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Disclaimer

The recommendations in this guideline represent the view of NICE, arrived at after careful
consideration of the evidence available. When exercising their judgement, professionals are
expected to take this guideline fully into account, alongside the individual needs, preferences
and values of their patients or service users. The recommendations in this guideline are not
mandatory and the guideline does not override the responsibility of healthcare professionals
to make decisions appropriate to the circumstances of the individual patient, in consultation
with the patient and/or their carer or guardian.

Local commissioners and/or providers have a responsibility to enable the guideline to be
applied when individual health professionals and their patients or service users wish to use it.
They should do so in the context of local and national priorities for funding and developing
services, and in light of their duties to have due regard to the need to eliminate unlawful
discrimination, to advance equality of opportunity and to reduce health inequalities. Nothing
in this guideline should be interpreted in a way that would be inconsistent with compliance
with those duties.

NICE guidelines cover health and care in England. Decisions on how they apply in other UK
countries are made by ministers in the Welsh Government, Scottish Government, and
Northern Ireland Executive. All NICE guidance is subject to regular review and may be
updated or withdrawn.

Copyright
© NICE 2021. All rights reserved. Subject to Notice of Rights.

ISBN:


http://wales.gov.uk/
http://www.scotland.gov.uk/
http://www.northernireland.gov.uk/
https://www.nice.org.uk/terms-and-conditions#notice-of-rights

DRAFT FOR CONSULTATION
Error! No text of specified style in document.

ContentsTreatment of a new episode of depression........ccccceeceiiiiiiriiccrccccs e, 7
1] 1o o 18 o3 1 o o U 7
Summary of the interventions included in this evidence review ............cc............... 7
Summary of the ProtoCol ..........coooiiiiiii e 8
Methods and PrOCESS .......coeiiiiii i 10
References to introductory SeCtion .............c..uuieiiiiiiiiiiii e 14

LeSS SEVEre dePreSSiON.......ccciiiceeucciiiiirrrricesssss s e e s s rrnasssss s s e e s e s nmssssssssssnersnnsssssssssnnennnnnnnns 16

REVIEW QUESTION ... e e e e et e e e e e e e e eennnnens 16
Clinical @VIAENCE .....cooeeeeeeeeeeeeeee 16
Summary of studies included in the evidence review.............cccooooviiiiiiiiiienennnnnn, 16
Evidence from the network meta-analysis ...........cccooiiiiiiiiiii s 17
Evidence from the pairwise meta-analyses............ccccvvceiiiiiiiiicce e, 38
Quality assessment of studies included in the evidence review........................... 41
ECONOMIC EVIAENCE ... 43
Summary of studies included in the economic evidence review........................... 44
ECONOMIC MOAEL.......eiiiiiiiiiiiiiii e 46
Summary of the eVIAENCEe ..........oooi i 48
The committee’s discussion of the evidence..............oooovvviiiiiiiiiiiiiiiiiiiiiiiiis 57
Recommendations supported by this evidence review ..............cccccoeiiiiieiiiiennnnnnn. 63
REFEIENCES ...t s 63

[ Lo o R AV =T =0 1= o] =TT = T ] o O 80

REVIEW QUESTION ... e e e e e e et e e e e e e e e e e 80
Clinical VIAENCE ......ccoeeeeieeeeeeeee 80
Summary of studies included in the evidence review..................ccccceeieiiinnnn. 80
Evidence from the network meta-analysis ............ccccoviiiiiii e, 81
Evidence from the pairwise meta-analyses............cccoiiiiiiiiiiiiee, 108
Quality assessment of studies included in the evidence review......................... 115
ECONOMIC EVIAENCE ... e 117
Summary of studies included in the economic evidence review......................... 118
ECONOMIC MOAEL....... e e 122
Summary Of the EVIAENCE .......ccoii i 124
The committee’s discussion of the evidence...............ooovvvvvviviiiiiiiiiiiiiiiiiiiiiiiinns 139
Recommendations supported by this evidence review ............cccccevvveiiiiivnnnnnnnn. 147
REFEIENCES ...ttt 148

N o 1= 4 e | o - O 204

Appendix A — ReVIEW ProtOCOI.......coooiiiiiee e 204

Review protocol for review questions: For adults with a new episode of less
severe depression or more severe depression, what are the relative
benefits and harms of psychological, psychosocial, pharmacological
and physical interventions alone or in combination? .............................. 204

Appendix B — Literature search strategies .............oouvviiiiiiiiiiiii e, 215



DRAFT FOR CONSULTATION
Error! No text of specified style in document.

Literature search strategies for review questions: For adults with a new
episode of less severe depression or more severe depression, what
are the relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?.... 215

Appendix C — Clinical evidence study selection ............cccccooiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeen 223

Study selection for review questions: For adults with a new episode of less
severe depression or more severe depression, what are the relative
benefits and harms of psychological, psychosocial, pharmacological
and physical interventions alone or in combination? ............ccccccccooo.. 223

Appendix D — Clinical evidence tables..........cccoooviiiiiiiiii e 224

Clinical evidence table for review questions: For adults with a new episode of
less severe depression or more severe depression, what are the
relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?.... 224

Appendix E — FOrest Plots.........uiiiiiii e 225

Forest plots for review questions: For adults with a new episode of less severe
depression or more severe depression, what are the relative benefits
and harms of psychological, psychosocial, pharmacological and
physical interventions alone or in combination? ..............cccccccceiiiiinnnne. 225

Forest plots for review questions: For adults with a new episode of less severe
depression, what are the relative benefits and harms of psychological,
psychosocial, pharmacological and physical interventions alone or in
COMDINALIONT <. 225

Forest plots for review question: For adults with a new episode of more severe
depression, what are the relative benefits and harms of psychological,
psychosocial, pharmacological and physical interventions alone or in

COMDINALIONT <. 227
AppendiXx F — GRADE tabIES ........uuuuii e 256
Appendix G — Economic evidence study selection..............ccoevviiieiiiiiiiiiiccei e, 259

Economic evidence study selection for review questions: For adults with a new
episode of less severe depression or more severe depression, what
are the relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?.... 259

Appendix H — Economic evidence tables...............oooviiiiiiiiii e 260

Economic evidence tables for review question: For adults with a new episode
of less severe depression or more severe depression, what are the
relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?.... 260

Economic evidence tables for review question: For adults with a new episode
of more severe depression or more severe depression, what are the
relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?.... 266

Appendix | — Economic evidence profiles ... 276

Economic evidence profiles for review question: For adults with a new episode
of less severe depression, what are the relative benefits and harms of
psychological, psychosocial, pharmacological and physical
interventions alone or in combination? ............ccoevviiiiiiiiiiie e, 276

Economic evidence profiles for review question: For adults with a new episode
of more severe depression, what are the relative benefits and harms of



DRAFT FOR CONSULTATION
Error! No text of specified style in document.

psychological, psychosocial, pharmacological and physical
interventions alone or in combination? ...............cccccciiiiiii 280

Appendix J — ECONOMIC @NAIYSIS ........ccoviiiiiiii e e e e 289

Economic analysis for review questions: For adults with a new episode of less
severe depression or more severe depression, what are the relative
benefits and harms of psychological, psychosocial, pharmacological
and physical interventions alone or in combination? ............c.ccccccoo... 289

Appendix K — EXcluded StUIES ........coooiiiiiii e 372

Excluded studies for review questions: For adults with a new episode of less
severe depression or more severe depression, what are the relative
benefits and harms of psychological, psychosocial, pharmacological
and physical interventions alone or in combination? .................c.c...... 372

Appendix L — Research recommendations ... 373

Research recommendations for review questions: For adults with a new
episode of less severe depression or more severe depression, what
are the relative benefits and harms of psychological, psychosocial,
pharmacological and physical interventions alone or in combination?.... 373

Appendix M — Network meta-analysis report from the NICE Guidelines Technical
SUPPOIt UNit (TSU) ..ot 381

Network meta-analysis report from the NICE Guidelines TSU for review
questions: For adults with a new episode of less severe depression or
more severe depression, what are the relative benefits and harms of
psychological, psychosocial, pharmacological and physical
interventions alone or in combination? ... 381



—

O©oo~N OOk WN

10

11
12
13
14

15
16
17
18

19
20
21
22
23
24
25

26
27
28

29

30
31
32
33
34
35

36
37
38
39
40
41

42
43
44
45
46

DRAFT FOR CONSULTATION
Treatment of a new episode of depression

Treatment of a new episode of depression

This evidence review contains 2 reviews relating to treatment of a new episode of
depression.

¢ Review question 2.1 For adults with a new episode of less severe depression, what are
the relative benefits and harms of psychological, psychosocial, pharmacological and
physical interventions alone or in combination?

¢ Review question 2.2 For adults with a new episode of more severe depression, what are
the relative benefits and harms of psychological, psychosocial, pharmacological and
physical interventions alone or in combination?

Introduction

There is a wide range of interventions available to treat depression, including
pharmacological, psychological, psychosocial and physical interventions. The range of
options is further extended as different treatment modalities may be used in combination with
each other, leading to a large number of possible permutations.

To inform the choice of intervention, or combination of interventions, knowledge of the
relative benefits, harms and costs is essential. It is particularly important to know if
combinations of treatments offer any advantages as they are likely to be more resource-
intensive and more onerous to patients.

In addition to the complexity introduced by the number of available interventions, the choice
of treatment for a new episode of depression may also depend on its severity. In order to
address this, the analysis has been sub-divided to identify interventions that are most
effective for less severe depression (mild and subthreshold depression), and those that are
most effective for more severe depression (moderate and severe depression). The criteria
used to define ‘less severe’ and ‘more severe’ depression are described below and in the
review protocol (appendix A).

The aim of this review is to compare the effectiveness, acceptability and tolerability of
treatments for a new episode of less severe or more severe depression, including a range of
pharmacological, psychological, psychosocial and physical interventions.

Summary of the interventions included in this evidence review

Due to the large number of different treatment options considered in this review, they have
been grouped into classes to allow comparison between classes of treatment. For example,
psychological therapies are grouped according to common theoretical structure and
methodological approach, and pharmacological treatments are grouped according to
mechanism of action or chemical structure. Further details about the classes and
interventions included in each class are provided in appendix A.

For inclusion in this review, the committee agreed that pharmacological interventions needed
to be licensed in the UK and in routine clinical use for the first-line treatment of depression.
The national prescription data for England in 2017 (Prescribing & Medicines Team, Health
and Social Care Information Centre, 2017) was used to define routine usage of drugs: if a
drug appeared in the top 15 antidepressants prescribed by volume it was included, with the
exception of dosulepin which the BNF indicates should be initiated by a specialist.

Some interventions were included in the evidence review to improve connectivity within the
network meta-analysis but were not considered as part of the decision problem, so were not
considered as candidates for recommendations. If necessary for connectivity in the network,
excluded pharmacological interventions were added as ‘any antidepressant’ or ‘any SSRI’ or
‘any TCA’ nodes but only where the pharmacological interventions had been compared

7
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against an included psychological or physical intervention and/or combined with an included
psychological or physical intervention. This approach is outlined in the review protocol
(appendix A).

Couple interventions, including behavioural couple’s therapy, were considered more
appropriate for subgroups of adults with depression, namely for people with problems in the
relationship with their partner, and as such these interventions were considered only in
pairwise comparisons (and not included in the network meta-analysis).

Summary of the protocol

See Table 1 for a summary of the Population, Intervention, Comparison and Outcome
(PICO) characteristics of this review.

Table 1: Summary of the protocol (PICO table)

Adults receiving first-line treatment for a new
episode of depression, as defined by a
diagnosis of depression according to DSM, ICD
or similar criteria, or depressive symptoms as
indicated by baseline depression scores on
validated scales (and including those with
subthreshold [just below threshold] depressive
symptoms).

If some, but not all, of a study’s participants are
eligible for the review, for instance, mixed
anxiety and depression diagnoses, then we will
include a study if at least 80% of its participants
are eligible for this review.

Baseline mean scores are used to classify study
population severity according to less severe (RQ
2.1) or more severe (RQ 2.2).

Psychological interventions:

e Behavioural therapies

¢ Cognitive and cognitive behavioural therapies
e Counselling

o Interpersonal psychotherapy

e Psychodynamic psychotherapies

o Psychoeducational interventions

o Self-help with or without support

o Art therapy

o Music therapy

o Eye movement desensitization and
reprocessing (for depression, not PTSD)

Pharmacological interventions:
¢ SSRIs

o Citalopram

o Escitalopram

o Paroxetine

o Sertraline

o Fluoxetine

e TCAs

8
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o Amitriptyline

o Clomipramine

o Lofepramine

o Nortriptyline

o (imipramine included to improve connectivity
but not part of the decision problem)

e SNRIs
o Venlafaxine
o Duloxetine

o Other antidepressant drugs
o Mirtazapine
o Trazodone

(for specific drugs that are excluded, ‘any
antidepressant’, ‘any SSRI’ or ‘any TCA’ nodes
may be added where they have been compared
against a psychological or physical intervention
and/or combined with a psychological or
physical intervention, but they will not be
considered as part of the decision problem)

Physical interventions:

e Acupuncture

¢ Exercise (including yoga)

o Light therapy (for depression, not SAD)

Psychosocial interventions:

o Peer support

e Mindfulness, meditation or relaxation
o Couple interventions (pairwise only)

o Other active intervention (must also meet
inclusion criteria above)

e Treatment as usual
o Waitlist

e No treatment

e Placebo

Critical:

e Depression symptomatology

¢ Remission (usually defined as a cut off on a
depression scale)

¢ Response (usually defined as at least 50%
improvement from the baseline score on a
depression scale)

¢ Discontinuation due to side effects (for
pharmacological trials)

¢ Discontinuation due to any reason (including
side effects)

Important:

Depression in adults: Evidence review B DRAFT (November 2021)
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e Quality of life
e Personal, social and occupational functioning

DSM: Diagnostic and statistical manual of mental disorders; ICD: international classification of diseases; PTSD:
post-traumatic stress disorder; SAD: seasonal affective disorder; SNRI: serotonin-norepinephrine reuptake
inhibitor; SSRI: selective serotonin reuptake inhibitor; TCA: tricyclic antidepressant

A W=

For further details see the review protocol in appendix A.

Methods and process

This evidence review was developed using the methods and process described in
Developing NICE guidelines: the manual. Methods specific to this review question are
described in the review protocol in appendix A, and methods specific to the NMA are
summarised below, and described in appendix M and in supplement 1 - Methods.

OoO~NO® O

10 Declarations of interest were recorded according to NICE’s 2014 conflicts of interest policy

11 until 31 March 2018. From 1 April 2018, declarations of interest were recorded according to
12 NICE’s 2018 conflicts of interest policy. Those interests declared until April 2018 were

13 reclassified according to NICE’s 2018 conflicts of interest policy (see Register of Interests).

14 Summary of methods
15 Defining less and more severe depression

16 Baseline mean scores on validated depression scales were used to classify study population
17 severity according to less severe (review question 2.1) or more severe (review question 2.2)
18 using the thresholds outlined in the review protocol (appendix A). These thresholds were

19 derived using standardization of depression measurement crosswalk tables (Carmody 2006;
20 Rush 2003; Uher 2008; Wahl 2014). An anchor point of 16 on the PHQ-9 was selected as
21 the cut-off between less severe and more severe depression, on the basis of alignment with
22 the clinical judgement of the committee and eligibility criteria in published studies. If baseline
23 mean scores were not available, severity was classified according to the inclusion criteria of
24 the study or the description given by the study authors (but only in cases where this is

25 unambiguous, for example ‘severe’ or ‘subthreshold’ or ‘mild’). The category of less severe
26 depression used in this guideline includes the traditional categories of subthreshold

27 symptoms and mild depression, and the category of more severe depression used in this

28 guideline includes the traditional categories of moderate and severe depression.

29 Evidence synthesis

30 The main method used to synthesise evidence on pharmacological, psychological,

31 psychosocial, physical and combined interventions included in this review was network meta-
32 analysis (NMA). NMA is a generalisation of standard pairwise meta-analysis for A versus B
33 trials, to data structures that include, for example, A versus B, B versus C, and A versus C
34 trials (Dias 2011a; Lu 2004).

35 NMA was employed to assess the following outcomes:
36 ¢ Clinical analysis - critical outcomes:

37 o Standardised mean difference (SMD) of depression symptom change scores at

38 treatment endpoint; this was selected as the primary critical outcome

39 o Response in those randomised at treatment endpoint (also known as ‘intention to treat’
40 or ITT)

41 o Remission in those randomised at treatment endpoint (also known as ‘intention to treat’
42 or ITT)

43 e Economic analysis:

10
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o Acceptability: treatment discontinuation for any reason at treatment endpoint in those
randomised

o Tolerability: treatment discontinuation due to side effects from medication at treatment
endpoint in those who discontinued treatment; this outcome was only relevant to
interventions with a pharmacological element.

o Response at treatment endpoint in those who completed treatment (also known as
‘completers’)

o Remission at treatment endpoint in those who completed treatment (also known as
‘completers’)

Pairwise meta-analysis was undertaken to assess the following outcomes, as there was not
enough evidence to create a network:

e Quality of life

e Personal, social, and occupational functioning including global functioning, functional
impairment, sleeping difficulties, employment, interpersonal problems

o Follow-up data on critical outcomes for the clinical analysis.

In addition, pairwise meta-analysis was employed to synthesise data on all critical outcomes
of the clinical analysis (SMD, response in those randomised, remission in those randomised).
The aim of this analysis was to compare the results of the NMA with those of pairwise meta-
analysis and explore any differences between them and possible reasons for any differences
However, results of these pairwise meta-analyses were not considered as a primary source
of evidence when formulating recommendations.

SMD was used as a summary statistic as data were synthesised across a number of
depression scales. For all scales, the score increased with symptom severity, therefore no
transformation was required to correct for differences in the direction of the scales.

Class models

Due to the large number of interventions included in this review, comparing all pairs of
interventions individually within the NMA (and also in the pairwise meta-analysis) would not
be feasible and would require particularly complex consideration and interpretation of the
NMA evidence. Moreover, some interventions included in the systematic review had been
tested on small numbers of participants and their effects were characterised by considerable
uncertainty. For these reasons, the NMAs utilised class models: each class consisted of
interventions with a similar mode of action or similar treatment components or approaches,
so that interventions within a class were expected to have similar (but not necessarily
identical) effects. Use of class models in the NMA had three benefits:

¢ strength could be borrowed across interventions in the same class, therefore improving
precision of effects

o networks that were otherwise disconnected were possible to connect via interventions
belonging to the same class, resulting in a connected network that included all classes
and interventions of interest

o relative effects between a more limited number of classes were easier to interpret and
thus more helpful for the committee when making recommendations.

Following appropriate tests of fit, random class effect models were used for all outcomes
examined in the NMAs, which assume that the effects of interventions in a class are
distributed around a common class mean with a within-class variance. Under this approach
individual treatment effects are drawn towards a class mean but individual intervention
estimates that are more precise can still be estimated.

11
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1 Bias adjustment NMA models and other sensitivity analysis
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Publication bias is known to affect results of meta-analyses in several clinical areas,
including depression (Driessen 2015; Moreno 2009 & 2011; Trinquart 2012; Turner 2008).
Small sample size studies are associated with publication bias as small studies with positive
results are more likely to be published compared with small studies with negative results, and
may also be associated with lower study quality. Published smaller studies tend to
overestimate the relative treatment effect of interventions versus control, compared to larger
studies (Chaimani 2013; Moreno 2011). As the NMAs included a significant number of small
studies, sensitivity analyses were carried out on selected outcomes, which adjusted for bias
associated with small study size effects. The analyses, which were based on the assumption
that the smaller the study the greater the bias, attempted to estimate the “true” treatment
effect that would be obtained in a study of infinite size. The analyses assumed possible bias
in comparisons of active interventions versus inactive control and no bias between inactive
control comparisons, as well as between active intervention comparisons. The exception to
this was in comparisons where non-directive counselling was the control intervention (in
which case bias against non-directive counselling was assumed). This exception was based
on committee and stakeholder concerns that non-directive counselling when used as a
control intervention may be less likely to be manual-based, and to be delivered in a
comparable number of sessions by an equivalent healthcare professional as when non-
directive counselling is included as an active intervention in trials. Bias adjustment
assumptions were supported by empirical evidence of the direction and magnitude of small
study bias in meta-analyses of psychological interventions versus control (Driessen 2015)
and of antidepressants versus pill placebo (Turner 2008).

Bias adjustment models were developed for the following outcomes synthesised in NMAs:

e SMD of depression symptom change scores (primary critical outcome for clinical analysis)
e Treatment discontinuation for any reason in those randomised

e Response in completers

The latter two outcomes were selected for bias adjustment because they were the main NMA
outcomes that informed the economic analysis, with the highest anticipated impact on the
results. Subsequently, where bias was identified, an economic probabilistic sensitivity
analysis was conducted using the outputs of the bias-adjusted NMAs on these two
outcomes, as relevant (see appendix J).

In addition, the validity of the transitivity assumption between participants in pharmacological
trials and participants in non-pharmacological trials was explored by a sensitivity analysis on
the SMD outcome (the primary critical outcome of the clinical analysis) that included non-
pharmacological trials only and examined any differences in magnitude of effects and
ranking of non-pharmacological interventions compared to results from the mixed
psychological, psychosocial, pharmacological and physical model that utilised the full study
dataset.

Presentation of the NMA results

The NMAs undertaken to address the 2 review questions covered in this report (treatments
for a new episode of less severe depression and treatments for a new episode of more
severe depression) included 676 studies comparing 63 classes of 152 pharmacological,
psychological, psychosocial and physical interventions alone or in combination as well as
controls; 51 of these classes represented active treatment options that were part of the
decision problem, meaning they were candidates for recommendation.

Results of the NMAs are presented in the main report as the posterior mean SMD of
depression symptom change scores (continuous data) or log-odds ratios (LORSs) (for
dichotomous data), as appropriate, with 95% Credible Intervals (Crl) compared with the
reference treatment. For the analysis of treatments for less severe depression the selected

12
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reference treatment was treatment as usual (TAU), whereas for the analysis of treatments for
more severe depression the selected reference treatment was pill placebo. Selection of
reference treatments was made following inspection of the size of the evidence and the
connectivity of control treatments in each population, and considering control treatments with
their own established effects. The committee expressed a preference for pill placebo as it is
well-defined across trials. On the other hand, the definition of TAU may vary across trials,
although it has been widely used as the control treatment in meta-analyses of psychological
trials. The committee considered the comparisons of psychological treatment classes and
interventions with pill placebo as an advantage of conducting the NMAs, because

10 psychological therapies are not routinely compared with pill placebo, unless active drug arms
11 are included in the trial. A further advantage of selecting pill placebo is that it provides a more
12 conservative estimate and convincing comparison for clinical effect and addresses treatment
13 expectancy effects for interventions. Nevertheless, pill placebo was tested on a very small

14 number of people in less severe depression and it had limited connectivity (or was

15 completely absent) in most network plots in this population. Therefore, its use as a reference
16 was considered inappropriate and TAU was selected instead as the next best option to serve
17 as reference in NMAs of treatments for less severe depression. No treatment and waitlist

18 were considered to have a minimal effect and to potentially hinder other underlying

19 interventions and therefore were deemed inappropriate baseline comparators.

O©CoOoO~NOOTPRWN -

20 The main body of the report provides NMA results at the treatment class level for all critical
21 outcomes included in the clinical analysis. Rankings have been calculated only for treatment
22 classes of interest (classes that were part of the decision problem). For the SMD of

23 depression symptom change scores, which was the primary critical efficacy outcome, results
24 of individual interventions are also provided for information.

25 An overview of the results on outcomes used in the economic analysis are reported in
26 appendix J.

27 Results of the NMAs on all outcomes that informed the clinical and the economic analysis,
28 including relative effects for all pairs of treatment classes and interventions included in the
29 NMA, are reported in appendix M and supplements B5 and B6.

30 Presentation of the pairwise meta-analysis results

31 In accordance with the data analysis strategy outlined in the review protocol (see appendix
32 A), the NMA results were the primary input for clinical decision-making (and were considered
33 alongside the results from the economic models when developing recommendations).

34 Pairwise meta-analyses were used as follows:

35 ¢ to analyse important (but not critical) outcomes, and follow-up of critical outcomes,
36 which could not be included in NMA due to a lack of connectivity in the networks for
37 these outcomes and time points

38 o to compare the results of pairwise meta-analysis with the NMA for critical outcomes
39 ¢ to analyse interventions that are only appropriate for sub-groups of people with

40 depression (and not included in the NMA), specifically couple interventions for those
41 with problems in the relationship with their partner

42 ¢ to undertake subgroup analysis of studies included in the NMA. Planned subgroup
43 analyses (provided sufficient data were available) included: older adults (60 years
44 and older) compared to younger adults (younger than 60 years); BME populations;
45 men. Additional subgroup analyses (primary care compared to secondary care;

46 inpatient compared to outpatient settings) were planned to inform the evidence

47 review on settings for care but were not considered for recommendations for first-line
48 treatment of less severe and more severe depression.

49 For pairwise comparisons, meta-analyses using random-effects models were conducted to
50 combine results from similar studies. An intention to treat (ITT) approach was taken where

13
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possible. Continuous outcomes were assessed using standardized mean difference (SMD)
and dichotomous outcomes using relative risk (RR) (see supplement 1 - Methods).

The main body of the report presents only statistically significant and clinically important
effects for the important (but not critical) outcomes (quality of life and functioning) and follow-
up (of at least 6 months post-endpoint) of critical outcomes. Clinically important effects were
defined using the default minimally important differences of a RR less than 0.8 or greater
than 1.25 or a SMD less than -0.5 or greater than 0.5 or a logOR less than -0.25 or greater
than 0.25 [MID for OR calculated as exp[0.52]=1.28]). However, forest plots for all outcomes
and all time points are provided in supplements B2 and B3.

Similarly, in the main body of the report, comparisons between pairwise and NMA results for
critical outcomes (base-case analysis) are restricted to highlighting comparisons where the
difference between the pairwise meta-analysis and NMA results is equal to, or larger than,
the minimally important difference (MID, as defined using the values given above). A
distinction is also be made between differences where the effect estimate from the NMA is
within the 95% confidence interval of the pairwise meta-analysis effect estimate, and
differences where the effect estimate from the NMA is not within the 95% confidence interval
of the pairwise meta-analysis as the latter (and not the former) may be considered a truly
significant difference. The full table of pairwise meta-analysis and NMA comparisons is
available in supplement B4. It is important to note that these comparisons have been
performed in addition to the NMA inconsistency checks (where direct and indirect evidence is
compared) as outlined above.

Evidence from pairwise meta-analyses for interventions that are only appropriate for
subgroups of people with depression, specifically, couple interventions are presented in the
relevant evidence sections below.

Subgroup analyses were only performed where the comparison and outcome had at least 2
studies in each subgroup. In the main body of the report, only subgroup analyses with
statistically significant subgroup differences are presented (see appendix E for forest plots for
all subgroup analyses).

References to introductory section

garmody TJ, Rush AJ, Bernstein |, Warden D, Brannan S, et al. (2006) The Montgomery
Asberg and the Hamilton ratings of depression: a comparison of measures. European
Neuropsychopharmacology, 16(8), 601-611.

Chaimani A, Vasiliadis HS, Pandis N, Schmid CH, Welton NJ, Salanti G (2013). Effects of
study precision and risk of bias in networks of interventions: a network meta-epidemiological
study. International journal of epidemiology, 42(4), 1120-1131.

Dias S, Welton NJ, Sutton AJ, Ades AE (2011a, last updated 2016). NICE DSU Technical
Support Document 2: A generalised linear modelling framework for pairwise and network
meta-analysis of randomised controlled trials. Available from http://www.nicedsu.org.uk

Driessen E, Hollon SD, Bockting CL, Cuijpers P, Turner EH (2015). Does publication bias
inflate the apparent efficacy of psychological treatment for major depressive disorder? A
systematic review and meta-analysis of US National Institutes of Health-funded trials. PLoS
ONE, 10(9), e0137864.

Lu G, Ades AE (2004). Combination of direct and indirect evidence in mixed treatment
comparisons. Stat Med, 23(20), 3105-3124.

Moreno SG, Sutton AJ, AdesA, Stanley TD, Abrams KR, Peters JL, Cooper NJ (2009).
Assessment of regression-based methods to adjust for publication bias through a
comprehensive simulation study. BMC medical research methodology, 9(1), 2.

