7.29) I 12.1 0.42 (95% Cl,—4.78 to 5.62)
29 10 4.80 (3.55) 9 9670575 — . 132 —4.87 (95% Cl,-9.22 to —0.52)
30 22 38.96 (7.25) 17 4991 (12.19) — 10.5 —10.95 (95% Cl,—17.49 to —4.41)
31 Il 6.73(629) 13 577 (523) 1. 128 0.96 (95% ClI,-3.72 to 5.64)
33 I 9.82 (4.71) 9 18.00(748) «—— 1.6 -8.18 (95% Cl,—13.80 to —2.56)
36 12 43.25 (14.94) 11 4841 (13.22) 6.0 -5.16 (95% Cl,—16.67 to 6.35)
45 23 6.74(6.07) 29 4.90 (5.59) R 1.84 (95% Cl,—1.37 to 5.05)
52 7 59.30 (3.70) 7 7340 (11.10) — 83 —14.10 (95% ClI,-22.77 to —5.43)
Total 130 131 ——— 100.0 -3.86 (95% Cl,—7.38 to —-0.33)
Test for heterogeneity x> = 29.19, df = 8, p = 0.0003
Test for overall effect z = 2.14,p = 0.03
r T T 1
-10 -5 0 5 10
Favours CBT + CT + BT Favours ST

" See appendix 6 for the references for each study

FIGURE 41 Mean differences at post-treatment for CBT + CT + BT versus ST
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Results

Study” CBT +CT +BT

n Mean (SD)
5 27 12.46 (9.19)
36 12 28.92 (14.58)
45 23 10.87 (7.15)
Total 62

ST

n Mean (SD)

28 9.72 (9.92)
11 21.42 (18.09)

WMD

(95%

Cl fixed) (%)

—1—=— 350

29 10.79 (6.91)

68

Test for heterogeneity x* = 1.50, df = 2, p = 0.47
Test for overall effect z = 0.90,p = 0.4

4.9

100.0

-10 -5

Favours ST

" See appendix 6 for the references for each study

0 5 10

Favours CBT + CT + BT

Weight WMD

(95% ClI fixed)

2.74 (95% Cl,-2.31 to 7.79)
7.50 (95% CI,—6.00 to 21.00)
0.08 (95% Cl,~3.78 to 3.94)

1.37 (95% Cl,—1.61 to 4.36)

FIGURE 42 Mean change from baseline at post-treatment for CBT + CT + BT versus ST

Study” CBT + CT + BT

n/N
Up to 3 months
5 10/27
28 15/44
Subtotal 25/71

6 months
33 10/12
Subtotal 10/12

Total 35/83

ST Peto OR
95% ClI fixed %
N ( ) (%)
13/28 —a—— 36.3
9/48 —— 47.7
22/76 —ll—— 84.0

Test for heterogeneity XZ =263,df=1,p=0.1
Test for overall effect z = 0.79,p = 0.4

Test for heterogeneity %> = 0.0, df = 0
Test for overall effect z = 3.06, p = 0.002

Test for heterogeneity x> = 8.80,df = 2,p = 0.012
Test for overall effect z = 1.95, p = 0.05

2/11 —> 160
2/11 » 16.0
24/87 T 100.0
0.1 0.2 | 5 10

Favours ST Favours CBT + CT + BT

" See appendix 6 for the references for each study

Weight Peto OR

(95% ClI fixed)

0.68 (95% Cl,0.24 to 1.98)
2.20 (95% CI,0.87 to 5.55)

1.33 (95% Cl, 0.66 to 2.67)

12.15 (95% Cl, 2.45 to 60.30)
12.15 (95% Cl, 2.45 to 60.30)

1.89 (95% Cl, 1.00 to 3.58)

FIGURE 43 Number of patients who were non-symptomatic at follow-up for CBT + CT + BT versus ST
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Study” CBT +CT +BT ST

n Mean (SD) n Mean (SD)

Up to 2 months

Test for heterogeneity x* = 0.68,df = I, p = 0.4
Test for overall effect z = 3.09, p = 0.002

6 months
33 11 9.82(471) 621.00 (6.27) 4—
Subtotal Il 6 4

Test for heterogeneity %2 = 0.0, df = 0
Test for overall effect z = 3.82,p = 0.0001

22 13 7.08 (4.99) 14 864 (7.71) —_ B
29 10 4.75 (1.89) 9 8.60 (3.21) . —
Subtotal 23 23 ~

WMD
(95% Cl fixed) (%)

Weight WMD
(95% ClI fixed)

172 —1.56 (95% Cl,—6.43 to 3.31)
704 —3.85 (95% Cl,—6.25 to —I.45)

87.6 —3.40 (95% Cl,-5.56 to —1.25)

124 —11.18 (95% Cl,—16.92 to —5.44)
124 —11.18 (95% CI,—16.92 to —5.44)

100.0 —4.36 (95% Cl,—6.38 to —2.35)

Total 34 29 ——
Test for heterogeneity x* = 6.87, df = 2, p = 0.032
Test for overall effect z = 4.24, p = 0.00002
r T
-10 -5

Favours CBT + CT + BT

*See appendix 6 for the references for each study

0

5 10

Favours ST

FIGURE 44 Mean differences at follow-up for CBT + CT + BT versus ST
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Results

Study”

16
33
45
50

Total

ST

n/N

3/12
2/11
21/30
2/8

28/61

Test for heterogeneity %* = 0.77,df = 3,p = 0.86
Test for overall effect z = 2.38,p = 0.02

Treatment Peto OR Weight
as usual (95% Cl fixed) (%)
n/N
1710 - 14.9
1/9 = 1.7
14/30 —— 65.2
0/8 - 8.2
16/57 e 100.0
r T T 1
0. 02 | 5 10
Favours treatment Favours ST
as usual

" See appendix 6 for the references for each study

Peto OR
(95% ClI fixed)

2.62 (95% CI,0.31 to 21.94)
1.69 (95% Cl,0.15 to 18.76)
2.57 (95% Cl1,0.93 to 7.11)
8.52 (95% Cl,0.48 to 150.21)

2.71 (95% CI, 1.19 to 6.16)

FIGURE 45 Recovery at post-treatment for ST versus treatment as usual/a waiting-list control

Study”

16
30
33
45

Total

ST

n/N

2/12
13/30
2/11
1/30

18/83

Test for heterogeneity x> = 4.82,df = 3,p = 0.19
Test for overall effect z = 1.16,p = 0.2

Treatment Peto OR Weight
as usual (95% ClI fixed) (%)
n/N
0/10 =—> 10.8
2/14 +—mB—502
3/9 = 22.4
2/30 = 16.6
7/63 i 100.0
r T T 1
0.1 02 | 5 10
Favours ST Favours treatment
as usual

" See appendix 6 for the references for each study

Peto OR
(95% ClI fixed)

6.86 (95% Cl,0.40 to 118.76)
3.54 (95% CI,0.94 to 13.28)
0.46 (95% Cl,0.06 to 3.37)
0.50 (95% Cl,0.05 to 5.02)

1.74 (95% Cl, 0.68 to 4.46)

FIGURE 46 Reported dropouts at post-treatment for ST versus treatment as usualla waiting-list control
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Study” ST Treatment SMD Weight SMD
as usual (95% CI fixed) (%)  (95% ClI fixed)

n Mean (SD) n Mean (SD)

30 17 4991 (12.19) 12 55.00 (9.81) — 232 -0.44 (95% Cl,-1.19 to 0.31)
33 9 18.00 (7.48) 6 21.00 (6.27) — T 1.9 —0.40 (95% CI,—1.45 to 0.65)
45 29 490 (5.59) 28 875 (7.47) —— 46.2  -0.58 (95% Cl,—1.11 to —0.05)
57 Il 60.80 (15.70) 11 61.30 (16.30) —_— 186 —0.03 (95% CI,—0.87 to 0.81)
Total 66 57 > 100.0 -0.42 (95% Cl,—0.78 to —0.06)
Test for heterogeneity x> = 1.18,df = 3,p = 0.76
Test for overall effect z = 2.29, p = 0.02
r T T 1
—4 -2 0 2 4
Favours ST Favours treatment

as usual

" See appendix 6 for the references for each study

FIGURE 47 Mean differences at post-treatment for ST versus treatment as usual/a waiting-list control

Study” ST Treatment SMD Weight SMD
as usual (95% ClI fixed) (%)  (95% ClI fixed)

n Mean (SD) n Mean (SD)

45 29 10.79 (6.91) 28 10.82 (7.26) 447 72.1 0.00 (95% CI,—0.52 to 0.52)

57 Il 60.80 (15.70) 11 61.30 (16.30) = 279  -0.03 (95% Cl,—0.87 to 0.81)

Total 40 39 ———— 100.0 -0.01 (95% CI,—0.45 to 0.43)

Test for heterogeneity 2 = 0.0, df = |,p = 0.96
Test for overall effect z = 0.05,p = 1.0

T T
-1 -0.5 0 0.5 |

Favours ST Favours treatment
as usual

" See appendix 6 for the references for each study

FIGURE 48 Mean change from baseline at post-treatment for ST versus treatment as usual/a waiting-list control
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FIGURE 49 Funnel plot of recovery at post-treatment for all variants of psychotherapy versus treatment as usual/a waiting-list control

SE (log RR)
07 A
o 1
0.2 P
.. ” [ ] .. “
Il h ‘\
0.4 - . e o
K L e
0.6 ' . .
) X ° o 0
08 - : |
T * — p |
0.01 0.1 | 10 100
RR

FIGURE 50 Funnel plot of recovery at post-treatment for CBT + CT + BT versus IPT
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FIGURE 50 Funnel plot of recovery at post-treatment for individual versus group therapy (all variants)
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FIGURE 52 Funnel plot of recovery at post-treatment for CBT + CT + BT versus treatment as usual/a waiting-list control
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FIGURE 53 Funnel plot of recovery at post-treatment for CBT + CT + BT versus ST
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Chapter 4

Discussion

he prevalence of depression is high, and

the disorder is associated with considerable
disability and suffering amongst patients and
their families. The firstline treatment for depres-
sion is antidepressant medication, although non-
pharmacological interventions are becoming
increasingly available, and many patients with
depression now express a preference for non-
pharmacological interventions. In recent years,
the provision of psychological therapies in primary
care settings has increased, and some concern
has been expressed about the lack of evidence
supporting their widespread use. With increasing
emphasis on evidence-based practice in the NHS,
the requirement to demonstrate the effectiveness
and cost-effectiveness of psychological treatments
is of considerable importance. The primary aim
of this systematic review and meta-analysis was
to conduct a comprehensive and rigorous
assessment of the best available evidence to
establish whether brief psychological treatments
might offer an effective intervention for patients
with depression in primary care. Comparisons
between different models of psychotherapy were
also undertaken, and the differences in efficacy
between individual and group delivery of
interventions were investigated.

Internal validity of the trials

The evaluation of psychotherapy poses certain
methodological challenges that are not easily
addressed within the context of an RCT. In the
design of an RCT, the primary aim is to eliminate
the potential for bias. This is best achieved by
randomisation and blinding patients and investi-
gators to treatment allocation. Whilst allocation
concealment is perfectly feasible in RCTs of
psychological treatments, blinding of therapists
can clearly not be achieved by the inclusion of
an ‘inactive placebo psychotherapy arm’. In
addition, despite the increased use of manuals
providing guidance for the use of psycho-
therapeutic techniques, individual therapist
characteristics cannot be controlled in the
operationalisation of psychotherapy models,

nor can the nature of the therapeutic encounter
be predetermined or measured with absolute
precision. Furthermore, as in many drug trials,
patients are often very well informed about the
types of interventions that are available and what
they entail. The nature of psychotherapy requires
active participation by patients, and it is possible
that at least some of them would be able to
identify prominent theoretical constructs during
therapy, thereby introducing potential bias on
the part of the patient. Finally, research in this
area has so far failed to determine, with any
certainty, single or multiple specific ‘active’
components of psychotherapy, and, since the
mechanism of action in most types of psycho-
therapy is largely theoretical, there can be
significant problems in identifying an appro-
priate control or comparison condition. Given
these caveats, it is still possible to conduct a
well-designed controlled trial to examine the
efficacy of psychological interventions. How-
ever, low scores on internal validity items were
recorded for all but a small number of trials in
this review. This, coupled with the inadequate
reporting of methodology resulted in low
overall quality scores. In addition, it should be
emphasised that, although 63 studies were
eligible for inclusion in the review, 12 studies
provided insufficient data for inclusion in the
meta-analyses (studies 1, 2, 8, 10, 15, 18, 20,

24, 27, 32, 37 and 61").

Randomisation procedure
Randomisation and concealment of allocation
have been shown to influence outcomes in RCTs.
Indeed, allocation concealment has been found
to be more important in preventing bias than
the generation of allocation sequence. However,
although 54 trials in this review (86%) reported
their assignment procedure as being randomised
(studies 1-6, 8-23, 25, 27-35, 37-40, 4249, 53-55,
57-63"), only ten of those trials described either
the randomisation or allocation concealment
procedures (studies 5, 13, 17, 21, 25, 29, 31, 40,
45 and 47%). This paucity of information suggests
bias may have been introduced during the allo-
cation procedure in the majority of the trials.

