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Background

Unipolar major depression is the third leading cause of total disease burden and the largest source of non-fatal
disease burden worldwide and is expected to show a rising trend over the next 20 years (WHO 2008). The
recent WHO World Mental Health Survey revealed the average lifetime and 12-month prevalence estimates of
DSM-IV major depressive episode of 14.6% and 5.5% in the ten high-income and 11.1% and 5.9% in the
eight low- to middle-income countries that they surveyed (Bromet et al. 2011). Depression is not only
associated with marked personal morbidity and dysfunction but also is responsible for substantial direct and
indirect economic costs to the society (Luppa et al. 2007).

The most common and recommended treatment options for major depression are pharmacological and
psychological interventions (NICE 2009; American Psychiatric Association 2010). Both modalities have
substantive evidence to support their general effectiveness (Turner et al. 2008; Driessen et al. 2010; Lynch et
al. 2010; Gibbons et al. 2012). The prescribing of antidepressants has increased dramatically in many Western
countries over the last 20 years, mainly with the advent of selective serotonin reuptake inhibitors and other
newer agents, and they remain the mainstay of treatment for depression in health care settings (Gartlehner et
al. 2011). However, many (Churchill et al. 2000; van Schaik et al. 2004; Riedel-Heller et al. 2005) if not all
(Dobscha et al. 2007) surveys attest to the patients' preference for psychological therapies over that by
antidepressants. Psychological therapies therefore provide an important alternative intervention for depressive
disorders. For either of these treatment modalities, however, adherence remains less than optimal (Oei and
Kazmierczak 1997; Vergouwen et al. 2003; van Geffen et al. 2009).

Which then is more efficacious and acceptable in the acute phase treatment of major depression,
psychotherapies or drug therapies? And of the various available options within these two broad groups of
interventions, is there any particular drug or psychotherapy that stands out and is clinically superior to the
others? Given the pragmatic importance of this and related clinical questions, it is no surprise that several
important systematic reviews and meta-analyses have already been conducted and reported in the literature.
Some are clearly outdated (Dobson 1989; Gloaguen et al. 1998; DeRubeis et al. 1999). Some compared
antidepressant medications and psychotherapies for depression without further differentiation and may have
overlooked important differences between and among these two broad groups of interventions (Imel et al.
2008), while others focused on one psychotherapeutic approach only, most often CBT (Butler et al. 2006).
Still others have essayed to differentially evaluate different psychotherapies either as subgroup analyses
(Cuijpers et al. 2008) or each separately (Hollon and Ponniah 2010) but still treated all antidepressants as a
single treatment modality.

When a range of interventions are available for the same disorder, of which some are compared against others
in randomised trials, indicating possible yet no definitive superiority or inferiority of one over the other, a new
meta-analysis approach may be of particular value in making all comparisons through the optimum use of the
available evidence. Multiple-treatments meta-analysis (MTM, also known as network meta-analysis) is a
statistical technique that allows both direct and indirect comparisons to be undertaken, even when two of the
treatments have not been directly compared (Higgins and Whitehead 1996; Lumley 2002). In other words, it is
a generalisation of standard pair-wise meta-analysis for A vs B trials, to data structures that include, for
example, A vs B, B vs C, and A vs C trials.

MTM can summarise RCTs of several different treatments providing point estimates (together with 95%
credibility intervals [Cls]) for their association with a given endpoint, as well as an estimate of incoherence
(that is, a measure of how well the entire network fits together, with small values suggesting better internal
agreement of the model). MTM has already been used successfully in psychiatry (Cipriani et al. 2009) and in
other fields of medicine (Psaty et al. 2003; Stettler et al. 2007). Two fruitful roles for MTM have been
identified (Lu and Ades 2004): :

@) to strengthen inferences concerning the relative efficacy of two treatments, by including both direct
and indirect comparisons to increase precision and combine both direct and indirect evidence;

(ii) to facilitate simultaneous inference regarding all treatments in order for example to select the best
treatment.

Considering how important comparative efficacy could be for clinical practice and policy making, it is
important to use all the available evidence to estimate potential differences in efficacy among available
treatments. MTM thus offers the best use of currently available evidence to arrive at the most informative
inference regarding which of the many available treatments work better than the others. Consumers of health
care research, namely patients and their families, clinicians, and policy makers, have been in dire need of such
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comparative effectiveness research in the acute phase treatment of major depression. We have thus far
conducted MTMs for drug therapies for depression (Cipriani et al, in preparation) and those for
psychotherapies depression (Churchill et al, in preparation) separately, and the present MTM essays to
combine the two in order to elucidate the relative efficacy and acceptability of various available options in
pharmacotherapy and psychotherapy in major depression.