14
Depression in adults: Evidence review B DRAFT (November 2021)



©oo NoOOh WN-=-

—_
N —-~O

—_ A
arw

_
oo ~NO®

DRAFT FOR CONSULTATION
Treatment of a new episode of depression

Moreno SG, Sutton AJ, Ades A, Cooper NJ, Abrams KR (2011). Adjusting for publication
biases across similar interventions performed well when compared with gold standard data.
Journal of clinical epidemiology, 64(11), 1230-1241.

Rush AJ, Trivedi MH, Ibrahim HM, Carmody TJ, Arnow B, et al. (2003). The 16-ltem quick

inventory of depressive symptomatology (QIDS), clinician rating (QIDS-C), and self-report

(QIDS-SR): a psychometric evaluation in patients with chronic major depression. Biological
Psychiatry, 54(5), 573-583.

Trinquart L, Abbé A, Ravaud P (2012). Impact of reporting bias in network meta-analysis of
antidepressant placebo-controlled trials. PLoS ONE, 7(4), €35219.

Turner EH, Matthews AM, Linardatos E, Tell RA, Rosenthal R. (2008). Selective publication
of antidepressant trials and its influence on apparent efficacy. New England Journal of
Medicine, 358(3), 252-260.

Uher R, Farmer A, Maier W, Rietschel M, Hauser J, et al. (2008). Measuring depression:
comparison and integration of three scales in the GENDEP study. Psychological Medicine,
38(2), 289-300.

Wahl |, Lowe B, Bjorner JB, Fischer F, Langs G, et al. (2014). Standardization of depression
measurement: a common metric was developed for 11 self-report depression measures.
Journal of Clinical Epidemiology, 67(1), 73-86.

15
Depression in adults: Evidence review B DRAFT (November 2021)



DRAFT FOR CONSULTATION
Treatment of a new episode of depression

1 Less severe depression

2 Review question

3 For adults with a new episode of less severe depression, what are the relative benefits and
4 harms of psychological, psychosocial, pharmacological and physical interventions alone or in
5 combination?

6 Clinical evidence

~

Included studies
8 A total of 142 randomised controlled trials (RCTs) were included in this evidence review.

9 See the literature search strategy in appendix B and study selection flow chart in appendix C.

10 Excluded studies

11 Studies not included in this review are listed, and reasons for their exclusion are provided in
12 appendix K.

13 Summary of studies included in the evidence review
14 The NMA included 142 RCTs (k=142) representing 20,663 participants (n=20,663).

15 Of the 142 RCTs included within this network, only 26 studies reported either a HAM-D or
16 MADRS score at baseline, and for these studies the mean depression severity scores were
17 HAM-D=12.99 (SD=7.66; k=23) and MADRS=17.74 (SD=6.87; k=3) respectively. Other

18 commonly reported depression scales at baseline for RCTs within this network included the
19 PHQ-9 (mean severity at baseline=12.78, SD=4.84, k=15), CES-D (mean severity at

20 baseline=23.21, SD=9.30, k=35), BDI (mean severity at baseline=16.73, SD=6.89, k=16),
21 and BDI-Il (mean severity at baseline=22.38, SD=7.91, k=45). 10 studies were UK-based
22 RCTs.

23 According to the interventions assessed and the types of outcomes reported in each RCT,
24 the included RCTs have contributed data to one or more networks of evidence and
25 respective NMAs.

26 For the SMD of depression symptom change scores outcome, the network of evidence (and
27 the respective NMA) included 127 RCTs, 76 interventions grouped in 34 treatment classes,
28 and 16,829 participants. Of the 127 RCTs, 10 reported change from baseline (CFB)

29 depression symptom score data; 115 reported baseline and endpoint depression symptom
30 score data; and 2 reported dichotomous response data and baseline symptom scores. These
31 data were transformed and synthesised accordingly, allowing estimation of the SMD of

32 depression symptom change scores (see appendix M for details).

33 For the outcome of response in those randomised, the network of evidence (and the

34 respective NMA) included 75 RCTs, 53 interventions grouped in 26 treatment classes and
35 12,549 participants. Of the 75 RCTs, 11 reported dichotomous response data, 6 reported

36 CFB depression symptom score data; and 58 reported baseline and endpoint depression

37 symptom score data. These data were transformed and synthesised accordingly, allowing
38 estimation of log-odds ratios of response (see appendix M for details).

39 For the outcome of remission in those randomised, the network of evidence (and the
40 respective NMA) included 26 RCTs reporting dichotomous remission data, 25 interventions
41 grouped in 16 treatment classes and 3,810 participants.
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1 See the full evidence tables in appendix D.

2 Relevant information on the networks of evidence and the NMAs that informed the economic
3 analysis are reported in appendix M.

N

Evidence from the network meta-analysis

Base-case analysis

Below is an overview of the treatment class network plots, numbers of people tested on each
treatment class and intervention, and NMA findings at the treatment class level (relative
effects versus the reference treatment and rankings), for every critical outcome considered in
the clinical base-case analysis of treatments for adults with a new episode of less severe
depression. For the outcome of the SMD of depressive symptom scores, relative effects of
individual interventions versus the reference treatment are also provided in this section.

O OWoO~NO O

_—

12 In each network plot presented below, the width of lines is proportional to the number of trials
13 that make each direct comparison; the size of each circle (treatment node) is proportional to
14 the number of participants tested on each treatment class.

15 Full results of the NMA, including network plots and relative effects of individual
16 interventions, as well as relative effects of all pairs of treatment classes and individual
17 interventions, are reported in appendix M and supplements B5 and B6.

18 SMD of depression symptom change scores

19 The network plot at the treatment class level is shown in Figure 1. The numbers of

20 participants tested on each treatment class and each intervention are shown in Table 2. The
21 base-case relative effects (posterior mean SMD with 95% Crl) of all treatment classes versus
22 TAU (reference treatment for less severe depression) are illustrated in Figure 2 (forest plots)
23 and reported in Table 3. The same table also shows the class treatment rankings. Treatment
24 classes in the table have been ordered from lowest to highest ranking (with lower rankings
25 suggesting greater effects).

26 Figure 1. Network plot of the NMA of standardised mean difference (SMD) of

27 depression symptom change scores in adults with a new episode of less
28 severe depression — treatment class level
Cognitive and cognitive behavioural therapies group Cognitive and cognitive behavioural therapies individual
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Table 2. Treatment classes, interventions and numbers of participants tested on each
in the NMA of standardised mean difference (SMD) of depression symptom
change scores in adults with a new episode of less severe depression

Treatment class N Intervention N
Attention placebo 935 | Attention placebo 935
Placebo 301 | Pill placebo 301
No treatment 1,478 | No treatment 1,478
Waitlist 3,555 | Waitlist 3,555
TAU 815 | TAU 815
Enhanced TAU 36 | Enhanced TAU 36
Behavioural bibliotherapy 13
Cognitive bibliotherapy 516
Computerised-CBT (CCBT) 2,619
Computerised attentional bias modification 230
Computerised behavioural activation 122
Computerised cognitive bias modification 75
Self-help without/with minimal 4922 Computerised Coping with Depression course 257
support ' Computerised expressive writing 36
Computerised mindfulness intervention 174
Computerised positive psychological intervention 439
Computerised problem solving therapy 232
Computerised third-wave cognitive therapy 31
Expressive writing 13
Psychoeducational website 165
Behavioural bibliotherapy with support 67
Cognitive bias modification with support 20
Cognitive bibliotherapy with support 125
Computerised-CBT (CCBT) with support 396
. Computerised behavioural activation with support 40
Self-help with support 1,286 - - - -
Computerised exercise promotion with support 24
Computerised problem solving therapy with support 124
Computerised third-wave cognitive therapy with support 82
Expressive writing with support 125
Third-wave cognitive therapy CD with support 283
Behavioural therapies individual 147 | Behavioural activation (BA) individual 147
i . Behavioural activation (BA) group 117
Behavioural therapies group 340 - - -
Coping with Depression course (group) 223
CBT individual (15 sessions or over) 123
CT/CBT individual 481 | CBT individual (under 15 sessions) 233
Third-wave cognitive therapy individual 125
CBT group (15 sessions or over) 10
CBT group (under 15 sessions) 316
CT/CBT group 480 | Positive psychotherapy (PPT) group 76
Rational emotive behaviour therapy (REBT) group 14
Third-wave cognitive therapy group 64
Problem solving individual 98 | Problem solving individual 98
Problem solving group 104 | Problem solving group 104
Counselling individual 55 | Non-directive/supportive/person-centred counselling 55
L Interpersonal counselling individual 17
IPT individual 153 ——
IPT individual 136
Short-term PDPT individual 49 | Short-term PDPT individual 49
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intensity exercise group

Psychoeducation group 22 | Psychoeducational group programme 22
Mindfulness or meditation individual 20 | Mindfulness-based stress reduction (MBSR) individual 20
Meditation-relaxation group 13
: o Mindfulness-based cognitive therapy (MBCT) group 149
Mindfulness or meditation group 376 ; -
Mindfulness-based stress reduction (MBSR) group 85
Mindfulness meditation group 129
Relaxation individual 13 | Progressive muscle relaxation individual 13
Relaxation group 63 | Progressive muscle relaxation group 63
Any SSRI 24
Citalopram 24
SSRIs 207 -
Fluoxetine 78
Sertraline 81
Amitriptyline 67
Any TCA 10
TCAs 136 - -
Imipramine 36
Lofepramine 23
Any AD 65 | Any AD 65
Acupuncture 40 | Traditional acupuncture 40
Supervised high intensity exercise individual 43
Exercise individual 250 | Supervised low intensity exercise individual 86
Unsupervised low intensity exercise individual 121
Supervised high intensity exercise grou 147
Exercise group 199 P - g - - y - group
Supervised low intensity exercise group 52
Yoga group 73 | Yoga group 73
CT/CBT group + AD 32 | CBT group (under 15 sessions) + any AD 32
Xlll;dfulness 97 S NEHIE gy 15 | Body-mind-spirit group + any AD 15
Acupuncture + counselling Traditional acupuncture + non-
i 40 | .o . . 40
individual directive/supportive/person-centred counselling
L . CBT individual (under 15 sessions) + supervised high
CT/CBT individual + exercise group 18 intensity exercise group 18
CT/CBT group + exercise group 25 CBT group (under 15 sessions) + supervised low 25

AD: antidepressant; CBT: cognitive behavioural therapy; CT: cognitive therapy; IPT: interpersonal psychotherapy;

PDPT: psychodynamic psychotherapy; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual;

TCAs: tricyclic antidepressants
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Figure 2. Base-case forest plots of standardised mean difference (SMD) of depression
symptom change scores in adults with a new episode of less severe
depression: effects of treatment classes versus treatment as usual (TAU,
N=815) Values on the left side of the vertical axis indicate better effect compared
with TAU. Effects are shown only for treatment classes with N = 50, plus short-
term psychodynamic psychotherapy (N=49).
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Table 3. Base-case results of the NMA of standardised mean difference (SMD) of
depression symptom change scores in adults with a new episode of less
severe depression: posterior effects (mean SMD, 95%Crl) of all treatment
classes versus treatment as usual (TAU) and treatment class rankings

Treatment class N (:::‘:,‘;Z;Agﬂ) Rank (mean, 95% Crl)
CT/CBT group + exercise group 25| -2.76 (-4.77 to -0.77) 2.76 (1to 14)
Problem solving group 104 | -1.45(-3.22 to 0.35) 8.65 (1 to 28)
CT/CBT group 480 | -1.27 (-2.05 to -0.38) 8.92 (3 to 20)
Mindfulness or meditation group + AD 15| -1.54 (-4.17 to 1.07) 9.95 (1 to 31)
CT/CBT group + AD 32| -1.27 (-3.79to 1.26) 11.87 (1 to 32)
Yoga group 73| -1.06 (-2.75 to 0.65) 12.18 (2 to 31)
Behavioural therapies individual 147 | -1.04 (-2.80to0 0.77) 12.46 (2 to 30)
CT/CBT individual 481 | -0.96 (-2.03 to 0.14) 12.64 (4 to 26)
Mindfulness or meditation individual 20 | -1.03 (-3.04 to 1.01) 13.04 (2 to 31)
Behavioural therapies group 340 [ -0.92 (-2.16 to 0.36) 13.36 (3 to 28)
Short-term PDPT individual 49 | -0.99 (-3.08 to 1.14) 13.50 (2 to 31)
Acupuncture + counselling individual 40 | -0.94 (-2.84 to 0.95) 13.88 (2 to 31)
Mindfulness or meditation group 376 | -0.85(-2.20 to 0.36) 14.21 (3 to 29)
Acupuncture 40 | -0.87 (-2.77 to 1.03) 14.67 (2 to 31)
Relaxation individual 13 | -0.82(-2.94 to 1.35) 15.28 (2 to 32)
SSRIs 207 | -0.77 (-1.97 t0 0.31) 15.35 (4 to 29)
IPT individual 153 | -0.71 (-2.15 to 0.64) 16.21 (4 to 30)
TCAs 136 | -0.70 (-2.00 to 0.52) 16.29 (4 to 30)
Exercise group 199 | -0.65 (-3.86 to 2.58) 16.75 (1 to 32)
Relaxation group 63 | -0.66 (-2.63 to 1.15) 16.99 (2 to 32)
Pill placebo 301 | -0.55(-1.74 to 0.53) 18.45 (5 to 30)
Counselling individual 55| -0.47 (-2.87 to 1.91) 18.70 (2 to 32)
Exercise individual 250 | -0.48 (-2.16 to 1.18) 18.88 (3 to 32)
CT/CBT individual + exercise group 18 | -0.39 (-2.40 to 1.67) 19.69 (3 to 32)
Self-help with support 1,286 | -0.36 (-0.90 to 0.17) 20.82 (14 to 27)
Psychoeducation group 22| -0.27 (-2.26 to 1.77) 20.86 (3 to 32)
Self-help without/with minimal support 4,922 | -0.36(-0.84t0 0.11) 20.86 (15 to 26)
Problem solving individual 98 | -0.10(-1.83 to 1.68) 23.20 (5 to 32)
Attention placebo 935 [ -0.06 (-0.57 to 0.44) 25.24 (19 to 30)
TAU 815 Reference 25.95 (19 to 31)
Enhanced TAU 36 0.28 (-0.90 to 1.47) 27.20 (13 to 32)
Waitlist 3,555 0.32 (-0.13 t0 0.78) 29.20 (25 to 32)

Treatment classes ordered from best to worst, according to mean ranking. Negative effect values indicate a
favourable outcome for treatment classes compared with TAU. Results where 95% Crl do not cross the no effect
line are shown in bold.

AD: antidepressant; CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT:
interpersonal psychotherapy;, PDPT: psychodynamic psychotherapy; SMD: standardised mean difference; SSRIs:
selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs: tricyclic antidepressants

The base-case relative effects (posterior mean SMD with 95% Crl) of all individual
interventions versus TAU (reference treatment for less severe depression) are reported in
Table 4. Interventions have been listed by treatment class.
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Table 4. Base-case results of the NMA of standardised mean difference (SMD) of depression symptom change scores in adults with a
new episode of less severe depression: posterior effects (mean SMD, 95%Crl) of all interventions versus treatment as usual (TAU). Only
interventions of interest belonging to classes with N 250 have been included in the table, plus short-term psychodynamic psychotherapy (N=49).

Treatment class N SMDvs TAU Intervention N SMDvs TAU
(mean, 95% Crl) (mean, 95% Crl)
Behavioural bibliotherapy 13 | -0.37 (-0.93 to 0.16)
Cognitive bibliotherapy 516 | -0.33 (-0.81 to 0.16)
Computerised-CBT (CCBT) 2,619 | -0.33(-0.82t0 0.16)
Computerised attentional bias modification 230 | -0.35(-0.86 10 0.17)
Computerised behavioural activation 122 | -0.42 (-1.00 to 0.10)
Computerised cognitive bias modification 75| -0.36 (-0.89t0 0.16)
. . o Computerised Coping with Depression course 257 | -0.38 (-0.93 to 0.13)

Self-help without/with minimal support 4,922 | -0.36 (-0.84 t0 0.11) - - —
Computerised expressive writing 36 | -0.36 (-0.91 to 0.19)
Computerised mindfulness intervention 174 | -0.35 (-0.87 t0 0.17)
Computerised positive psychological intervention 439 | -0.33 (-0.83t0 0.19)
Computerised problem solving therapy 232 | -0.44 (-1.02 to 0.07)
Computerised third-wave cognitive therapy 31| -0.38(-0.95to 0.15)
Expressive writing 13 | -0.40 (-1.00 to 0.14)
Psychoeducational website 165 | -0.36 (-0.91 to 0.16)
Behavioural bibliotherapy + support 67 | -0.32(-0.94 to 0.33)
Cognitive bias modification + support 20 | -0.41 (-1.08 to 0.20)
Cognitive bibliotherapy + support 125 | -0.38 (-1.00 to 0.23)

. Computerised-CBT (CCBT) + support 396 | -0.33(-0.89 10 0.24)

Self-help with support 1,286 | -0.36 (-0.90t0 0.17) - - —
Computerised behavioural activation + support 40 | -0.43 (-1.16 to 0.19)
Computerised exercise promotion + support 24 | -0.35(-0.99 to 0.30)
Computerised problem solving therapy + support 124 | -0.33 (-0.92 to 0.29)
Computerised third-wave CT with support 82 | -0.36 (-1.00 to 0.26)
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Expressive writing with support 125 -0.31 (-0.9 to 0.30)
Third-wave cognitive therapy CD with support 283 | -0.37 (-1.00 to 0.25)
Behavioural therapies individual 147 | -1.04 (-2.80t0 0.77) | Behavioural activation (BA) individual 147 | -1.04 (-1.82 to -0.27)
i . Behavioural activation (BA) group 117 | -1.33 (-2.02 to -0.66)
Behavioural therapies group 340 | -0.92 (-2.16 to 0.36) - - -
Coping with Depression course (group) 223 | -0.51 (-1.27 to 0.25)
CBT individual (15 sessions or over) 123 | -1.01 (-1.72 to -0.29)
Cognitive and cognitive behavioural therapies individual 481 -0.96 (-2.03 to 0.14) | CBT individual (under 15 sessions) 233 | -0.95 (-1.69 to -0.21)
Third-wave cognitive therapy individual 125 | -0.93 (-1.67 to -0.19)
CBT group (15 sessions or over) 10 | -1.04 (-2.10t0 0.43)
CBT group (under 15 sessions) 316 | -1.53 (-2.08 to -1.00)
Cognitive and cognitive behavioural therapies group 480 | -1.27 (-2.05 to -0.38) | Positive psychotherapy (PPT) group 76 | -1.07 (-1.70 to -0.35)
Rational emotive behaviour therapy (REBT) group 14 | -1.41 (-2.34 to -0.57)
Third-wave cognitive therapy group 64 | -1.31 (-2.01 to -0.60)
Problem solving individual 98 | -0.10 (-1.83 to 1.68) | Problem solving individual 98 | -0.09 (-0.79 to 0.60)
Problem solving group 104 | -1.45(-3.22t0 0.35) | Problem solving group 104 | -1.46 (-2.25 to -0.65)
Counselling individual 55| -0.47 (-2.87 to 1.91) | Non-directive/supportive/person-centred counselling 55 | -0.44 (-2.22 to 1.37)
o Interpersonal counselling individual 17 | -0.78 (-2.14 to 0.46)
IPT individual 153 | -0.71 (-2.15t0 0.64) —
IPT individual 136 | -0.64 (-1.28 to 0.00)
Short-term PDPT individual 49 | -0.99 (-3.08 to 1.14) | Short-term PDPT individual 49 | -0.97 (-2.36 t0 0.43)
Meditation-relaxation group 13 | -1.17 (-2.78 to 0.00)
) o MBCT group 149 | -0.83 (-1.43 to -0.23)
Mindfulness or meditation group 376 | -0.85(-2.20 to 0.36) - -
Mindfulness-based stress reduction (MBSR) group 85| -0.50 (-1.29 to 0.42)
Mindfulness meditation group 129 | -0.93 (-1.75 to -0.17)
Relaxation group 63 | -0.66 (-2.63 to 1.15) | Progressive muscle relaxation group 63 | -0.67 (-1.89 to 0.52)
Citalopram 24 | -0.72 (-2.01 to 0.43)
SSRIs 207 | -0.77 (-1.97 to0 0.31) | Fluoxetine 78 | -0.85 (-2.25 to 0.28)
Sertraline 81| -0.75(-1.71 t0 0.15)
Amitriptyline 67 | -0.93 (-2.51 t0 0.34)
TCAs 136 | -0.70 (-2.00 to 0.52) - -
Imipramine 36 | -0.77 (-2.19 to 0.46)
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Lofepramine 23 | -0.67 (-2.01 to 0.57)

Supervised high intensity exercise individual 43 | -0.62 (-1.39 t0 0.12)

Exercise individual 250 | -0.48 (-2.16t0 1.18) | Supervised low intensity exercise individual 86 | -0.62(-1.39t0 0.11)

Unsupervised low intensity exercise individual 121 | -0.23 (-1.01 to 0.60)

. Supervised high intensity exercise group 147 | -0.74 (-1.44 to -0.06)
Exercise group 199 | -0.65 (-3.86 to 2.58) - - - -

Supervised low intensity exercise group 52 | -0.56 (-1.44 to 0.35)

Yoga group 73| -1.06 (-2.75to0 0.65) | Yoga group 73 | -1.06 (-1.92 to -0.22)

Negative effect values indicate a favourable outcome for treatment classes and interventions compared with TAU. Results where 95% Crl do not cross the no effect line are shown
in bold.

CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal psychotherapy; MBCT: mindfulness-based cognitive therapy; PDPT:
psychodynamic psychotherapy;, SMD: standardised mean difference; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs: tricyclic antidepressants
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1 Response in those randomised

2 The network plot at the treatment class level is shown in Figure 3. The number of participants
3 tested on each treatment class and each intervention are shown in Table 5. The base-case
4 relative effects (posterior mean log-odds ratio [LOR] with 95% Crl) of all treatment classes
5 versus TAU (reference treatment for less severe depression) are illustrated in Figure 4
6 (forest plots) and reported in Table 6. The same table shows also the class treatment
7 rankings. Treatment classes in the table have been ordered from lowest to highest ranking
8 (with lower rankings suggesting greater effects).
9 Figure 3. Network plot of the NMA of response in those randomised in adults with a
10 new episode of less severe depression — treatment class level
Behavioural therapies group Behavioural therapies individual
Cognitive and cognitive behavioural therapies indiwdua}'}&fi\/j“\\;i;;&,,’ Enhanced TAU
Cognitive and cognitive behavioural therapies group /: il /‘vs/g/ — ' TAU
Self-help without or with minimal support Tb/ - ’ Waitlist
Self-help with support I/i// "/ﬁ = ,//: — \\‘\*\\—*&k No treatment
, L S 7 e
Mindfulness or meditation group 4 % Z ,/"I*‘./f/ = - ~ - ﬁ Attention placebo
Mindfulness or meditation individual Z //}/ / I\\‘-’% Pill placebo
////7"')‘\/ i N
Psychoeducation group ~ /// I’.‘ i/ / ///,(: ,“I/‘ Acupuncture + counselling individual
e 4 v
Interpersonal psychotherapy individual/ // F/ “' Vi - /,//// ' Exercise individual
a g
Problem solving group. f /f;' Yoga group
Relaxation individual /' Exercise group
Relaxation group ) s Acupuncture
11 SSRIs TCAs
12 SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs: tricyclic antidepressants
13 Table 5. Treatment classes, interventions and numbers of participants tested on each
14 in the NMA of response in those randomised in adults with a new episode of
15 less severe deiression
Waitlist 3,144 | Waitlist 3,144
Placebo 303 | Pill placebo 303
Attention placebo 727 | Attention placebo 727
No treatment 718 | No treatment 718
TAU 623 | TAU 623
Enhanced TAU 36 | Enhanced TAU 36
Behavioural bibliotherapy 13
Cognitive bibliotherapy 516
Computerised-CBT (CCBT) 2,541
Computerised attentional bias modification 181
Self-help 4,373 Computer?sed beha.v.ioura.I activat.ic.)n . 10
Computerised cognitive bias modification 55
Computerised Coping with Depression course 190
Computerised positive psychological intervention 439
Computerised problem solving therapy 232
Computerised third-wave cognitive therapy 31
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Psychoeducational website 165
Behavioural bibliotherapy with support 67
Cognitive bibliotherapy with support 125
Computerised-CBT (CCBT) with support 262
Computerised behavioural activation with support 40
Self-help with support 849 et ! vation EE
Computerised exercise promotion with support 24
Computerised problem solving therapy with support 124
Computerised third-wave cognitive therapy with support 82
Expressive writing with support 125
Behavioural therapies individual 65 | Behavioural activation (BA) individual 65
i . Behavioural activation (BA) group 85
Behavioural therapies group 184 - - -
Coping with Depression course (group) 99
. CBT individual (15 sessions or over) 56
CT/CBT individual 121 - " T
Third-wave cognitive therapy individual 65
CBT group (15 sessions or over) 10
CT/CBT group 341 | CBT group (under 15 sessions) 267
Third-wave cognitive therapy group 64
Problem solving group 89 | Problem solving group 89
IPT individual 69 | IPT individual 69
Psychoeducation group 22 | Psychoeducational group programme 22
Mindfulness or meditation 20 | Mindfulness-based stress reduction (MBSR) individual 20
individual
Meditation-relaxation group 13
: o Mindfulness-based cognitive therapy (MBCT) group 76
Mindfulness or meditation group 197 - -
Mindfulness-based stress reduction (MBSR) group 70
Mindfulness meditation group 38
Relaxation individual 15 | Progressive muscle relaxation individual 15
Relaxation group 63 | Progressive muscle relaxation group 63
Fluoxetine 78
SSRIs 159 -
Sertraline 81
Amitriptyline 90
TCAs 163 ; :
Imipramine 73
Acupuncture 40 | Traditional acupuncture 40
Exercise individual 71 | Supervised low intensity exercise individual 71
Supervised high intensity exercise grou 42
Exercise group 52 i X - ; ; Y - 9op
Supervised low intensity exercise group 10
Yoga group 65 | Yoga group 65
Acupuncture + counselling 40 Traditional acupuncture + non-directive/ supportive/ 40
individual person-centred counselling

CBT: cognitive behavioural therapy, CT: cognitive therapy; IPT: interpersonal psychotherapy, SSRIs: selective
serotonin uptake inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants
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Figure 4. Forest plots of response in those randomised in adults with a new episode of
less severe depression: effects of treatment classes versus treatment as
usual (TAU, N=623) Values on the right side of the vertical axis indicate better
effect compared with TAU. Results are expressed as log-odds ratios (LORs).
Effects are shown only for treatment classes with N = 50.
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Table 6. Base-case results of the NMA of response in those randomised in adults with
a new episode of less severe depression: posterior effects (mean log-odds
ratio [LOR], 95%Crl) of all treatment classes versus treatment as usual (TAU)
and treatment class rankings

QUOoO~NOO

Treatment class N LOR vs TAU (mean, 95% Crl) | Rank (mean, 95% Crl)
TCAs 163 3.37 (-0.05 to 7.07) 4.54 (1 to 20)
Problem solving group 89 3.14 (0.21 to 6.07) 4.86 (1to 18)
SSRIs 159 2.74 (-0.27 t0 6.11) 6.27 (1 to 21)
Pill placebo 303 2.55 (0.19 to 4.90) 6.75 (2 to 19)
CT/CBT group 341 1.96 (0.06 to 3.81) 8.32 (2to 18)
Behavioural therapies group 184 1.88 (-0.29 to 3.88) 8.86 (2 to 20)
Exercise group 52 1.79 (0.02 to 3.54) 9.27 (2 to 20)
Acupuncture + counselling individual 40 1.70 (-1.26 to 4.69) 10.30 (1 to 24)
Behavioural therapies individual 65 1.63 (-1.30 to 4.44) 10.40 (1 to 23)
Yoga group 65 1.63 (-1.45to 4.54) 10.51 (1 to 24)
Acupuncture 40 1.59 (-1.39 to 4.60) 10.81 (1 to 24)
Mindfulness or meditation individual 20 1.56 (-1.75t0 4.74) 11.06 (1 to 24)
CT/CBT individual 121 1.29 (-1.87 to 4.44) 12.16 (1 to 24)
Mindfulness or meditation group 197 1.15 (-0.64 to 2.85) 12.76 (4 to 22)
Exercise individual 71 0.87 (-0.97 t0 2.73) 14.24 (5 to 23)
Self-help without/with minimal support 4,373 0.71 (-0.35 to 1.75) 15.23 (10 to 19)
Psychoeducation group 22 0.61 (-2.71 t0 3.81) 15.36 (2 to 25)
Self-help with support 849 0.66 (-0.52 to 1.83) 15.62 (10 to 21)
Relaxation group 63 0.55 (-2.54 t0 3.67) 15.91 (2 to 25)
IPT individual 69 -0.06 (-3.01 to 2.90) 18.48 (4 to 25)
Attention placebo 727 0.13 (-0.98 to 1.21) 19.07 (14 to 23)
TAU 623 Reference 19.61 (14 to 24)
Enhanced TAU 36 -0.49 (-2.56 to 1.59) 20.98 (11 to 25)
Relaxation individual 15 -2.30 (-9.68 to 3.16) 21.53 (4 to 25)
Waitlist 3,144 -0.47 (-1.51 to 0.55) 22.09 (18 to 25)

Treatment classes ordered from best to worst, according to mean ranking. Positive effect values indicate a

favourable outcome for treatment classes compared with TAU. Results where 95% Crl do not cross the no effect

line are shown in bold.

CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal

psychotherapy; LOR: log-odds ratio; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:

tricyclic antidepressants

Remission in those randomised

The network plot at the treatment class level is shown in Figure 5. The number of participants

tested on each treatment class and each intervention are shown in Table 7. The base-case
relative effects (posterior mean log-odds ratio [LOR] with 95% Crl) of all treatment classes
versus TAU (reference treatment for less severe depression) are illustrated in Figure 6
(forest plots) and reported in Table 8. The same table shows also the class treatment
rankings. Treatment classes in the table have been ordered from lowest to highest ranking

(with lower rankings suggesting greater effects).
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1 Figure 5. Network plot of the NMA of remission in those randomised in adults with a
2 new episode of less severe depression — treatment class level

Behavioural therapies individual

TAU

Cognitive and cognitive behavioural therapies individual

Cognitive and cognitive behavioural therapies group ¢__ _ri Waitlist

Self-help without or with minimal support No treatment

Behavioural therapies group T . Attention placebo

: Yoga group

Self-help with support
Mindfulness or meditation individual / ."; \ ‘ © Relaxation group
Interpersonal psychotherapy individual o . A Relaxation individual
3 Problem solving group
4 TAU: treatment as usual
5 Table 7. Treatment classes, interventions and numbers of participants tested on each
6 in the NMA of remission in those randomised in adults with a new episode of
7 less severe depression
Treatment class N Intervention N
No treatment 751 | No treatment 751
Attention placebo 46 | Attention placebo 46
Waitlist 468 | Waitlist 468
TAU 437 | TAU 437
Cognitive bibliotherapy 287
i i . Computerised-CBT (CCBT) 559
ng;gilp Bt iy 1,050 | Computerised attentional bias modification 28
Computerised Coping with Depression course 88
Computerised problem solving therapy 88
Computerised-CBT (CCBT) with support 184
Self-help with support 348 | Computerised behavioural activation with support 40
Computerised problem solving therapy with support 124
Behavioural therapies individual 16 | Behavioural activation (BA) individual 16
Behavioural therapies group 68 | Coping with Depression course (group) 68
CBT individual (15 sessions or over) 12
CT/CBT individual 233 | CBT individual (under 15 sessions) 116
Third-wave cognitive therapy individual 105
CBT group (15 sessions or over) 47
CT/CBT group 117 -
CBT group (under 15 sessions) 70
Problem solving group 89 | Problem solving group 89
IPT individual 69 | IPT individual 69
Mindfulness or meditation individual 20 | Mindfulness-based stress reduction (MBSR) individual 20
Relaxation individual 15 | Progressive muscle relaxation individual 15
Relaxation group 63 | Progressive muscle relaxation group 63
Yoga group 20 | Yoga group 20

8 CBT: cognitive behavioural therapy, CT: cognitive therapy; IPT: interpersonal psychotherapy,; TAU: treatment as
9 usual
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Figure 6. Forest plots of remission in those randomised in adults with a new episode
of less severe depression: effects of treatment classes versus treatment as
usual (TAU, N=437) Values on the right side of the vertical axis indicate better
effect compared with TAU. Only classes with N = 50 are shown.

1
1. No treatment N=751

2. Waitlist N=468 ’
3. Self-help without or with minimal suport N=1,050

4. Self-help with support N=348

5. Behavioural therapies group N=68

6. Cognitive and cognitive behavioural therapies individual N=233
7. Cognitive and cognitive behavioural therapies group N=117

8. Problem solving group N=89

9. Interpersonal psychotherapy (IPT) individual N=69
10

10. Relaxation group N=63

Table 8. Base-case results of the NMA of remission in those randomised in adults with
a new episode of less severe depression: posterior effects (mean log-odds
ratio [LOR], 95%Crl) of all treatment classes versus treatment as usual (TAU)
and treatment class rankings

Treatment class N LOR vs TAU (mean, 95% Crl) Rank (mean, 95% Crl)
Problem solving group 89 3.36 (1.50 to 5.20) 1.59 (1 to 5)
Yoga group 20 2.02 (-2.04 to 6.54) 4.58 (1to 14)
CT/CBT individual 233 1.09 (-0.49 to 2.62) 5.38 (2to 11)
Behavioural therapies individual 16 1.25 (-1.35 to 3.95) 5.45 (1 to 13)
Self-help with support 348 1.01 (-0.42 to 2.55) 5.72 (2 to 10)
Mindfulness or meditation individual 20 0.91 (-1.65 to 3.53) 6.57 (2to 14)
CT/CBT group 117 0.72 (-1.53 to 2.85) 7.02 (2 to 13)
Behavioural therapies group 68 0.62 (-1.60 to 2.73) 7.49 (2to 14)
Self-help without/with minimal support 1,050 0.56 (-0.55t0 1.77) 7.74 (4 to 11)
IPT individual 69 0.02 (-1.82 to 1.84) 9.81 (3 to 15)
TAU 437 Reference 10.27 (5 to 14)
Relaxation group 63 -0.23 (-3.41 to 2.79) 10.48 (2 to 15)
Waitlist 468 -0.3 (-1.51 to 0.84) 11.60 (8 to 14)
Attention placebo 46 -1.14 (-4.11 to 1.59) 12.67 (5 to 15)
Relaxation individual 15 -3.08 (-10.48 to 1.51) 13.64 (5 to 15)

Treatment classes ordered from best to worst, according to mean ranking. Positive effect values indicate a
favourable outcome for treatment classes compared with TAU. Results where 95% Crl do not cross the no effect
line are shown in bold.

CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal
psychotherapy; LOR; log-odds ratios

Bias-adjusted analysis

Bias models tested on the SMD outcome suggested evidence of bias due to small study size.

Figure 7 shows the bias-adjusted forest plots of relative effects (posterior mean SMD with
95% Crl) of all treatment classes versus TAU (reference treatment for less severe
depression). Table 9 shows the relative effects of all treatment classes versus TAU on the
SMD and the class treatment rankings. Treatment classes in the table have been ranked
from lowest to highest ranking (with lower rankings suggesting greater effects). Table 10
shows the bias-adjusted relative effects (posterior mean SMD with 95% Crl) of all individual
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interventions versus TAU (reference treatment for less severe depression). Interventions in
this table have been listed by treatment class.

N —

Figure 7. Bias-adjusted forest plots of standardised mean difference (SMD) of
depression symptom change scores in adults with a new episode of less
severe depression: effects of treatment classes versus treatment as usual
(TAU, N=815). Values on the left side of the vertical axis indicate better effect
compared with TAU. Effects are shown only for treatment classes with N = 50, plus
short-term psychodynamic psychotherapy (N=49).
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10 SSRiIs: selective serotonin uptake inhibitors; TCAs: tricyclic antidepressants
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Table 9. Bias-adjusted results of the NMA of standardised mean difference (SMD) of
depression symptom change scores in adults with a new episode of less
severe depression: posterior effects (mean SMD, 95%Crl) of all treatment
classes versus treatment as usual (TAU) and treatment class rankings

Treatment class N SMD vs TAU (mean, 95% Crl) | Rank (mean, 95% Crl)
CT/CBT group + exercise group 25 -2.51 (-4.42 to -0.61) 2.92 (1to 14)
Problem solving group 104 -1.52 (-3.24 to0 0.23) 6.61 (1 to 26)
CT/CBT group 480 -1.01 (-1.76 to -0.06) 9.55 (3 to 22)
Mindfulness or meditation group + AD 15 -1.23 (-5.14 to 2.80) 12.22 (1 to 32)
Behavioural therapies group 340 -0.73 (-1.95 to 0.50) 13.09 (3 to 28)
CT/CBT individual 481 -0.73 (-1.78 to 0.36) 13.14 (4 to 27)
TCAs 136 -0.83 (-2.18 to 0.53) 13.27 (3 to 29)
CT/CBT group + AD 32 -1.00 (-4.47 to 2.61) 13.34 (1 to 32)
Acupuncture + counselling individual 40 -0.78 (-2.57 to 1.02) 13.37 (2 to 31)
Yoga group 73 -0.73 (-2.43 to 0.98) 13.83 (2 to 31)
Acupuncture 40 -0.69 (-2.50 to 1.13) 14.26 (2 to 31)
Mindfulness or meditation group 376 -0.62 (-1.77 to 0.35) 14.47 (4 to 28)
Behavioural therapies individual 147 -0.63 (-2.48 to 1.28) 14.72 (2 to 31)
Pill placebo 301 -0.69 (-1.87 to 0.45) 15.09 (4 to 29)
SSRIs 207 -0.64 (-1.87 to 0.53) 15.90 (4 to 30)
Mindfulness or meditation individual 20 -0.52 (-3.10 to 2.22) 16.09 (1 to 32)
Short-term PDPT individual 49 -0.48 (-2.96 to 2.03) 16.49 (2 to 32)
IPT individual 153 -0.5 (-1.94 to0 0.83) 16.93 (4 to 30)
Relaxation group 63 -0.42 (-2.19 to 1.20) 17.84 (3 to 32)
Exercise group 199 -0.37 (-3.56 to 2.79) 17.91 (1 to 32)
Self-help with support 1,286 -0.33 (-0.77 to 0.08) 18.22 (11 to 25)
Relaxation individual 13 -0.41 (-3.07 to 2.23) 18.39 (1 to 32)
Counselling individual 55 -0.20 (-2.82 to 2.5) 19.20 (2 to 32)
Exercise individual 250 -0.26 (-1.73 to 1.15) 19.43 (4 to 31)
Self-help without/with minimal support 4,922 -0.27 (-0.66 to 0.09) 19.51 (13 to 25)
CT/CBT individual + exercise group 18 -0.18 (-2.75 to 2.44) 19.78 (2 to 32)
Psychoeducation group 22 -0.09 (-2.07 to 1.96) 20.80 (3 to 32)
Attention placebo 935 -0.16 (-0.61 to 0.25) 21.52 (14 to 28)
Problem solving individual 98 0.17 (-1.53 t0 1.91) 24.28 (6 to 32)
TAU 815 Reference 24.35 (18 to 30)
Enhanced TAU 36 0.16 (-0.81 to 1.13) 24.90 (11 to 32)
Waitlist 3,555 0.17 (-0.21 to 0.54) 26.56 (21 to 31)

Treatment classes ordered from best to worst, according to mean ranking. Negative effect values indicate a
favourable outcome for treatment classes compared with TAU. Results where 95% Crl do not cross the no effect

line are shown in bold.

AD: antidepressant; CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT:
interpersonal psychotherapy, PDPT: psychodynamic psychotherapy; SMD: standardised mean difference; SSRIs:
selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs: tricyclic antidepressants
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Table 10. Bias-adjusted results of the NMA of standardised mean difference (SMD) of depression symptom change scores in adults with
a new episode of less severe depression: posterior effects (mean SMD, 95%Crl) of all interventions versus treatment as usual
(TAU). Only interventions of interest belonging to classes with N =250 have been included in the table, plus short-term psychodynamic

sychothera

Behavioural bibliotherapy 13 | -0.27 (-0.69 t0 0.13)
Cognitive bibliotherapy 516 | -0.27 (-0.64 to 0.08)
Computerised-CBT (CCBT) 2,619 | -0.26 (-0.64 to 0.10)
Computerised attentional bias modification 230 | -0.25(-0.65to 0.14)
Computerised behavioural activation 122 | -0.31 (-0.75 to 0.07)
Computerised cognitive bias modification 75| -0.27 (-0.68 to 0.13)
Self-help without or with minimal support 4,922 -0.27 (:0.66 to 0.09) Computerised Coping with Depression course 257 | -0.28 (-0.69 to 0.09)
Computerised expressive writing 36 | -0.27 (-0.68 to 0.13)
Computerised mindfulness intervention 174 | -0.26 (-0.67 to 0.12)
Computerised positive psychological intervention 439 | -0.26 (-0.65t0 0.12)
Computerised problem solving therapy 232 | -0.29 (-0.71 to 0.08)
Computerised third-wave cognitive therapy 31| -0.27 (-0.70 to 0.12)
Expressive writing 13 | -0.27 (-0.69 to 0.12)
Psychoeducational website 165 | -0.28 (-0.69 to 0.10)
Behavioural bibliotherapy + support 67 | -0.30 (-0.79 to 0.22)
Cognitive bias modification + support 20 | -0.36 (-0.91t0 0.13)
Cognitive bibliotherapy + support 125 | -0.38 (-0.86 to 0.07)
Self-help with support 1,286 | -0.33 (-0.77 t0 0.08) | Computerised-CBT (CCBT) + support 396 | -0.30 (-0.74 to 0.12)
Computerised behavioural activation + support 40 | -0.39 (-0.97 to 0.11)
Computerised exercise promotion + support 24 | -0.32(-0.84 to 0.21)
Computerised problem solving therapy + support 124 | -0.32 (-0.78 to 0.14)
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Computerised third-wave CT with support 82 | -0.35(-0.841t00.11)
Expressive writing with support 125 | -0.29 (-0.75to 0.19)
Third-wave cognitive therapy CD with support 283 | -0.40 (-0.90 to 0.06)
Behavioural therapies individual 147 | -0.63 (-2.48 to 1.28) Behavioural activation (BA) individual 147 | -0.63 (-1.63 to 0.45)
Behavioural therapies group 340 10.73 (-1.95 to 0.50) Behavioural activation (BA) group 117 | -1.10 (-1.69 to -0.53)
Coping with Depression course (group) 223 | -0.33 (-0.93 to 0.23)
CBT individual (15 sessions or over) 123 | -0.68 (-1.36 to 0.01)
CT/CBT individual 481 | 073(1.78100.36) | CBT individual (under 15 sessions) 233 | -0.66 (-1.45t0 0.16)
Third-wave cognitive therapy individual 125 | -0.75 (-1.42 to -0.10)
CBT group (15 sessions or over) 10 | -0.84 (-1.911t0 0.78)
CBT group (under 15 sessions) 316 | -1.25 (-1.72 to -0.83)

CT/CBT group 480 .
-1.01 (-1.76 to -0.06) | Positive psychotherapy (PPT) group 76 | -0.92 (-1.48 to -0.27)
Rational emotive behaviour therapy (REBT) group 14 | -1.02 (-2.13t0 0.18)
Third-wave cognitive therapy group 64 | -0.93 (-1.59 to -0.17)
Problem solving individual 98 0.17 (-1.53 to 1.91) Problem solving individual 98 | 0.18 (-0.46 to 0.81)
Problem solving group 104 | -1.52 (-3.24 to 0.23) | Problem solving group 104 | -1.53 (-2.15 to -0.89)
Counselling individual 55| -0.20 (-2.82 to 2.50) Non-directive/supportive/person-centred counselling 55 | -0.20 (-2.52 to 2.06)
IPT individual 153 10.50 (-1.94 1o 0.83) Inter'pe'rs'onal counselling individual 17 | -0.57 (-2.03 to 0.66)
IPT individual 136 | -0.37 (-0.90 to 0.14)
Short-term PDPT individual 49 | -0.48 (-2.96to 2.03) | Short-term PDPT individual 49 | -0.48 (-2.58 to 1.59)
Meditation-relaxation group 13 | -0.75 (-2.46 t0 0.39)
Mindfulness or meditation group 376 10.62 (-1.77 to 0.35) MFCT group ' 149 | -0.59 (-1.11 to -0.10)
Mindfulness-based stress reduction (MBSR) group 85 | -0.37 (-1.01 to 0.32)
Mindfulness meditation group 129 | -0.65 (-1.39 to -0.01)
Relaxation group 63 | -0.42(-2.19 to 1.20) Progressive muscle relaxation group 63 | -0.39 (-1.33 to 0.53)
Citalopram 24 | -0.54 (-1.921t0 0.72)
SSRis 207 -0.64 (-1.87 to 0.53) | Fluoxetine 78 | -0.73 (-2.21 to 0.52)
Sertraline 81 | -0.52(-1.70 to 0.59)
TCAs 136 | -0.83(-2.18t0 0.53) [ Amitriptyline 67 | -1.03 (-2.55t0 0.29)
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Imipramine 36 | -0.80 (-2.29 to 0.52)

Lofepramine 23 | -0.69 (-2.15 to 0.65)

o Supervised high intensity exercise individual 43 | -0.42 (-1.32to0 0.34)
Exercise individual 2300 126! (c1k75 10 1.15)1 || Superusediow intensiy exeraseindiviaual 86 | -0.24 (-0.89 to 0.39)
Unsupervised low intensity exercise individual 121 | -0.13 (-0.76 to 0.51)

Exercise group 199 10.37 (-3.56 t0 2.79) Superv?sed high. intenéity exerc.;ise group 147 | -0.25 (-1.03 to 0.53)
Supervised low intensity exercise group 52 | -0.45(-1.23 t0 0.32)

Yoga group 73| -0.73(-2.431t00.98) | Yoga group 73| -0.72 (-1.70 to 0.28)

Negative effect values indicate a favourable outcome for treatment classes and interventions compared with TAU. Results where 95% Crl do not cross the no effect line are shown

in bold.

CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal psychotherapy; MBCT: mindfulness-based cognitive therapy; PDPT:
psychodynamic psychotherapy, SMD: standardised mean difference; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs: tricyclic antidepressants
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Sensitivity analysis

Finally, effects on the SMD of all treatment classes versus TAU in the sensitivity analysis conducted after excluding pharmacological trials are
reported in Table 11, presented alongside the base-case analysis effects, to allow comparison between the two sets of results. In each analysis,
treatment classes have been ordered from lowest to highest ranking (with lower rankings suggesting higher effects).

Table 11. Comparison of results following exclusion of pharmacological trials from the NMA and results of the NMA base-case analysis:
standardised mean difference (SMD) of depression symptom scores in adults with a new episode of less severe depression

CT/CBT group + exercise group 25 | -2.72 (-5.26 to -0.24) | CT/CBT group + exercise group 25 | -2.76 (-4.77 to -0.77)
CT/CBT group 480 | -1.22 (-2.03 to -0.30) | Problem solving group 104 | -1.45(-3.22 t0 0.35)
Problem solving group 104 | -1.43(-3.811t00.93) | CT/CBT group 480 | -1.27 (-2.05 to -0.38)
Yoga group 73 | -0.97 (-2.70t0 0.76) | Yoga group 73 | -1.06 (-2.75 to 0.65)
Behavioural therapies individual 147 | -0.97 (-3.30 to 1.41) | Behavioural therapies individual 147 | -1.04 (-2.80t0 0.77)
Mindfulness or meditation individual 20 | -0.97 (-3.45t01.56) | CT/CBT individual 481 | -0.96 (-2.03 t0 0.14)
Behavioural therapies group 340 | -0.86 (-2.51t0 0.82) | Mindfulness or meditation individual 20 | -1.03 (-3.04 to 1.01)
Acupuncture + counselling individual 40 | -0.93 (-3.35to0 1.45) | Behavioural therapies group 340 | -0.92 (-2.16 to 0.36)
Short-term PDPT individual 49 | -0.91(-3.4810 1.63) | Short-term PDPT individual 49 | -0.99 (-3.08 to 1.14)
CT/CBT individual 450 | -0.79 (-2.17 to 0.64) | Acupuncture + counselling individual 40 | -0.94 (-2.84 to 0.95)
Mindfulness or meditation group 376 | -0.78 (-2.11 t0 0.42) | Mindfulness or meditation group 376 | -0.85 (-2.20 to 0.36)
Acupuncture 40 | -0.87 (-3.32t0 1.57) | Acupuncture 40 | -0.87 (-2.77 to 1.03)
Relaxation group 63 | -0.63(-2.59t0 1.21) IPT individual 163 | -0.71 (-2.15t0 0.64)
Exercise group 185 | -0.56 (-1.38 t0 0.26) | Exercise group 199 | -0.65 (-3.86 to 2.58)
IPT individual 136 | -0.53 (-2.82to 1.82) | Relaxation group 63 | -0.66 (-2.63 to 1.15)
Exercise individual 250 | -0.40(-1.06 t0 0.24) | Counselling individual 55 | -0.47 (-2.87 t0 1.91)
Counselling individual 55 | -0.39(-3.16 to 2.42) Exercise individual 250 | -0.48 (-2.16 to 1.18)
CT/CBT individual + exercise group 18 | -0.24 (-2.77 t0 2.30) | CT/CBT individual + exercise group 18 | -0.39 (-2.40 to 1.67)
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Self-help without/with minimal support 4,922 | -0.30 (-0.79t0 0.19) | Self-help with support 1,286 | -0.36 (-0.90 to 0.17)
Psychoeducation group 22 | -0.21(-2.72t0 2.29) | Psychoeducation group 22 | -0.27 (-2.26t0 1.77)
Self-help with support 1,286 | -0.28 (-0.82 to 0.26) | Self-help without/with minimal support 4,922 | -0.36 (-0.84 to 0.11)
Problem solving individual 98 | -0.06 (-2.36 to 2.28) | Problem solving individual 98 | -0.10 (-1.83 to 1.68)

Treatment classes ordered from best to worst, according to mean ranking in each analysis. Negative effect values indicate a favourable outcome for treatment classes compared
with TAU. Results where 95% Crl do not cross the no effect line are shown in bold.

CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal psychotherapy; PDPT: psychodynamic psychotherapy, SMD: standardised
mean difference; TAU: treatment as usual
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1 Evidence from the pairwise meta-analyses

2 Important (but not critical) outcomes
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See Table 12 for a summary of the clinically important and statistically significant effects
observed for the important (but not critical) outcomes of quality of life and functioning
(including personal, social, and occupational functioning and global functioning/functional
impairment) at endpoint and longer-term (at least 6 months) follow-up. See supplement B2

for forest plots for all important (but not critical) outcomes.

Table 12. Summary of significant important (but not critical outcomes) at endpoint and
longer-term (at least 6 months) follow-up for adults with a new episode of

less severe depression

meditation group +
any AD

impairment endpoint

Participants
Intervention Control Outcome (N); Studies Effect estimate (95% CI)
(K)
Behavioural No treatment Quality of life N=40; K=1 SMD 1.23 [0.54, 1.91]
individual endpoint
Behavioural Waitlist Quality of life N=28; K=1 SMD 1.03 [0.22, 1.83]
individual endpoint
CBT group + any Any AD Functional N=62; K=1 SMD -0.92 [-1.45, -0.40]
AD impairment at 12-
month follow-up
CBT group + any Any AD Quality of life physical | N=62; K=1 SMD 0.94 [0.41, 1.47]
AD health component
endpoint
CBT group + any Any AD Quality of life physical | N=62; K=1 SMD 1.37 [0.81, 1.93]
AD health component at
12-month follow-up
CBT group + any Any AD Quality of life mental N=62; K=1 SMD 1.40 [0.84, 1.96]
AD health component
endpoint
CBT group + any Any AD Quality of life mental N=62; K=1 SMD 2.11 [1.48, 2.74]
AD health component at
12-month follow-up
Problem solving TAU Functional N=112; K=1 SMD -0.73 [-1.11, -0.34]
group impairment endpoint
Self-help Waitlist Quality of life physical | N=204; K=1 SMD 0.63 [0.35, 0.91]
health component
endpoint
Self-help Waitlist Quality of life mental N=204; K=1 SMD 0.52 [0.24, 0.80]
health component
endpoint
Self-help Waitlist Interpersonal N=90; K=1 SMD 0.58 [0.16, 1.00]
functioning endpoint
Self-help with No treatment Functional N=613; K=1 SMD -0.59 [-0.75, -0.43]
support impairment endpoint
Exercise group TAU Quality of life mental N=26; K=1 SMD -0.96 [-1.78, -0.14]
health component
endpoint
Exercise group + CBT group Global functioning N=54; K=1 SMD 1.49 [0.88, 2.10]
CBT group endpoint
Mindfulness/ Waitlist Quality of life N=60; K=1 SMD 1.27 [0.71, 1.83]
meditation group endpoint
Mindfulness/ Any AD Functional N=30; K=1 SMD -1.42 [-2.23, -0.60]
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Abbreviations: AD=antidepressant; CBT=cognitive behavioural therapy; SMD=standardised mean difference;
TAU=treatment as usual

Follow-up of critical outcomes

See Table 13 for a summary of the clinically important and statistically significant effects
observed for critical outcomes at longer-term (at least 6 months) follow-up. See supplement
B2 for forest plots for all critical outcomes at all follow-up time points.