“See appendix 6 for the references for each study.
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Type of comparison arm

Just under 50% of trials used treatment as usual or
no treatment control groups, of which two-thirds
used a waiting-list arm in order to overcome ethical
concerns about withholding treatment from one
group of subjects (studies 2, 6-9, 16, 21, 22, 24,
30, 33, 34, 38, 40, 43, 48, 50, 51, 53, 58 and 60").
Some researchers consider that waiting-list control
groups may have an unintended reverse placebo
effect because an implicit suggestion is being
made to participants that they should not expect
to improve until treatment begins.”' In this way,
waiting-list controls could have more negative
outcomes than would have occurred through the
passage of time, and the potential for bias in
favour of the psychotherapy treatment groups
might be considerable. On the other hand, it is
possible that being on a waiting list may have a
positive effect because the length of time in this
group is finite and therapeutic intervention

is guaranteed.

Concomitant/adjunctive treatments
The variable use of antidepressants in combination
with psychotherapeutic interventions is of partic-
ular concern in assessing the evidence for the
effectiveness of psychological treatments. Investi-
gators of 24 trials (37%) specifically requested
that no patients take antidepressant medication
alongside psychotherapy (studies 5, 11-13, 17, 20,
23, 26, 28, 31-36, 38, 39, 53, 56, 59, 62 and 63"),
but nearly one-fifth of trials allowed naturalistic
prescribing to take place in any of the treatment
groups (studies 1, 25, 27, 30, 42, 46, 47, 49, 54
and 60°), and many other authors simply failed
to report any policy of additional prescribing
(studies 2, 3, 6-9, 14-16, 18, 19, 21, 22, 24, 29,
37, 43, 48, 50-52, 55, 57 and 61°). Researchers
evaluating the coping with depression course®
(studies 6 and 30") allowed patients to receive
concurrent psychotherapy treatment independ-
ently of the trials in which they were participating.
In view of both this inadequate reporting and the
apparent variability in treatment administration,
there can be no certainty that reduction or
recovery from depression was achieved through
psychotherapeutic intervention by trial therapists
alone. It should be noted that, in the trial
conducted by Katon and co-workers (study 25,
patients were required to take antidepressants

as one of the inclusion criteria, since the primary
aim of the psychological intervention was to
improve adherence to medication, with recovery
from depression used as a secondary outcome.

ITT and adherence to treatment

Only a small number of studies (17%) used

an ITT analysis, in which missing data were
substituted with the last available observation
(studies 23, 25, 36, 40, 43-45, 47, 48, 51 and 59°).
Treatment dropouts and follow-up failures, both
known and unknown, are likely to be systematically
different in many ways and could influence treat-
ment outcomes. Thus, the principle upon which
the validity of the RCT design rests (equivalence
in every respect other than the allocated inter-
vention) is no longer maintained. More than
half the trials included in the review excluded
randomised patients who did not commence
treatment or who later dropped out, and post-
treatment comparability between groups could
not be assumed in these trials (studies 1, 2, 6-9,
14-17, 20, 21, 26-30, 33-35, 37, 39, 41, 42, 46,
49, 54-58 and 60-63").

Sample size

A further concern in assessing the strength of the
evidence is that the majority of trials contained
very small sample sizes, with a median arm size
for all trials of just 13 patients. Multiple small
studies increased the likelihood of both type 1
and type 2 errors. Only seven trials (studies 1, 5,
13, 20, 25, 45 and 50°) made reference to power
calculations, and just two trials (studies 13 and
25") had sufficient statistical power to detect a
meaningful treatment difference between two
psychotherapy models (it should be noted that
trials that compared two ‘active’ psychotherapy
models, would probably require larger numbers
of patients in each arm than trials comparing
one model with treatment as usual).

Outcome measures

The majority of trials (84%) used the BDI to
measure outcomes in terms of recovery from
depressive symptoms (studies 1-9, 11, 13-18, 19,
20-24, 26-35, 37-43, 44, 46-50, 53-55, 58-60, 62
and 63%). The BDI is a widely used self-rated
instrument and avoids the potential pitfalls of
subjective clinician-rated measures. However,

it is limited to the measurement of symptomatic
clinical outcomes. Patients with depression are
disabled in many spheres of activity, and broader
measurements of levels of functioning, such as
quality-of-life scales, might be more intuitively
meaningful and sensitive to changes in patients
receiving psychological treatments. Quality-of-life
scales measure several dimensions, including
social and occupational functioning, role per-

“See appendix 6 for the references for each study.
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formance and physical symptoms and, further-
more, put clinical changes into perspective.

It is disappointing to note, however, that quality-
of-life outcome measures rarely featured in the
trials of this review. Patient satisfaction would
have been another useful treatment outcome
measure, but just six trials included such scales
in their battery of tests (studies 3, 5, 6, 14, 20
and 42°).

Researcher bias

It was evident that concomitant with the develop-
ment of CT in the early 1970s, CT and BT models
have been subjected to regular evaluation over the
last 25 years. Indeed, more than 90% of trials in
the review included at least one CT, BT or CBT
arm. In contrast, very few trials examined the
effectiveness of PDT or client-centred therapy.
Where client-centred or traditional insight-
oriented therapy were included (studies 5, 20,
29, 30, 36, 50, 56 and 57"), they tended to be
regarded and utilised by investigators as an
attention-placebo control, and detailed descrip-
tions of theoretical foundations and techniques
were usually omitted. This raises the possibility
of researcher bias. In the majority of trials, the
authors had developed, or been closely involved
in the development of the therapy under evalu-
ation. It is unlikely that participating therapists
undertook all psychological treatments with
equal levels of training, knowledge, skills and
commitment. This might be one reason why
PDT appeared to be less efficacious than CBT
models, although it is noteworthy that ST
appeared to perform reasonably well under
similar conditions.

Application of therapeutic technique
Although many authors reported using manuals
to standardise individual psychotherapy inter-
ventions, only one-sixth of trials monitored the
psychological intervention through weekly super-
vision discussions with the therapists (studies 6,
16, 33, 34, 37, 38, 41, 55, 59 and 61°). Nearly
40% of the trials included in the review failed
to monitor adherence to the psychotherapy
interventions under evaluation (studies 2, 4, 7,
10-12, 14, 18, 19, 21, 24, 27, 35, 40, 42, 45, 47,
48, 51-53, 56, 60 and 63"). Therefore, it cannot
be assumed that the therapists in those trials
consistently applied the models as directed,

and observed outcomes cannot be attributed
with complete certainty to the effects of the
models themselves.

Interpretation of the findings

Psychotherapy (all variants) versus
treatment as usual

All 13 trials contributing to the post-treatment
recovery analysis were reportedly randomised,
although the method used was often not
described. All but one (involving IPT) compared
some variant of CBT with treatment as usual or

a waiting-list group. Seven of the trials were
conducted in the USA (studies 16, 25, 33-35, 44
and 48", four in the UK (studies 40, 45 and 46
and 54), one in Canada (study 50°) and one in
Australia (study 58”). For the recovery outcome,
no statistical heterogeneity was apparent. Pooling
these data produced a highly significant and
extremely robust result, indicating that patients
in receipt of psychotherapy were significantly
more likely than those on waiting lists or receiving
treatment as usual to improve to a degree where
they were no longer regarded as being clinically
depressed. Subgroup analyses suggested that this
effect might be moderated by differences in
baseline severity (trials involving more severely
depressed patients demonstrated a less marked
difference in favour of psychotherapy) and possibly
by differences in the number of sessions offered
(trials involving more sessions demonstrated a
greater difference in favour of psychotherapy).

All but two (studies 7 and 517) of the 22 trials
contributing to the analysis of the post-treatment
mean differences and all six contributing to the
analysis of the mean change post-treatment were
reportedly randomised, although in the majority
of cases the method used was not described. In
these trials reporting continuous data, all but two
(study 44 involving IPT and study 57 involving ST")
compared some variant of CBT with treatment as
usual or a waiting-list group. Of those trials report-
ing mean differences, 16 were conducted in the
USA (studies 3, 6, 7, 9, 14, 25, 33-35, 38, 43, 44,
48,51, 53 and 57"), three in the UK (studies 40,
45 and 46"), one in Canada (study 30) and two

in Australia (studies 58 and 607). Three of the
trials reporting data on the mean changes were
conducted in the USA (studies 21, 44 and 577,
two in the UK (studies 45 and 46°) and one in
Australia (study 58). Statistical heterogeneity was
highly significant in the mean differences data,
although none was apparent in the mean change
data. The results obtained by pooling dichotomous
outcomes were broadly supported by the find-
ings from the continuous data. These pooled

" See appendix 6 for the references for each study.
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continuous data suggested that those treated with
psychotherapy exhibited significantly fewer symp-
toms post-treatment than those on waiting lists or
receiving treatment as usual, and that symptom
reduction from baseline was significantly greater

in those receiving psychotherapy. Although the data
from dichotomous and continuous analyses broadly
supported one another, when the mean differences
data were re-analysed using only ten trials that
reported both types of data (studies 25, 33-35, 40,
44-46, 48 and 58"), pooling resulted in an increase
in the observed statistical heterogeneity. Subgroup
analyses failed to remove the observed statistical
heterogeneity, but suggested that the overall effect
might, again, be moderated by differences in base-
line severity (trials involving more severely depres-
sed patients demonstrated a less marked difference
in favour of psychotherapy) and differences in the
number of sessions offered (although there was no
obvious trend and this analysis was more difficult to
interpret). In all subgroups, the pooled effect size
remained highly statistically significant.

Only four trials contributed dichotomous data on
the number of patients that were non-symptomatic
at follow-up (at 3 months only). All compared
some variant of CBT with treatment as usual or

a waiting-list group. Three of the trials were con-
ducted in the USA (studies 25, 35 and 48") and
one in the UK (study 54). Statistical heterogeneity
was significant in this outcome, primarily due to
one small trial with an extreme effect size. This
trial was different from the others in that it had
involved people with unspecified levels of depres-
sion. Removal of this trial reduced the hetero-
geneity to a level that was non-significant. The
differences observed at post-treatment were not
demonstrated at 3-month follow-up and pooling
of dichotomous data suggested no significant
difference between the two groups.

Of the 11 trials contributing to the pooled mean
differences at follow-up (at 1, 3, 6 to 9 months and
1 and 2 years), all but two (study 44 involving IPT
and study 57 involving ST") compared some variant
of CBT with treatment as usual or a waiting-list
group. All were conducted in the USA, except one
that was carried out in the UK (study 46°). Three
of the four trials contributing to the pooled mean
change at follow-up data (3, 6 to 9 months and

1 year) were conducted in the USA (studies 25,

44 and 57") and one in the UK (study 46).
Statistical heterogeneity in the mean differences
data was highly significant only at 1-month follow-

up and this was apparently due to the effects

of one trial. No statistical heterogeneity was
observed at any other timepoint and none was
apparent at any timepoint in the mean change
data. Pooled mean differences at each timepoint
suggested that those treated with psychotherapy
exhibited significantly fewer symptoms than those
on a waiting list or those receiving treatment as
usual at 1 and 3 months and between 6 and 9
months. Data could not be pooled for 1- and
2-year follow-up. Symptom reduction from
baseline was also significantly greater in those
receiving psychotherapy at 3 months and
between 6 and 9 months.

Although the number of dropouts appeared

to be slightly greater in the psychotherapy group,
there appeared to be no significant differences in
dropouts between those receiving psychotherapy
and those on waiting lists or receiving treatment
as usual. Dropouts appeared to be greater in the
psychotherapy group only in those trials involving
patients with major depression, although the
difference did not reach significance. Summarising
the available dropout data suggested a dropout
rate of 20% from the psychotherapy group and
15% from treatment as usual. Since dropouts
were more likely to be unreported and we have
assumed all missing data to be treatment failures,
it is possible that we have under-estimated the
benefits of psychotherapy.

Although significant differences were still
observed in all categories, the effect in favour
of psychotherapy in the recovery and mean
differences data was more extreme in those trials
recruiting self-selected patients and volunteers
than in those involving clinic-attenders and
outpatients. However, statistical heterogeneity
was still apparent in both categories in the mean
differences data. No differences between trials
according to the source of recruitment were
demonstrated in the dropout data. The overall
quality score of the trial had little bearing on
outcome for recovery or dropouts, but for
pooled mean differences, for which more data
were available, higher-quality trials appeared

to result in a lower effect size than lower-quality
trials. A funnel plot drawn from the data of
this comparison suggested evidence of bias by
demonstrating the absence of small ‘negative’
trials. Thus, once more, the importance of
interpreting the findings with caution cannot
be over-emphasised.

“See appendix 6 for the references for each study.
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This comparison combined all available economic
evaluations but none was sufficiently large to allow
robust testing of efficiency differences between
psychotherapy and treatment as usual. However,
each suggested that psychotherapy might have
been superior with larger samples. Two of the
four cost-effectiveness analyses were generally well
designed and well conducted, providing tentative
support for the hypothesis that psychotherapy is
more efficient than usual care.