Objectives

To compare the efficacy and acceptability of different psychotherapies, drug therapies and their control
conditions in the acute phase treatment of major depression in adults

Methods
Criteria for considering studies for this review

Types of studies

Inclusion criteria

Randomised controlled trials (RCTs) comparing one against another of the drugs or psychotherapies in
question (see the list below) or against pill placebo or other control conditions as monotherapy in the acute
phase treatment of major depression will be included. Studies in which two treatments are compared and in
which a co-intervention (except for protocolized antidepressant treatment intended as combination treatment)
is simultaneously provided will be accepted as a comparison of the two treatments when the co-intervention is
equally administered in both arms. We will accept open studies and studies in which outcome assessors were
not blinded to the treatments (Wood et al. 2008). The influence of including open studies will be assessed in a
sensitivity analysis.

For trials which have a crossover design only results from the first randomisation period will be considered.
Cluster-randomised trials will be included only if intra-cluster correlation coefficients are reported.

Exclusion criteria

Quasi-randomised controlled trials, in which treatment assignment is decided through methods such as
alternate days of the week, will be excluded.

Types of participants

Participant characteristics

Inclusion criteria

Patients between ages 18 and 75, of both sexes with a primary diagnosis of unipolar major depression,
diagnosed according to any of the following operationalised criteria: Feighner criteria, Research Diagnostic
Criteria, DSM-III, DSM-II-R, DSMIV or ICD-10. Operationalised criteria essentially resembling these
official ones will also be eligible.

Exclusion criteria

Studies that used non-operationalised diagnostic criteria or relied on a clinician or self-report depression scale
to identify depression caseness will be excluded.

Differences in cognitive capabilities and physiologies among younger or elderly people influence the
effectiveness and acceptability of psychotherapies and pharmacotherapies (Pinquart et al. 2006). Therefore
studies of children and adolescents aged <18 or of older people where the mean age of participants was >75
years will be excluded.

Trials that focused on treatment-resistant or chronic depression including dysthymia will be excluded, because
we are interested in the treatment options for the acute phase treatment. Similarly, studies of interventions
designed to prevent a future episode of depression will be excluded. Trials in which greater than 20% of the
participants suffered from bipolar depression will also be excluded.

Trials that focused on depression among participants who all had a concurrent primary diagnosis of another
Axis I or II disorder will be excluded. Existence of concurrent secondary diagnosis of another psychiatric
disorder is allowed. :

Trials that focused on depression among patients with a certain concomitant medical illness will be excluded.
RCTs of women with post-partum depression will also be excluded, because post-partum depression appears
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to be clinically different from major depression (Cooper and Murray 1998).

Setting

Inclusion criteria

Studies conducted in primary care and community-based settings or in outpatient specialist settings are
eligible. We will include studies with volunteer participants as well as those recruited from referrals. Studies
that focused on specific populations (eg depressed participants at a specific work place, depressed care givers,
etc) will be included if the participants all met the criteria for major depression.

Exclusion criteria

Studies conducted in inpatient settings will be excluded from the review, as psychotherapies require voluntary
participation from the patients, which may not always be guaranteed in inpatient settings.

Types of interventions

Included interventions

We will include the following 10 psychotherapies, 18 antidepressant drugs as well as five control conditions in
our systematic reviews.

Psychological interventions

The psychological therapy intervention was required to be delivered through face to face meetings between
the patient and therapist. Interventions in which face to face therapy was augmented by telephone or
internet-based support were included in the review. Psychological therapy approaches conducted on either an
individual or on a group basis were also included.

In order to use the common time frame with acute phase drug treatments, the duration of the psychological
intervention had to be between 4 and 16 weeks.

A diverse range of psychological therapies is now available for the treatment of depression. In our previous
MTM of psychotherapies for depression (Churchill et al, in preparation), we categorized psychological
therapies broadly into four separate philosophical and theoretical schools, each of which contains a number of
differing and overlapping psychotherapeutic approaches. They are psychoanalytic/dynamic (Freud 1900; Jung
1921; Klein 1932), humanistic (Maslow 1943; Rogers 1951), behavioural (Watson 1924; Skinner 1953; Marks
1981), and cognitive approaches (Beck et al. 1979; Ellis 1979). Beck and Ellis have both acknowledged the
value of behavioural therapy, and during the 1980s and 1990s, the last two approaches merged to form
cognitive behavioural therapy (CBT) (Roth and Pilling 2008). Some other psychotherapeutic approaches, such
as interpersonal therapy (Klerman et al. 1984), also explicitly integrate components from several theoretical
schools. Based on our previous MTM, we will focus the current MTM on the following psychotherapies
which showed promises and /or provided well-delineated reproducible procedures.