Table 13. Summary of significant critical outcomes at longer-term (at least 6 months)
follow-up for adults with a new episode of less severe depression

Participants
Intervention Control Outcome (N); Studies Effect estimate (95% ClI)
(K)
CBT group TAU Depression N=170; K=1 SMD -1.32 [-1.65, -0.99]
symptoms at 12-
month follow-up
CBT group + any Any AD Depression N=62; K=1 SMD -2.98 [-3.71, -2.24]
AD symptoms at 12-
month follow-up
Problem solving TAU Depression N=173; K=1 SMD -1.05 [-1.37, -0.73]
group symptoms at 6-month
follow-up
Problem solving TAU Depression N=173; K=1 SMD -1.14 [-1.46, -0.82]
group symptoms at 12-
month follow-up
Short-term Non-directive Depression N=88; K=1 SMD -0.82 [-1.27, -0.37]
psychodynamic counselling symptoms at 6-month
psychotherapy individual follow-up
individual
Short-term Non directive Remission at 6-month | N=88; K=1 RR 1.60 [1.14, 2.25]
psychodynamic counselling follow-up
psychotherapy individual
individual

Abbreviations: AD=antidepressant; CBT=cognitive behavioural therapy, SMD=standardised mean difference;
TAU=treatment as usual

critical outcomes

Comparison of the results of the results of pairwise meta-analysis with the NMA for

See Table 14 for comparisons between pairwise and NMA results (base-case analysis) for
critical outcomes where the difference between the pairwise meta-analysis and NMA results
is equal to, or larger than, the minimally important difference (MID, defined as SMD -0.5/0.5
or logOR 0.25 [MID for OR calculated as exp[0.25]=1.28]) and the effect estimate of the
NMA is not within the 95% confidence interval of the pairwise effect estimate (considered a
significant difference), and see Table 15 for differences between pairwise and NMA results
=MID but where the NMA effect estimate is within the 95% confidence interval of the pairwise
effect estimate (considered a non-significant difference). The full table of pairwise meta-
analysis and NMA comparisons is available in supplement B4. Out of a total of 93
comparisons between pairwise and NMA results for less severe depression, 26 differences
=MID were identified (28% of all comparisons), of these only 11 differences (12% of all
comparisons) could be considered significant in that the NMA estimate was not within the
95% confidence interval of the pairwise effect estimate. For most differences identified the
difference was in magnitude rather than direction of effect and could probably be accounted
for by the smaller evidence base contributing to the pairwise effect estimates. It is important
to note that these comparisons have been performed in addition to the NMA inconsistency
checks (where direct and indirect evidence is compared). For the NMA inconsistency checks,
no evidence of inconsistency was identified in any of the outcomes considered in the clinical

analysis.
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Table 14. Summary of differences between pairwise and NMA results 2 MID where
NMA effect estimate is not within 95% confidence interval of pairwise effect
estimate for adults with a new episode of less severe depression

meditation group

symptoms SMD

Intervention Control Outcome Pairwise effect NMA effect estimate

estimate (95% ClI) (95% Crl)

Behavioural TAU Depression -1.71 [-2.09, -1.33] -0.93 [-2.16, 0.36]
group symptoms SMD

Behavioural Self-help Depression 0.17 [-0.05, 0.38] -0.55 [-1.81, 0.66]
group symptoms SMD

CBT group No treatment Depression -0.97 [-1.38, -0.56] -1.48 [-2.24, -0.6]
symptoms SMD

CBT group Behavioural Depression 0.20 [-0.10, 0.50] -0.36 [-1.82, 1.11]
group symptoms SMD

CBT group Mindfulness/ Depression 0.77 [-0.09, 1.63] -0.43 [-1.84, 1.03]

Problem solving
group

TAU

Depression
symptoms SMD

-2.45 [-2.85, -2.05]

-1.46 [-3.22, 0.35]

Self-help Exercise Depression -0.70 [-0.96, -0.43] 0.11 [-1.5, 1.77]
individual symptoms SMD

Self-help with No treatment Remission (ITT) OR | 1.26 [0.75, 2.11] 29[1.1,10.4]

support

Self-help with Attention Depression -1.22 [-1.90, -0.54] -0.3[-0.72, 0.13]

support placebo symptoms SMD

Mindfulness/

No treatment

Depression

-3.03 [-3.83, -2.24]

-1.02 [-2.39, 0.13]

symptoms SMD

meditation symptoms SMD
group
Yoga group No treatment Depression -2.38 [-3.50, -1.26] -1.25[-2.93, 0.41]

Abbreviations: CBT=cognitive behavioural therapy; Cl=confidence interval; ITT=intention-to-treat; NMA=network
meta-analysis; OR=odds ratio; SMD=standardised mean difference; TAU=treatment as usual

Table 15. Summary of differences between pairwise and NMA results 2 MID where
NMA effect estimate is within 95% confidence interval of pairwise effect
estimate for adults with a new episode of less severe depression

group

symptoms SMD

Intervention Control Outcome Pairwise effect NMA effect estimate
estimate (95% ClI) (95% Crl)

Behavioural Waitlist Response (ITT) OR | 5.50 [1.15, 26.41] 8.11[0.52, 124]

individual

Behavioural Waitlist Depression -2.93 [-8.00, 2.15] -1.24 [-2.48, -0.02]

group symptoms SMD

CBT individual Waitlist Remission (ITT) OR | 5.88 [2.59, 13.31] 4.09[1.11, 12.75]

CBT group Waitlist Depression -3.00 [-4.60, -1.39] -1.61[-2.35, -0.72]
symptoms SMD

CBT group Problem solving | Depression -0.39 [-1.12, 0.35] 0.17 [-1.76, 2.12]

group

Problem solving | Attention Depression -0.65 [-1.50, 0.20] -0.03 [-1.81, 1.73]
individual placebo symptoms SMD
Problem solving | TAU Remission (ITT) OR | 27.26 [11.86, 62.68] 28.64 [4.64, 181.1]

meditation
individual

Self-help No treatment Depression -1.07 [-1.96, -0.18] -0.55 [-0.88, -0.24]
symptoms SMD
Self-help Attention Remission (ITT) OR | 13.00 [1.51, 111.78] 5.26 [0.47, 104.1]
placebo
Mindfulness/ Waitlist Response (ITT) OR | 5.83[1.30, 26.22] 7.491[0.34, 172.4]




DRAFT FOR CONSULTATION
Treatment of a new episode of depression

Exercise No treatment Depression -0.02 [-0.80, 0.76] -0.67 [-2.33, 0.96]
individual symptoms SMD
Exercise Waitlist Depression -1.31 [-1.92, -0.71] -0.8 [-2.44, 0.82]
individual symptoms SMD
Exercise group | Attention Depression -1.27 [-2.04, -0.50] -0.6 [-3.78, 2.62]
placebo symptoms SMD
Exercise group | Attention Response (ITT) OR | 3.93 [0.88, 17.56] 5.47 [0.91, 33.03]
placebo
Yoga group Attention Remission (ITT) OR | 13.91 [1.54, 125.63] 21.34 [1.49, 828.9]
placebo
1 Abbreviations: CBT=cognitive behavioural therapy; Cl=confidence interval; ITT=intention-to-treat; NMA=network
2 meta-analysis; OR=odds ratio; SMD=standardised mean difference; TAU=treatment as usual
3 Pairwise meta-analysis of couple interventions
4 No relevant studies were identified for couple interventions for adults with less severe
5 depression and problems in the relationship with their partner.
6 Subgroup analysis of studies included in the NMA
7 Subgroup analysis was only possible for older adults (60 years and older) compared to
8 younger adults (younger than 60 years), and not men or BME populations. Subgroup
9 differences were examined for outcomes that had more than 2 studies in each subgroup.
10 Subgroup analysis was only possible for 1 comparison: exercise individual versus waitlist

11 with 2 RCTs included for older adults (Bernard 2014; McNeil 1991) and 3 RCTs included for
12 younger adults (Doyne 1987; Legrand 2014; Nystrom 2017).

13 There were no significant subgroup differences between older and younger adults for the
14 comparison exercise individual versus waitlist on: depression symptoms endpoint (Test for
15 subgroup differences: Chi2 = 1.40, df = 1, p = 0.24); depression symptoms change score
16 (Test for subgroup differences: Chi? = 0.14, df = 1, p = 0.71); discontinuation due to any
17 reason (Test for subgroup differences: Chi2 = 0.16, df = 1, p = 0.69).

18 Quality assessment of studies included in the evidence review

19 To evaluate the quality of the evidence of the NMAs undertaken to inform this review
20 question, we report information about the factors considered in a GRADE profile (risk of bias,
21 publication bias, inconsistency, and indirectness).

22 Risk of bias

23 The Cochrane risk of bias tool version 1.0 for RCTs (see appendix H in Developing NICE

24 guidelines: the manual) was used to assess potential bias in each study included in the

25 review. Generally the standard of reporting in studies was quite low, as demonstrated by the
26 risk of bias summary diagram (Figure 8). Of the 142 studies included in this NMA, 56 were at
27 low risk of bias for allocation method and 53 were at low risk of bias for allocation

28 concealment. Trials of psychological therapies were typically considered at high risk of bias
29 for participant and provider blinding, although it is difficult to quantify in risk of bias ratings it

30 is also important to bear in mind that the rate of side effects may also make it difficult to

31 maintain blinding in pharmacological trials. Across interventions, 8 trials were at low risk of
32 bias for blinding participants and providers. Assessor blinding was considered for all trials
33 including those using self-report measures: 14 were at low risk of bias, 127 were unclear,

34 and high risk in 1 trial. For attrition bias, 90 trials were at low risk of bias, unclear risk in 33
35 trials, and 19 trials were at high risk of bias. Other sources of bias, potential or actual (for
36 instance, potential conflicts of interest associated with funding), were identified in 45 RCTs.
37 See appendix D for full study details, including risk of bias ratings by study.
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Figure 8. Risk of bias summary for treatments of a new episode in people with less
severe depression

Random sequence generation (selection bias)
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Model goodness of fit and inconsistency

This section reports only findings of goodness of fit and inconsistency checks for the NMAs
that informed the clinical evidence. Respective findings for the NMAs that informed the
economic analysis are reported in appendix J. Detailed findings of goodness of fit and
inconsistency checks for all NMA analyses, including those that informed the guideline
economic model, are reported in appendix M and supplements B5 and B6.

For the SMD of depressive symptom scores, relative to the size of the treatment effect
estimates, moderate between trial heterogeneity was observed for this outcome, as
expressed by the between-studies standard deviation, following bias adjustment, as
described below [1=0.23 (95% Crl 0.10 to 0.47)]. No evidence of inconsistency was identified
with the NMA model having a slightly lower DIC, and similar between study heterogeneity.
The inconsistency model did not predict the data substantially better for any data points.

For the outcome of response in those randomised, high between trials heterogeneity was
found relative to the size of the intervention effect estimates [1=0.76 (95% Crl 0.55 to 1.01)].
No evidence of inconsistency was identified with the NMA model having a similar posterior
mean residual deviance and lower DIC and between study heterogeneity. The inconsistency
model did not predict the data substantially better for any data points, although both
consistency and inconsistency models provided a poor fit for Zemestani 2016, which
compared waitlist, behavioural activation group and third-wave cognitive therapy group.

For the outcome of remission in those randomised, moderate between trials heterogeneity
was found relative to the size of the intervention effect estimates, [1=0.45 (95% Crl 0.05 to
1.03)]. Posterior mean residual deviances and DIC were similar in the NMA random effects
consistency model and the inconsistency model, and there was no clear improvement in the
prediction of data in individual studies by the inconsistency model. This suggested that there
was no evidence of inconsistency. However, both models poorly predicted data from two
studies (Yang 2015, Rosso 2017), both of which investigated No treatment compared to an
intervention from the Self-help class. The between-study heterogeneity was very similar in
consistency and inconsistency models.

Detailed model fit statistics, heterogeneity and results of inconsistency checks for each
outcome are provided in supplements B5 and B6. Comparisons between the relative effects
of all pairs of treatments obtained from the consistency (NMA) model and those obtained
from the inconsistency (pairwise) model are also provided in supplement B6 for all outcomes
considered in the NMA.
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1 Selective outcome reporting and publication bias
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Bias adjustment models on the SMD of depressive symptom scores were developed to
assess potential bias associated with small study size. Between study heterogeneity and
posterior mean residual deviance were lower in the bias-adjusted model that accounted for
small study effects, suggesting some evidence of small study bias in comparisons between
active and inactive interventions in the SMD outcome, in adults with less severe depression.

The bias adjusted model resulted in moderate changes in the relative effects of all treatment
classes versus TAU (reference treatment) and had also a moderate impact on some class
rankings. Results are presented in the previous section of this evidence review.

Detailed results of all bias models are provided in appendix M and supplements B5 and B6.

Indirectness

In the context of the NMA, indirectness refers to potential differences across the populations,
interventions and outcomes of interest, and those included in the relevant studies that
informed the NMA.

A key assumption when conducting NMA is that the populations included in all RCTs
considered in the NMA are similar. However, participants in pharmacological and non-
pharmacological (psychological or physical intervention) trials may differ to the extent that
some participants find different interventions more or less acceptable in light of their personal
circumstances and preferences (so that they might be willing to participate in a
pharmacological trial but not a psychological one and vice versa). Similarly, self-help trials
may recruit participants who would not seek or accept face-to-face interventions. However, a
number of trials included in the NMA have successfully recruited participants who are willing
to be randomised to either pharmacological or psychological intervention and to either self-
help or face-to-face treatment. The NMAs have assumed that service users are willing to
accept any of the interventions included in the analyses; in practice, treatment decisions may
be influenced by individual values and goals, and people’s preferences for different types of
interventions. These factors were taken into account when formulating recommendations.

In addition, to explore the transitivity assumption in the context of participants in
pharmacological and non-pharmacological trials, a sensitivity analysis on the SMD outcome
was conducted after excluding trials with at least one pharmacological or combined
intervention arm, where the combined intervention included a pharmacological element. The
purpose was to compare the relative effects and rankings of non-psychological treatments
between this sensitivity analysis and the base-case analysis. The comparison, which is
presented in Table 11, suggested only small changes after exclusion of pharmacological
trials, probably because there were not many pharmacological trials included in this dataset
(treatments for a new episode of less severe depression).

Interventions of similar type were grouped in classes following the committee’s advice and
considered in class models. These models allowed interventions within each class to have
similar, but not identical, effects around a class mean effect. Classes and interventions
assessed in the NMAs were directly relevant to the classes and interventions of interest.

Outcomes reported in included studies were also the primary outcomes of interest, as agreed
by the committee.

Economic evidence

Included studies

A single economic search was undertaken for all topics included in the scope of this
guideline. See the literature search strategy in appendix B and economic study selection flow
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chart in appendix G. Details on the hierarchy of inclusion criteria for economic studies are
provided in supplement 1 - Methods. For this review question, only economic studies
conducted in the UK were included.

The systematic search of the economic literature identified 6 studies that assessed the cost
effectiveness of interventions for adults with a new episode of less severe depression in the
UK (Kendrick 2005/2006a, Kaltenthaler 2006, Peveler 2005/ Kendrick 2006b, Kendrick 2009,
Chalder 2012; Hollingworth 2020). Categorisation of the studies according to their
population’s severity level of depressive symptoms followed the same criteria used for the
categorisation of the clinical studies included in the guideline systematic review. Where study
participants’ baseline scores on a depressive symptom scale were not provided,
categorisation was based on the description of the participants’ depressive symptom severity
in the study.

Economic evidence tables are provided in appendix H. Economic evidence profiles are
shown in appendix |.

Excluded studies

A list of excluded economic and utility studies, with reasons for exclusion, is provided in
supplement 3 - Economic evidence included & excluded studies.

Summary of studies included in the economic evidence review

All included economic studies were conducted in the UK and adopted a NHS perspective,
with some studies including personal social service (PSS) costs as well; in addition, some
studies reported separate analyses that adopted a societal perspective. NHS and PSS cost
elements included, in the vast majority of studies, intervention, primary and community care,
staff time (such as GPs, nurses, psychiatrists, psychologists), medication, inpatient and
outpatient care and other hospital care. All studies used national unit costs; in some studies,
intervention costs were based on local prices or prices provided by the manufacturers (for
example in the case of computerised CBT packages).

Problem solving (individual)

Kendrick 2005/2006a evaluated the cost effectiveness of problem-solving treatment provided
by mental health nurses compared with generic community mental health nurse care and
usual GP care in adults with a new episode of anxiety, depression or reaction to life
difficulties, with duration of symptoms between 4 weeks to 6 months, in the UK. The
economic analysis was conducted alongside a RCT (Kendrick 2005/2006a, N=247; analysis
based on n=184 with clinical data available; cost data available for n=159). The measure of
outcome was the QALY, estimated based on EQ-5D ratings (UK tariff). The time horizon of
the analysis was 26 weeks.

Under a NHS perspective, problem solving and generic mental health nurse care were found
to be significantly more expensive than GP care. The number of QALYs gained was
practically the same across all interventions, meaning that GP care was the dominant option.
The study is directly applicable to the NICE decision-making context and is characterised by
minor limitations.

Self-help (without or with minimal support): computerised cognitive behavioural
therapy

Kaltenthaler 2006 undertook decision-analytic economic modelling to assess the cost-utility
of computerised CBT versus treatment as usual in adults with depression attending primary
care services in the UK. The study evaluated 3 different computerised CBT packages

(Beating the Blues; Cope; Overcoming Depression). Efficacy data were taken from analysis
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of RCT individualised data, other published RCT data and further assumptions. Resource
use data were based on manufacturer submissions, published data and other assumptions.
The outcome measure was the QALY, based on EQ-5D ratings (UK tariff). The time horizon
of the analysis was 18 months.

Based on a NHS perspective, computerised CBT was more costly and more effective than
treatment as usual, with an ICER ranging from £2,678 to £10,614 per QALY (depending on
package, uplifted to 2020 prices). The probability of computerised CBT being cost-effective
ranged from 0.54 to 0.87 at a cost effectiveness threshold of £44,000 per QALY, suggesting
that computerised CBT may overall be a cost-effective intervention. The study is directly
applicable to the NICE decision-making context but is characterised by potentially major
limitations as a number of input parameters were based on assumptions.

SSRIs

Hollingworth 2020 evaluated the cost effectiveness of sertraline versus placebo in adults
presenting to primary care with depression or low mood during the past 2 years. The
economic analysis was conducted alongside a RCT (Lewis 2019, N=655; EQ-5D data
available for n=505; cost data available for n=381). The measure of outcome was the QALY,
estimated based on EQ-5D ratings (UK tariff). The time horizon of the analysis was 12
weeks.

Under a NHS and personal social services perspective, sertraline was found to dominate
placebo, as it was both more effective and less costly. Its probability of being cost-effective at
the NICE lower cost effectiveness threshold of £20,000/QALY was over 95%. Subgroup
analysis showed that sertraline was cost-effective in the treatment of mild, moderate and
severe depression. The study is directly applicable to the NICE decision-making context and
is characterised by minor limitations.

Kendrick 2009 evaluated the cost effectiveness of provision of SSRIs (fluoxetine,
fluvoxamine, sertraline, paroxetine, citalopram or escitalopram) in addition to supportive care
provided by GPs compared with GP supportive care alone in adults with mild or moderate
depression in the UK. The economic analysis was conducted alongside a RCT (Kendrick
2009, N=220; 12-week completers n=196; 6-month followed-up n=160). The measures of
outcome were the change in HAMD17 score and the QALY, estimated based on SF-36/SF-
6D ratings (UK tariff). The time horizon of the analysis was 12 and 26 weeks.

Under a NHS and social care perspective, SSRI plus supportive care was dominant over
supportive care alone at 12 weeks, as it was more effective and had lower total costs. At 26
weeks, SSRI plus supportive care was still more effective but also more costly than
supportive care alone, with an ICER of £115 per unit of improvement on HAMD17 or £18,894
per QALY (2020 prices). SSRI plus supportive care had a probability of being cost-effective
of more than 0.50 when the cost effectiveness threshold exceeded £94 per unit reduction on
HAMD17. At the NICE cost effectiveness threshold of £20,000-£30,000 /QALY, the
probability of SSRI plus supportive care reached 0.65-0.75. The study is directly applicable to
the NICE decision-making context and is characterised by minor limitations.

SSRIs versus TCAs

Peveler 2005/Kendrick 2006b evaluated the cost effectiveness of provision of TCAs
(amitriptyline, dothiepin or imipramine), SSRIs (fluoxetine, sertraline or paroxetine) and
lofepramine (a TCA that was considered in a separate arm) in adults with a new episode of
mild-to-moderate depression willing to receive antidepressant treatment in primary care in
the UK. The economic analysis was conducted alongside an open-label RCT with a partial
preference design: following randomisation, treatment could be prescribed from a different
class to the one allocated at random, if participants or their doctor preferred an alternative
(N=327; entered preference group n=92; followed-up at 12 months n=171). The measures of
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outcome were the number of depression-free weeks (DFWs, defined as a HADS-D score <8)
and the QALY based on EQ-5D ratings (UK tariff). The time horizon of the analysis was 12
months.

Under a NHS perspective, SSRIs were more costly and more effective than TCAs and
lofepramine. Using the number of DFWSs as the measure of outcome, TCAs were extendedly
dominated (meaning they were less effective and more expensive than a linear combination
of the other 2 options). The ICER of SSRI versus lofepramine was £49 per extra DFW. Using
the QALY as the measure of outcome, lofepramine was extendedly dominated. The ICER of
SSRIs versus TCAs was £4,142/QALY (2020 prices). The probability of SSRIs being cost-
effective was approximately 0.6 at the NICE lower cost effectiveness threshold of
£20,000/QALY. The study is directly applicable to the NICE decision-making context and is
characterised by minor limitations.

Exercise

Chalder 2012 assessed the cost effectiveness of a physical activity intervention delivered by
a physical activity facilitator in addition to usual GP care versus usual GP care alone in adults
with a recent first or new depressive episode in the UK. The analysis was conducted
alongside a RCT, which was excluded from the clinical analysis due to high attrition rates
(N=361; at 12 months EQ-5D data n=195; complete resource use data n=156; multiple
imputation used in sensitivity analysis). The outcome measure of the analysis was the QALY,
estimated based on EQ-5D (UK tariff). The time horizon of the analysis was 12 months.

Under a NHS and PSS perspective and using only completers’ data, the physical activity
intervention was found to be more costly and more effective than usual GP care, with an
ICER of £24,793/QALY (2020 prices). Its probability of being cost-effective at the NICE lower
(£20,000/QALY) and higher (£30,000/QALY) cost effectiveness threshold was 0.49 and 0.57,
respectively. Using imputed data, the ICER of the physical activity programme versus usual
GP care was £23,079/QALY, while its probability of being cost-effective at the NICE lower
and higher cost effectiveness threshold rose just at 0.50 and 0.60, respectively. The study is
directly applicable to the NICE decision-making context but is characterised by potentially
serious limitations, mainly its notably high attrition rates.

Economic model

A decision-analytic model was developed to assess the relative cost effectiveness of
interventions of adults with a new episode of less severe depression. The objective of
economic modelling, the methodology adopted, the results and the conclusions from this
economic analysis are described in detail in appendix J. This section provides a summary of
the methods employed and the results of the economic analysis.

Overview of economic modelling methods

A hybrid decision-analytic model consisting of a decision-tree followed by a three-state
Markov model was constructed to evaluate the relative cost effectiveness of a range of
pharmacological, psychological and physical interventions for the treatment of a new episode
of less severe depression in adults treated in primary care. The time horizon of the analysis
was 12 weeks of acute treatment (decision-tree) plus 2 years of follow-up (Markov model).
The interventions assessed were determined by the availability of efficacy and acceptability
data obtained from the NMAs that were conducted to inform this guideline. The selection of
classes of interventions was made based on the following criteria:

e The economic analysis assessed only classes of interventions that were included in the
NMA of standardised mean difference (SMD), which was the main clinical outcome, as the
committee wanted to be able to assess their clinical effectiveness prior to assessing cost-
effectiveness. Moreover, to be assessed in the economic analysis, classes needed to be
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included in the NMAs of discontinuation (for any reason) and response in completers, as
these two outcomes informed the economic model.

¢ Only classes of interventions that had been tested on at least 50 participants (across
RCTs) in each of the NMAs of SMD, discontinuation (for any reason) and response in
completers were included in the economic analysis, as this was considered the minimum
amount of evidence that was adequate to support recommendations. An exception to this
rule was made for classes of interventions that are routinely available in the NHS, that is,
such classes were included in the analysis even if they had been tested on fewer than 50
participants in the NMAs mentioned above. For some treatment classes, inclusion in the
economic model was not possible as no data were available on one or more NMA
outcomes that informed economic modelling. For such classes, additional relevant data
were sought by contacting authors of studies already included in the guideline systematic
review, so as to enable inclusion of the classes in the respective NMAs and,
subsequently, in the economic modelling.

¢ In addition, only classes with a higher mean effect on the SMD outcome compared with
the selected reference treatment (TAU) were considered in the economic analysis.

Specific interventions were used as exemplars within each class regarding their intervention
costs, so that results of interventions can be extrapolated to other interventions of similar
resource intensity within their class. The following interventions [in brackets the classes they
belong to] were assessed:

¢ pharmacological interventions: sertraline [SSRIs]; lofepramine [TCAs]

e psychological interventions: cCBT without or with minimal support [self-help without or
with minimal support]; cCBT with support [self-help with support]; individual BA [individual
BT]; group BA [group BT]; individual CBT (under 15 sessions) [individual CT/CBT]; group
CBT (under 15 sessions) [group CT/CBT]; individual problem solving [individual problem
solving]; non-directive/supportive/person-centred counselling [individual counselling];
individual IPT [individual IPT]; individual short-term PDPT [individual short-term PDPT];
group MBCT [mindfulness or meditation group]

e physical interventions: supervised high intensity individual exercise [individual exercise];
supervised high intensity group exercise [group exercise]

o GP care, reflected in the RCT arms of the reference treatment [TAU]

The decision-tree component model structure considered the events of discontinuation for
any reason and specifically due to intolerable side effects; treatment completion and
response/remission; and treatment completion and inadequate or no response. The Markov
component model structure considered the states of remission, depressive episode (due to
non-remission or relapse), and death. The specification of the Markov component of the
model was based on the relapse prevention model developed for this guideline, details of
which are provided in the evidence review C, appendix J.

Efficacy data were derived from the guideline systematic review and NMAs. Bias-adjusted
analysis suggested no presence of bias due to small study size in the data. Baseline
parameters (baseline risk of discontinuation, discontinuation due to side effects, and
response/remission) were estimated based on a review of naturalistic studies. The measure
of outcome of the economic analysis was the number of QALY's gained. Utility data were
derived from a systematic review of the literature, and were generated using EQ-5D
measurements and the UK population tariff. The perspective of the analysis was that of
health and personal social care services. Resource use was based on published literature,
national statistics and, where evidence was lacking, the committee’s expert opinion. National
UK unit costs were used. The cost year was 2020. Model input parameters were synthesised
in a probabilistic analysis. This approach allowed more comprehensive consideration of the
uncertainty characterising the input parameters and captured the non-linearity characterising
the economic model structure. A number of one-way deterministic sensitivity analyses was
also carried out.
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Results have been expressed in the form of Net Monetary Benefits (NMBs). Incremental
mean costs and effects (QALYs) of each intervention versus GP care have been presented
in the form of cost effectiveness planes. Results of probabilistic analysis have been
summarised in the form of cost-effectiveness acceptability frontiers (CEAFs), which show the
treatment option with the highest mean NMB over different cost effectiveness thresholds, and
the probability that the option with the highest NMB is the most cost-effective among those
assessed.

Overview of economic modelling results and conclusions

Group CBT appeared to be the most cost-effective intervention, followed by group BA,
sertraline, lofepramine, group exercise, group MBCT, cCBT without or with minimal support,
and cCBT with support. These were followed by individual CBT, individual BA, individual
problem solving, IPT, GP care, non-directive counselling, short-term PDPT, and individual
exercise. The probability of CBT group being the most cost-effective option was 0.55 at the
NICE lower cost effectiveness threshold of £20,000/QALY.

The results of the analysis were characterised by considerable uncertainty, as reflected in
the wide 95% credible intervals (Crl) around the rankings of interventions. On the other hand,
deterministic sensitivity analysis suggested that the results and the ranking of interventions
from the most to the least cost-effective were overall robust under different scenarios
explored.

Conclusions from the guideline economic analysis refer mainly to people with depression
who are treated in primary care for a new depressive episode; however, they may be
relevant to people in secondary care as well, given that clinical evidence was derived from a
mixture of primary and secondary care settings (however, it needs to be noted that costs
utilised in the guideline economic model were mostly relevant to primary care).

Summary of the evidence

Clinical evidence statements for NMA results

This section reports only NMA results that informed the clinical evidence. Detailed NMA
findings on all outcomes, including those that informed the economic analysis, are reported
in appendix M and supplements B5 and B6.