CBT versus IPT/PDT/ST

Of the 16 trials (providing 17 data sets)
contributing to the post-treatment recovery
analysis, 13 (studies 4, 5, 11, 13, 16, 17, 28, 29, 31,
33, 45, 49 (eight-session arm), 49 (16-session arm)
and 50°) were reportedly randomised (studies 45
and 49 using allocation concealment) and three
were CCTs (studies 26, 52 and 567). All trials used
formal CT, BT or CBT models. ST and PDT were
most often used as the comparison group with IPT
being used in only two trials (studies 13, 49 (eight-
session arm) and 49 (16-session arm)”). Twelve

of the trials were conducted in the USA (studies 4,
5,11, 13, 16, 17, 26, 29, 31, 33, 52 and 56°), two in
the UK (studies 45 and 49") and two in Canada
(study 28 and 50"). Statistical heterogeneity was
highly significant. Four of the trials (studies 11,
33, 52 and 56), contributing 20% of the weight
between them, reported extremely high ORs

(> 15) and a single relatively large trial suggested
a significant finding in the opposite direction
(study 45°). The result was highly significant
indicating that patients receiving variants of

CBT were significantly more likely than those
receiving any of the other three models (IPT,
PDT or ST) to improve to a degree where they
were no longer regarded as being clinically
depressed. Subgroup analyses suggested that

this effect was moderated by differences in
baseline severity. A highly significant difference
between groups was observed where severity was
unspecified, but no difference was apparent in
trials involving more severely depressed patients.
Statistical heterogeneity was still apparent in the
group of trials involving more severely depressed
patients. The overall effect also appeared to be
moderated by differences in the number of
sessions offered (trials involving fewer sessions
demonstrated a greater difference in favour of
CBT, an observation in the opposite direction
from that in comparison 1) although, once

more, statistical heterogeneity was

still apparent.

All but three of the 13 trials (studies 26, 36 and
52") contributing to the mean differences post-
treatment analysis and all but one (study 36°) of
the six contributing to the mean change post-
treatment analysis were reportedly randomised.
All trials used formal CT, BT or CBT models and
ST was most often used as the comparison group.
Of the trials reporting mean differences, 11 were
conducted in the USA (studies 4, 5, 13, 17, 22, 26,
29, 31, 33, 36 and 527), one in the UK (study 45°)
and one in Canada (study 30°). Three of the trials
reporting mean change were conducted in the
USA (studies 5, 17 and 36") and two in the UK
(studies 45 and 49°). Statistical heterogeneity was
highly significant in the mean differences data.

A single trial (study 26") reported a considerable
difference between groups in the opposite
direction from the majority of the other trials.

In addition, although reportedly measuring
outcomes on the same scale, some trials (studies
30, 36 and 52°) reported unexpectedly high group
means. Although no statistical heterogeneity was
apparent in the mean change data, one of these
trials (study 36°) also appeared in this analysis,
and, again, reported considerable mean changes
in both groups, quite different from the other
trials in the group. Although there appeared to
be a trend in favour of variants of CBT in both
sets of data, the results obtained by pooling
dichotomous outcomes were not strongly
supported by the findings from continuous data.
There were no significant differences between
groups in terms of post-treatment symptomatology
or symptom reduction from baseline. When the
mean differences data were re-analysed using
only the ten trials that reported both dichotomous
and continuous data (studies 4, 5, 13, 17, 26, 29,
31, 33, 45 and 52°), pooling did not alter the
degree of observed heterogeneity and decreased
the overall effect size. Subgroup analyses, once
more, failed to remove all the statistical hetero-
geneity observed, but suggested that this effect
might again be moderated by differences in
baseline severity: a significant difference in
favour of CBT was observed where severity was
unspecified, but no difference was apparent in
trials involving more severely depressed patients.
The effect might also have been moderated by
differences in the number of sessions offered:
although less straightforward to interpret, trials
involving fewer sessions appeared to demonstrate
a greater difference in favour of CBT — an observ-
ation in the opposite direction from that in
comparison 1.

“See appendix 6 for the references for each study.
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Only five trials (providing six data sets) contri-
buted dichotomous data on the number of non-
symptomatic patients at follow-up (3 and 6 months
and 1 year). Three of the trials were conducted

in the USA (studies 5, 17 and 33"), one in the

UK (study 49") and one in Canada (study 28").

No statistical heterogeneity was apparent at any
follow-up timepoint. Only one trial reported
6-month outcomes and suggested a significant
difference in favour of CBT. The differences
observed at post-treatment were not demonstrated
at 3 months or 1 year and pooling of dichotomous
data suggested no significant differences between
the two groups. In the continuous data, five of the
post-treatment outcome trials and one additional
trial reported data contributing to the pooled
mean differences, and all were conducted in the
USA. Two trials contributed to the pooled mean
change, both, again, conducted in the USA. No
statistical heterogeneity was apparent at any time-
point in either of the two sets of data. Pooling the
data at each timepoint suggested that those treated
with CBT exhibited significantly fewer symptoms
than the comparison groups at 3 months. Data
could not be pooled at 6-month follow-up. There
were no apparent differences between groups in
symptom reduction from baseline to a follow-up
of 3 months, although only small numbers of
patients contributed to the analysis.

Although dropouts appeared to be slightly greater
in the CBT group, there appeared to be no signifi-
cant differences in dropout rate between those
receiving CBT and those in the comparison
groups. The number of dropouts was significantly
lower in the CBT group in the trials involving
patients with unspecified levels of depression.
Summarising the available dropout data suggested
a 21% dropout rate from the CBT group and

22% from the other three models, and it is
unlikely that differential dropouts strongly
influenced clinical outcomes.

In the recovery data, the observed difference
between groups was more extreme in favour

of CBT in those trials recruiting self-selected
patients and volunteers than in those trials
involving clinic-attenders and outpatients (which
no longer demonstrated a significant difference
between interventions), although statistical
heterogeneity was still apparent in both categories.
A similar effect was observed in the dropout
data, but not in the mean differences data.

The overall quality score of trials appeared

to have a considerable effect on outcome for
recovery and mean differences. Trials with lower
scores demonstrated a pronounced and highly
significant difference and higher-scoring trials
demonstrated no significant differences. However,
statistical heterogeneity was still apparent. Pooling
dropouts according to overall quality score
demonstrated no significant differences

between groups in any category.

This comparison combined all available eco-
nomic evaluations, but none was sufficiently large
to allow robust testing of efficiency differences
between psychotherapy and treatment as usual.
However, each suggested that psychotherapy might
have been superior with larger samples. Two of
the four cost-effectiveness analyses were generally
well designed and well conducted and provided
tentative support for the hypothesis that psycho-
therapy is more efficient than usual care.

Individual therapy versus group therapy
Five out of the six trials contributing to the post-
treatment recovery analysis were RCTs and one
was a CCT (study 41°). They were fairly consistent
in terms of quality and the number of sessions
offered, although there was considerable variation
in depressive symptomatology at recruitment.

All used CT and BT, and three of the trials were
conducted in the USA and three in the UK. No
statistical heterogeneity was apparent. Pooling
indicated that patients receiving individual
therapy were significantly more likely than those
receiving group therapy to improve to a degree
where they were no longer considered to be
clinically depressed.

In the post-treatment continuous data, only mean
differences were reported. All but one (study 41°)
of the eight trials were reportedly randomised, and
all used formal CT, BT or CBT models. Five were
conducted in the USA (studies 6, 41, 43, 59 and
63") and three in the UK (studies 40, 47 and 55°).
Again, no statistical heterogeneity was apparent.
The results obtained by pooling dichotomous
outcomes were supported by the findings from
continuous data, and suggested that those treated
with individual therapy exhibited significantly
fewer symptoms post-treatment than those
treated with group therapy.

Only three trials contributed dichotomous data
on the numbers of non-symptomatic participants
at follow-up (2 and 6 months). Two of the trials

“See appendix 6 for the references for each study.
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were conducted in the USA (studies 6 and 63%)
and one in the UK (study 55°). No statistical
heterogeneity was apparent. The differences
observed at post-treatment were not demonstrated
at 2 or 6 months, because pooling of dichotomous
data suggested no significant differences between
the two groups.

Of the six trials providing continuous data at
follow-up, all reported mean differences only
at 1, 2, 3 and 6 months and 1 year. Three were
conducted in the USA (studies 6, 43 and 63")
and three in the UK (studies 40, 47 and 55%).
Statistical heterogeneity was apparent in the 6-
month follow-up data. Pooling the data at 1, 2,
3 and 6 months suggested no significant differ-
ences between groups. Data at 1 year could not
be pooled.

Although the number of dropouts appeared

to be greater in group formats, there were no
significant differences in dropouts between those
receiving individual and group treatment. Sum-
marising the available dropout data suggested
13% dropouts from individual therapies and
17% from group therapies and it is unlikely that
differential dropouts strongly influenced clinical
outcomes. Insufficient data prevented further
sensitivity analyses being undertaken. No
economic evidence was available for

this comparison.

CT versus BT

Although 12 trials were identified as eligible

for this comparison, only three had sufficient
information for inclusion in the post-treatment
recovery analysis. All three were reportedly
randomised. Two were conducted in the USA
(studies 23 and 297) and one was conducted in
Canada (study 50°). There was no evidence of
statistical heterogeneity. One recent trial (study
23") carried over 70% of the pooled OR weight.
This was a well-conducted model-dismantling trial
with a sample size of 50 patients or more in each
arm (and the authors of this study admitted a bias
towards CT, expressing surprise and disappoint-
ment at the equivocal outcomes produced by the
cognitive and behavioural interventions). Pooling
the data demonstrated no significant differences
in post-treatment recovery between CT and BT.

Six trials provided continuous post-treatment data
(mean differences only) and all were reportedly
randomised. Five of the mean differences trials

were conducted in the USA (studies 23, 29, 39,
53 and 63") and one in Australia (study 60°).
There was no evidence of statistical heterogeneity.
The results obtained by pooling dichotomous
outcomes were supported by the findings from
continuous data. There were no significant
differences between groups in terms of post-
treatment symptomatology.

Only one trial contributed dichotomous data

on the number of non-symptomatic patients at

a follow-up of 6 months. In the continuous data,
all six trials that provided post-treatment outcome
data reported data on the mean differences at
follow-up, three reporting at up to 2 months

and three reporting at between 2 and 6 months.
No statistical heterogeneity was apparent at any
timepoint in either of the two sets of data. One
trial (study 39") that had recruited participants
through media advertisements but involved
people with severe depression, reported unusually
high group means at follow-up. Pooling the data
revealed no differences in symptom reduction
from baseline between CT and BT at

any timepoint.

There were no differences in dropouts between
CT and BT. Summarising the available dropout
data suggested 11% dropouts from CT models
and 13% from BT models and it is unlikely that
differential dropouts strongly influenced clinical
outcomes. Insufficient data prevented further
sensitivity analyses being undertaken for this
comparison, and there was no economic
evidence available for this comparison.

CBT versus treatment as usual

For this comparison, 29 trials were eligible
although only 12 provided post-treatment recovery
data. These trials were similar to those in com-
parison 1. However, a smaller number of patients
were included because fewer psychotherapy arms
were eligible from studies that compared more
than one psychological treatment. Of the 12 trials
contributing to the recovery analysis, all were
reportedly RCTs. Six of the trials were conducted
in the USA (studies 16, 25, 33-35 and 48"), four
in the UK (studies 40, 45, 46 and 54"), one in
Canada (study 50) and one in Australia (study
58"). In contrast to comparison 1, despite all

but one of the ORs favouring CBT, statistical
heterogeneity was indicated in this outcome
(suggesting that collapsing variants of psycho-
therapy arms within studies in comparison 1

“See appendix 6 for the references for each study.
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reduced differences between groups). Removal

of the one negative trial reduced statistical hetero-
geneity to a level that was non-significant. Pooling
resulted in a highly significant OR, indicating that
patients receiving variants of CBT were signifi-
cantly more likely than those receiving treatment
as usual to improve to a degree where they were
no longer regarded as being clinically depressed.
Subgroup analyses suggested that this effect was
moderated by differences in baseline severity. A
highly significant difference in favour of CBT was
observed where severity was unspecified, and a
slightly reduced, but still highly significant, differ-
ence in favour of CBT was seen in trials involving
more severely depressed patients, although
statistical heterogeneity was still apparent in the
latter group. The overall effect did not appear to
be moderated by differences in the number of
sessions offered.

All but two (studies 7 and 517) of the 20 trials
contributing to the mean differences analysis and
all of the five contributing to the mean change
in symptoms analysis were reportedly randomised.
Of the trials reporting mean differences, 14 were
conducted in the USA (studies 3, 6, 7, 9, 14, 25,
33-35, 38, 43, 48, 51 and 53"), three in the UK
(studies 40, 45 and 46), two in Australia (studies
58 and 60") and one in Canada (study 30"). Two
of the trials reporting mean change in symptoms
were conducted in the USA (studies 19 and 217),
two in the UK (studies 45 and 46°) and one in
Australia (study 58”). Statistical heterogeneity was
highly significant in the mean differences data,
but no statistical heterogeneity was apparent in
the mean change data. The results obtained by
pooling the dichotomous data on whether
participants were non-symptomatic were broadly
supported by the findings from the continuous
data. These suggested that those treated with
CBT exhibited significantly fewer symptoms
post-treatment than those on waiting lists or
receiving treatment as usual, and that symptom
reduction from baseline was greater in those
receiving psychotherapy. Nine trials reported
both recovery and mean differences data
(studies 25, 33-35, 40, 45, 46, 48 and 58") and

it was possible to undertake a formal comparison
between dichotomous and continuous data.
Re-analysing the mean differences data from
these trials slightly reduced the heterogeneity,
but also reduced the effect size and widened the
CI. However, in this analysis, dichotomous and
continuous outcomes broadly supported one

another. Subgroup analyses of all the trials,

once more, failed to remove the statistical hetero-
geneity, but suggested that this effect might, again,
be moderated by differences in baseline severity.
A trend was observed demonstrating an increasing
difference in favour of CBT with decreasing sever-
ity. The number of sessions offered appeared

to make little difference to outcome.