Behaviour therapies

1. Behavioural therapy (Lewinsohn)

Lewinsohn 1974 proposed that depressed individuals have low rates of pleasant activities and obtained
pleasure, that their mood covaries with rates of pleasant and aversive activities, that their mood improves with
increases in pleasant activities, and that they lack social skills during the depressed phase. Therefore,
behavioural therapy based on the approach developed by Lewinsohn and colleagues involves helping
individuals increase their frequency and quality of pleasant activities, producing corresponding improvement
in mood and overall quality of life (Lewinsohn 1974).

2. Social skills training/assertiveness training

The social skills training model (SST) proposes that depressed people may have difficulty initiating,
maintaining and ending conversations (Jackson 1985). Because of these deficits, the individual is unable to
elicit mutually reinforcing behaviour from other people in their environment. SST subsumes assertion and
conversational skills, together with more specialised subskills such as dating and job interview skills. Four
social contexts of interacting with strangers, friends, family members and people at work or school are
targeted (Bellack 1980) and interventions such as instruction, modelling, rehearsal, feedback and
reinforcement are used to enable the development of new responses (Jackson 1985). As assertiveness training
comprises a key component of SST, it will be included in the SST category.
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Cognitive-behaviour therapies

3. Cognitive therapy

The cognitive model of depression (Beck 1979) proposes that biased thinking and unrealistic cognitive
appraisals of events negatively affect feelings and behaviour in a reciprocal interaction. Negative automatic
thoughts are thought to be influenced by schema, or thought patterns, which are formed early in life. These are
characterised in depressed individuals as a negative cognitive triad, in which views of the self, world and
future are affected. CT aims to restructure the individual’s unhelpful appraisal of life events, through
understanding the relationship between thoughts, feelings and behaviours, recognising and monitoring
negative automatic thoughts, and enabling the development of more realistic and balanced appraisals.

Studies of interventions described as ‘CBT’ by trial authors, but which are based predominantly on cognitive
restructuring methods, and/or cite the Beck 1979 manual, will be included in this group.

4. Problem-solving therapy

PST was developed as an intervention to train individuals to function as their own therapist (D’Zurilla 1971).
Five overlapping stages are proposed to represent the problem-solving process, including general orientation,
problem definition and formulation, generation of alternatives, decision-making and verification. Training in
problem-solving involves teaching individuals these skills and providing guidance in their application for
identified problems (Dobson 2001). As a pragmatic and flexible approach, PST has been adapted and
manualised for evaluation in a number of different populations, including depression (Nezu 1986).

5. Coping with Depression course

Developed and evaluated as a group intervention for depression (Lewinsohn 1984), the CWD course for
adults is a structured, psychoeducational programme that emphasises learning simple behavioural principles
such as activity monitoring, scheduling and progressive goal achievement. Participants learn to improve social
skills, use relaxation techniques, increase or rediscover involvement in pleasant activities and to use simple
cognitive strategies.

3rd wave therapies

6. Acceptance and commitment therapy

In acceptance and commitment therapy (ACT) (Hayes 1999; Hayes 2004) therapists aim to transform the
relationship between the experience of symptoms and difficult thoughts/feelings, so that symptoms no longer
need to be avoided and become just uncomfortable transient psychological events (Harris 2006). In this way,
symptom reduction becomes a by-product of treatment (Harris 2006). Clients are encouraged to develop
psychological flexibility through six core principles: cognitive defusion (perceiving thoughts, images,
emotions, and memories as what they are, rather than what they appear to be); acceptance (allowing these to
come and go without struggling with them); contact with the present moment (awareness of and receptiveness
to the here and now); use of the observing self (accessing a transcendent sense of self ); personal values
(discovering what is most important to one’s true self ); and committed action (setting goals according to
values and carrying them out responsibly) (Hayes 1999). In terms of committed action, ACT uses methods in
line with traditional behaviour therapy, such as exposure, skills acquisition and goal setting.