Critical outcomes

Depression symptomatology - standardised mean difference (SMD) of depression
symptom change scores (bias-adjusted analysis)

e Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined CBT group and exercise group intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -2.51, 95% Crl -4.42 to -
0.61; 25 participants randomised to CBT group + exercise group included in this NMA).
Combined CBT group and exercise group is the highest ranked intervention for clinical
efficacy as measured by SMD of depression symptom change scores (mean rank 2.92
[out of 32], 95% Crl 1 to 14).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a problem solving group intervention relative to TAU on depression symptomatology for
adults with less severe depression (SMD -1.52, 95% Crl -3.24 to 0.23; 104 participants
randomised to problem solving group included in this NMA). Problem solving group is the
second highest ranked intervention for clinical efficacy as measured by SMD of
depression symptom change scores (mean rank 6.61, 95% Crl 1 to 26).
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¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
a CBT group intervention relative to TAU on depression symptomatology for adults with
less severe depression (SMD -1.01, 95% Crl -1.76 to -0.06; 480 participants randomised
to CBT group included in this NMA). CBT group is the third highest ranked intervention for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
9.55, 95% Crl 3 to 22).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined mindfulness or meditation group and antidepressant intervention relative to
TAU on depression symptomatology for adults with less severe depression (SMD -1.23,
95% Crl -5.14 to 2.80; 15 participants randomised to mindfulness/meditation group +
antidepressant included in this NMA). Combined mindfulness or meditation group and
antidepressant is the fourth highest ranked intervention for clinical efficacy as measured
by SMD of depression symptom change scores (mean rank 12.22, 95% Crl 1 to 32).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a behavioural therapy group intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.73, 95% Crl -1.95 to
0.50; 340 participants randomised to behavioural therapy group included in this NMA).
Behavioural therapy group is the fifth highest ranked intervention for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 13.09, 95% Crl 3 to
28).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual CBT intervention relative to TAU on depression symptomatology for adults
with less severe depression (SMD -0.73, 95% Crl -1.78 to 0.36; 481 participants
randomised to individual CBT included in this NMA). Individual CBT is the sixth highest
ranked intervention for clinical efficacy as measured by SMD of depression symptom
change scores (mean rank 13.14, 95% Crl 4 to 27).

o Evidence from the NMA shows a clinically important but not statistically significant benefit
of a TCA relative to TAU on depression symptomatology for adults with less severe
depression (SMD -0.83, 95% Crl -2.18 to 0.53; 136 participants randomised to TCAs
included in this NMA). TCAs are the seventh highest ranked intervention for clinical
efficacy as measured by SMD of depression symptom change scores (mean rank 13.27,
95% Crl 3 to 29).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined CBT group and antidepressant intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -1.00, 95% Crl -4.47 to
2.61; 32 participants randomised to CBT group + antidepressant included in this NMA).
Combined CBT group and antidepressant is the eighth highest ranked intervention for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
13.34, 95% Crl 1 to 32).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined acupuncture and non-directive counselling intervention relative to TAU on
depression symptomatology for adults with less severe depression (SMD -0.78, 95% Crl -
2.57 to 1.02; 40 participants randomised to acupuncture + counselling included in this
NMA). Combined acupuncture and non-directive counselling is the ninth highest ranked
intervention for clinical efficacy as measured by SMD of depression symptom change
scores (mean rank 13.37, 95% Crl 2 to 31).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of a yoga group intervention relative to TAU on depression symptomatology for adults with
less severe depression (SMD -0.73, 95% Crl -2.43 to 0.98; 73 participants randomised to
yoga group included in this NMA). Yoga group is the tenth highest ranked intervention for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
13.83, 95% Crl 2 to 31).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of acupuncture relative to TAU on depression symptomatology for adults with less severe
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depression (SMD -0.69, 95% Crl -2.50 to 1.13; 40 participants randomised to acupuncture
included in this NMA). Acupuncture is outside the top-10 highest ranked interventions for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
14.26, 95% Crl 2 to 31).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of a mindfulness or meditation group intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.62, 95% Crl -1.77 to
0.35; 376 participants randomised to mindfulness/meditation group included in this NMA).
Mindfulness/meditation group is outside the top-10 highest ranked interventions for clinical
efficacy as measured by SMD of depression symptom change scores (mean rank 14.47,
95% Crl 4 to 28).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual behavioural therapy intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.63, 95% Crl -2.48 to
1.28; 147 participants randomised to individual behavioural therapy included in this NMA).
Individual behavioural therapy is outside the top-10 highest ranked interventions for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
14.72, 95% Crl 2 to 31).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of an SSRI relative to TAU on depression symptomatology for adults with less severe
depression (SMD -0.64, 95% Crl -1.87 to 0.53; 207 participants randomised to SSRIs
included in this NMA). SSRIs are outside the top-10 highest ranked interventions for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
15.90, 95% Crl 4 to 30).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual mindfulness or meditation intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.52, 95% Crl -3.10 to
2.22; 20 participants randomised to individual mindfulness/meditation included in this
NMA). Individual mindfulness/meditation is outside the top-10 highest ranked interventions
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 16.09, 95% Crl 1 to 32).

o Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a short-term psychodynamic psychotherapy intervention relative to TAU on
depression symptomatology for adults with less severe depression (SMD -0.48, 95% Crl -
2.96 to 2.03; 49 participants randomised to short-term psychodynamic psychotherapy
included in this NMA). Short-term psychodynamic psychotherapy is outside the top-10
highest ranked interventions for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 16.49, 95% Crl 2 to 32).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual IPT intervention relative to TAU on depression symptomatology for adults
with less severe depression (SMD -0.5, 95% Crl -1.94 to 0.83; 153 participants
randomised to IPT included in this NMA). IPT is outside the top-10 highest ranked
interventions for clinical efficacy as measured by SMD of depression symptom change
scores (mean rank 16.93, 95% Crl 4 to 30).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a relaxation group intervention relative to TAU on depression symptomatology
for adults with less severe depression (SMD -0.42, 95% Crl -2.19 to 1.20; 63 participants
randomised to relaxation group included in this NMA). Relaxation group is outside the top-
10 highest ranked interventions for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 17.84, 95% Crl 3 to 32).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of an exercise group intervention relative to TAU on depression symptomatology
for adults with less severe depression (SMD -0.37, 95% Crl -3.56 to 2.79; 199 participants
randomised to exercise group included in this NMA). Exercise group is outside the top-10
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highest ranked interventions for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 17.91, 95% Crl 1 to 32).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of self-help with support relative to TAU on depression symptomatology for adults
with less severe depression (SMD -0.33, 95% Crl -0.77 to 0.08; 1286 participants
randomised to self-help with support included in this NMA). Self-help with support is
outside the top-10 highest ranked interventions for clinical efficacy as measured by SMD
of depression symptom change scores (mean rank 18.22, 95% Crl 11 to 25).

e Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of an individual relaxation intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.41, 95% Crl -3.07 to
2.23; 13 participants randomised to individual relaxation included in this NMA). Individual
relaxation is outside the top-10 highest ranked interventions for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 18.39, 95% Crl 1 to
32).

e Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a non-directive counselling intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.20, 95% Crl -2.82 to 2.5;
55 participants randomised to counselling included in this NMA). Non-directive counselling
is outside the top-10 highest ranked interventions for clinical efficacy as measured by
SMD of depression symptom change scores (mean rank 19.20, 95% Crl 2 to 32).

o Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of an individual exercise intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.26, 95% Crl -1.73 to
1.15; 250 participants randomised to individual exercise included in this NMA). Individual
exercise is outside the top-10 highest ranked interventions for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 19.43, 95% Crl 4 to
31).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a self-help intervention relative to TAU on depression symptomatology for adults
with less severe depression (SMD -0.27, 95% Crl -0.66 to 0.09; 4922 participants
randomised to self-help included in this NMA). Self-help (with no or minimal support) is
outside the top-10 highest ranked interventions for clinical efficacy as measured by SMD
of depression symptom change scores (mean rank 19.51, 95% Crl 13 to 25).

e Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a combined individual CBT and exercise group intervention relative to TAU on
depression symptomatology for adults with less severe depression (SMD -0.18, 95% Crl -
2.75 to 2.44; 18 participants randomised to individual CBT + exercise group included in
this NMA). Combined individual CBT and exercise group is outside the top-10 highest
ranked interventions for clinical efficacy as measured by SMD of depression symptom
change scores (mean rank 19.78, 95% Crl 2 to 32).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a psychoeducation group intervention relative to TAU on depression
symptomatology for adults with less severe depression (SMD -0.09, 95% Crl -2.07 to
1.96; 22 participants randomised to psychoeducation group included in this NMA).
Psychoeducation group is outside the top-10 highest ranked interventions for clinical
efficacy as measured by SMD of depressive symptom scores (mean rank 20.80, 95% Crl
3 to 32).

e Evidence from the NMA shows no benefit of an individual problem solving intervention
relative to TAU on depression symptomatology for adults with less severe depression
(SMD 0.17, 95% Crl -1.53 to 1.91; 98 participants randomised to individual problem
solving included in this NMA). Individual problem solving is outside the top-10 highest
ranked interventions for clinical efficacy as measured by SMD of depression symptom
change scores (mean rank 24.28, 95% Crl 6 to 32).
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Response in those randomised

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a TCA relative to TAU on response (in those randomised) for adults with less severe
depression (163 participants randomised to TCAs included in this NMA). TCAs are the
highest ranked intervention for response in those randomised (mean rank 4.54 [out of 25],
95% Crl 1 to 20).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a problem solving group intervention relative to TAU on response (in those randomised)
for adults with less severe depression (89 participants randomised to problem solving
group included in this NMA). Problem solving group is the second highest ranked
intervention for response in those randomised (mean rank 4.86, 95% Crl 1 to 18).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an SSRI relative to TAU on response (in those randomised) for adults with less severe
depression (159 participants randomised to SSRIs included in this NMA). SSRIs are the
third highest ranked intervention for response in those randomised (mean rank 6.27, 95%
Crl 1 to 21).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a CBT group intervention relative to TAU on response (in those randomised) for adults
with less severe depression (341 participants randomised to CBT group included in this
NMA). CBT group is the fourth highest ranked intervention for response in those
randomised (mean rank 8.32, 95% Crl 2 to 18).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a behavioural therapy group intervention relative to TAU on response (in those
randomised) for adults with less severe depression (184 participants randomised to
behavioural therapy group included in this NMA). Behavioural therapy group is the fifth
highest ranked intervention for response in those randomised (mean rank 8.86, 95% Crl 2
to 20).

Evidence from the NMA shows a clinically important and statistically significant benefit of
an exercise group intervention relative to TAU on response (in those randomised) for
adults with less severe depression (52 participants randomised to exercise group included
in this NMA). Exercise group is the sixth highest ranked intervention for response in those
randomised (mean rank 9.27, 95% Crl 2 to 20).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined acupuncture and non-directive counselling intervention relative to TAU on
response (in those randomised) for adults with less severe depression (40 participants
randomised to acupuncture + counselling included in this NMA). Combined acupuncture
and non-directive counselling is the seventh highest ranked intervention for response in
those randomised (mean rank 10.30, 95% Crl 1 to 24).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual behavioural therapy intervention relative to TAU on response (in those
randomised) for adults with less severe depression (65 participants randomised to
individual behavioural therapy included in this NMA). Individual behavioural therapy is the
eighth highest ranked intervention for response in those randomised (mean rank 10.40,
95% Crl 1 to 23).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a yoga group intervention relative to TAU on response (in those randomised) for adults
with less severe depression (65 participants randomised to yoga group included in this
NMA). Yoga group is the ninth highest ranked intervention for response in those
randomised (mean rank 10.51, 95% Crl 1 to 24).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of acupuncture relative to TAU on response (in those randomised) for adults with less
severe depression (40 participants randomised to acupuncture included in this NMA).
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Acupuncture is the tenth highest ranked intervention for response in those randomised
(mean rank 10.81, 95% Crl 1 to 24).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual mindfulness or meditation intervention relative to TAU on response (in
those randomised) for adults with less severe depression (20 participants randomised to
individual mindfulness/meditation included in this NMA). Individual mindfulness/meditation
is outside the top-10 highest ranked interventions for response in those randomised
(mean rank 11.06, 95% Crl 1 to 24).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual CBT intervention relative to TAU on response (in those randomised) for
adults with less severe depression (121 participants randomised to individual CBT
included in this NMA). Individual CBT is outside the top-10 highest ranked interventions
for response in those randomised (mean rank 12.16, 95% Crl 1 to 24).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a mindfulness or meditation group intervention relative to TAU on response (in those
randomised) for adults with less severe depression (197 participants randomised to
mindfulness/meditation group included in this NMA). Mindfulness/meditation group is
outside the top-10 highest ranked interventions for response in those randomised (mean
rank 12.76, 95% Crl 4 to 22).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual exercise intervention relative to TAU on response (in those randomised)
for adults with less severe depression (71 participants randomised to individual exercise
included in this NMA). Individual exercise is outside the top-10 highest ranked
interventions for response in those randomised (mean rank 14.24, 95% Crl 5 to 23).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a self-help intervention relative to TAU on response (in those randomised) for adults
with less severe depression (4373 participants randomised to self-help included in this
NMA). Self-help (with no or minimal support) is outside the top-10 highest ranked
interventions for response in those randomised (mean rank 15.23, 95% Crl 10 to 19).

o Evidence from the NMA shows a clinically important but not statistically significant benefit
of a psychoeducation group intervention relative to TAU on response (in those
randomised) for adults with less severe depression (22 participants randomised to
psychoeducation group included in this NMA). Psychoeducation group is outside the top-
10 highest ranked interventions for response in those randomised (mean rank 15.36, 95%
Crl 2 to 25).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of self-help with support relative to TAU on response (in those randomised) for adults with
less severe depression (849 participants randomised to self-help with support included in
this NMA). Self-help with support is outside the top-10 highest ranked interventions for
response in those randomised (mean rank 15.62, 95% Crl 10 to 21).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a relaxation group intervention relative to TAU on response (in those randomised) for
adults with less severe depression (63 participants randomised to relaxation group
included in this NMA). Relaxation group is outside the top-10 highest ranked interventions
for response in those randomised (mean rank 15.91, 95% Crl 2 to 25).

¢ Evidence from the NMA shows no benefit of individual IPT relative to TAU on response (in
those randomised) for adults with less severe depression (69 participants randomised to
IPT included in this NMA). IPT is outside the top-10 highest ranked interventions for
response in those randomised (mean rank 18.48, 95% Crl 4 to 25).

¢ Evidence from the NMA shows a lower effect of an individual relaxation intervention
relative to TAU on response (in those randomised) for adults with less severe depression
(15 participants randomised to individual relaxation included in this NMA), although this
difference is not statistically significant. Individual relaxation is ranked second from bottom
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for response in those randomised, and is ranked below attention placebo, TAU and
enhanced TAU (mean rank 21.53, 95% Crl 4 to 25).

Remission in those randomised

Evidence from the NMA shows a clinically important and statistically significant benefit of
a problem solving group intervention relative to TAU on remission (in those randomised)
for adults with less severe depression (89 participants randomised to problem solving
group included in this NMA). Problem solving group is the highest ranked intervention for
remission in those randomised (mean rank 1.59 [out of 15], 95% Crl 1 to 5).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a yoga group intervention relative to TAU on remission (in those randomised) for adults
with less severe depression (20 participants randomised to yoga group included in this
NMA). Yoga group is the second highest ranked intervention for remission in those
randomised (mean rank 4.58, 95% Crl 1 to 14).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual CBT intervention relative to TAU on remission (in those randomised) for
adults with less severe depression (233 participants randomised to individual CBT
included in this NMA). Individual CBT is the third highest ranked intervention for remission
in those randomised (mean rank 5.38, 95% Crl 2 to 11).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual behavioural therapy intervention relative to TAU on remission (in those
randomised) for adults with less severe depression (16 participants randomised to
individual behavioural therapy included in this NMA). Individual behavioural therapy is the
fourth highest ranked intervention for remission in those randomised (mean rank 5.45,
95% Crl 1 to 13).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of self-help with support relative to TAU on remission (in those randomised) for adults with
less severe depression (348 participants randomised to self-help with support included in
this NMA). Self-help with support is the fifth highest ranked intervention for remission in
those randomised (mean rank 5.72, 95% Crl 2 to 10).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual mindfulness or meditation intervention relative to TAU on remission (in
those randomised) for adults with less severe depression (20 participants randomised to
individual mindfulness/meditation included in this NMA). Individual mindfulness/meditation
is the sixth highest ranked intervention for remission in those randomised (mean rank
6.57, 95% Crl 2 to 14).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a CBT group intervention relative to TAU on remission (in those randomised) for adults
with less severe depression (117 participants randomised to CBT group included in this
NMA). CBT group is the seventh highest ranked intervention for remission in those
randomised (mean rank 7.02, 95% Crl 2 to 13).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a behavioural therapy group intervention relative to TAU on remission (in those
randomised) for adults with less severe depression (68 participants randomised to
behavioural therapy group included in this NMA). Behavioural therapy group is the eighth
highest ranked intervention for remission in those randomised (mean rank 7.49, 95% Crl 2
to 14).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a self-help intervention relative to TAU on remission (in those randomised) for adults
with less severe depression (1050 participants randomised to self-help included in this
NMA). Self-help (with no or minimal support) is the ninth highest ranked intervention for
remission in those randomised (mean rank 7.74, 95% Crl 4 to 11).
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Evidence from the NMA shows no benefit of individual IPT relative to TAU on remission
(in those randomised) for adults with less severe depression (69 participants randomised
to IPT included in this NMA). IPT is the tenth highest ranked intervention for remission in
those randomised (mean rank 9.81, 95% Crl 3 to 15).

Evidence from the NMA shows a lower effect of a relaxation group intervention relative to
TAU on remission (in those randomised) for adults with less severe depression (63
participants randomised to relaxation group included in this NMA), although this difference
is not statistically significant. Relaxation group is ranked fourth from the bottom for
remission in those randomised (mean rank 10.48, 95% Crl 2 to 15).

Evidence from the NMA shows a lower effect of an individual relaxation intervention
relative to TAU on remission (in those randomised) for adults with less severe depression
(15 participants randomised to individual relaxation included in this NMA), although this
difference is not statistically significant. Individual relaxation is ranked bottom for
remission in those randomised, and is ranked below TAU, waitlist and attention placebo
(mean rank 13.64, 95% Crl 5 to 15).

Clinical evidence statements for pairwise meta-analysis results of studies included in the
NMA

Important, but not critical, outcomes

Quality of life

Single-RCT evidence (N=40) shows a clinically important and statistically significant
benefit of an individual behavioural therapy intervention relative to no treatment on quality
of life for adults with less severe depression.

Single-RCT evidence (N=28) shows a clinically important and statistically significant
benefit of an individual behavioural therapy intervention relative to waitlist on quality of life
for adults with less severe depression.

Single-RCT evidence (N=62) shows clinically important and statistically significant benefits
of a combined CBT group and antidepressant intervention relative to an antidepressant-
only on quality of life physical health component and mental health component scores at
endpoint and 12-month follow-up for adults with less severe depression.

Single-RCT evidence (N=204) shows clinically important and statistically significant
benefits of self-help relative to waitlist on quality of life physical health component and
mental health component scores for adults with less severe depression.

Single-RCT evidence (N=26) shows a clinically important and statistically significant
benefit of an exercise group intervention relative to TAU on quality of life mental health
component score for adults with less severe depression.

Single-RCT evidence (N=60) shows a clinically important and statistically significant
benefit of a mindfulness or meditation group intervention relative to waitlist on quality of
life for adults with less severe depression.

Personal, social and occupational functioning

Single-RCT evidence (N=62) shows a clinically important and statistically significant
benefit of a combined CBT group and antidepressant intervention relative to an
antidepressant-only on functional impairment at 12-month follow-up for adults with less
severe depression.

Single-RCT evidence (N=112) shows a clinically important and statistically significant
benefit of a problem solving group intervention relative to TAU on functional impairment
for adults with less severe depression.
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Single-RCT evidence (N=90) shows a clinically important and statistically significant
benefit of self-help relative to waitlist on interpersonal functioning for adults with less
severe depression.

Single-RCT evidence (N=613) shows a clinically important and statistically significant
benefit of self-help with support relative to no treatment on functional impairment for adults
with less severe depression.

Single-RCT evidence (N=54) shows a clinically important and statistically significant
benefit of a combined exercise group and CBT group intervention relative to CBT group-
only on global functioning for adults with less severe depression.

Single-RCT evidence (N=30) shows a clinically important and statistically significant
benefit of a combined mindfulness or meditation group and antidepressant intervention
relative to antidepressant-only on functional impairment for adults with less severe
depression.

Economic evidence statements

Evidence from 1 single UK study conducted alongside a RCT (N = 247) suggests that
individual problem solving is unlikely to be cost-effective compared with treatment as
usual in adults with a new episode of less severe depression. The evidence is directly
applicable to the UK context and is characterised by minor limitations.

Evidence from 1 UK modelling study suggests that computerised CBT (with minimal
support) may be potentially cost-effective compared with treatment as usual in adults with
a new episode of less severe depression. The evidence is directly applicable to the UK
context and is characterised by potentially serious limitations.

Evidence from 1 single UK study conducted alongside a RCT (N = 655) suggests that
sertraline is very likely to be cost-effective compared with placebo in adults with a new
episode of less severe depression. The evidence is directly applicable to the UK context
and is characterised by minor limitations.

Evidence from 1 single UK study conducted alongside a RCT (N = 220) indicates that
provision of SSRIs in addition to GP supportive care is likely to be cost-effective compared
with GP supportive care alone in adults with a new episode of less severe depression.
The evidence is directly applicable to the UK context and is characterised by minor
limitations.

Evidence from 1 single UK study conducted alongside an open label RCT with a partial
preference design (N = 327; entering preference group n=92) indicates that provision of
SSRIs is likely to be more cost-effective than TCAs or lofepramine in adults with a new
episode of less severe depression. The evidence is directly applicable to the UK context
and is characterised by minor limitations.

Evidence from 1 single UK study conducted alongside a RCT (N = 361) suggests that a
physical exercise programme is potentially cost-effective compared with treatment as
usual in adults with a new episode of less severe depression. The evidence is directly
applicable to the UK context but is characterised by potentially serious limitations.

Evidence from the guideline economic modelling suggests that group CBT is likely to be
the most cost-effective option for the treatment of new episodes of less severe depression
in adults, followed by group BA, sertraline, lofepramine, group exercise, group MBCT,
cCBT without or with minimal support, and cCBT with support. These were followed by
individual CBT, individual BA, individual problem solving, IPT, GP care, non-directive
counselling, short-term PDPT, and individual exercise. This evidence refers mainly to
people treated in primary care for a new depressive episode; however, it may be relevant
to people treated in secondary care as well, given that clinical evidence was derived from
a mixture of primary and secondary care settings. The economic analysis is directly
applicable to the NICE decision-making context and is characterised by minor limitations.
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The aim of this review was to identify the most effective and cost-effective treatments for less
severe depression and the committee chose depression symptomatology (measured as the
standardised mean difference, SMD, of depression symptom change scores at treatment
endpoint), remission (in those randomised) and response (in those randomised) as critical
outcomes to provide an indication of clinical effectiveness. Discontinuation due to side effects
and discontinuation for any reason were also chosen as critical outcomes, as indicators of
the tolerability and acceptability of treatments, but results for these outcomes were used as
part of the economic modelling (along with remission and response in completers) and were
not reviewed by the committee separately.

In addition to the critical, depression-specific, outcomes, the committee prioritised 2
important outcomes — these were quality of life and personal, social and occupational
functioning. These were selected to determine if treatments for depression led to improved
quality of life, and if they helped overcome other difficulties such as ability to sleep,
participate in employment, and carry out activities of daily living. These were selected as
important and not critical outcomes as the committee were aware that there was likely to be
less evidence for these outcomes. The committee recognised that although these outcomes
were very important to people with depression, as they would not be available for all
interventions they would be less useful to the committee to make recommendations.

The critical outcomes were assessed at treatment endpoint, but in order to determine if
treatments for depression had longer term benefits, follow-up measurements of depression
symptomatology, remission and response were analysed. Outcomes at these additional
timepoints were also assessed by the committee as part of their decision-making process.
However, the committee recognised that although these longer-term outcomes were very
important to people with depression, as they would not be available for all interventions they
would be less useful to the committee to make recommendations.

The quality of the evidence

The trials included for this evidence review were individually assessed using the Cochrane
risk of bias tool (version 1.0), and the summarised quality of the evidence is presented in the
evidence review. Overall, the majority of domains were rated as at low risk, or unclear risk, of
bias with the exception of blinding of participants and personnel where there was a high risk
of bias due to a lack of therapist and patient blinding in the psychological treatment trials.

Regarding the outcomes considered in the clinical analysis, the between-trial heterogeneity
relative to the size of the intervention effect estimates was moderate for the SMD of
depression symptom scores and for remission in those randomised, and high for response in
those randomised. No evidence of inconsistency was identified in any of the outcomes
considered in the clinical analysis. In the analysis of the SMD of depression symptom scores
there was evidence of bias associated with small study size. The bias adjusted model
resulted in moderate changes in the relative effects of all treatment classes versus TAU
(reference treatment) and also had a moderate impact on some class rankings. The
committee took this information into account when interpreting the results.

Regarding the outcomes that informed the economic analysis, relative to the size of the
intervention effect estimates, the between trial heterogeneity was found to be moderate for
discontinuation due to any reason and high for response in completers. Some evidence of
inconsistency was identified for the response in completers outcome. No evidence of bias
associated with small study size was identified for either outcome utilised in the economic
analysis.
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The sensitivity analysis conducted to explore the transivity assumption of participants in
pharmacological and non-pharmacological studies found that there were no substantial
differences in the results when the pharmacological trials were excluded from analysis and
thus the transivity assumptions are acceptable in this population. The committee noted that
most of the evidence for this population comes from non-pharmacological trials.

A threshold analysis was originally planned, to assess the robustness of the intervention
recommendations to potential limitations in the evidence synthesised in NMAs. Threshold
analysis suggests by how much effects that have been estimated in the NMA need to change
before recommendations change, and whether such changes might potentially occur due to
bias in the evidence. The NICE Guidelines Technical Support Unit (TSU) attended committee
discussions on the rationale for recommendations and noted that, in addition to the results of
the NMA, the committee took other pragmatic factors into consideration when making
recommendations, including the uncertainty and limitations around the clinical and cost-
effectiveness data, and the need to provide a wide range of interventions to take into account
individual needs and allow patient choice. The TSU advised that as it was difficult to identify
a clear decision rule to link the recommendations directly to the NMA results, it was not
feasible or helpful to conduct a threshold analysis. The committee agreed with the
observation that recommendations were based on a pragmatic approach utilising their
clinical experience and the need for inclusivity; and their wish for pragmatic
recommendations tailored to individual needs and preferences. Therefore they agreed that
threshold analysis would not add value to decision making.

Benefits and harms

In developing the recommendations for the treatment of a new episode of depression the
committee were mindful of a number of important factors which underpin the effective
delivery of care for people with depression. For example, the need to ensure that progress
on treatment is properly monitored and reviewed, and that any potential harms of treatment
are minimised. The committee agreed that not addressing these factors could lead to poorer
engagement with the service, higher attrition, sub-optimal delivery of treatments and
consequent poorer outcomes. The committee therefore carried forward and amended a
number of recommendations from the previous guideline and added new recommendations,
based on their expertise and experience at providing and receiving treatment for depression.
These recommendations included that all interventions should be provided in the context of
effective assessment, care planning, liaison and outcome monitoring, and that psychological
and psychosocial interventions should be delivered in accordance with appropriate manuals
and competence frameworks, and should be supported by effective supervision and audit.

The committee agreed that decisions on treatment should be made in discussion with the
person with depression, and recommended that a shared decision should be made. The
committee cross-referred to the guideline recommendations on choice of treatment which
provided more detailed recommendations on how this shared decision should be made and
what should be included in the discussion. It was recognised by the committee that people
who have had prior episodes of depression may also have preferences for their treatment
based on prior experience or insight into their own depression patterns.

The committee then discussed the results of the clinical and economic analyses and used
this information to draft recommendations relating to the use of specific interventions for the
treatment of less severe depression. When reviewing the evidence from the network meta-
analysis, the committee were aware that a number of important and well-known, often
pragmatic, trials were excluded from the NMA, typically because the samples in the trials
were <80% first-line treatment or <80% non-chronic depression. These were stipulations of
the review protocol in order to create a homogenous data set, but the committee used their
knowledge of these studies in the round when interpreting the evidence from the systematic
review and making recommendations.
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The committee reviewed the results of the bias-adjusted NMA for less severe depression for
the outcome of SMD, compared to treatment as usual. The committee noted that the point
estimate for the majority of intervention classes showed an improvement in depression
symptoms, but that most also had very wide 95% credible intervals which crossed zero, and
therefore there was uncertainty around the effectiveness. The committee noted that the only
treatment class for which there was evidence from more than 50 participants, and credible
intervals that did not cross zero was group cognitive and cognitive behavioural therapies
(CT/CBT). The committee agreed that it would therefore be reasonable to recommend these
as treatments of choice in people with less severe depression. The committee also noted
that for some other classes of interventions, such as individual CBT, group problem-solving,
and group and individual behavioural therapies, the point estimates indicated effectiveness
and the credible intervals were narrower (although they crossed zero). There was very litte to
differentiate between the other classes based on the bias-adjusted SMD evidence alone.

The committee reviewed the bias-adjusted NMA rankings for the classes of interventions but
noted the very wide credible intervals in the ranks provided, and agreed this did not provide
any additional information to help them distinguish between the classes. When the SMD for
the treatment classes was reviewed by the committee alongside the SMD results for
individual interventions within those classes, the committee noted that some individual
interventions demonstrated a difference compared to treatment as usual that had not been
seen when reviewing the class level data — this included group behavioural activation,
individual CBT, group problem-solving and group mindfulness-based cognitive therapy or
group mindfulness and meditation.

The committee reviewed the class level NMA results for the outcomes of response and
remission in those randomised. For response the results were similar to those seen for SMD,
with most treatments showing a point estimate that indicated that they may be effective, but
with wide credible intervals that crossed zero. However, group CT/CBT, group problem-
solving and group exercise (as well as pill placebo) did not cross the zero line and so the
committee agreed this reinforced some of the results seen for SMD. The committee also
noted that for the outcome of response, antidepressants (TCAs and SSRIs) appeared to be
more effective than seen for the outcome of SMD. For the outcome of remission, there was
only data for a smaller number of classes, but again this was in line with the results seen for
response, with group problem-solving appearing to be the most effective treatment based on
this outcome.