Only four trials contributed dichotomous data

on the number of participants who were non-
symptomatic at follow-up (3 months). Three of
the trials were conducted in the USA (studies 25,
35, and 48") and one in the UK (study 54"). Statis-
tical heterogeneity was significant primarily due to
one trial (study 48"). The difference observed at
post-treatment was not demonstrated at 3-month
follow-up because pooling of dichotomous data
suggested no significant difference between the
two groups. In the continuous data, ten of the
trials that provided post-treatment data also
reported data contributing to the pooled mean
differences at follow-up (1, 2, 3 and 6 months and
1 and 2 years). All but one trial (study 7°) were
reportedly randomised and all but one (study 46°
that was conducted in the UK) were conducted
in the USA. Two trials contributed to the pooled
mean change at follow-up (3 and 6 months and

1 year), one of which was conducted in the USA
(study 257) and one in the UK (study 46°). Statis-
tical heterogeneity was apparent at several of the
timepoints in the mean differences data, but not
in the mean change data. Insufficient power
prevented any firm conclusions being drawn
from the mean differences data (significant
differences were demonstrated at 1 and 3 months
but not at 2 and 6 months), although the data
suggested that those treated with CBT exhibited
fewer symptoms than the comparison groups

at 3 months. Data on follow-up at 1 and 2 years
could not be pooled. However, the mean change
data demonstrated statistically significant differ-
ences in symptom reduction from baseline in
favour of CBT at 3 and 6 months, although

data could not be pooled at 1 year.

Although dropouts appeared to be slightly greater
in the CBT group than in those receiving treat-
ment as usual, this did not reach statistical signifi-
cance. Dropout rate was significantly greater in the
CBT group in trials involving patients with severe
depressive disorder, but not in those involving
mild/moderate or unspecified levels of depression.
There appeared to be no difference between CBT

“See appendix 6 for the references for each study.
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and treatment as usual in those trials involving
between one and six sessions, but a significantly
greater number of dropouts from CBT was
indicated in trials involving seven to 20 sessions.
Summarising the available dropout data suggested
22% dropouts from CBT and only 11% from
treatment as usual. Since dropouts were more
likely to be unreported and we have assumed all
missing data to be treatment failures, it is possible
that we have under-estimated the benefits of CBT.

Although significant differences were still
observed in all categories in the recovery and
mean differences data, the effect in favour of CBT
was greater in those trials recruiting self-selected
patients and volunteers than in those involving
clinic-attenders and outpatients. However, statis-
tical heterogeneity was still apparent in both cate-
gories in the mean differences data. No differences
between trials according to the source of recruit-
ment were demonstrated in the dropout data.

In the recovery and mean differences analyses,
trials with lower overall quality scores generally
demonstrated greater effect sizes in favour of CBT
than higher-scoring trials. A significant difference
in dropouts was only suggested in the lower-quality
trials in favour of treatment as usual. A funnel
plot drawn from data from this comparison again
suggested evidence of bias by demonstrating the
absence of small- and medium-sized negative
trials. Thus, once more, the importance of
interpreting the findings with caution

cannot be over-emphasised.

The only available cost-effectiveness analysis (linked
to an excluded study by Katon and colleagues; see
appendix 7 for the reference for this study) con-
cluded that CBT offered within a collaborative care
model for MDD was more costly than treatment as
usual, but achieved greater success. This translated
into a modest cost-effectiveness advantage. The
same intervention for minor depression was more
costly but not more cost-effective than treatment

as usual.

CBT versus IPT

The data in this comparison consisted of just two
RCTs, which had been extensively reported and
discussed in the literature. The USA National
Institute of Mental Health (NIMH) Collaborative
Research into Depression Program (study 13)
generated 11 papers from its trial, and the UK-
based Second Sheffield Psychotherapy Project
(study 49") produced ten papers. Furthermore,

both trials caused considerable debate in the
literature regarding differing aspects of method-
ology. The NIMH trial reportedly used therapists
less experienced in the CBT condition than in the
IPT condition.” It was also criticised for failing to
stratify severity of depression at baseline. Some
commentators suggested that the Second Sheffield
Psychotherapy Project trial lacked statistical power
to detect treatment differences. No statistical
heterogeneity was apparent and no significant
differences were demonstrated.

The same trials provided continuous data at post-
treatment, one reporting mean differences (study
13") and one reporting mean change (study 49
(both eight- and 16-session arms)”). Again, no
statistical heterogeneity was apparent. The analyses
suggested no differences between CBT and IPT,
supporting the findings from the recovery data.
The UK trial reported dichotomous outcomes

on whether participants were non-symptomatic

at l-year follow-up and demonstrated no differ-
ence between the two therapies. No continuous
follow-up data were available.

Although dropouts in the individual trials
appeared to be greater in CBT, pooling the data
demonstrated no significant difference in dropout
rate between the two therapies. A total of 27%
dropped out of CBT compared with 20% from
IPT. Since dropouts were high in both groups,
this could threaten generalisability of findings
from this comparison. Insufficient data prevented
further sensitivity analyses being undertaken,

and no economic evidence was available for

this comparison.

CBT versus PDT

Six trials (contributing seven sets of data) were
included in the post-treatment recovery analysis.
Five of the six were RCTs (studies 4, 11, 17, 28
and 49") and one was a CCT (study 26). All six
used diagnostic inclusion criteria to establish
MDD and conducted the psychotherapy over
more than ten sessions. Four of the trials were
conducted in the USA (studies 4, 11, 17 and 26°),
one in the UK (study 49°) and one in Canada
(study 287). It is noteworthy that three of the

six trials presented the PDT arm as a control
condition (studies 4, 11 and 26°), which may
have been suggestive of bias on the part of the
researchers towards the CBT condition in more
than half of the trials. No statistical heterogeneity
was apparent, although the only CCT in the

“See appendix 6 for the references for each study.
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group reported a non-significant OR in favour of
PDT (study 26"). Pooling suggested that patients
receiving CBT were significantly more likely to
improve to a degree where they were no longer
regarded as being clinically depressed than those
receiving PDT.

Four trials (contributing five data sets) provided
continuous data at post-treatment: three reported
mean differences data (studies 4, 17 and 267) and
two contributed mean change data (studies 17,

49 (eightsession arm) and 49 (16-session arm)")
Three were RCTs (studies 4, 17 and 49°) and one
was a CCT (study 26°). Three were conducted in
the USA (studies 4, 17 and 267) and one in the
UK (study 49). Significant statistical heterogeneity
was observed in the mean differences data, where,
again, study 26" reported an extreme and signifi-
cant effect in the opposite direction from the other
two trials. No statistical heterogeneity was apparent
in the mean change data, and both sets of data
demonstrated no significant differences post-
treatment between CBT and PDT.

Three trials contributing four sets of data
provided dichotomous data on the number of
non-symptomatic patients at follow-up (3 months
and 1 year). One trial was conducted in the USA
(study 177), one in the UK (study 49°) and one

in Canada (study 28"). No statistical heterogeneity
was apparent at either timepoint. The differences
in recovery observed at post-treatment were not
demonstrated at 3 months and 1 year: pooling of
dichotomous data suggested no significant differ-
ence between CBT and PDT. Two trials (both
conducted in the USA) provided continuous data
at follow-up, one providing mean differences data
only (study 26") and one providing both mean
differences and mean change from baseline (study
17%) at follow-up (both 3 months). No statistical
heterogeneity was apparent, and pooling the data
for both outcomes demonstrated no differences
between groups.

Although the overall number of dropouts appeared
to be greater from PDT than from CBT, pooling
did not result in a significant difference between
groups. Insufficient data prevented further sensi-
tivity analyses being undertaken. No economic
evidence was available for this comparison.

CBT versus ST

Seventeen trials were eligible for inclusion in this
part of the review, but only ten provided sufficient

post-treatment recovery data for meta-analysis.
Of these, eight were RCTs (studies 5, 16, 28, 29,
31, 33, 45 and 50°) and two were CCTs (study 52
and 56%). Seven of the trials were conducted in
the USA (studies 5, 16, 29, 31, 33, 52 and 56"),
one in the UK (study 45") and two in Canada
(studies 28 and 507). Statistical heterogeneity

was highly significant in these data. Several

of the trials (studies 33, 52 and 56°) reported
extreme ORs (= 15) and a single relatively large
trial suggested a significant finding in the opposite
direction (study 45"). The analysis indicated

that patients receiving variants of CBT were
significantly more likely to improve to a degree
where they were no longer considered clinically
depressed than those receiving ST. Subgroup
analyses removed the observed statistical hetero-
geneity and suggested that this effect might be
moderated by differences in baseline severity:

a highly significant difference in favour of CBT
was observed where severity was unspecified, but
a non-significant difference was apparent in trials
involving more severely depressed patients. The
overall effect also appeared to be moderated

by the number of sessions offered: the greatest
difference in favour of CBT was observed in trials
involving fewer sessions and those involving more
sessions demonstrated no significant difference.
This is, again, an observation in the opposite
direction to that in comparison 1, but in the same
direction as in comparison 2, although, once
more, statistical heterogeneity was still apparent.

All but two (studies 36 and 52°) of the nine

trials contributing to the mean differences post-
treatment analysis and all but one (study 36") of
the three contributing to the mean change analysis
were reportedly randomised. Seven of the trials
reporting mean differences were conducted in the
USA (studies 5, 22, 29, 31, 33, 36 and 52°) one in
the UK (study 45°) and one in Canada (study 30°).
Two of the trials reporting mean change data were
conducted in the USA (studies 5 and 36") and one
in the UK (study 45"). Statistical heterogeneity
was highly significant in the mean differences
data. Although reportedly measuring outcome

on the same scale, several trials (studies 30, 36
and 52") reported unexpectedly high group
means. Although no statistical heterogeneity

was apparent in the mean change data, one of
these trials reporting high mean differences also
appeared in this analysis (study 36°) and again
reported considerable mean changes in both
groups. This was quite different from the

“See appendix 6 for the references for each study.
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other trials in the group. Findings from the
mean differences analysis supported the results
obtained by pooling dichotomous outcomes,
which suggested that those treated with CBT
exhibited significantly fewer symptoms post-
treatment than those receiving ST. Although
there appeared to be a trend in favour of variants
of CBT in the mean change data, there were no
significant differences between groups in terms
of symptom reduction from baseline. Subgroup
analyses once more failed to remove all the
statistical heterogeneity observed, but suggested
that this effect might again be moderated by
differences in baseline severity. Again, significant
differences in favour of CBT were observed
where severity was unspecified, but no difference
was apparent in trials involving more severely
depressed patients. The effect might also have
been moderated by differences in the number of
sessions offered: although less straightforward to
interpret, trials offering fewer sessions appeared
to demonstrate a greater difference in favour of
CBT (an observation in the opposite direction
from that in comparison 1, but in the same
direction as comparison 2).

Only three trials contributed dichotomous data at
follow-up (3 and 6 months). Two of the trials were
conducted in the USA (studies 5 and 33") and one
in Canada (study 28"). No statistical heterogeneity
was apparent, although only a small number of
trials were included. Only one trial reported
6-month outcomes and suggested a significant
difference in favour of CBT. The differences
observed at post-treatment were not demonstrated
at 3-month follow-up: pooling of dichotomous data
suggested no significant difference between the
two groups. In the continuous data, three of the
trials reporting post-treatment outcomes provided
data contributing to the pooled mean differences
at follow-up, all of which were conducted in the
USA. Only one trial contributed to the pooled
mean change at 3-month follow-up. No statistical
heterogeneity was apparent at any timepoint.
Pooling the continuous follow-up data suggested
that those treated with CBT exhibited significantly
fewer symptoms than those treated with ST at
3-month follow-up, however, data could not

be pooled at 6-month follow-up.

Although dropouts during treatment appeared
to be slightly greater in the CBT group, there
appeared to be no significant differences in
dropouts between those receiving CBT and those

receiving ST. Subgroup analyses suggested that
this effect might, again, be moderated by differ-
ences in baseline severity: dropouts from CBT
might have been greater in trials involving more
severely depressed patients and less in trials where
severity was unspecified, but the difference did
not reach statistical significance in either case

due to a lack of statistical power.

In the recovery data, the observed difference
between groups was extreme and highly significant
in favour of CBT in those trials recruiting self-
selected patients and volunteers, but no difference
between groups was demonstrated on pooling
those trials including clinic-attenders and out-
patients. However, statistical heterogeneity was
still apparent in both categories. No significant
differences were observed between groups accord-
ing to the source of recruitment in the continuous
or dropout data. The overall quality score of the
trials appeared to have a considerable effect on
recovery and mean differences, with lower-scoring
trials demonstrating a pronounced and highly
significant difference and higher-scoring trials
demonstrating no significant differences.