7. Extended behavioural activation

The original behavioural activation (BA) approach manualised by Jacobson 1996 includes teaching relaxation
skills, increasing pleasant events and social and problem-solving skills training, and is regarded as a
traditional behavioural therapy model. More recently, the BA approach has been extended byMartell 2001,
building on the original behavioural models of depression (Lewinsohn 1974) by introducing a contextual
approach to depression. The extended BAmodel suggests that just as avoidance maintains anxiety, avoidant
coping patterns (withdrawal fromsituations and people) maintain depressed mood, and, therefore, avoidant
coping is targeted as a primary problem. Following functional analysis, in which a detailed assessment of how
an individual maintains depressive behaviour is carried out, the individual is taught to formulate and
accomplish behavioural goals, irrespective of prevailing negative thoughts and mood states (Hopko 2003).
Traditional behavioural therapy strategies such as activity charts, relaxation training and increasing pleasant
events are also used (Dobson 2001). A second BA approach, behavioral activation treatment for depression
(BATD) (Lejuez 2001), proposes that depression ismaintained through the use of reinforcers such as increased
social attention and escape from aversive tasks. Following functional analysis as described in the extended BA
model above, access is weakened to reinforcements such as sympathy and escape from responsibility, and
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healthy behaviour is systematically activated through the use of goal setting and increased activities (Hopko
2003).

8. Psychodynamic therapies

9. Interpersonal therapy (IPT)

IPT was developed in order to operationalise what was considered to be a set of helpful procedures commonly
used in psychotherapy for depressed outpatients (Weissman 2007) for a series of treatment studies in
depression conducted in the US (Elkin 1989; Frank 1990). Whilst described by the International Society for
Interpersonal Psychotherapy (ISIPT) as having *no specific theoretical origin’ (isIPT [ND]), IPT draws in part
from attachment theory (Bowlby 1980), and is based on the premise that depressive symptoms may be
influenced strongly by the disruption of close personal attachments in four key domains of grief, role disputes,
role transitions and interpersonal deficits (Weissman 2007). Within the therapeutic process, IPT uses
techniques borrowed fromother therapies such as cognitive-behaviour therapy and brief crisis intervention
(isIPT [NDJ), including clarification (seeking to obviate the patient’s biases in describing interpersonal issues),
role playing and communication analysis, together with supportive listening, encouragement of affect and use
of the therapeutic relationship. Since the development of IPT in 1984, there has been ongoing debate over its
potential categorisation as a time-limited psychodynamic psychotherapy (Markowitz 1998). Systematic
reviews of psychodynamic therapy approaches for depression have obtained different findings according to its
inclusion (Crits 1992; Anderson 1995) or exclusion (Svartberg 1991; Leichsenring 2004). Following detailed
comparison of IPT and brief psychodynamic psychotherapy, Markowitz 1998 has concluded that despite
overlaps and similarities, IPT is distinct from STPP. Given its use of CBT techniques, coupled with its
psychodynamic features and atheoretical origins, IPT will be considered an integrative therapy for the
purposes of this review, in accordance with technical integration principles.

10. Non-directive/supportive therapies

In person-centred therapy (PCT), core conditions of empathy, genuineness and unconditional positive regard,
considered to be the *antithesis’ of a therapeutic technique (Cooper 2008) are considered sufficient to facilitate
personality change (Rogers 1951). Use of a non-directive stance by the therapist is a key feature of PCT
(Mearns 2007). Moving through three phases of trust, intimacy and mutuality within the therapeutic
relationship (Mearns 2007), change occurs as the client shifts from a negative evaluation of self towards a
belief that they are worth caring for (Thorne 2002). Therapies described as ‘non-directive’ or ‘supportive’, and
not explicitly underpinned by person-centered theory, principles and supporting references, will be included
here also.

Antidepressant drugs

We will include the following selected first- and second-generation antidepressants.
1. TCA

Amitriptyline, Clomipramine

2. SSRI

Citalopram, Escitalopram, Fluoxetine, Fluvoxamine, Paroxetine, Sertraline

3. SNRI

Desvenlafaxine, Duloxetine, Milnacipran, Venlafaxine

4. Other second-generation antidepressants

Agomelatine, Bupropion, Mirtazapine, Reboxetine, Trazodone, Vilazdone

We will include only studies randomising patients to drugs within the therapeutic dose (Cipriani et al. 2011).
Both fixed-dose and flexible-dose designs will be accepted.

Control comparators

Control comparators will be categorised as follows. In each study, descriptions of the various control
conditions will be scrutinised to ensure that they did not comprise an active psychological therapy treatment.
1. Treatment as usual (TAU)

In this condition, participants could receive any appropriate medical care during the course of the study on a
naturalistic basis, including pharmacotherapy and/or psychological therapy, as deemed necessary by the
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