The committee discussed the sensitivity analysis conducted to determine if the inclusion of
pharmacological trials impacted on the results seen for psychological, psychosocial and
physical therapies. It was noted that exclusion of the pharmacological studies had small
effects on some SMDs compared to treatment as usual, but did not affect the overall results,
with the only effective treatment for which there were data on more than 50 participants
across RCTs remaining as group CBT.

The evidence for the outcomes of quality of life and functioning, and for follow-up of
depression outcomes were, as described above, presented as pairwise analyses. The
committee reviewed the outcomes where a clinically important and statistically significant
difference had been identified, but noted that the results were all from single studies, many of
which were small (some with less than 50 participants, most with less than 100 participants).

In terms of quality of life and functioning there was some evidence of benefit for individual
behavioural therapy, group problem-solving, self-help, group exercise and group mindfulness
and meditation when compared to no treatment, waitlist or treatment as usual. The
committee noted that these were interventions that had been identified as being effective at
treating depression symptoms, and so the limited evidence of a benefit on quality of life and
functioning could reinforce a decision to recommend these treatments. There was also
evidence for these outcomes for combination therapy with CBT and antidepressants
compared to antidepressants alone or mindfulness/meditation and antidepressants
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compared to antidepressants alone, which indicated that CBT and mindfulness/mediation
provide additional benefits. Again the committee agreed that this limited evidence was not
sufficient to use as a basis for recommendations on its own, but it did suggest that there may
be quality of life and functional benefits from some of these treatments which also appeared
effective based on the critical outcomes.

There were very few comparisons from the data on follow-up of depression outcomes that
showed a clinically important and statistically significant difference. Group CBT and group
problem-solving showed benefits on depression symptoms at follow-up compared to
treatment as usual, and CBT with antidepressants showed benefits compared to
antidepressants alone. The committee agreed that this provided a useful indication that the
results seen from the NMA for group CBT and group problem-solving may be maintained
over a longer period. A 6-month follow-up of short-term psychodynamic psychotherapy
(STPP) compared to non-directive counselling found a benefit for STPP for the outcomes of
depression symptoms and remission at 6 months, but the committee noted that this small
amount of evidence did not change their view, based on the NMA results, that these
treatments had similar levels of effectiveness.

The final piece of clinical evidence the committee reviewed was the summary of the
differences between the pairwise analysis and the NMA results. It was noted that the number
of comparisons where there was a significant difference was small (12%), and in the majority
of cases that difference was in the magnitude of the effect. The committee agreed that these
differences did not add any additional information that they needed to take into account when
making their recommendations, and that there were not any different treatments that they
would recommend based on the pairwise evidence.

Finally, the committee noted that the very limited evidence for the subgroup analysis of older
versus younger people showed no difference and so there was no evidence on which to
base any specific recommendations for people of different ages.

Based on their overall review of the clinical evidence the committee agreed that some
treatment classes and interventions (group CT/CBT class, group BA, individual CBT forms,
group problem solving intervention, MBCT and group mindfulness or meditation, and group
exercise) appeared to be more effective than others, but there was otherwise little to choose
between treatments. The committee therefore reviewed the results of the health economic
modelling (see separate details of this discussion below) which determined which treatments
were cost-effective, and used this to develop a suggested prioritisation of which treatments
should be offered to people with depression, or considered for use.

The committee agreed that the likely benefits of recommending specific treatments for less
severe depression would be improvements in depression symptoms, and in some cases
remission and response. For the clinical analysis we used the outcomes of remission and
response in those randomised (in all participants in a trial), whereas remission and response
in those who completed treatment informed the economic analysis. The potential harms
identified were attrition, with people not completing courses of treatment, issues with
acceptability and the possibility of people deteriorating despite treatment (as data in clinical
trials of all treatments estimated this could happen in 7-10% of people). However, the
committee agreed that the potential benefits of treating depression were likely to outweigh
the potential harms.

As there was limited evidence for the effectiveness of peer support the committee made a
research recommendation. As there was uncertainty about the differential effectiveness of
psychological treatments, they also made research recommendations about the mode of
action of psychological treatments, as this may provide information to support decision-
making in the choice of treatments.

A research recommendation about the withdrawal effects of antidepressants was made as
there was limited evidence to provide information to patients and support methods of
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withdrawal. This related to the section of the guideline on starting and stopping
antidepressants, which was based on evidence from the NICE guideline on Safe prescribing
(currently in development) and so the details of the research recommendation were included
in this evidence review.

Cost effectiveness and resource use

According to existing UK economic evidence, computerised CBT (with minimal support) and
physical exercise might be potentially cost-effective compared with treatment as usual in
adults with a new episode of less severe depression. On the other hand, individual problem
solving was unlikely to be cost-effective compared with treatment as usual in this population.
Sertraline was likely to be cost-effective compared with placebo, and provision of SSRIs in
addition to GP supportive care was likely to be cost-effective compared with GP supportive
care alone. SSRIs were also likely to be more cost-effective than TCAs or lofepramine. This
evidence was directly applicable to the NICE decision-making context, but methodological
limitations ranged from minor to potentially severe.

Existing economic evaluations assessed a limited range of pharmacological, psychological
and physical interventions in, mostly, pairwise comparisons, so it was difficult for the
committee to draw any robust conclusions on the relative cost effectiveness of the full range
of interventions that are available for the treatment of adults with a new episode of less
severe depression.

The guideline economic analysis assessed the cost effectiveness of a wide range of
pharmacological, psychological and physical interventions, as initial treatments for people
with a new episode of less severe depression. The interventions included in the economic
analysis were dictated by availability of data and were used as exemplars within their class
regarding intervention costs, as for practical reasons it was impossible to model all
interventions considered in the guideline NMA. The committee noted that the results of
interventions could be extrapolated, with some caution, to other interventions of similar
resource intensity within the same class.

The economic analysis included only classes that had been tested on at least 50 participants
across RCTs included in the NMAs of the SMD, discontinuation for any reason and response
in completers, or fewer than 50 participants if the intervention class was one that was already
in routine use in the NHS. These criteria meant that some classes of interventions such as
group problem-solving were not included in the economic model. To be considered in the
economic analysis, treatment classes should have shown a better mean effect than the
reference intervention, which was treatment as usual. This was assumed in the model to
reflect GP care. The NMAs of discontinuation (for any reason) and response in completers,
which informed the economic analysis, were tested for the presence of bias due to small
study size. No evidence of bias was identified.

The committee considered the ranking of interventions for adults with a new episode of less
severe depression, from the most to the least cost-effective. According to this ranking, group
CBT and group behavioural activation appeared to be the most cost-effective therapies. The
majority of the other interventions also appeared to be cost-effective compared with GP care,
with the exception of non-directive counselling, short-term psychodynamic psychotherapy
(PDPT) and individual exercise therapy.

The committee considered the 95% credible intervals (Crl) around the rankings of
interventions and noted that these were characterised by considerable uncertainty. For
example, the mean ranking of group CBT, which was shown to be the most cost-effective
intervention, was 2.76, however its 95% Crl were 1 to 12, suggesting high uncertainty around
the result for group CBT. Similar uncertainty was shown for all interventions included in the
analysis. On the other hand, deterministic sensitivity analysis suggested that the results and
the ranking of interventions were overall robust under different scenarios explored.
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Based on the clinical and cost-effectiveness data, the committee decided to recommend
group CBT or group behavioural activation (BA) as treatments of choice for a new episode of
less severe depression in adults, as they had showed a beneficial effect compared to
treatment as usual, and appeared to be the most cost-effective classes in the economic
analysis. However, the committee noted that both these treatments were group therapies,
and that some people with depression may not wish to attend group treatment. The
committee noted that there was evidence of clinical and cost-effectiveness for self-help with
support (in the form of computerised CBT), individual CBT and individual BA and considered
offering these as alternatives to people who did not wish to attend group therapy. The
committee were also aware that some trials of self-help with support, including computerised
/online CBT were excluded from the NMA, because the samples in the trials were <80% first-
line treatment or <80% non-chronic depression (including Andersson 2005; Buntrock 2015).

The committee did not recommend self-help without support, although this was shown to be
more cost-effective than self-help with support, because they acknowledged the importance
of building a therapeutic relationship as part of the therapy. They also advised that wider
evidence suggests that pure (non-supported) self-help is characterised by lower uptake and
adherence compared with self-help with support, which suggests user preference for
supported forms of self-help.

The committee agreed that, to allow choice of treatments, a wider range of treatments should
be offered — these would provide alternatives to people who did not wish to have CBT or BA,
or had tried them for a previous episode of depression and not found them to be effective.
The committee discussed that other cost-effective interventions should be included in these
alternatives and so recommended group exercise, group mindfulness and meditation, and
interpersonal therapy as alternative psychological or physical therapies. The committee also
discussed the role of pharmacological therapy in the treatment of less severe depression —
the clinical results for depression symptoms had been similar to those seen for the
psychological therapies, and the cost-effectiveness results had shown that both SSRIs and
TCAs were likely to be cost-effective (they were placed 3™ and 4" in the cost-effectiveness
ranking respectively). In addition, there may be people who do not wish or are not able to
participate in a psychological or physical therapy, may prefer a pharmacological treatment, or
would like to commence pharmacological treatment if there is a wait before they can
commence another treatment. Based on these discussions, the committee recommended
SSRIs as an alternative treatment, as these were generally better tolerated and safer than
TCAs.

The committee discussed the 3 treatments that were less cost-effective than other treatment
options and did not appear to be cost-effective compared with GP care. They agreed not to
recommend individual exercise programs as group exercise had been recommended as a
cost-effective option, but agreed that there may be some sub-groups of people in whom
supportive empathetic counselling may help, particularly those with psychosocial,
relationship or employment problems contributing to their depression, and that in these
groups counselling may be more cost-effective than in the wider population of people with
depression. Similarly, they agreed that short-term PDPT may be useful (and therefore may
be more cost-effective) where developmental difficulties in relationships contributed to
depression.

The committee discussed the fact that there had been some evidence of effectiveness for
group problem-solving but noted that, due to limited data available and the rules for inclusion
in the economic model, this had not been included in the health economic model and so they
were not able to determine if this was a cost-effective option. Due to this lack of cost-
effectiveness data the committee agreed not to recommend group problem-solving as an
intervention. Also, they decided not to recommend individual problem solving although it was
more cost-effective than GP care, because it had a negative effect compared with TAU in the
bias-adjusted analysis.
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The committee were concerned that psychological interventions are not always implemented
consistently — for example audits have suggested that reduced numbers of sessions are
used in practice compared with what is recommended, and that commissioners may not be
clear how many sessions of a particular therapy are required. It was also important for
people with depression to be aware of what was involved in the different types of therapy
before making a decision. The committee therefore agreed it was important to specify the
focus and structure of the psychological interventions being recommended to ensure
consistency, and to highlight any particular advantages or drawbacks so that people could
make an informed choice. The recommended structure of all psychological interventions
(number and duration of sessions, number of therapists and participants for group
interventions) was based on the resource use utilised in the economic analysis, which, in
turn, was informed by RCT resource use, modified by the committee expert advice to
represent routine clinical practice in the UK. In this way, the recommended structure of
psychological interventions represents cost-effective use of available healthcare resources
as implemented in routine clinical practice.

Other factors the committee took into account

The committee discussed that the division of the population for this guideline into ‘less
severe’ and ‘more severe’ using published cross-walk tables with an anchor score of 16 on
the PHQ-9 scale, meant that the less severe population was people with subthreshold
symptoms or mild depression only. However, in reality, people with depression are on a
continuum, and their feelings and symptoms may vary from day to day, depending on many
other factors including what else is happening in their life. Therefore, although the clinical
results provided guidance on treatments for depression, the committee agreed that a holistic
approach was required with consideration of social causes and available social interventions
as well. The committee noted that this was already covered in the guideline in the
recommendations on initial assessment of depression, and therefore they did not make any
additional recommendations on this in the treatment section of the guideline.

The committee noted that their recommendations for exercise interventions would need to be
modified if necessary to ensure that people with disabilities were still able to access this as a
treatment option, and they highlighted this in their recommendations.

Recommendations supported by this evidence review

This evidence review supports recommendations 1.5.2 and 1.5.3 and research
recommendations in the NICE guideline.
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1 More severe depression

2 Review question

3 For adults with a new episode of more severe depression, what are the relative benefits and
4 harms of psychological, psychosocial, pharmacological and physical interventions alone or in
5 combination?

6 Clinical evidence

7 Included studies
8 A total of 534 randomised controlled trials (RCTs) were included in this evidence review.

9 In accordance with the review protocol, data from non-English language or unpublished
10 studies was included where it could be extracted from the previous 2009 NICE Depression
11 guideline or from a systematic review, and data was extracted from the following systematic
12 reviews: Cipriani 2018; Geddes 1999; Krogh 2017; Smith 2018.

13 See the literature search strategy in appendix B and study selection flow chart in appendix C.

14 Excluded studies

15 Studies not included in this review are listed, and reasons for their exclusion are provided in
16 appendix K.

17 Summary of studies included in the evidence review
18 The NMA included 534 RCTs (k=534) representing 89,286 participants (n=89,286).

19 Of the 534 RCTs included within this network, 426 reported either a HAM-D or MADRS
20 score at baseline, and the mean depression severity scores were HAM-D=24.03 (SD=4.68;
21 k=340) and MADRS=30.01 (SD=5.49; k=86) respectively. 34 were UK-based RCTs.

22 According to the interventions assessed and the types of outcomes reported in each RCT,
23 the included RCTs have contributed data to one or more networks of evidence and
24 respective NMAs.

25 For the SMD of depression symptom change scores outcome, the network of evidence (and
26 the respective NMA) included 352 RCTs, 99 interventions grouped in 50 treatment classes,
27 and 59,350 participants. Of the 352 RCTs, 146 reported change from baseline (CFB)

28 depression symptom score data; 172 reported baseline and endpoint depression symptom
29 score data; and 34 reported dichotomous response data and baseline symptom scores.

30 These data were transformed and synthesised accordingly, allowing estimation of the SMD
31 of depression symptom scores (see appendix M for details).

32 For the outcome of response in those randomised, the network of evidence (and the

33 respective NMA) included 364 RCTs, 83 interventions grouped in 43 treatment classes and
34 68,073 participants. Of the 364 RCTs, 280 reported dichotomous response data, 31 reported
35 CFB depression symptom score data; and 53 reported baseline and endpoint depression

36 symptom score data. These data were transformed and synthesised accordingly, allowing
37 estimation of log-odds ratios of response (see appendix M for details).

38 For the outcome of remission in those randomised, the network of evidence (and the
39 respective NMA) included 202 RCTs reporting dichotomous remission data, 64 interventions
40 grouped in 38 treatment classes and 40,066 participants.
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See the full evidence tables in appendix D.

Relevant information on the networks of evidence and the NMAs that informed the economic
analysis are reported in appendix M.

Evidence from the network meta-analysis

Base-case analysis

Below is an overview of the treatment class network plots, numbers of people tested on each
treatment class and intervention, and NMA findings at the treatment class level (relative
effects versus the reference treatment and rankings), for every critical outcome considered in
the clinical base-case analysis of treatments for adults with a new episode of more severe
depression. For the outcome of the SMD of depressive symptom scores, relative effects of
individual interventions versus the reference treatment are also provided in this section.

In each network plot presented below, the width of lines is proportional to the number of trials
that make each direct comparison; the size of each circle (treatment node) is proportional to
the number of participants tested on each treatment class.

Full results of the NMA, including network plots and relative effects of individual
interventions, as well as relative effects of all pairs of treatment classes and individual
interventions, are reported in appendix M and supplements B5 and B6.

SMD of depression symptom change scores

The network plot at the treatment class level is shown in Figure 9. The number of participants
tested on each treatment class and each intervention are shown in Table 16. Treatment
classes, interventions and numbers of participants tested on each in the NMA of
standardised mean difference (SMD) of depression symptom change scores in adults with a
new episode of more severe depression. The base-case relative effects (posterior mean
SMD with 95% Cirl) of all treatment classes versus pill placebo (reference treatment for more
severe depression) are illustrated in Figure 10 (forest plots) and reported in Table 17. The
same table also shows the class treatment rankings. Treatment classes in the table have
been ordered from lowest to highest ranking (with lower rankings suggesting greater effects).
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1 Figure 9. Network plot of the NMA of standardised mean difference (SMD) of
2 depression symptom change scores in adults with a new episode of more
3 severe depression — treatment class level
Interpersonal psychotherapy individual ~ Counselling individual
Self-help without or with minimal support 4  Problem solving group
Self-help with support Problem solving individual X i
Short-term psychodynamic psychotherapies individual ,— Cognitive and cognitive behavioural therapies group
- . . Peer support group /- £3%. Cognitive and cognitive behavioural therapies individual
Cogpnitive and cognitive behavioural theraplesi”n Ilaﬂ:%lJt:acl" - g S \.. Behavioural therapies individual
Interpersonalpsychotherapyindividual+pillgla€ebo C , ) 5 ) , Trazodone
Counselling individual + placebo 1 . \»  Mirtazapine
Relaxation individual + placeb TAU
Mindfulness or meditation group - Waitlist
Music therapy group 3 No treatment
Psychoeducation group — Attention placebo
Any psychotherapy Pill placebo
SSRIs Yoga group + AD
TCAs ) Light therapy + AD
SNRIs € e Acupuncture + AD
Any AD Exercise group + AD
Sham acupuncture \ X Exercise individual + AD
Acupuncture Psychoeducation group + AD
Exercise individual Cognitive and cognitive behavioural therapies group + AD
Exercise group” " Peer support group + AD
Yoga group ™ — Relaxation individual + AD
. Light therapy M Short-term psychodynamic psychotherapies individual + AD
Behavioural therapies individual + AD ¢ Counsellingindividual + AD
4 Cognitive and cognitive behavioural therapies individual + AD  Interpersonal psychotherapy (IPT) individual + AD
5 AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake
6 inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants
7 Table 16. Treatment classes, interventions and numbers of participants tested on each
8 in the NMA of standardised mean difference (SMD) of depression symptom
9 change scores in adults with a new episode of more severe depression
Treatment class N Intervention N
Pill placebo 12,554 | Pill placebo 12,554
Attention placebo 61 | Attention placebo 61
No treatment 504 | No treatment 504
Waitlist 526 | Waitlist 526
TAU 220 | TAU 220
Inactive laser acupuncture 34
Sham acupuncture 108 Sh_am elgctrostlmulatlon at non-specific 29
points with no current
Traditional non-specific point acupuncture 52
Cognitive bibliotherapy 159
Computerised-CBT (CCBT 120
Self-help without or with minimal support 344 P - ( ) ——
Computerised attentional bias modification 26
Mindfulness meditation CD 39
Cognitive bibliotherapy with support 66
. Computerised-CBT (CCBT) with support 164
Self-help with support 267 - — -
Mindfulness meditation CD with support 19
Relaxation training CD with support 18
Behavioural activation (BA) individual 368
Behavioural therapies individual 378 | Behavioural therapy (Lewinsohn 1976) 10
individual
CBT individual (15 sessions or over) 626
CBT individual (under 15 sessions) 369
CT/CBT individual 1,044 | Dialectical behavioural therapy (DBT) 10
individual
Third-wave cognitive therapy individual 39
CT/CBT group 165 | CBT group (under 15 sessions) 165
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Problem solving individual 367 | Problem solving individual 367
Problem solving group 47 | Problem solving group 47
Counselling individual 404 Non-dire_ctive/supportive/person-centred 404
counselling
IPT individual 146 | IPT individual 146
Dynamic interpersonal therapy (DIT) 73
Short-term PDPT individual 233 | individual
Short-term PDPT individual 160
Psychoeducation group 44 | Psychoeducational group programme 44
Music therapy group 12 | Music therapy group 12
Mindfulness or meditation group 15 | MBCT group 15
Peer support group 39 | Peer support group 39
Any psychotherapy 37 | Any psychotherapy 37
CBT individual (15 sessions or over) + pill
17
L . placebo
CT/CBT individual + pill placebo 61 — - -
CBT individual (under 15 sessions) + pill 44
placebo
IPT + pill placebo 69 | IPT individual + pill placebo 69
Counselling individual + pill placebo R 26
counselling + pill placebo
Relaxation individual + pill placebo 11 P.rogresswe muscle relaxation individual + 11
pill placebo
Any SSRI 207
Citalopram 2,195
Escitalopram 4,930
SSRIs 22,018 -
Fluoxetine 6,031
Paroxetine 5,861
Sertraline 2,794
Amitriptyline 2,462
Any TCA 21
Clomipramine 345
TCAs 4,524 X ;
Imipramine 1,306
Lofepramine 145
Nortriptyline 245
Duloxetine 5,269
SNRIs 9,538 X
Venlafaxine 4,269
Mirtazapine 1,884 | Mirtazapine 1,884
Trazodone 1,072 | Trazodone 1,072
Any AD 452 | Any AD 452
Electroacupuncture 110
Acupuncture 264 | Laser acupuncture 39
Traditional acupuncture 115
Supervised high intensity exercise
oo 128
individual
Exercise individual oxefy | SUPINTEERI O (TEMEN e 117
individual
Unsupervised high intensity exercise
o 53
individual
Supervised high intensity exercise grou 69
Exercise group 106 P - J - - Y . geLp
Supervised low intensity exercise group 37
Yoga group 65 | Yoga group 65
Light therapy 32 | Bright light therapy 32
Behavioural therapies individual + AD 22 Beha.wou.ral e 12
amitriptyline
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Behavioural activation (BA) individual + 10
any AD
CBT individual (15 sessions or over) + any
10
AD
CBT individual (15 sessions or over) + any 43
SSRI
CBT individual (15 sessions or over) + 25
imipramine
CT/CBT individual + AD 192 CBT.IndI}/Idua| (15 sessions or over) + 18
nortriptyline
CBT individual (under 15 sessions) + 48
escitalopram
CBT individual (under 15 sessions) + 38
sertraline
Third-wave cognitive therapy individual + 10
any AD
CT/CBT group + AD 63 | CBT group (under 15 sessions) + any AD 63
IPT individual + any AD 87
IPT individual + AD 99 | Interpersonal counselling individual + 12
venlafaxine
Non-directive/supportive/person-centred 15
counselling + any AD
Counselling individual + AD 57 Non-dire_ctive/supportive/person-centred 17
counselling + any SSRI
Non-directive/supportive/person-centred 25
counselling + fluoxetine
o Short-term PDPT individual + any AD 113
Short-term PDPT individual + AD 131 —
Short-term PDPT individual + any SSRI 18
Psychoeducation group + AD 27 Psychoeducational group programme + 27
any AD
Peer support group + AD 42 | Peer support group + any AD 42
C Progressive muscle relaxation individual +
Relaxation individual + AD 10 amitriptyline 10
Supervised high intensity exercise 14
individual + any AD
Exercise individual + AD g || SETEERTEEE] ] Mm@ enEEs 15
individual + sertraline
Supervised low intensity exercise 11
individual + any AD
Supervised high intensity exercise group + 492
. sertraline
Exercise group + AD 79 - . ; .
Supervised low intensity exercise group + 37
sertraline
Yoga group + AD 15 | Yoga group + any AD 15
Electroacupuncture + any SSRI 160
Electroacupuncture + fluoxetine 46
Acupuncture + AD 584 | Electroacupuncture + paroxetine 71
Traditional acupuncture + any SSRI 206
Traditional acupuncture + paroxetine 101
. Bright light therapy + fluoxetine 29
Light therapy + AD 54 - - -
Bright light therapy + venlafaxine 25

AD: antidepressant; CBT: cognitive behavioural therapy; CT: cognitive therapy; IPT: interpersonal psychotherapy;
MBCT: mindfulness-based cognitive therapy; PDPT: psychodynamic psychotherapy; SNRIs: serotonin and
norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:
tricyclic antidepressants
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Figure 10. Base-case forest plots of standardised mean difference (SMD) of

depression symptom change scores in adults with a new episode of more
severe depression: effects of treatment classes versus pill placebo
(N=12,554) Values on the left side of the vertical axis indicate better effect
compared with pill placebo. Effects are shown only for treatment classes with N =

50.

. TAU N=220
. No treatment N=504

. Waitlist N=526

Attention placebo N=61
Sham acupuncture N=108

Self-help without or with minimal support N=344

. Self-help with support N=267
. Behavioural therapies individual N=378

. Cognitive and cognitive behavioural therapies individual N=1,044

. Cognitive and cognitive behavioural therapies group N=165
. Problem solving individual N=367

. Counselling individual N=404

Interpersonal psychotherapy (IPT) individual N=146

. Short-term psychodynamic psychotherapies individual N=233
SSRIs N=22,018

TCAs N=4,524

SNRIs N=9,538

Mirtazapine N=1,884

Trazodone N=1,072

Acupuncture N=264

Exercise individual N=298

Exercise group N=106

Yoga group N=65

Cognitive and cognitive behavioural therapies group + AD N=63
Interpersonal psychotherapy (IPT) individual + AD N=99
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-4
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AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake
inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants



Table 17. Base-case results of the NMA of standardised mean difference (SMD) of
depression symptom change scores in adults with a new episode of more
severe depression: posterior effects (mean SMD, 95%Crl) of all treatment
classes versus pill placebo and treatment class rankings

MD vs pill pl Rank

Treatment class N : (measnf)QS;;?:)bo (mean,e;S% Crl)
Mindfulness or meditation group 15 -3.69 (-5.16 to -2.23) 1.33 (1 to 4)
Problem solving group 47 -2.37 (-3.76 to -1.00) 4.05 (1 to 15)
Yoga group + AD 15 -1.91 (-3.64 to -0.24) 7.58 (1 to 33)
Exercise group + AD 79 -1.46 (-2.69 to -0.22) 10.64 (2 to 33)
Peer support group + AD 42 -1.49 (-3.10 to 0.04) 11.14 (2 to 38)
CT/CBT individual + AD 192 -1.25 (-1.97 to -0.62) 11.86 (4 to 23)
Peer support group 39 -1.37 (-2.75 to 0.03) 12.05 (2 to 37)
CT/CBT group + AD 63 -1.27 (-2.80 to 0.19) 13.65 (2 to 39)
Exercise individual + AD 40 -1.13 (-2.21 to -0.09) 14.73 (3 to 36)
Self-help without/with minimal support 344 -1.21 (-3.43 to 0.89) 15.21 (2 to 43)
CT/CBT individual 1,044 -1.00 (-1.71 to -0.38) 15.89 (6 to 29)
Behavioural therapies individual 378 -1.01 (-1.98 to -0.08) 16.21 (4 to 36)
Psychoeducation group 44 -1.05 (-2.41 t0 0.31) 16.52 (3 to 40)
Light therapy + AD 54 -0.99 (-1.92 to -0.04) 16.59 (4 to 37)
Yoga group 65 -0.97 (-2.34 to 0.38) 17.77 (3 to 41)
Acupuncture + AD 584 -0.87 (-1.22 to -0.51) 17.88 (10 to 27)
Relaxation individual + AD 10 -0.96 (-2.68 to 0.78) 18.69 (2 to 42)
Short-term PDPT individual 233 -0.86 (-1.82 to 0.05) 18.99 (5 to 38)
IPT individual + AD 99 -0.81 (-1.96 to 0.29) 20.18 (5 to 40)
Behavioural therapies individual + AD 22 -0.85 (-2.51 to 0.83) 20.21 (3t0 42)
Problem solving individual 367 -0.79 (-2.04 to 0.44) 20.68 (4 to 41)
Light therapy 32 -0.77 (-2.06 to 0.52) 21.14 (4 to 41)
Self-help with support 267 -0.70 (-1.51 t0 0.13) 21.74 (8 to 39)
Music therapy group 12 -0.56 (-2.10 to 0.97) 24 .87 (4 t0 43)
Acupuncture 264 -0.56 (-1.42 to 0.23) 25.13 (9 to 40)
Counselling individual 404 -0.55 (-1.78 to 0.68) 25.17 (6 to 42)
Short-term PDPT + AD 131 -0.51 (-2.10 to 1.06) 25.60 (4 to 43)
IPT individual 146 -0.52 (-1.77 t0 0.72) 25.66 (6 to 42)
Psychoeducation group + AD 27 -0.47 (-2.05 to 1.04) 26.47 (5 to 43)
CT/CBT group 165 -0.48 (-1.73 10 0.71) 26.51 (6 to 42)
Mirtazapine 1,884 -0.45 (-0.59 to -0.32) 27.12 (21 to 34)
TCAs 4,524 -0.43 (-0.60 to -0.24) 27.80 (21 to 35)
Exercise group 106 -0.42 (-1.24 t0 0.42) 27.84 (11 to 41)
SNRIs 9,538 -0.43 (-0.54 to -0.32) 27.95 (22 to 34)
Exercise individual 298 -0.32 (-1.59 t0 1.01) 29.69 (7 to 43)
Counselling individual + AD 57 -0.16 (-2.18 to 1.87) 30.10 (4 to 43)
SSRIs 22,018 -0.33 (-0.40 to -0.26) 31.28 (26 to 36)
TAU 220 -0.22 (-0.57 to 0.13) 33.39 (24 to 40)
Sham acupuncture 108 -0.08 (-1.01 to 0.79) 34.18 (15 to 43)
Trazodone 1,072 -0.18 (-0.37 t0 0.01) 34.47 (28 to 39)
Placebo 12,554 Reference 37.72 (33 to 41)
Attention placebo 61 0.21 (-0.57 to 1.01) 38.36 (25 to 43)
Waitlist 526 0.63 (0.26 to 1.00) 41.97 (39 to 43)
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Treatment classes ordered from best to worst, according to mean ranking. Negative effect values indicate a
favourable outcome for treatment classes compared with pill placebo. Results where 95% Crl do not cross the no
effect line are shown in bold.