A similar effect was observed in the dropout

data, although pooling according to overall
quality score demonstrated no significant
differences between groups in either category.

No economic evidence was available for

this comparison.

IPT versus ST

This analysis included only one small, USA-based,
randomised pharmacotherapy/psychotherapy
combination trial, with the pharmacotherapy
conditions excluded. There appeared to be no
significant differences in recovery or dropouts
between IPT and ST. No continuous data or
follow-up data were available, and there was

no economic evidence for this comparison.

IPT versus treatment as usual

This comparison consisted of just one USA-based
RCT (study 44°), involving a large number of
patients with arms of more than 90 patients in
both conditions included in the review. This trial
suggested that recovery was significantly more
likely for those receiving IPT than for those
receiving treatment as usual and that this
difference was maintained at 8-month follow-up.
The continuous mean differences and mean
change data from this trial supported this finding,
again, indicating a significant difference in favour

“See appendix 6 for the references for each study.
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of IPT. However, it should be noted that attrition
was reported to be high from the IPT arm and that
45% of those allocated to treatment as usual were
given antidepressant therapy during the course

of the trial. IPT was shown by the only available
economic analysis to be more cost-effective than
usual care only if delivered by non-psychiatrists.”

PDT versus ST

One Canadian RCT provided data for this
comparison. The ST under evaluation was relax-
ation therapy, which, although behavioural in
theoretical origin, was quite explicitly used in
this study as an attention-placebo control. The
trial indicated no differences in recovery post-
treatment or 3-month follow-up, or in the number
of dropouts. It should be noted, however, that
the randomisation procedure in this trial was
questionable because dropouts were apparently
replaced to maintain group sizes, thereby
introducing a probable bias. No economic
evidence was available for this comparison.

ST versus treatment as usual

All four trials contributing to the post-treatment
recovery analysis were reportedly RCTs (studies
16, 33, 45 and 507). Two were conducted in the
USA (studies 16 and 338"), one in the UK (study
45") and one in Canada (study 50°). No statistical
heterogeneity was apparent. However, it should be
noted that one trial in this comparison (study 45")
accounted for 656% of the weight in the pooled
analysis. Although not apparent in this com-
parison, this trial repeatedly demonstrated very
different results from other trials in the review,
possibly due to differences in the application of
therapeutic techniques, and perhaps caution is
required in interpreting the results of this com-
parison. The pooled result suggested that patients
receiving ST were significantly more likely than
those receiving treatment as usual to improve

to a degree where they were no longer regarded
as being clinically depressed.

Four RCTs provided post-treatment mean
differences data and two of these also provided
mean change data. Two were conducted in the
USA (studies 33 and 57°), one in the UK (study
45") and one in Canada (study 30"). No statistical
heterogeneity was apparent. The results obtained
by pooling the dichotomous recovery data were
only partially supported by the findings from the
continuous data. Pooling the latter suggested that
those treated with ST exhibited significantly fewer

symptoms post-treatment than those receiving
treatment as usual, yet no difference in mean
change from baseline was demonstrated between
the groups.

No dichotomous data on whether participants
were non-symptomatic at follow-up were available.
Two trials (both conducted in the USA) provided
continuous follow-up data, one providing both
mean differences and mean change data at

2 months and one providing mean differences
data at 6 months. No differences between groups
were demonstrated.

No significant differences between groups in terms
of dropouts during treatment were demonstrated.
Summarising the available dropout data suggested
22% dropouts from ST and only 11% from treat-
ment as usual. Since dropouts were more likely

to be unreported, and we have assumed all missing
data to be treatment failures, it is possible that

we have slightly under-estimated the benefits

of psychotherapy. Insufficient data prevented
further sensitivity analyses being undertaken

for this comparison.

Only one trial included an economic component
(linked to an excluded study by Katon and col-
leagues and referred to earlier in comparison 5;
see appendix 7 for the reference for this study)
and concluded that ST offered within a collabor-
ative care model was more costly but achieved
greater success than treatment as usual.

Robustness of the review

The searches for this review were thorough and
comprehensive, and sought to identify published
and unpublished trials. Even so, all five funnel
plots indicated that small negative trials might
have been omitted. It is, therefore, likely that the
positive treatment effects of smaller studies have
been exaggerated. It is also important to note that
statistical heterogeneity was a common feature in
a number of comparisons for several outcomes,
and that CIs tended to be wide. Potential biases
may have been the result of a number of
different factors.

(1) The absence of smaller studies with no
statistically significant effects could result
in a pooled over-estimate of treatment effect.
Publication bias and other reporting biases

“See appendix 6 for the references for each study.
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are very likely explanations for possible
missing studies — all of the trials in this review
were published, in English and cited else-
where, and many had resulted in multiple
publications. All of these factors would have
increased their likelihood of identification
and inclusion in the review. Furthermore,

as demonstrated in the sensitivity analyses,
trials of lower methodological quality
(although not necessarily the smaller studies)
generally demonstrated larger effects, which
might have possibly increased their chances
of publication. The potential for selection
bias needs to be considered when inter-
preting the findings of this review.

(2) For clinical outcomes, we assumed that all
unreported data in identified trials repre-
sented treatment failures. Outcomes from
dropouts are more likely to be unreported
and it is possible, therefore, that we have
over-estimated treatment failures in
both groups.

(3) The findings from heterogeneity and sensi-
tivity analyses also suggest that differences
in probability of recovery may also partially
explain the findings. Studies involving
volunteers and patients with depression of
unspecified severity tended to be smaller.
Furthermore, there was some evidence to
suggest that earlier trials had been smaller
than later ones, and the effects of changes
in both the intervention and comparator
groups over time cannot be ruled out. Thus,
the results may reflect true heterogeneity
amongst the trial groupings.

(4) Some evidence from trial quality rating
and from sensitivity analyses suggested that
lower-quality studies tended to be smaller
and resulted in larger effects. It is not
possible to know whether those studies
not contributing to the meta-analysis were
small negative trials, since a number of
them did not specify even the overall
sample size.

(5) Pooled sample sizes remained inadequate in
many of the outcome analyses and, therefore,
the power to detect potentially significant
differences between the different forms of
psychotherapy was limited.

Thus, the potential influence of chance and
bias from a number of different sources limits
confidence in the overall results and increases
caution in our interpretation of these findings.

Generalisability of the trials
contributing to the review
findings

Socio-economic characteristics

of patients

Many sample groups in USA-based trials consisted
of well-educated subjects of higher socio-economic
levels. Fifteen trials included female patients only
(studies 4, 8-10, 16, 19, 21, 24, 26, 27, 36-39 and
62"). Sixteen trials used volunteers on university
campuses, with younger than average participants
of higher educational and socio-economic status.
One small cluster of university-based trials further
limited their study populations to all students in
the same year enrolled on psychology courses.

In contrast, however, three trials selected sample
groups from a low-income population only. The
generalisability of these trials to patients presenting
in primary care settings and to settings within the
UK, therefore, remains questionable.

Severity of depression

Patients in the included trials showed consider-
able variation in symptoms of depression, with
diagnostic inclusion criteria ranging from nega-
tive mood state to MDD. Some trials failed to
conduct a diagnostic interview at recruitment,
relying solely on a self-report instrument to
measure levels of depressive symptoms. Not
surprisingly, clinical heterogeneity was indicated.
Of course, it is possible that the wide-ranging
presentation of depressive symptoms represented
in these studies may be a reflection of the vari-
ation in depression encountered by healthcare
professionals in primary care settings and,
therefore, could be regarded as reasonably
generalisable in terms of clinical presentation
for treatment.

Country bias

A considerable proportion of trials in the review
(50 of 63) were conducted in the USA, and just
13 studies were carried out in other countries,

of which seven were UK-based trials. One of the
notable differences between USA studies and those
from other countries appeared to be the clinical
background and qualifications of the therapists
employed. In the USA trials, the largest group of
therapists were ‘advanced’ (often PhD) clinical
psychology or counselling psychology students.
This group of professionals in training may be
representative of therapists in the USA, but it is
difficult to be certain of the extent to which their

“See appendix 6 for the references for each study.
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experience and qualifications might generalise to
those of therapists in the UK primary care setting.

Motivation of participants

More than half the trials used volunteer
populations by obtaining sample groups through
local radio or newspaper advertisements, and
sometimes even offering small cash payments to
subjects who agreed to take part in studies. Patients
who volunteer to participate in intervention studies
are a self-selected group who tend to experience
generally lower morbidity rates than those who

do not take part,”” and whose motivation for
treatment and attrition rates may differ from the
entire experimental population and from the
general patient population.

Inclusion of trials that had identified and
recruited patients in a more systematic way
through outpatient clinics and referrals generally
resulted in slightly lower effect sizes than was
obtained by grouping all of the trials. These trials
were likely to have involved a more homogeneous
group of participants in terms of pathways to care,
patient motivation, severity, chronicity, previous
treatment, etc., but were also more likely to have
involved patients that clinicians would have
expected to benefit from treatment. There are
several possible explanations for the observed
differences in outcomes between these trials

and those involving self-selected volunteers and
responders to advertisements. Perhaps the single
most important of these is the probable difference
in patient motivation, both in their participation
in the trial and their commitment and deter-
mination in therapy. It should be noted that the
generalisability of trials involving self-selected
subjects to clinical practice might be poor.
Nevertheless, it is likely that this self-selected
group may have included some patients whose
severity of depression was more similar to that

of patients in primary care, as well as some whose
depression remained undetected by the general
practitioner. It is, therefore, important to note
that, in all but one case, the pooled outcomes

in this group of trials were as good as or better
than those involving clinic attenders

and outpatients.

Length of treatment and type

of therapy

It could be suggested that the time-limited
design of the psychological treatments investi-
gated may have favoured goal-orientated

structured psychotherapy models, which strive
towards positive action from the outset of
treatment. In contrast, the psychodynamic
approach posits the expectation that as clients
explore and confront their difficulties, their
symptoms may become more severe before
they begin to improve. It may be, therefore,
that a greater number of sessions are required
to work through this process in order for a
positive outcome to be achieved. However,

it should be stressed that the search strategy
employed for this review failed to identify a
single controlled trial evaluating the effective-
ness of PDT for the treatment of depression
over more than 20 sessions, and, given the
current absence of relevant studies in the
literature, it would not be possible to test that
hypothesis. It should also be stressed that PDT
and client-centred therapy were mostly non-
manualised and non-standardised, which
would limit their systematic application

to clinical practice.

Long-term outcomes

Long-term outcomes were not measured in two-
thirds of trials, and those trials that did provide
long-term follow-up assessments of more than

6 months tended to suffer high attrition rates
between post-treatment interviews and final
follow-up.

Adverse events and tolerability
Generally, reporting of adverse effects resulting
from psychological treatments was poor. Two
pharmacotherapy/psychotherapy combination
trials reported withdrawing patients from
psychotherapy treatment due to an observed
deterioration of symptoms. The author of one
other trial reported adverse events in two patients
receiving psychotherapy who carried out acts of
deliberate self-harm whilst participating in the
trial (study 36"), although it is unclear whether
these were directly associated with the trial. No
other trial appeared to consider possible adverse
consequences of psychological treatment, nor
were such complications suggested as a cause

of attrition from trials. Indeed, reasons for
patient dropouts were infrequently investigated
or reported by authors. Dropout outcomes were
originally summarised to provide an indication of
tolerability. However, it is also worth noting the
potential threat to generalisability of the review
that might be introduced by high numbers of
dropouts from trials. For the purposes of this

" See appendix 6 for the references for each study.
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review, dropouts were conservatively regarded as
‘treatment failures’. However, there is no way of
knowing from the reports of most trials how
many patients actually ceased to attend sessions
due to an intolerable increase in their symptoms.
It is not possible, therefore, to report on potential
drawbacks or negative outcomes of psycho-
therapy treatment.

Economic evaluation

Out of a total of 63 trials in the review, just

five included a cost-effectiveness component,
demonstrating an overall paucity of economic
data available for analysis and interpretation.
The trials that provided economic evaluations
showed considerable variation in the quality and
scope of their cost measurements. Three of the
trials were conducted in the USA, which made it
difficult to judge the relevance of the economic
findings because cost findings would have been
sensitive to the healthcare system within which
brief psychological interventions were delivered.
Although the USA-based economic evaluations
were well-conducted studies, it should be
emphasised that the confidence with which
those economic findings might be applicable

to the UK would be lower than for

clinical findings.

When investigating the cost-effectiveness
dimension of a trial, it is of particular importance
to have outcomes with long-term follow-up
because the cost-offsetting effects may only

be revealed over time. As noted earlier, only

14 trials (22%) reported follow-up dichotomous
or continuous outcomes in terms of depressive
symptoms, and just nine studies with sufficient
data for inclusion in the meta-analysis conducted
final follow-up assessments more than 6 months
after the completion of psychotherapy. It was,
therefore, not possible to conduct a long-term
economic evaluation for the purposes of this
review, and this should be regarded as

another limitation.

Statistical power is also a particular problem

in economic evaluations, because some events
with important economic implications (such as
inpatient admissions) may rarely happen but are
very expensive when they do occur. The two
well-conducted economic evaluations included

in the review collected data on inpatient service
utilisation, but excluded the costs from their
analyses because of the skew in the data and the
inadequacy of sample sizes. The other evaluations
with an economic component had even smaller
sample sizes. Overall, therefore, the review lacks
adequate statistical power to conduct a meaningful
cost-effectiveness analysis.
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Chapter 5

Conclusions

Summary

Comparisons between treatments
Comparing any variant of psychotherapy with
treatment as usual or waiting lists suggested
patients receiving psychotherapy were significantly
more likely to improve to a degree where they were
no longer regarded as being clinically depressed.
They also exhibited significantly fewer symptoms
post-treatment and experienced significantly
greater symptom reduction from baseline. Follow-
up data for different timepoints were sparse, but
the available evidence did suggest that the psycho-
therapy group continued to exhibit significantly
fewer symptoms at follow-up periods of up to 9
months. The risk of treatment discontinuation

in those receiving psychotherapy was no greater
than in those receiving treatment as usual.
Economic evidence provided tentative support

for the hypothesis that psychotherapy was

more efficient than usual care.

Trials of CBT, CT or BT versus PDT, IPT or

ST suggested that patients receiving any of the
cognitive behavioural group of therapies were
significantly more likely to improve to a degree
where they were no longer regarded as being
clinically depressed. However, there were no
differences between groups in post-treatment
symptoms, symptom reduction from baseline or
dropouts during treatment. It was not possible
to draw any firm conclusions from the limited
follow-up and economic data available.

Comparing individual with group therapy
formats suggested patients receiving individual
therapies were significantly more likely to improve
to a degree where they were no longer regarded
as being clinically depressed and exhibited
significantly fewer symptoms post-treatment.

No differences in dropouts between groups were
demonstrated. Again, it was not possible to draw
any firm conclusions from the limited follow-up
and economic data available. (It should be noted
that all the trials identified in this comparison
used cognitive behavioural interventions.)

In trials comparing CTs and BTs, no differences
in post-treatment recovery and symptoms, symptom
reduction from baseline or dropouts were

demonstrated. Only limited follow-up data were
available, and no economic data were identified.

Comparing any variant of CBT with waiting lists

or treatment as usual suggested patients receiving
variants of CBT were significantly more likely to
improve to a degree where they were no longer
considered clinically depressed, exhibited signifi-
cantly fewer symptoms post-treatment and experi-
enced significantly greater symptom reduction from
baseline. Follow-up data for different timepoints
were sparse, but the available evidence did suggest
that the CBT group continued to exhibit signifi-
cantly fewer symptoms at follow-up periods of up to
6 months. The risk of treatment discontinuation in
those receiving variants of CBT was no greater than
in those receiving treatment as usual. In addition,
the economic evidence suggested a modest cost-
effectiveness advantage in favour of CBT.

The evidence comparing variants of CBT with IPT
was too limited to draw any conclusions, although
it did suggest that there were no differences in
post-treatment recovery and dropouts during
treatment between the two types of therapy.

No economic evidence was available.

Comparing any variant of CBT with PDT suggested
that patients receiving variants of CBT were signifi-
cantly more likely to improve to a degree where
they were no longer regarded as being clinically
depressed, although no group differences in post-
treatment symptoms, symptom reduction from
baseline or dropouts during treatment were
suggested. Only limited follow-up data were
available, and no economic data were identified.

Comparing any variant of CBT with ST suggested
that patients receiving variants of CBT were signifi-
cantly more likely to improve to a degree where
they were no longer considered clinically de-
pressed and exhibited significantly fewer symptoms
post-treatment. No group differences in symptom
reduction from baseline or dropouts during
treatment were suggested. Only limited follow-up
data and no economic data were available.

Trials of IPT versus ST, IPT versus treatment as
usual and PDT versus ST all yielded inadequate
data upon which to base any firm conclusions.

93



94

Conclusions

Comparing ST with treatment as usual suggested
patients receiving ST were significantly more
likely to improve to a degree where they were

no longer regarded as being clinically depressed
and exhibited significantly fewer symptoms post-
treatment than those receiving usual treatment.
No group differences in symptom reduction from
baseline or dropouts during treatment were
suggested. Minimal follow-up data were available,
although limited economic data suggested a
cost-effectiveness advantage in favour of ST.

Whilst the data used in this review suggest an
overall benefit of psychotherapy, and, in particular,
CBT techniques, a number of caveats limit our
confidence in these findings.

Internal validity

Low scores on internal validity items and
inadequate reporting of methodology were a
feature of the majority of the included trials, the
overall quality of which were low. Only ten trials
reporting the use of randomisation described their
allocation procedure, and the possibility of investi-
gator bias in the allocation of patients cannot be
ignored. About one-third of the trials employed

a waiting-list arm as a comparator, and it is
possible that this could have influenced the size
of the observed treatment effect by discouraging
symptomatic improvement during the course of
the trial in patients allocated to this intervention.
In the majority of the trials, the authors had
developed, or were closely associated with, the
active therapy under evaluation. This may have
been a potential for investigator bias. Furthermore,
PDT and client-centred therapy tended to be
regarded and utilised by investigators as attention-
placebo conditions, again suggesting possible
investigator bias. The implicit and explicit use

of both antidepressants and concurrent non-
randomised psychotherapy in a number of trials
also limits confidence in the review findings, since
it is uncertain that any observed treatment effect
was achieved through the psychotherapeutic
intervention alone. Finally, nearly 40% of the
trials failed to monitor therapist adherence to

the psychotherapeutic technique under evalu-
ation, and it is not certain that the therapists
consistently applied the models appropriately.

Low sample size was a feature of most of the trials.
Only three trials were likely to have had adequate
power to detect a real treatment difference. This
is a problem of some importance in trials com-
paring two potentially ‘active’ treatments where
the differences between groups might be expected
to be relatively small. Additionally, more than half

the trials excluded patients initially randomised
who did not commence treatment or who later
dropped out, limiting comparability between
groups. Furthermore, despite the fact that people
with depression are disabled in many spheres of
activity, broader measures of outcome, such as
quality of life, were rarely a feature of these

trials, and the focus on one measure of clinical
improvement is far from appropriate in patients
with this disorder.

Robustness of the review

Despite the extensive searches undertaken, all

63 trials identified were published and were in
English. In addition, many had resulted in multiple
publications, thereby increasing their chances of
inclusion in the review. Of these, 12 provided
insufficient data for inclusion in the meta-analysis.
The interpretation of the findings of this review is
further limited by the identification of probable
biases as indicated in the funnel plots and the
heterogeneity and sensitivity analyses.

Although it is essential to be cautious in interpreting
the findings of subgroup analyses, several consistent
and recurring observations resulted from these.
They suggested that the effects of treatment were
likely to have been moderated by the baseline
severity of depression in the trial participants, the
recruitment setting and possibly the number of
sessions provided. Trials of patients without a formal
diagnosis and those involving volunteers consistently
demonstrated larger treatment effects, and there
was some evidence suggesting a similar effect in
those trials of lower methodological quality. These
observations suggest that the potential influence

of bias on this review cannot be under-estimated,
whilst the statistical heterogeneity and limited statis-
tical power evident in many of the comparisons
increases the likelihood of chance findings.

Generalisability

The generalisability of the review findings to

UK primary care settings is questionable. Of the
63 trials included in the review, 52 were conducted
in the USA. In the USA trials, the subjects tended
to be well educated and of higher socio-economic
status than might be found in depressed out-
patients in the UK. A significant proportion of
the trials included only females, and half the trials
used volunteers. Notable differences in therapist
background and qualifications were recorded
between the USA studies and those from other
countries, and doubt remains about the generalis-
ability of the therapist intervention to UK clinical
practice. More than half the trials used self-
selected volunteer participants, many of whom
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had no formal diagnosis of depression. Notable
differences in outcomes between trials of volun-
teers and those involving outpatient clinic popu-
lations were suggested, and it is possible that
varying levels of motivation for and commitment
to treatment partially accounted for this finding.
Considerable differences in depressive symptoms
were also noted in the trials in this review.
(However, whilst this clinical heterogeneity had
a notable impact on the outcomes reported, it
might also be argued that the range of reported
severity improves the generalisability of the review
findings to UK primary care settings).

The applicability of the interventions used in the
trials reviewed here is also doubtful. Details of the
PDT and client-centred therapy were often not
provided and they were mostly non-manualised
and non-standardised, which limits their utility in
clinical practice. The use of both antidepressants
and concurrent non-randomised psychotherapy
in a number of trials may also fail to mirror the
clinical circumstances in which patients in UK
general practice are treated.

Almost every trial failed to report the existence
of any adverse effects of therapy. Such effects were
not considered as a potential cause of attrition
from trials. Furthermore, reported attrition rates
appeared to be considerably lower than might
have been expected, and there is no way of
knowing how many patients ceased to attend
psychotherapy sessions due to an intolerable
increase in their symptoms. Thus, conclusions
cannot be drawn about potential adverse effects
of psychotherapeutic treatments. In addition,
due to the lack of long-term follow-up in two-
thirds of the trials, as well as high attrition rates
in those that did report follow-up, it is not
possible to comment on the potential longer-
term benefits of brief psychological treatments.

Economic evaluation

Conclusions from the synthesis of economic data
were limited by the settings and countries in which
they had been conducted, the notable lack of
statistical power in the trials and the paucity of
reports involving long-term follow-up. The review
lacks adequate statistical power to conduct a
meaningful secondary cost-effectiveness analysis.

Implications of the review
for healthcare

Opverall, the implications of this review relate
more to USA settings than to the UK and other

countries. In terms of the implications for clinical
practice, based on the best available evidence,

it would appear that some forms of brief psycho-
therapy, particularly those derived from cognitive/
behavioural models, are of benefit in the treatment
of people with depression who are being managed
outside hospital settings.

Individual therapy may be more effective than
group therapy. However, little evidence was found
that explicitly examined the efficacy of individual
versus group formats, and that which was identified
used cognitive or behavioural interventions. There-
fore, little can be said about the implications for
individual versus group therapy in general.

A consistent finding from subgroup analyses
suggested that the efficacy of psychological treat-
ments might be influenced by baseline severity,
the methods used to identify patients and, possibly,
the number of sessions offered. However, the
considerable caution required to interpret the
findings from subgroup analyses cannot be over-
emphasised, and it is not possible to state con-
clusively how these factors might influence out-
come based on the available evidence from these
trials. Thus, other than to say that these factors
are likely to be important, little can be provided
in the way of guidance for clinical practice.

Similarly, little can be concluded about the
potential impact of socio-demographic character-
istics of patients, the specific effects of client
motivation and therapeutic alliance, any potential
adverse events associated with psychological treat-
ments, the short- and long-term outcomes of
psychological treatments, the differential effects
of alternative models (particularly PDT and
client-centred therapy) or the immediate and
long-term economic consequences attached to
the provision of psychological treatments in
primary care settings.

Implications for research

The review has clear implications for future
research priorities, as well as highlighting aspects
of psychotherapy trial design and reporting
requiring particular attention in future RCTs.

Firstly, it is important to note that although a
difference between alternative treatments was
often suggested in most of the comparisons,
these frequently failed to reach a level of statis-
tical significance that would support any firm
conclusion due to a lack of power. Thus, the
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review highlights the need for further trials of
all types of psychological treatments in primary
care settings involving appropriately recruited
representative samples of participants whose
disorders have been recognised and who

meet the recognised diagnostic criteria for
depressive disorder.

This latter point is particularly important. Given
that the presentation of depression in primary
care settings varies widely in terms of levels of
severity and chronicity, aetiology and many other
factors and that many depressed patients are
likely to recover in the absence of treatment,”

it is likely that psychological treatments are more
appropriate for some patients than for others.

It is important that new trials establish the

actual degree of improvement that might be
expected in patients with different levels of
severity in view of:

(a) the repeated observations from the subgroup
analyses on the influence of baseline severity,
which strongly suggested that the treatment
effect was smaller (even non-existent some-
times) than the overall effect for patients
with verified MDD but greater for those
who did not necessarily meet the criteria
for a formal diagnosis of depression

(b) the fact that little is known about the
potential adverse consequences and cost-
effectiveness of different psychological
treatments.

Future research needs to demonstrate whether
psychological interventions are appropriate in
all cases.

To be of any assistance in informing policy

and practice, future trials should be adequately
powered, involve longer follow-up periods,
properly monitor adherence to therapeutic
technique and, where non-randomised con-
comitant treatments are allowed, record and
allow for these in the interpretation of findings.
Once again, the need for adequately powered
high-quality cost data in trials of this nature,
particularly those with longer-term follow-up,
and the importance of incorporating outcomes
that measure the broader impact of these
treatments cannot be over-emphasised.

Secondly, in light of the therapeutic techniques
used in UK clinical practice, there is a particularly
pressing need for trials investigating the effective-
ness of PDT or client-centred therapy using
manualised/standardised techniques in both
brief and longer-term formats, and involving
longer-term follow-up.