AD: antidepressant;, CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT:
interpersonal psychotherapy, PDPT: psychodynamic psychotherapy; SMD: standardised mean difference; SNRIs:
serotonin and norepinephrine reuptake inhibitors;, SSRIs: selective serotonin uptake inhibitors;, TAU: treatment as
usual; TCAs: tricyclic antidepressants

The base-case relative effects (posterior mean SMD with 95% Crl) of all individual
interventions versus pill placebo (reference treatment for more severe depression) are
reported in Table 18. Interventions have been listed by treatment class.
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Table 18. Base-case results of the NMA of standardised mean difference (SMD) of depression symptom change scores in adults with a
new episode of more severe depression: posterior effects (mean SMD, 95%Crl) of all interventions versus pill placebo. Only interventions
of interest belonging to classes with N 250 have been included in the table.

SMD vs pill placebo

SMD vs pill placebo

Treatment class N (mean, 95% Crl) Intervention N (mean, 95% Cri)
Cognitive bibliotherapy 159 | -1.04 (-1.56 to -0.53)
. . " Computerised-CBT (CCBT) 120 | -0.64 (-1.17 to -0.11)
Self-help without/with minimal support 344 -1.21 (-3.43 to 0.89) - - - ——
Computerised attentional bias modification 26 | -0.54 (-1.67 to 0.66)
Mindfulness meditation CD 39 | -2.65 (-4.29 to -0.93)
Cognitive bibliotherapy with support 66 | -0.70 (-1.24 to -0.16)
. Computerised-CBT (CCBT) with support 164 | -0.71 (-1.11 to -0.31)
Self-help with support 267 -0.70 (-1.51 t0 0.13) - — -
Mindfulness meditation CD with support 19 | -0.63 (-1.73 to 0.60)
Relaxation training CD with support 18 | -0.81(-2.14t0 0.21)
. L Behavioural activation (BA) individual 368 | -0.83 (-1.31 to -0.34)
Behavioural therapies individual 378 | -1.01 (-1.98 to -0.08) - - —
Behavioural therapy (Lewinsohn 1976) individual 10 | -1.19 (-2.02 to -0.41)
CBT individual (15 sessions or over) 626 | -0.69 (-0.95 to -0.43)
L. CBT individual (under 15 sessions) 369 | -0.78 (-1.10 to -0.46)
CT/CBT individual 1,044 | -1.00 (-1.71 to -0.38) - - - —
Dialectical behavioural therapy (DBT) individual 10 | -1.59 (-2.59 to -0.72)
Third-wave cognitive therapy individual 39 | -0.93 (-1.50 to -0.38)
CT/CBT group 165 -0.48 (-1.73t0 0.71) CBT group (under 15 sessions) 165 | -0.48 (-0.88 to -0.09)
Problem solving individual 367 -0.79 (-2.04 to 0.44) Problem solving individual 367 | -0.79 (-1.23 to -0.34)
Counselling individual 404 -0.55 (-1.78 to 0.68) Non-directive/supportive/person-centred counselling 404 | -0.55 (-0.93 to -0.17)
IPT individual 146 | -0.52 (-1.77 to 0.72) IPT individual 146 | -0.52 (-0.99 to -0.05)
o Dynamic interpersonal therapy (DIT) individual 73 | -1.17 (-1.93 to -0.47)
Short-term PDPT individual 233 -0.86 (-1.82 to 0.05) - —
Short-term psychodynamic psychotherapy individual 160 | -0.55 (-1.01 to -0.09)
Citalopram 2,195 | -0.32 (-0.40 to -0.22)
SSRiIs 22,018 | -0.33 (-0.40 to -0.26) -
Escitalopram 4,930 | -0.36 (-0.45 to -0.28)
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Fluoxetine 6,031 | -0.31 (-0.38 to -0.23)
Paroxetine 5,861 | -0.33 (-0.40 to -0.26)
Sertraline 2,794 | -0.33 (-0.41 to -0.25)
Amitriptyline 2,462 | -0.49 (-0.61 to -0.39)
Clomipramine 345 | -0.42 (-0.61 to -0.21)
TCAs 4,524 | -0.43 (-0.60 to -0.24) | Imipramine 1,306 | -0.41 (-0.54 to -0.26)
Lofepramine 145 | -0.46 (-0.71 to -0.25)
Nortriptyline 245 | -0.38 (-0.56 to -0.13)
Duloxetine 5,269 | -0.43 (-0.52 to -0.34)
SNRIs 9,538 | -0.43 (-0.54 to -0.32) -
Venlafaxine 4,269 | -0.43 (-0.52 to -0.34)
Mirtazapine 1,884 | -0.46 (-0.59 to -0.32) | Mirtazapine 1,884 | -0.46 (-0.59 to -0.32)
Trazodone 1,072 -0.18 (-0.37 to 0.01) | Trazodone 1,072 | -0.18 (-0.37 to 0.01)
Electroacupuncture 110 | -0.56 (-1.02 to -0.10)
Acupuncture 264 -0.56 (-1.42 to 0.23) Laser acupuncture 39 | -0.93(-2.14 t0 0.11)
Traditional acupuncture 115 | -0.19 (-0.63 to 0.25)
Supervised high intensity exercise individual 128 | -0.42 (-0.93 to 0.10)
Exercise individual 298 -0.32 (-1.59 to 1.01) Supervised low intensity exercise individual 117 | -0.17 (-0.80 to 0.56)
Unsupervised high intensity exercise individual 53 | -0.36(-0.84 to 0.13)
. Supervised high intensity exercise group 69 | -0.47 (-0.92 to -0.03)
Exercise group 106 -0.42 (-1.24 t0 0.42) - - - -
Supervised low intensity exercise group 37 | -0.38 (-0.91 to 0.21)
Yoga group 65 -0.97 (-2.34 to 0.38) Yoga group 65 | -0.98 (-1.71 to -0.24)
CBT individual (15 sessions or over) + any AD 10 | -1.47 (-2.49 to -0.61)
CBT individual (15 sessions or over) + any SSRI 43 | -0.84 (-1.35 to -0.31)
CBT individual (15 sessions or over) + imipramine 25 | -1.18 (-1.99 to -0.40)
CT/CBT individual + AD 192 | -1.25(-1.97 to -0.62) | CBT individual (15 sessions or over) + nortriptyline 18 | -0.95(-1.75 to -0.13)
CBT individual (under 15 sessions) + escitalopram 48 | -0.71 (-1.28 to -0.10)
CBT individual (under 15 sessions) + sertraline 38 | -1.43 (-2.74 to -0.31)
Third-wave cognitive therapy individual + any AD 10 | -2.16 (-3.24 to -1.10)
CT/CBT group + AD 121 -1.27 (-2.80 to 0.19) CBT group (under 15 sessions) + any AD 63 | -1.27 (-1.90 to -0.64)
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L IPT individual + any AD 87 | -0.80 (-1.38 to -0.23)
IPT individual + AD 99 -0.81 (-1.96 to 0.29) —— -
Interpersonal counselling individual + venlafaxine 12 | -0.84 (-1.76 to 0.05)
Non-directive/supportive/person-centred counselling + any AD 15| -0.17 (-2.17 to 1.79)
Counselling individual + AD 57 -0.16 (-2.18 to 1.87) Non-directive/supportive/person-centred counselling + any SSRI 17 | -0.25 (-2.24 to 1.64)
Non-directive/supportive/person-centred counselling + fluoxetine 25| -0.22 (-2.70 to 2.19)
o Short-term psychodynamic psychotherapy individual + any AD 113 | -0.57 (-1.64 to 0.50)
Short-term PDPT individual + AD 131 -0.51 (-2.10 to 1.06) - —
Short-term psychodynamic psychotherapy individual + any SSRI 18 | -0.50 (-2.41 to 1.31)
. Supervised high intensity exercise group + sertraline 42 | -1.59 (-2.44 to -0.75)
Exercise group + AD 79 | -1.46 (-2.69 to -0.22) - - - - -
Supervised low intensity exercise group + sertraline 37 | -1.32(-2.20 to -0.44)
Electroacupuncture + any SSRI 160 | -0.90 (-1.30 to -0.54)
Electroacupuncture + fluoxetine 46 | -0.83 (-1.23 to -0.35)
Acupuncture + AD 584 | -0.87 (-1.22 to -0.51) | Electroacupuncture + paroxetine 71 | -0.93 (-1.31 to -0.59)
Traditional acupuncture + any SSRI 206 | -0.83 (-1.16 to -0.47)
Traditional acupuncture + paroxetine 101 | -0.86 (-1.20 to -0.51)
. Bright light therapy + fluoxetine 29 | -1.11 (-1.70 to -0.53)
Light therapy + AD 54 | -0.99 (-1.92 to -0.04) - - -
Bright light therapy + venlafaxine 25 | -0.86 (-1.53 to -0.19)

Negative effect values indicate a favourable outcome for treatment classes and interventions compared with pill placebo. Results where 95% Crl do not cross the no effect line are

shown in bold.

AD: antidepressant; CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal psychotherapy; PDPT: psychodynamic psychotherapy;
SMD: standardised mean difference; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:

tricyclic antidepressants
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1 Response in those randomised
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The network plot at the treatment class level is shown in Figure 11. The number of

participants tested on each treatment class and each intervention are shown in Table 19.

The base-case relative effects (posterior mean log-odds ratio [LOR] with 95% Crl) of all

treatment classes versus pill placebo (reference treatment for more severe depression) are
illustrated in Figure 12 (forest plots) and reported in Table 20. The same table shows also

the class treatment rankings. Treatment classes in the table have been ordered from lowest
to highest ranking (with lower rankings suggesting greater effects).

Figure 11. Network plot of the NMA of response in those randomised in adults with a
new episode of more severe depression — treatment class level
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AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake
inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants

Table 19. Treatment classes, interventions and numbers of participants tested on each
in the NMA of response in those randomised in adults with a new episode of
more severe depression

Pill placebo 15,384 | Pill placebo 15,384
Attention placebo 36 | Attention placebo 36
No treatment 441 | No treatment 441
Waitlist 349 | Waitlist 349
TAU 176 | TAU 176
Inactive laser acupuncture 22

Sham acupuncture 74 — = :
Traditional non-specific point acupuncture 52
i ; . Cognitive bibliotherapy 32
ng;)g‘:t'p filissiegiiniina) 168 | Computerised-CBT (CCBT) 97
Mindfulness meditation CD 39
Self-help with support 274 | Cognitive bibliotherapy with support 66
Computerised-CBT (CCBT) with support 208
Behavioural therapies individual 368 | Behavioural activation (BA) individual 368
CBT individual (15 sessions or over) 470
CT/CBT individual 779 | CBT individual (under 15 sessions) 260
Dialectical behavioural therapy (DBT) individual 10
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Third-wave cognitive therapy individual 39
CT/CBT group 155 | CBT group (under 15 sessions) 155
Problem solving individual 338 | Problem solving individual 338
Counselling individual 421 | Non-directive/supportive/person-centred counselling 421
IPT individual 61 | IPT individual 61
o Dynamic interpersonal therapy (DIT) individual 73
Short-term PDPT individual 217 ——
Short-term PDPT individual 144
Music therapy group 12 | Music therapy group 12
Mindfulness or meditation group 15 | MBCT group 15
Peer support group 39 | Peer support group 39
Any psychotherapy 22 | Any psychotherapy 22
CT/CBT + pill placebo 58 CBT ?nd?v?dual (15 sessions or. over) + Pill placebo 14
CBT individual (under 15 sessions) + pill placebo 44
Counselling individual + pill placebo 26 Jl:l(;ri};c:)ilr:géigs/supportive/person—centred cauEaling 26
Any SSRI 156
Citalopram 3,242
Escitalopram 5,863
SSRIs 26,961 -
Fluoxetine 7,732
Paroxetine 6,661
Sertraline 3,307
Amitriptyline 2,519
Clomipramine 414
TCAs 54,37 | Imipramine 2,061
Lofepramine 242
Nortriptyline 201
Duloxetine 5,472
SNRIs 10,469 -
Venlafaxine 4,997
Mirtazapine 2,629 | Mirtazapine 2,629
Trazodone 1,181 | Trazodone 1,181
Any AD 188 | Any AD 188
Electroacupuncture 77
Acupuncture 217 | Laser acupuncture 25
Traditional acupuncture 115
Supervised high intensity exercise individual 114
Exercise individual 273 | Supervised low intensity exercise individual 106
Unsupervised high intensity exercise individual 53
. Supervised high intensity exercise group 106
Exercise group 126 - - - -
Supervised low intensity exercise group 20
Yoga group 45 | Yoga group 45
Light therapy 32 | Bright light therapy 32
Behavioural therapies individual + AD 10 | Behavioural activation (BA) individual + any AD 10
CBT individual (15 sessions or over) + amitriptyline 12
CBT individual (15 sessions or over) + any AD 10
CBT individual (15 sessions or over) + imipramine 25
CT/CBT individual + AD 158 | CBT individual (15 sessions or over) + trazodone 11
CBT individual (under 15 sessions) + escitalopram 52
CBT individual (under 15 sessions) + sertraline 38
Third-wave cognitive therapy individual + any AD 10
CT/CBT + AD 20 | CBT group (under 15 sessions) + any AD 20
Counselling individual + AD 52 | Interpersonal counselling individual + venlafaxine 12
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Non-directive/supportive/person-centred counselling

+ any AD =
Non-directive/supportive/person-centred counselling 25
+ fluoxetine
Self-help + AD 79 | Cognitive bibliotherapy + escitalopram 79
Peer support group + AD 42 | Peer support group + any AD 42
Supervised high intensity exercise individual + any
14
AD
Exercise individual + AD 40 | Supervised high intensity exercise individual + 15
sertraline
Supervised low intensity exercise individual + any AD 11
. Supervised high intensity exercise group + sertraline 42
Exercise group + AD 79 - - - . -
Supervised low intensity exercise group + sertraline 37
Yoga group + AD 15 | Yoga group + any AD 15
Electroacupuncture + any SSRI 160
Electroacupuncture + fluoxetine 48
Acupuncture + AD 553 | Electroacupuncture + paroxetine 80
Traditional acupuncture + any SSRI 161
Traditional acupuncture + paroxetine 104
. Bright light therapy + fluoxetine 29
Light therapy + AD 54 - - -
Bright light therapy + venlafaxine 25

AD: antidepressant; CBT: cognitive behavioural therapy; CT: cognitive therapy; IPT: interpersonal psychotherapy;

MBCT: mindfulness-based cognitive therapy, PDPT: psychodynamic psychotherapy; SNRIs: serotonin and

norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:

tricyclic antidepressants
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Figure 12. Forest plots of response in those randomised in adults with a new episode
of more severe depression: effects of treatment classes versus pill placebo
(N=15,384) Values on the right side of the vertical axis indicate better effect
compared with pill placebo. Results are expressed as log-odds ratios (LORs).
Effects are shown only for treatment classes with N = 50.
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AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake
inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants
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Table 20. Base-case results of the NMA of response in those randomised in adults
with a new episode of more severe depression: posterior effects (mean log-
odds ratio [LOR], 95%Crl) of all treatment classes versus pill placebo and

treatment class rankings

Treatment class N Lz‘:(_:n?g;;:?:;o ° Rank (mean, 95% Crl)
Mindfulness or meditation group 15 6.61 (4.03 to 9.19) 1.48 (1 to 4)
Yoga group + AD 15 3.68 (-0.07 to 7.63) 6.91 (1 to 32)
Exercise individual + AD 40 2.86 (0.58 to 5.23) 8.25 (2 to 25)
CT/CBT individual + AD 158 2.73 (0.86 to 4.72) 8.39 (2 to 21)
Peer support group 39 2.71 (0.28 to 5.21) 9.03 (2 to 29)
Peer support group + AD 42 2.91 (-0.66 to 6.66) 9.64 (1 to 35)
Exercise group + AD 79 2.56 (-0.14 to 5.28) 10.21 (2 to 33)
CT/CBT group + AD 20 2.78 (-0.83 to 6.55) 10.36 (2 to 36)
Behavioural therapies individual + AD 10 2.86 (-3.78 10 9.24) 12.55 (1 to 38)
CT/CBT individual 779 1.69 (0.63 to 3.02) 13.92 (6 to 24)
Light therapy + AD 54 1.79 (-0.97 to 4.55) 14.44 (3 to 36)
Behavioural therapies individual 368 1.68 (-0.55 to 3.89) 14.87 (4 to 35)
Self-help 168 1.61 (-0.30 to 3.55) 15.07 (4 to 34)
Short-term PDPT individual 217 1.48 (-0.09 to 3.20) 16.16 (5 to 32)
Acupuncture + AD 553 1.36 (0.76 to 1.95) 16.29 (10 to 23)
Self-help with support 274 1.34 (-0.25 to 3.01) 17.34 (6 to 33)
Counselling individual + AD 52 1.46 (-2.47 to 5.26) 17.97 (3 to 38)
IPT individual 61 1.21 (-1.09 to 3.53) 18.9 (5 to 36)
Problem solving individual 338 1.15 (-0.99 to 3.39) 19.43 (5 to 36)
Light therapy 32 1.05 (-2.78 to 4.92) 20.52 (2 to 38)
Music therapy group 12 0.92 (-1.70 to 3.59) 21.57 (5 to 38)
Counselling individual 421 0.86 (-1.29 to0 3.10) 22.14 (6 to 37)
Self-help + AD 79 0.80 (-2.72 to 4.37) 22.42 (3 to 38)
Mirtazapine 2629 0.72 (0.56 to 0.88) 22.98 (18 to 28)
Yoga group 45 0.69 (-2.12 t0 3.47) 23.32 (5 to 38)
TCAs 5437 0.70 (0.43 to 1.00) 23.45 (18 to 29)
SNRIs 10469 0.66 (0.53 to 0.79) 24.03 (19 to 29)
CT/CBT group 155 0.63 (-1.50 to 2.89) 24.44 (7 to 37)
Acupuncture 217 0.59 (-1.91 to 3.15) 24.51 (6 to 38)
Exercise individual 273 0.59 (-1.05 t0 2.17) 24.77 (10 to 37)
Exercise group 126 0.47 (-1.27 to 2.06) 25.93 (11 to 37)
SSRIs 26961 0.54 (0.45 to 0.63) 26.53 (22 to 31)
Trazodone 1181 0.36 (0.13 to 0.59) 28.71 (24 to 33)
Sham acupuncture 74 -0.29 (-3.62 to 2.91) 30.33 (7 to 38)
TAU 176 0.08 (-0.64 to 0.79) 30.90 (23 to 36)
Pill placebo 15384 Reference 32.04 (28 to 36)
Attention placebo 36 -0.76 (-2.05 to 0.54) 35.03 (27 to 38)
Waitlist 349 -0.93 (-1.61 to -0.25) 36.17 (33 to 38)

Treatment classes ordered from best to worst, according to mean ranking. Positive effect values indicate a
favourable outcome for treatment classes compared with pill placebo. Results where 95% Crl do not cross the no

effect line are shown in bold.

AD: antidepressant; CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT:
interpersonal psychotherapy; LOR: log-odds ratio; PDPT: psychodynamic psychotherapy; SNRIs: serotonin and
norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:

tricyclic antidepressants
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Remission in those randomised

The network plot at the treatment class level is shown in Figure 13. The number of
participants tested on each treatment class and each intervention are shown in Table 21.
The base-case relative effects (posterior mean log-odds ratio [LOR] with 95% Crl) of all
treatment classes versus pill placebo (reference treatment for more severe depression) are
illustrated in Figure 14 (forest plots) and reported in Table 22. The same table shows also the
class treatment rankings. Treatment classes in the table have been ordered from lowest to
highest ranking (with lower rankings suggesting greater effects).

Figure 13. Network plot of the NMA of remission in those randomised in adults with a
new episode of more severe depression — treatment class level

Problem solving group

Interpersonal psychotherapy individual \
Self-help without or with minimal support

Problem solving individual
Cognitive and cognitive behavioural therapies group
“___, Cognitive and cognitive behavioural therapies individual

Self-help with support < 4 »_Behavioural therapies individual
Long-term psychodynamic psychotherapies individual , \_» Trazodone
Short-term psychodynamic psychotherapies individual ~ ® Mirtazapine

Short-term psychodynamic psychotherapies group

Cognitive and cognitive behavioural therapies
individual + pill placebo ™.

Interpersonal psychotherapy
individual + pill placebo

Counselling individual

Sham acupuncture ~. Exercise group + AD

[ T Counselling individual + AD
(I “ Long-term psychodynamic psychotherapy individual + AD
Light therapy ~ . . ;:'\\" " Cognitive and cognitive behavioural therapies group + AD
Acupuncturée Cognitive and cognitive behavioural therapies individual + AD
Yoga group  |nterpersonal psychotherapy individual + AD
AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake
inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants

Exercise individual2
Exercise group

Table 21. Treatment classes, interventions and numbers of participants tested on each
in the NMA of remission in those randomised in adults with a new episode of
more severe depression

Treatment class N Intervention N
Pill placebo 8,376 | Pill placebo 8,376
No treatment 353 | No treatment 353
Waitlist 338 | Waitlist 338
TAU 60 | TAU 60
Inactive laser acupuncture 36
Sham acupuncture 117 g:liénnflectrostimulation at non-specific points with no 29
Traditional non-specific point acupuncture 52
i i o Cognitive bibliotherapy 156
ffg;;ft'p without or with minimal 349 | Mindfulness meditation CD 39
Psychoeducational website 154
Cognitive bibliotherapy with support 54
Self-help with support 416 | Computerised-CBT (CCBT) with support 203
Computerised behavioural activation with support 159
Behavioural therapies individual 354 | Behavioural activation (BA) individual 354
. CBT individual (15 sessions or over) 421

CT/CBT individual 451 —— -
CBT individual (under 15 sessions) 30
CT/CBT group 65 | CBT group (under 15 sessions) 65
96
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Problem solving individual 232 | Problem solving individual 232
Problem solving group 58 | Problem solving group 58
Counselling individual 124 | Non-directive/supportive/person-centred counselling 124
IPT individual 63 | IPT individual 63
Long-term PDPT individual 90 | Long-term PDPT individual 90
o Dynamic interpersonal therapy (DIT) individual 73
Short-term PDPT individual 129 ———
Short-term PDPT individual 56
Short-term PDPT group 24 | Short-term PDPT group 24
CT/CBT individual + pill placebo 39 | CBT individual (under 15 sessions) + pill placebo 39
IPT individual + pill placebo 48 | IPT individual + pill placebo 48
Citalopram 1,676
Escitalopram 3,818
SSRIs 15,203 | Fluoxetine 3,981
Paroxetine 4,571
Sertraline 1,157
Amitriptyline 666
Clomipramine 184
TCAs 1,747 | Imipramine 562
Lofepramine 68
Nortriptyline 267
Duloxetine 5,472
SNRIs 8,727 -
Venlafaxine 3,255
Mirtazapine 726 | Mirtazapine 726
Trazodone 742 | Trazodone 742
Electroacupuncture 28
Acupuncture 122 | Laser acupuncture 41
Traditional acupuncture 53
Supervised high intensity exercise individual 177
Exercise individual 336 | Supervised low intensity exercise individual 106
Unsupervised high intensity exercise individual 53
Exercise group 104 | Supervised high intensity exercise group 104
Yoga group 15 | Yoga group 15
Light therapy 32 | Bright light therapy 32
CBT individual (15 sessions or over) + imipramine 25
CT/CBT individual + AD 117 | CBT individual (under 15 sessions) + escitalopram 52
CBT individual (under 15 sessions) + sertraline 40
CT/CBT group + AD 34 | CBT group (under 15 sessions) + imipramine 34
Long-term PDPT + AD 91 | Long-term PDPT individual + fluoxetine 91
IPT individual + AD 16 | IPT individual + nortriptyline 16
Counselling individual + AD 13 | Interpersonal counselling individual + venlafaxine 13
Exercise individual + AD 55 | Supervised high intensity exercise individual + sertraline 55
B e & A 134 Supervfsed highl intenlsity exerc.:ise group + sertralline 97
Supervised low intensity exercise group + sertraline 37
Electroacupuncture + paroxetine 58
Acupuncture + AD 112 — -
Traditional acupuncture + paroxetine 54
. Bright light therapy + fluoxetine 29
Light therapy + AD 54 - - -
Bright light therapy + venlafaxine 25

AD: antidepressant; CBT: cognitive behavioural therapy; CT: cognitive therapy; IPT: interpersonal psychotherapy;
PDPT: psychodynamic psychotherapy; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective
serotonin uptake inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants
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Figure 14. Forest plots of remission in those randomised in adults with a new episode
of more severe depression: effects of treatment classes versus pill placebo

(N=8,376) Values on the right side of the vertical axis indicate better effect
compared with pill placebo. Only classes with N = 50 are shown.
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AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake
inhibitors; TAU: treatment as usual; TCAs: tricyclic antidepressants

Depression in adults: Evidence review B DRAFT (November 2021)



_—

N—-200oo~NOO

DRAFT FOR CONSULTATION

Treatment of a new episode of depression

Table 22. Base-case results of the NMA of remission in those randomised in adults
with a new episode of more severe depression: posterior effects (mean log-
odds ratio [LOR], 95%Crl) of all treatment classes versus pill placebo and

treatment class rankings

Treatment class N L?ﬁ::n?:;op/:ag:;) ° Rank (mean, 95% Crl)
Long-term PDPT individual 90 2.73 (0.69 to 4.78) 3.87 (1to 17)
Long-term PDPT individual + AD 91 2.32 (0.29 to 4.35) 5.54 (1 to 24)
Problem solving group 58 2.05 (-0.49 10 4.81) 8.18 (1 to 31)
Light therapy + AD 54 1.47 (-0.10 to 3.04) 10.09 (2 to 28)
IPT individual + AD 16 1.54 (-0.72 to 3.84) 11.00 (1 to 32)
Self-help without/with minimal support 349 1.39 (-0.32 to 3.24) 11.28 (2 to 29)
Short-term PDPT individual 129 1.21 (-0.29 to 2.76) 12.50 (2 to 30)
Exercise group + AD 134 1.11 (-0.38 to 2.62) 13.42 (3 to 30)
IPT individual 63 1.17 (-0.84 to 3.19) 13.48 (2 to 32)
Behavioural therapies individual 354 1.12 (-0.80 to 3.11) 13.84 (2 to 32)
Problem solving individual 232 1.13 (-0.99 to 3.27) 13.96 (2 to 33)
CT/CBT individual + AD 117 1.04 (-0.44 to 2.53) 14.17 (3 to 31)
Light therapy 32 1.05 (-1.06 to 3.18) 14.77 (2 to 33)
Counselling individual + AD 13 0.88 (-1.53 to 3.29) 16.43 (1 to 34)
TCAs 1,747 0.70 (0.16 to 1.26) 17.28 (9 to 27)
Acupuncture 122 0.60 (-1.68 to 3.01) 18.64 (2 to 33)
SNRIs 8,727 0.60 (0.33 to 0.86) 18.76 (12 to 25)
CT/CBT individual 451 0.62 (-0.83 to 2.05) 18.84 (5 to 32)
TAU 60 0.60 (-0.29 to 1.49) 19.14 (8 to 31)
Mirtazapine 726 0.58 (0.26 to 0.90) 19.15 (12 to 26)
Acupuncture + AD 112 0.60 (-0.99 to 2.21) 19.19 (4 to 33)
Self-help with support 416 0.58 (-0.87 to0 2.10) 19.56 (5 to 32)
Exercise group 104 0.46 (-1.50 to 2.42) 20.59 (4 to 34)
SSRIs 15,203 0.44 (0.25 to 0.62) 21.81 (16 to 27)
Exercise individual + AD 55 0.28 (-1.79 to 2.34) 22.13 (4 to 34)
CT/CBT group 65 0.23 (-1.97 to 2.41) 22.30 (4 to 34)
Counselling individual 124 0.22 (-2.01 to 2.46) 22.35 (4 to 34)
Yoga group 15 0.17 (-2.39 10 2.72) 22.36 (3 to 35)
Sham acupuncture 117 0.16 (-2.11 to 2.55) 22.55 (4 to 34)
Exercise individual 336 0.31 (-1.23 to 1.79) 22.69 (6 to 33)
CT/CBT group + AD 34 0.12 (-2.32 to 2.57) 22.90 (3 to 34)
Trazodone 742 0.35 (0.03 to 0.68) 23.11 (16 to 29)
Pill placebo 8376 Reference 27.78 (23 to 32)
Waitlist 338 -0.91 (-2.15 10 0.32) 32.01 (25 to 35)
Short-term PDPT group 24 -3.22 (-7.00 to -0.06) 34.32 (28 to 35)

Treatment classes ordered from best to worst, according to mean ranking. Positive effect values indicate a
favourable outcome for treatment classes compared with pill placebo. Results where 95% Crl do not cross the no

effect line are shown in bold.