Thirdly, a much better evidence base from RCTs
is required on the use of individual and group
formats examining both immediate and long-term
outcomes, again, incorporating the collection of
good-quality cost information and comparing

a range of different psychological treatments,
particularly alternatives to CBT.
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Appendix |

Search strategies used for
electronic databases

CCDANCTR

(#30 = BEHAVIOR-THERAPY or

#30 = BIOFEEDBACK or

#30 = CASE-MANAGEMENT or

#30 = COGNITIVE-ANALYTIC-THERAPY or
#30 = COGNITIVE-BEHAVIOR-THERAPY or
#30 = COGNITIVE-THERAPY or

#30 = COUNSELLING or

#30 = FAMILY-THERAPY or

#30 = MARITAL-THERAPY or

#30 = PSYCHOANALYTIC-THERAPY or

#30 = PSYCHOTHERAPY or

#30 = RELAXATION-THERAPY or

#30 = SOCIAL-INTERVENTION)

AND

(#45 = DEPRESS* or #45 = DYSTHYMI*)
where #30 = intervention field and #45 =
diagnostic field

CCDANCTR incorporated the results of the
following searches:

The search strategy, using SilverPlatter MEDLINE,
was as follows:

SilverPlatter ASCII 3.0 WINN Selected Databases
#1 explode “Eating-Disorders”/all subheadings
#2 explode “Anorexia-Nervosa”/all subheadings
#3 explode “Bulimia”/all subheadings
#4 explode “Obesity”/all subheadings
#5 explode “Suicide,-Attempted”/all subheadings
#6 explode “Self-Mutilation”/all subheadings
#7 explode “Self-Injurious-Behavior”/

all subheadings
#8 explode “Affective-Disorders”/all subheadings
#9 explode “Bipolar-Disorder”/all subheadings
#10 explode “Manic-Disorder”/all subheadings
#11 explode “Neurotic-Disorders”/all subheadings
#12 explode “Depression”/all subheadings
#13 explode “Depressive-Disorder”/

all subheadings
#14 explode “Seasonal-Affective-Disorder”/

all subheadings
#15 explode “Adjustment-Disorders”/

all subheadings
#16 explode “Anxiety”/all subheadings
#17 explode “Anxiety-Disorders”/all subheadings
#18 explode “Panic”/all subheadings

#19 explode “Panic-Disorder”/all subheadings
#20 explode “Phobic-Disorders”/all subheadings
#21 explode “Stress-Disorders,-Post-Traumatic”/
all subheadings
#22 explode “Combat-Disorders”/all subheadings
#23 explode “Somatoform-Disorders”/
all subheadings
#24 explode “Hypochondriasis”/all subheadings
#25 explode “Hysteria”/all subheadings
#26 explode “Conversion-Disorder”/
all subheadings
#27 explode “Munchausen-Syndrome”/
all subheadings
#28 explode “Munchausen-Syndrome-by-Proxy”/
all subheadings
#29 explode “Neurasthenia”/all subheadings
#30 explode “Fatigue-Syndrome,-Chronic”/
all subheadings
#31 explode “Obsessive-Compulsive-Disorder”/
all subheadings
#32 explode “Psychosexual-Disorders”/
all subheadings
#33 explode “Impotence”/all subheadings
#34 explode “Frigidity”/all subheadings
#35 explode “Dysthymic-Disorder”/
all subheadings
#36 explode “Affective-Symptoms”/
all subheadings
#37 explode “Stress,-Psychological”/
all subheadings
#38 explode “Mental-Disorders”/all subheadings
#39 explode “Mood-Disorders”/all subheadings
#40 explode “Obsessive-Behavior”/all subheadings
#41 explode “Compulsive-Behavior”/
all subheadings
#42 #1 or #2 or #3 or #4 or #5 or #6 or #7 or
#8 or #9 or #10 or #11 or #12 or #13 or #14
or #15 or #16 or #17 or #18 or #19 or #20
or #21
#43 #22 or #23 or #24 or #25 or #26 or #27
or #28 or #29 or #30 or #31 or #32 or #33 or
#34 or #35 or #36 or #37 or #38 or #39 or
#40 or #41
#44 #42 or #43
combined with the Cochrane Collaboration
optimal RCT search strategy. 103
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EMBASE

EMBASE (1980-1998) was searched using the
following search strategy, and was updated quarterly.

SilverPlatter ASCII 3.0 WINN EMBASE CD (R)
July 1998-November 1998
#1 CONTROLLED-STUDY
#2 CONTROLLED-STUDY in DE
#3 CLINICAL-TRIAL
#4 CLINICAL-TRIAL in DE
#5 MAJOR-CLINICAL-STUDY
#6 MAJOR-CLINICAL-STUDY in DE
#7 RANDOMIZED-CONTROLLED-TRIAL
#8 RANDOMIZED-CONTROLLED-TRIAL in DE
#9 DOUBLE-BLIND-PROCEDURE
#10 DOUBLE-BLIND-PROCEDURE in DE
#11 CLINICAL-ARTICLE
#12 CLINICAL-ARTICLE in DE
#13 RANDOM*
#14 TRIAL*
#15 COMPAR*
#16 CONTROL*
#17 STUDY
#18 FOLLOW*
#19 UP
#20 FOLLOW* and UP
#21 CLINIC*
#22 BLIND*
#23 PLACEBO*
#24 DOUBL*
#25 #2 or #4 or #6 or #8 or #10 or #12 or #13 or
#14 or #15 or #16 or #17 or #18 or #19 or #20
or #21 or #22 or #23 or #24
#26 ANIMAL
#27 NON-HUMAN
#28 ANIMAL or NON-HUMAN
#29 HUMAN
#30 #28 and #29
#31 #28 not #30
#32 #25 not #31
#33 explode “neurosis”/all subheadings
#34 explode “mania”/all subheadings
#35 explode “manic-depressive-psychosis”/
all subheadings
#36 explode “anorexia”/all subheadings
#37 explode “anorexia-nervosa”/all subheadings
#38 explode “bulimia”/all subheadings
#39 explode “obesity”/all subheadings
#40 explode “suicidal-behavior”/all subheadings
#41 explode “chronic-fatigue-syndrome”/
all subheadings
#42 explode “psychosexual-disorder”/
all subheadings
#43 explode “frigidity”/all subheadings
#44 explode “automutilation”/all subheadings
#45 explode “anxiety”/all subheadings

#46 explode “depression”/all subheadings

#47 #33 or #34 or #35 or #36 or #37 or #38 or
#39 or #40 or #41 or #42 or #43 or #44 or
#45 or #46

#48 #32 and #47

PsycLIT

PsycLIT (1974-1995) was searched from 1996 to
1997, and the following search was carried out by
CCDAN and was updated quarterly.

SilverPlatter ASCII 3.0 WINN PsycLIT Journal

Articles 1991-December 1997

#1 RANDOM*

#2 SINGL*

#3 DOUBL*

#4 TRIPL*

#5 TREBL*

#6 BLIND*

#7 MASK*

#8 (SINGL* or DOUBL* or TRIPL* or TREBL*)
near (BLIND* or MASK¥*)

#9 CROSSOVER

#10 CROSS-OVER

#11 VERSUS

#12 VS

#13 #1 or #8 or #9 or #10 or #11 or #12

LILACS

LILACS (1982-1996) was searched using the follow-
ing search strategy and was updated quarterly.

#1 RANDOM$

#2 ALEATORI$ or CASUAL or ACASO
or AZAR

#3  ((DUPLO or DOBLE or SIMPLE or TRIPLO
or TRIPLE) and (CEGO or CIEGO))

#4 ((DOUBLS$ or SINGL$ or TRIPL$ or
TREBLS$) and (BLIND$ or MASKS$)

#5 SINGLE-MASKED STUDY/

#6 DOUBLE-MASKED STUDY/

#7 PROPHYLATIC CONTROLLED TRIALS/

#8 PLACEBO$ and CONTROL$

#9 CLINICAL$ and TRIAL$

#10 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8
or #9

PSYNDEX

PSYNDEX (1977-1995) was searched by the
Cochrane Schizophrenia Group using the
following search strategy.
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#1 RANDOM* and (ALLOCAT* or ASSIGN*)

#2 RANDOMI*

#3  (DOUBL* or SINGL* or TRIPL* or TREBL*)
near (BLIND* or MASK¥*)

#4 DOPPELBLIND*

#5 PLA?EBO* and ((EITHER or ENTWEDER) or
(TREAT* or BEHAND* or UNTERSUCH®*))

#6 PLA?’EBO* near ((VS or VERSUS) or VERUM)

#7 [ZUFAPLL* and (EXPERIMENT* or EVALU*
or EFFE?T*) and TREAT*]

#8 ZUGEWIESEN and KONTROLLGRUPPE*

#9  #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8

CINAHL

This database (1982-1997) was searched using the
following strategy and was updated quarterly.

SilverPlatter ASCII 3.0 WINN CINAHL (R)

Database 1982-September 1997

#1 explode “Depression”/all topical
subheadings/all age subheadings

#2 explode “Eating-Disorders”/all topical
subheadings/all age subheadings

#3 explode “Anorexia-Nervosa”/all topical
subheadings/all age subheadings

#4 explode “Anorexia”/all topical subheadings/
all age subheadings

#5 explode “Bulimia”/all topical subheadings/
all age subheadings

#6 explode “Suicide,-Attempted”/all topical
subheadings/all age subheadings

#7 explode “Injuries,-Self-Inflicted” /all topical
subheadings/all age subheadings

#8 explode “Affective-Disorders”/all topical
subheadings/all age subheadings

#9 explode “Bipolar-Disorder”/all topical
subheadings/all age subheadings

#10 explode “Affective-Disorders,-Psychotic”/
all topical subheadings/all age subheadings

#11 explode “Neurotic-Disorders”/all topical
subheadings/all age subheadings

#12 explode “Depression,-Postpartum”/all topical
subheadings/all age subheadings

#13 explode “Depression,-Reactive”/all topical
subheadings/all age subheadings

#14 explode “Seasonal-Affective-Disorder”/all
topical subheadings/all age subheadings

#15 explode “Adjustment-Disorders”/all topical
subheadings/all age subheadings

#16 explode “Anxiety”/all topical subheadings/
all age subheadings

#17 explode “Anxiety-Disorders”/all topical
subheadings/all age subheadings

#18 explode “Dental-Anxiety”/all topical
subheadings/all age subheadings

#19 explode “Panic-Disorder”/all topical
subheadings/all age subheadings

#20 explode “Phobic-Disorders”/all topical
subheadings/all age subheadings

#21 explode “Stress-Disorders,-Post-Traumatic”/
all topical subheadings/all age subheadings

#22 explode “Somatoform-Disorders”/all topical
subheadings/all age subheadings

#23 explode “Hypochondriasis”/all topical
subheadings/all age subheadings

#24 explode “Hysteria”/all topical subheadings/
all age subheadings

#25 explode “Munchausen-Syndrome”/all topical
subheadings/all age subheadings

#26 explode “Munchausen-Syndrome-By-Proxy”/
all topical subheadings/all age subheadings

#27 explode “Fatigue-Syndrome,-Chronic”/
all topical subheadings/all age subheadings

#28 explode “Obsessive-Compulsive-Disorder”/
all topical subheadings/all age subheadings

#29 explode “Psychosexual-Disorders”/all topical
subheadings/all age subheadings

#30 explode “Impotence”/all topical subheadings/
all age subheadings

#31 explode “Frigidity”/all topical subheadings/
all age subheadings

#32 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #7 or
#8 or #9 or #10 or #11 or #12 or #13 or #14 or
#15 or #16 or #17 or #18 or #19 or #20 or #21
or #22 or #23 or #24 or #25 or #26 or #27 or
#28 or #29 or #30 or #31

Cochrane Library

The search strategy for the Cochrane Library has
been split into two sections (shown below) and was
updated quarterly.

CCDAN1
#1 (EATING and DISORDER*)
#2 (ANOREXIA and NERVOSA)
#3 BULIMI*
#4 OBESITY
#5 (ATTEMPTED and SUICIDE)
#6 (SELF and MUTILAT*)
#7 (SELF and INJUR¥)
#8 (AFFECTIVE
and DISORDER¥)
#9 (BIPOLAR and DISORDER¥)
#10 (MANIC and DISORDER¥)
#11 MANIA
#12 (NEUROTIC and DISORDER¥)
#13 DEPRESSION
#14 DEPRESSED
#15 DEPRESSIVE
#16 (ADJUSTMENT and DISORDER*)
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#17 ANXIETY

#18 (ANXIETY and DISORDER¥*)

#19 PANIC*

#20 (PHOBIC and DISORDER*)

#21 PHOBIA

#22 (STRESS and DISORDER¥*)

#23 (((CCCCCCCCCCCCCCCCC((#1 or #2) or #3) or #4)
or #5) or #6) or #7) or #8) or #9) or #10) or
#11) or #12) or #13) or #14) or #15) or #16)
or #17) or #18) or #19) or #20) or #21)
or #22)

CCDAN2

#1 (COMBAT and DISORDER¥)

#2 (SOMATOFORM and DISORDER¥*)
#3 PSYCHOSOMAT*

#4 HYPOCHONDRIAST*

#5 HYSTERI*

#6 (CONVERSION and DISORDER¥*)

#7 MUNCHAUSEN#*

#8 NEURASTHENTI*

#9 (CHRONIC and FATIGUE)

#10 CFS

#11 OCD

#12 OBSESS*

#13 COMPULS*

#14 (PSYCHOSEXUAL and DISORDER*)

#15 IMPOTEN*

#16 FRIGID*

#17 DYSTHYMI*

#18 STRESS*

#19 (AFFECTIVE and SYMPTOMS)

#20 ((CCCCCCCCCCCCCCC((#] or #2) or #3) or #4) or
#5) or #6) or #7) or #8) or #9) or #10) or
#11) or #12) or #13) or #14) or #15) or #16)
or #17) or #18) or #19)
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Appendix 3

Standard letter to authors

Direct Tel: 0171 919 3128
Fax: 0171 277 0283
Email address: v.hunot@iop.bpmf.ac.uk

Date: 17th December 1998

Dear

Reference:

A team of colleagues and I at the Institute of Psychiatry are currently conducting an NHS
R&D Health Technology Assessment funded Systematic Review of Brief Psychological
Treatments for Depression, which will provide a summary of the evidence for the clinical
effectiveness and cost-effectiveness of these interventions. The completed review will be
incorporated onto the Cochrane Library for worldwide dissemination, and all newly
identified randomised controlled trials and controlled clinical trials will be included

on the Cochrane Collaboration Depression Anxiety and Neurosis Clinical Trials Register
(CCDANCTR). Within the UK, the results of the review will be made available to general
practitioners via workshops and training packages, and an executive summary will be made

available to NHS regional offices for dissemination within each region.

In order that the above study may be included in the review, we would be grateful for some
further information from you, as indicated below.

In each comparison group:
Number of subjects at randomisation
Dropout rate during intervention
Number of subjects at post-treatment assessment
Number of subjects at final follow-up assessment

Group mean depression scores and standard
deviations at baseline

Group mean depression scores and standard
deviations at post-treatment assessment

Group mean depression scores and standard
deviations at final follow-up

Group mean change scores and standard deviations

Jo 0 0 oot

Categorical/dichotomous outcomes (significant
clinical improvement or recovery, defined as e.g.
less than 10 on BDI)
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The trials we have identified so far are generally lacking in cost-effectiveness data. Therefore,
we are also keen to locate studies (regardless of methodology) of time-limited psychotherapy
for depression, which have a cost-effectiveness dimension.

We would much appreciate any information that you are able to offer us, and your assistance
will obviously be acknowledged in the completed review. The deadline for returning data is
8th January 1999. If you have any queries, please contact Vivien Hunot on 0171 919 3128 or
email v.hunot@iop.bpmf.ac.uk.

Yours sincerely

Vivien Hunot, Research Worker

Rachel Churchill, Lecturer in Psychiatric Epidemiology

Martin Knapp, Professor of Economics of Mental Health

Roslyn Corney, Professor of Psychology at University of Greenwich
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Appendix 5

QRS instrument

Criteria
(1) Objectives and specification —

main outcomes a priori

(2) Sample size (number per group)

(3) Planned duration of trial
including follow-up

(4) Power calculation

(5) Method of allocation

(6) Concealment of allocation”

(7) Clear description of treatment
(including doses of drugs) and
adjunctive treatment

(8) Blinding of subjects

(9) Source* of subjects described and
representative sample recruitment

(10) Use of diagnostic criteria
(or clear specification of inclusion criteria)

(I'1) Record of exclusion criteria and
number of exclusions and refusals reported

(12) Description of sample demographics

(13) Blinding of assessor

(14) Assessment of compliance with
experimental treatments (including
attendance for therapy)

Categories

0 = objectives unclear
objectives clear but main outcomes not specified a priori
2 = objectives clear with a priori specification of main outcomes

0=<50
| = 50-100
2=>100

= < 3 months
> 3 months—< 6 months
= > 6 months

N — O
1]

not reported
= mentioned without details
details of calculations provided

N — O
In 1

not randomised and likely to be biased
partially or quasi-randomised with some bias possible
randomised allocation

N — O
1]

not done or not reported
= partial concealment reported
= done adequately

N — O
|

= main treatments not clearly described
= inadequate details of main or adjunctive treatments
= full details of main and adjunctive treatments

N — O
|

= not done
= done but no test of blinding
= done and integrity of blinding tested

N — O
|

source of subjects not described
source of subjects but unrepresentative sample, e.g. volunteers
= source of subjects described plus representative sample taken

N — O
1]

none
diagnostic criteria or clear inclusion criteria
diagnostic criteria plus specification of severity

N — O
[l

criteria and number not reported
= criteria or number of exclusions and refusals not reported
criteria and number of exclusions and refusals reported

N — O
|

little/no information (only age/sex)
= basic details (e.g. marital status/ethnicity)
= full description (e.g. socio-economic status/clinical history)

N — O

not done
done but no test of blinding
= done and integrity of blinding tested

N — O
]

not assessed
assessed for some experimental treatments
assessed for all experimental treatments

N — O
1]

continued
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Criteria Categories
(15) Details on side-effects 0 = inadequate details
| = recorded by group but details inadequate
2 = full side-effect profiles by group
(16) Record of number and reasons for 0 = no information on withdrawals by group
withdrawal by group | = withdrawals by group reported without reason
2 = withdrawals and reason reported by group
(17) Outcome measures described clearly 0 = outcomes not described clearly
or use of validated instruments | = some outcomes not clearly described
2 = outcomes described or valid and reliable instruments used
(18) Information on comparability and 0 = no information on comparability
adjustment for differences in analysis | = some information on comparability with appropriate adjustment
2 = sufficient comparability information with appropriate adjustment
(19) Inclusion of withdrawals in analysis 0 = not included or not reported
(ITT or endpoint) | = withdrawals included in analysis by estimation of outcome
2 = withdrawals followed up and included in analysis
(20) Presentation of results with inclusion of 0 = inadequate presentation
data for re-analysis of main outcomes (e.g. SDs) | = adequate presentation
2 = comprehensive presentation
(21) Appropriate statistical analysis (including 0 = inappropriate
correction for multiple tests where applicable) | = mainly appropriate
2 = appropriate and comprehensive
(22) Conclusions justified 0=no
| = partially
2 =yes
(23) Declaration of interests 0=no
(e.g. source of funding) 2 =yes

" Details on how the allocation code was protected from those involved in patient recruitment. May be achieved by conducting
allocation through a central independent body or protection of code by sealed opaque envelopes, for example

T Test of integrity of blinding is normally done by asking participants to guess their allocated group. Results can be compared to those
that would be expected by chance

¥ Source of subjects refers to the setting in which subjects were found, e.g. inpatients, outpatients, general practice, community, etc.
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Appendix 6

References for the studies included
in the review

Study 1

Barkham M, Rees A, Shapiro DA, Stiles WB, Agnew RM,
Halstead J, et al. Outcomes of time-limited psychotherapy
in applied settings: replicating the Second Sheffield
Psychotherapy Project. | Consult Clin Psychol
1996;64:1079-85.

Study 2
Barrera M. An evaluation of a brief group therapy for
depression. J Consult Clin Psychol 1979;47:413-15.

Study 3

Beck JT, Strong SR. Stimulating therapeutic change with
interpretations: a comparison of positive and negative
connotation. J Couns Psychol 1982;29:551-9.

Study 4

Bellack AS, Hersen M, Himmelhoch JM. A comparison
of social skills training, pharmacotherapy and psycho-
therapy for depression. Behav Res Ther 1983;1:101-7.

Hersen M, Bellack AS, Himmelhoch J, Thase ME. Effects
of social skill training, amitriptyline and psychotherapy
in unipolar depressed women. Behav Ther 1984;15:21-40.

Last CG, Thase ME, Hersen M, Bellack AS,
Himmelhoch J. Patterns of attrition for psychosocial
and pharmacologic treatments of depression. J Clin
Psychiatry 1985;46:361-6.

Study 5

Beutler LE, Engle D, Mohr D, Daldrup RJ, Bergan J,
Meredith K, et al. Predictors of differential response
to cognitive, experiential and self-directed psycho-
therapeutic procedures. J Consult Clin Psychol
1991;59:333-40.

Study 6

Brown RA, Lewinsohn PM. A psychoeducational
approach to the treatment of depression: comparison
of group, individual and minimal contact procedures.
J Consult Clin Psychol 1984;52:774-83.

Study 7

Catanese RA, Rosenthal TL, Kelley JE. Strange bed-
fellows: reward, punishment and impersonal distraction
strategies in treating dysphoria. Cogn Ther Res 1979;
3:299-305.

Study 8

Comas-Diaz L. Effects of cognitive and behavioral group
treatment on the depressive symptomatology of Puerto
rican women. J Consult Clin Psychol 1981;49:627-32.

Study 9

Conoley CW, Garber RA. Effects of reframing and self-
control directives on loneliness, depression and
controllability. J Couns Psychol 1985;32:139-42.

Study 10

Covi L, Lipman RS, Derogatis LR, Smith JE III,
Pattison JH. Drugs and group psychotherapy in
neurotic depression. Am J Psychiatry 1974;131:191-8.

Covi L, Lipman RS, Alarcon RD, Smith VK. Drug and
psychotherapy interactions in depression. Am J Psychiatry
1976;133:502-8.

Study 11

Covi L, Lipman RS. Cognitive behavioral group
psychotherapy combined with imipramine in major
depression. Psychopharmacol Bull 1987;23:173-6.

Study 12

DiMascio A, Weissman MM, Prusoff BA, Neu C,

Zwilling M, Klerman GL. Differential symptom reduction
by drugs and psychotherapy in acute depression. Arch
Gen Psychiatry 1979;36:1450-6.

Weissman MM, Prusoff B, DiMascio A, Neu C,
Goklaney M, Klerman G. The efficacy of drugs and
psychotherapy in the treatment of acute depressive
episodes. Am ] Psychiatry 1979;136:555-8.

Hercog-Baron RL, Prusoff B, Weissman MM, DiMascio A,
Neu C, Klerman G. Pharmacotherapy and psychotherapy
in acutely depressed patients: a study of attrition patterns
in a clinical trial. Compr Psychiatry 1979;20:315-25.

Prusoff B, Weissman MM, Klerman G, Rounsaville BJ.
Research diagnostic criteria subtypes of depression:
their roles as predictors of differential response to
psychotherapy and drug treatment. Arch Gen Psychialry
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Appendix 9

List of outcome instruments used

Outcome measures

Assertion Inventory

Attributional Style Questionnaire
Automatic Thoughts Questionnaire
Barrett—Lennard Relationship Inventory

Barrett—Lennard Relationship
Inventory (40-item revised version)

BDI

Beck Hopelessness Scale
Bem Sex-role Inventory
Brief Psychiatric Rating Scale
Brief Symptom Inventory
Causal Dimension Scale

Center for Epidemiologic Studies
Depression Scale

Chronic Disease Score

Cognitive Events Schedule

College Self-expression Scale

Common Associates Test

Counsellor Rating Form

Crandall Cognitions Inventory
Depression Behaviour Rating Scale
Depression Consequences Scale
Domains of Satisfaction Scale
Dysfunctional Attitude Scale

Eysenck Personality Inventory

Geriatric Depression Scale

Global Assessment Scale

Global lliness Rating

Global Improvement Scale

Global Severity Index

Grinker Interview Checklist

HRSD

Hopkins SCL-90

Imaginal Processes Inventory

Index of General Affect
Internal--External Locus of Control Scale
Interpersonal Dependency Scale
Interpersonal Events Schedule

Inventory for Depressive Symptomatology
Inventory of Interpersonal Problems
Irrational Beliefs Scale

Irritability, Depression Anxiety Questionnaire
Kelly’s Repartory Grid

Loneliness Scale

Longitudinal Interval Follow-up Evaluation I
LDACL

Number of trials

N NV, [ p—

54

—_ = NN - -

)
O =N — — W= WUuN— === = =N —

NW — — — NN == = = — — —

Outcome measures

MMPI

Modified Personal Orientation Inventory
Montgomery—Asberg Depression Scale
Mood Perception Inventory

Multiple Affect Adjective Checklist
NEO Personality Inventory

Perceived Social Support Inventory
Personal Beliefs Inventory

Personal Mood Inventory

Personality Assessment Schedule
Personality Data Form

PES

Problems Checklist

Problem-solving Inventory

Profile of Mood States

Psychiatric Outpatients Mood Scale
Raskin Eligibility Depression Scale
RGSD

Rathus Assertiveness Schedule
Rosenberg Self-esteem Inventory

Rotter Internal-External Locus of Control Scale

SADS — Change

Self-control Questionnaire
Self-control Scale

Self-esteem Inventory

Self-esteem Reaction Scale
Self-esteem Scale

Social Adjustment Scale

Social Functioning Scale

Social Readjustment Rating Scale
Social Stress and Support Interview
State—Trait Anxiety Inventory
Structured Clinical Interview for DSM Il R
Subjective Probability Questionnaire
Symptom Distress Checklist

Target Complaints Discomfort Box Scale
Tennessee Self-concept

Trail-making Test

Truax Accurate Empathy Scale
Unpleasant Events Schedule
Verbaliser—Visualiser Questionnaire
Visual Analogue Scale
Wolpe-Lazarus Assertiveness Scale
Working Alliance Inventory

ZSRDS

2

Number of trials

NNMNNMN——— =N —— = —— — — = — =N —WA=-—NNU———=N—0 — = — — — — — — N — —
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Appendix 10
QRS scores of the included studies
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Appendix 10
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mean differences and mean change data
of the included studies
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Appendix 12

Follow-up mean differences and
mean change data of the
included studies
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