AD: antidepressant; CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT:
interpersonal psychotherapy; LOR: log-odds ratio; PDPT: psychodynamic psychotherapy; SNRIs: serotonin and
norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:

tricyclic antidepressants
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1 Bias-adjusted analysis
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Bias models tested on the SMD outcome suggested evidence of bias due to small study size.

Figure 15 shows the bias-adjusted forest plots of relative effects (posterior mean SMD with
95% Crl) of all treatment classes versus pill placebo (reference treatment for more severe
depression). Table 23 shows the relative effects of all treatment classes versus pill placebo
on the SMD and the class treatment rankings. Treatment classes in the table have been
ranked from lowest to highest ranking (with lower rankings suggesting greater effects). Table
24 shows the bias-adjusted relative effects (posterior mean SMD with 95% Crl) of all
individual interventions versus pill placebo (reference treatment for more severe depression).
Interventions in this table have been listed by treatment class.
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Figure 15. Bias-adjusted forest plots of standardised mean difference (SMD) of
depression symptom change scores in adults with a new episode of more
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severe depression: effects of treatment classes versus pill placebo

(N=12,554). Values on the left side of the vertical axis indicate better effect

compared with pill placebo. Effects are shown only for treatment classes with N =

50.

. TAU N=220

. No treatment N=504

. Waitlist N=526

. Attention placebo N=61

. Sham acupuncture N=108

. Self-help without or with minimal support N=344

Self-help with support N=267

. Behavioural therapies individual N=378

Cognitive and cognitive behavioural therapies individual N=1,044
Cognitive and cognitive behavioural therapies group N=165

. Problem solving individual N=367

Counselling individual N=404

Interpersonal psychotherapy (IPT) individual N=146

. Short-term psychodynamic psychotherapies individual N=233
SSRIs N=22,018

TCAs N=4,524

SNRIs N=9,538

Mirtazapine N=1,884

Trazodone N=1,072

Acupuncture N=264

Exercise individual N=298

Exercise group N=106

Yoga group N=65

Cognitive and cognitive behavioural therapies individual + AD N=192
Cognitive and cognitive behavioural therapies group + AD N=63
Interpersonal psychotherapy (IPT) individual + AD N=99
Counselling individual + AD N=57

Short-term psychodynamic psychotherapies individual + AD N=131

10

11

12

13

15

-0 16

19

20

24

23

25

26

22

21

Exercise group + AD N=79
Acupuncture + AD N=584

. Light therapy + AD N=54
-4 3

-2

4

29

31

0 1

28

2

3

27

AD: antidepressant; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake

inhibitors; TAU: treatment as usual;, TCAs: tricyclic antidepressants
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Table 23. Bias-adjusted results of the NMA of standardised mean difference (SMD) of
depression symptom change scores in adults with a new episode of more
severe depression: posterior effects (mean SMD, 95%Crl) of all treatment

classes versus pill placebo and treatment class rankings

SMD vs pill placebo

Treatment class N (mean, 95% Cri) Rank (mean, 95% Crl)
Mindfulness or meditation group 15 -3.40 (-4.77 to -2.03) 1.41 (1 to 4)
Problem solving group 47 -2.29 (-3.49 to -1.10) 3.76 (1to 12)
Yoga group + AD 15 -1.89 (-3.95 t0 0.10) 7.82 (1 to 38)
Peer support group 39 -1.35 (-2.42 to -0.26) 9.83 (3 to 30)
Peer support group + AD 42 -1.47 (-3.30 to 0.25) 10.42 (2 to 39)
Exercise group + AD 79 -1.37 (-2.75 to 0.01) 10.63 (2 to 37)
CT/CBT individual + AD 192 -1.18 (-2.07 to -0.44) 11.09 (4 to 24)
CT/CBT group + AD 63 -1.23 (-2.95 t0 0.41) 12.86 (2 to 40)
Psychoeducation group 44 -1.01 (-2.06 to 0.00) 14.18 (3 to 36)
Yoga group 65 -1.04 (-2.25 to 0.17) 14.26 (3 to 39)
Self-help without/with minimal support 344 -0.98 (-2.52 to 0.39) 14.99 (3 to 41)
Behavioural therapies individual 378 -0.86 (-1.65 to -0.16) 15.97 (5 to 33)
Exercise individual + AD 40 -0.96 (-2.25 to 0.27) 15.98 (3 to 40)
Light therapy + AD 54 -0.86 (-1.59 to -0.12) 16.07 (5 to 34)
Problem solving individual 367 -0.86 (-1.75to 0.01) 16.22 (5 to 36)
Acupuncture + AD 584 -0.78 (-1.12 to -0.44) 16.88 (9 to 26)
CT/CBT individual 1,044 -0.78 (-1.42 to -0.33) 17.28 (8 to 27)
Counselling individual 404 -0.67 (-1.53 t0 0.15) 19.96 (7 to 39)
Light therapy 32 -0.64 (-1.60 to 0.29) 20.89 (6 to 40)
Self-help with support 267 -0.60 (-1.61 to 0.54) 21.32 (6 to 41)
IPT individual + AD 99 -0.66 (-2.02 to 0.63) 21.32 (4 to 42)
Short-term PDPT individual 233 -0.58 (-1.35t0 0.10) 22.08 (8 to 38)
IPT individual 146 -0.45 (-1.36 t0 0.47) 25.01 (8 to 41)
Acupuncture 264 -0.40 (-1.08 to 0.16) 26.35 (12 to 39)
Short-term PDPT individual + AD 131 -0.34 (-2.36 to 1.64) 26.51 (3 t0 43)
Psychoeducation group + AD 27 -0.35 (-2.13 to 1.35) 26.59 (4 to 43)
Mirtazapine 1,884 -0.35 (-0.48 to -0.22) 27.04 (20 to 34)
Behavioural therapies individual + AD 22 -0.13 (-2.82 t0 2.71) 28.06 (2 to 43)
SNRIs 9,538 -0.32 (-0.43 to -0.22) 28.07 (22 to 34)
Sham acupuncture 108 -0.31 (-1.07 to 0.41) 28.47 (12 to 41)
TAU 220 -0.30 (-0.67 to 0.06) 28.96 (19 to 38)
Relaxation individual + AD 10 0.05 (-2.82 to 2.96) 29.23 (2 t0 43)
TCAs 4,524 -0.29 (-0.50 to -0.05) 29.34 (21 to 37)
Music therapy group 12 -0.14 (-1.69 to 1.41) 29.54 (5 to 43)
CT/CBT group 165 -0.26 (-1.12 to 0.60) 29.59 (11 to 42)
Exercise group 106 -0.19 (-1.20 to 0.87) 30.60 (10 to 42)
SSRIs 22,018 -0.24 (-0.32 to -0.16) 31.21 (25 to 37)
Exercise individual 298 -0.13 (-1.24 to 1.10) 31.75 (9 to 43)
Counselling individual + AD 57 0.21 (-2.52 to 2.96) 32.21 (4 to 43)
Attention placebo 61 -0.12 (-0.90 to 0.67) 32.27 (15 to 42)
Trazodone 1,072 -0.13 (-0.29 to 0.04) 34.14 (27 to 40)
Placebo 12,554 Reference 37.00 (32 to 41)
Waitlist 526 0.19 (-0.24 to 0.61) 38.83 (31 to 43)
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Treatment classes ordered from best to worst, according to mean ranking. Negative effect values indicate a
favourable outcome for treatment classes compared with pill placebo. Results where 95% Crl do not cross the no
effect line are shown in bold.

AD: antidepressant;, CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT:
interpersonal psychotherapy, PDPT: psychodynamic psychotherapy; SMD: standardised mean difference; SNRIs:
serotonin and norepinephrine reuptake inhibitors;, SSRIs: selective serotonin uptake inhibitors; TAU: treatment as
usual; TCAs: tricyclic antidepressants
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Table 24. Bias-adjusted results of the NMA of standardised mean difference (SMD) of depression symptom change scores in adults with
a new episode of more severe depression: posterior effects (mean SMD, 95%Crl) of all interventions versus pill placebo. Only
interventions of interest belonging to classes with N 250 have been included in the table.

SMD vs pill placebo

SMD vs pill placebo

Class N (mean, 95% Crl) intervention N (mean, 95% Crl)
Cognitive bibliotherapy 159 | -1.15(-1.74 to -0.59)
. . " Computerised-CBT (CCBT) 120 | -0.79 (-1.32 to -0.25)
Self-help without/with minimal support 344 -0.98 (-2.52 to 0.39) - - - ——
Computerised attentional bias modification 26 | -0.63 (-1.64 t0 0.70)
Mindfulness meditation CD 39 | -1.40 (-3.57 to -0.03)
Cognitive bibliotherapy with support 66 | -0.54 (-1.24 to 0.30)
. Computerised-CBT (CCBT) with support 164 | -0.68 (-1.13 to -0.23)
Self-help with support 267 -0.60 (-1.61 to 0.54) - — -
Mindfulness meditation CD with support 19 | -0.53 (-1.86 to 1.06)
Relaxation training CD with support 18 | -0.71 (-2.23 to 0.65)
. L Behavioural activation (BA) individual 368 | -0.77 (-1.26 to -0.28)
Behavioural therapies individual 378 | -0.86 (-1.65 to -0.16) - - —
Behavioural therapy (Lewinsohn 1976) individual 10 | -0.96 (-1.83 to -0.25)
CBT individual (15 sessions or over) 626 | -0.60 (-0.90 to -0.30)
L. CBT individual (under 15 sessions) 369 | -0.73 (-1.08 to -0.41)
CT/CBT individual 1,044 | -0.78 (-1.42 to -0.33) - - - —
Dialectical behavioural therapy (DBT) individual 10 | -0.99 (-2.31 to -0.31)
Third-wave cognitive therapy individual 39 | -0.79 (-1.39 to -0.31)
CT/CBT group 165 -0.26 (-1.12 to 0.60) CBT group (under 15 sessions) 165 | -0.26 (-0.68 to 0.16)
Problem solving individual 367 -0.86 (-1.75 t0 0.01) Problem solving individual 367 | -0.86 (-1.34 to -0.38)
Counselling individual 404 -0.67 (-1.53 to 0.15) Non-directive/supportive/person-centred counselling 404 | -0.67 (-1.05 to -0.30)
IPT individual 146 | -0.45 (-1.36 to 0.47) IPT individual 146 | -0.45 (-0.99 to 0.08)
o Dynamic interpersonal therapy (DIT) individual 73 | -0.71 (-1.58 to -0.02)
Short-term PDPT individual 233 -0.58 (-1.35 t0 0.10) —
Short-term PDPT individual 160 | -0.46 (-0.90 to -0.01)
Citalopram 2,195 | -0.22 (-0.31 to -0.12)
SSRiIs 22,018 | -0.24 (-0.32 to -0.16) -
Escitalopram 4,930 | -0.27 (-0.37 to -0.19)
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Fluoxetine 6,031 | -0.22 (-0.30 to -0.15)
Paroxetine 5,861 | -0.24 (-0.31 to -0.17)
Sertraline 2,794 | -0.24 (-0.32 to -0.16)
Amitriptyline 2,462 | -0.37 (-0.49 to -0.26)
Clomipramine 345 | -0.28 (-0.48 to -0.04)
TCAs 4,524 | -0.29 (-0.50 to -0.05) | Imipramine 1,306 | -0.29 (-0.42 to -0.15)
Lofepramine 145 | -0.33 (-0.60 to -0.10)
Nortriptyline 245 | -0.17 (-0.40 to 0.15)
Duloxetine 5,269 | -0.33 (-0.42 to -0.25)
SNRIs 9,538 | -0.32 (-0.43 to -0.22) -
Venlafaxine 4,269 | -0.32 (-0.40 to -0.23)
Mirtazapine 1,884 | -0.35(-0.49 to -0.22) | Mirtazapine 1,884 | -0.35 (-0.49 to -0.22)
Trazodone 1,072 -0.13 (-0.29 to 0.04) Trazodone 1,072 | -0.13 (-0.29 to 0.04)
Electroacupuncture 110 | -0.41 (-0.91 to 0.04)
Acupuncture 264 -0.40 (-1.08 to 0.16) Laser acupuncture 39 | -0.57 (-1.60 to 0.12)
Traditional acupuncture 115 | -0.23 (-0.65t0 0.21)
Supervised high intensity exercise individual 128 | -0.16 (-0.68 to 0.37)
Exercise individual 298 -0.13 (-1.24 to 1.10) Supervised low intensity exercise individual 117 | -0.06 (-0.70 to 0.70)
Unsupervised high intensity exercise individual 53 | -0.19 (-0.64 to 0.26)
. Supervised high intensity exercise group 69 | -0.25(-0.71 to 0.20)
Exercise group 106 -0.19 (-1.20 to 0.87) - - - -
Supervised low intensity exercise group 37 | -0.14 (-0.77 to 0.57)
Yoga group 65 -1.04 (-2.25 10 0.17) Yoga group 65| -1.05(-2.02to -0.11)
CBT individual (15 sessions or over) + any AD 10 | -1.45 (-2.69 to -0.40)
CBT individual (15 sessions or over) + any SSRI 43 | -0.75 (-1.45 to -0.03)
CBT individual (15 sessions or over) + imipramine 25| -1.13 (-2.36 to 0.03)
CT/CBT individual + AD 192 | -1.18 (-2.07 to -0.44) | CBT individual (15 sessions or over) + nortriptyline 18 | -1.00 (-2.16 to 0.13)
CBT individual (under 15 sessions) + escitalopram 48 | -0.58 (-1.14 to -0.02)
CBT individual (under 15 sessions) + sertraline 38 | -1.37 (-2.94 to -0.07)
Third-wave cognitive therapy individual + any AD 10 | -2.07 (-3.35 to -0.84)
CT/CBT group + AD 121 -1.23 (-2.95 t0 0.41) CBT group (under 15 sessions) + any AD 63 | -1.24 (-1.87 to -0.60)
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L IPT individual + any AD 87 | -0.63(-1.26 to 0.00)
IPT individual + AD 99 -0.66 (-2.02 to 0.63) —— -
Interpersonal counselling individual + venlafaxine 12 | -0.69 (-1.89 to 0.48)
Non-directive/supportive/person-centred counselling + any AD 15 0.31 (-2.40 to 3.06)
Counselling individual + AD 57 0.21 (-2.52 t0 2.96) Non-directive/supportive/person-centred counselling + any SSRI 17 0.07 (-2.47 t0 2.51)
Non-directive/supportive/person-centred counselling + fluoxetine 25 0.17 (-3.01 t0 3.18)
o Short-term psychodynamic psychotherapy individual + any AD 113 | -0.46 (-1.91 to 0.98)
Short-term PDPT individual + AD 131 -0.34 (-2.36 to 1.64) - ——
Short-term psychodynamic psychotherapy individual + any SSRI 18 | -0.26 (-2.61 to 2.05)
. Supervised high intensity exercise group + sertraline 42 | -1.48 (-2.45 to -0.53)
Exercise group + AD 79 | -1.37 (-2.75t0 0.01) - - - - -
Supervised low intensity exercise group + sertraline 37 | -1.25(-2.26 to -0.23)
Electroacupuncture + any SSRI 160 | -0.82 (-1.17 to -0.49)
Electroacupuncture + fluoxetine 46 | -0.74 (-1.15 to -0.26)
Acupuncture + AD 584 | -0.78 (-1.12 to -0.44) | Electroacupuncture + paroxetine 71 | -0.85 (-1.22 to -0.53)
Traditional acupuncture + any SSRI 206 | -0.73 (-1.04 to -0.40)
Traditional acupuncture + paroxetine 101 | -0.77 (-1.09 to -0.45)
. Bright light therapy + fluoxetine 29 | -0.92 (-1.51 to -0.36)
Light therapy + AD 54 | -0.86 (-1.59 to -0.12) - - -
Bright light therapy + venlafaxine 25 | -0.80 (-1.41 to -0.16)

Negative effect values indicate a favourable outcome for treatment classes and interventions compared with pill placebo. Results where 95% Crl do not cross the no effect line are

shown in bold.

AD: antidepressant; CBT: cognitive behavioural therapy; Crl: credible intervals; CT: cognitive therapy; IPT: interpersonal psychotherapy; PDPT: psychodynamic psychotherapy;
SMD: standardised mean difference; SNRIs: serotonin and norepinephrine reuptake inhibitors; SSRIs: selective serotonin uptake inhibitors; TAU: treatment as usual; TCAs:

tricyclic antidepressants
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Sensitivity analysis

Finally, effects on the SMD of all treatment classes versus pill placebo in the sensitivity analysis conducted after excluding pharmacological trials
are reported in Table 25, presented alongside the base-case analysis effects, to allow comparison between the two sets of results. In each
analysis, treatment classes have been ordered from lowest to highest ranking (with lower rankings suggesting higher effects).

Table 25. Comparison of results following exclusion of pharmacological trials from the NMA and results of the NMA base-case analysis:
standardised mean difference (SMD) of depression symptom change scores in adults with a new episode of more severe

depression. TAU is used as the reference treatment, as the non-pharmacological dataset does not include pill placebo.

Mindfulness or meditation group 15 | -3.66 (-5.55 to -1.79) | Mindfulness or meditation group 15 -3.69 (-5.16 to -2.23) -3.47 (-4.95 to -1.99)
Problem solving group 47 | -1.98 (-3.68 to -0.33) | Problem solving group 47 -2.37 (-3.76 to -1.00) -2.15 (-3.55 to -0.76)
Behavioural therapies individual 328 | -1.21(-2.61t00.19) | Self-help 344 -1.21 (-3.43 to 0.89) -1.00 (-3.24 to 1.10)
Short-term PDPT individual 207 | -1.15(-2.601t0 0.27) | CT/CBT individual 1,044 -1.00 (-1.71 to -0.38) -0.78 (-1.52 to -0.12)
Exercise individual 230 -1.25 (-3.27 t0 0.75) Behavioural therapies individual 378 -1.01 (-1.98 to -0.08) -0.79 (-1.79 t0 0.17)
CT/CBT individual 701 -1.03 (-2.18 t0 0.06) | Psychoeducation group 44 -1.05 (-2.41 t0 0.31) -0.84 (-2.22 t0 0.53)
Psychoeducation group 44 | -1.03 (-2.82t00.76) | Yoga group 65 -0.97 (-2.34 to 0.38) -0.76 (-2.13 to 0.62)
Yoga group 50 | -0.94 (-2.891t00.99) | Short-term PDPT individual 233 -0.86 (-1.82 to 0.05) -0.65 (-1.63 to 0.30)
Self-help without/with minimal support 344 -0.89 (-2.10 to 0.30) Problem solving individual 367 -0.79 (-2.04 to 0.44) -0.57 (-1.81 to 0.69)
CT/CBT group 42 | -0.87 (-2.40t0 0.56) | Self-help with support 267 -0.70 (-1.51 to 0.13) -0.50 (-1.35 t0 0.33)
Problem solving individual 338 -0.74 (-2.18 to 0.68) Music therapy group 12 -0.56 (-2.10 to 0.97) -0.34 (-1.91 to 1.22)
Self-help with support 267 -0.69 (-1.96 to 0.57) Counselling individual 404 -0.55 (-1.78 to 0.68) -0.34 (-1.55 to 0.87)
Music therapy group 12 | -0.53 (-2.44 to 1.40) | CT/CBT group 165 -0.48 (-1.73t0 0.71) -0.27 (-1.51 to 0.93)
Exercise group 55 | -0.52(-1.69to 0.65) | Exercise group 106 -0.42 (-1.24 t0 0.42) -0.21 (-1.04 to 0.66)
Counselling individual 404 -0.45 (-1.72 to 0.84) Exercise individual 298 -0.32 (-1.59 to 1.01) -0.10 (-1.38 to 1.24)

Treatment classes ordered from best to worst, according to mean ranking in each analysis. Negative effect values indicate a favourable outcome for treatment classes compared
with pill placebo. Results where 95% Crl do not cross the no effect line are shown in bold.
CBT: cognitive behavioural therapy; Crl: credible intervals; CT.: cognitive therapy;, PDPT: psychodynamic psychotherapy; SMD: standardised mean difference; TAU: treatment as

usual
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1 Evidence from the pairwise meta-analyses

2 Important (but not critical) outcomes
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See Table 26 for a summary of the clinically important and statistically significant effects
observed for the important (but not critical) outcomes of quality of life and functioning
(including personal, social, and occupational functioning and global functioning/functional
impairment) at endpoint and longer-term (at least 6 months) follow-up. See supplement B3

for forest plots for all important (but not critical) outcomes.

Table 26. Summary of significant important (but not critical outcomes) at endpoint and
longer-term (at least 6 months) follow-up for adults with a new episode of

more severe depression

Participants
Intervention Control Outcome (N); Studies Effect estimate (95% ClI)
(K)

CBT individual No treatment Functional N=137; K=1 SMD -0.78 [-1.13, -0.44]
impairment endpoint

CBT individual Self-help with Quality of life N=74; K=1 SMD 1.72 [1.13, 2.30]

support endpoint

CBT individual + TAU Quality of life N=38; K=1 SMD -0.95 [-1.64, -0.27]

SSRI endpoint

Problem solving Attention placebo | Functional N=121; K=1 SMD -0.61 [-1.01, -0.21]

individual impairment endpoint

Problem solving Non-directive Functional N=25; K=1 SMD -1.89 [-2.85, -0.92]

individual counselling impairment endpoint

Non-directive No treatment Functional N=258; K=1 SMD -1.60 [-1.88, -1.32]

counselling impairment endpoint

IPT + SNRI SNRI Global functioning N=31; K=1 SMD 0.92 [0.16, 1.68]
endpoint

Self-help No treatment Quality of life N=71; K=1 SMD 0.67 [0.18, 1.16]
endpoint

Self-help Waitlist Functional N=183; K=1 SMD -0.74 [-1.04, -0.44]
impairment endpoint

Self-help with Waitlist Sleeping difficulties N=50; K=1 SMD -0.85 [-1.43, -0.27]

support endpoint

Short-term CBT individual Interpersonal N=93; K=1 SMD -1.04 [-1.55, -0.52]

psychodynamic problems endpoint

psychotherapy

individual

Short-term Self-help with Quality of life N=127; K=1 SMD 2.64 [2.16, 3.12]

psychodynamic support endpoint

psychotherapy

individual

Short-term Self-help with Interpersonal N=127; K=1 SMD -1.56 [-1.97, -1.16]

psychodynamic support problems endpoint

psychotherapy

individual

SSRI Placebo Sleeping difficulties N=210; K=1 SMD -0.52 [-0.81, -0.23]
change score

Exercise individual No treatment Quality of life N=70; K=1 SMD 1.04 [0.54, 1.54]
endpoint

Yoga group Waitlist Quality of life N=43; K=1 SMD 2.01 [1.26, 2.76]
endpoint

Abbreviations: CBT=cognitive behavioural therapy; SMD=standardised mean difference; SNRI= serotonin and
norepinephrine reuptake inhibitor; SSRI=selective serotonin reuptake inhibitor; TAU=treatment as usual
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1 Follow-up of critical outcomes
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See Table 27 for a summary of the clinically important and statistically significant effects
observed for critical outcomes at longer-term (at least 6 months) follow-up. See supplement
B3 for forest plots for all critical outcomes at all follow-up time points.

Table 27. Summary of significant critical outcomes at longer-term (at least 6 months)
follow-up for adults with a new episode of more severe depression

symptoms at 6-month
follow-up

Participants
Intervention Control Outcome (N); Studies Effect estimate (95% ClI)
(K)
Behavioural No treatment Remission at 9-month | N=495; K=1 RR 1.33 [1.13, 1.57]
individual follow-up
Behavioural SSRI Remission at 8-month | N=100; K=1 RR 2.42 [1.40, 4.18]
individual follow-up
Behavioural SSRI Response at 8-month | N=100; K=1 RR 1.95[1.35, 2.82]
individual follow-up
CBT individual TCA Depression N=56; K=1 SMD -0.82 [-1.38, -0.27]
symptoms at 12-
month follow-up
CBT individual + AD Depression N=79; K=2 SMD -0.63 [-1.08, -0.17]
AD symptoms at 6-12
month follow-up
Self-help No treatment Depression N=44; K=1 SMD -0.98 [-1.61, -0.36]
symptoms at 9-month
follow-up
Self-help No treatment Remission at 9-month | N=62; K=1 RR 2.34 [1.05, 5.24]
follow-up
Self-help TAU Depression N=68; K=1 SMD -0.61 [-1.11, -0.12]

Abbreviations: AD=antidepressant; CBT=cognitive behavioural therapy; RR=relative risk; SMD=standardised
mean difference; SSRI=selective serotonin reuptake inhibitor; TAU=treatment as usual; TCA=tricyclic

antidepressant

10 Comparison of the results of the results of pairwise meta-analysis with the NMA for
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28

critical outcomes

See Table 28 for comparisons between pairwise and NMA results for critical outcomes where
the difference between the pairwise meta-analysis and NMA results is equal to, or larger
than, the minimally important difference (default MID, defined as SMD -0.5/0.5 and logOR
+0.25 [MID for OR calculated as exp[0.25]=1.28]) and the effect estimate of the NMA is not
within the 95% confidence interval of the pairwise effect estimate (considered a significant
difference), and see Table 29 for differences between pairwise and NMA results =2MID but
where the NMA effect estimate is within the 95% confidence interval of the pairwise effect
estimate (considered a non-significant difference). The full table of pairwise meta-analysis
and NMA comparisons is available in supplement B4. Out of a total of 160 comparisons
between pairwise and NMA results for more severe depression, 32 differences 2MID were
identified (20% of all comparisons), and of these only 17 differences (11% of all
comparisons) could be considered significant in that the NMA estimate was not within the
95% confidence interval of the pairwise effect estimate. For most differences identified the
difference was in magnitude rather than direction of effect and could probably be accounted
for by the smaller evidence base contributing to the pairwise effect estimates. It is important
to note that these comparisons have been performed in addition to the NMA inconsistency

checks (where direct and indirect evidence is compared).
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Table 28. Summary of differences between pairwise and NMA results 2 MID where

NMA effect estimate is not within 95% confidence interval of pairwise effect
estimate for adults with a new episode of more severe depression

Intervention Control Outcome Pairwise effect NMA effect estimate
estimate (95% ClI) (95% Crl)
CBT individual SNRI Depression 0.42 [-0.39, 1.23] -0.55 [-1.28, 0.05]
symptoms SMD
CBT individual SNRI Response (ITT) OR | 2.57 [0.60, 11.06] 0.37 [0.09, 1.05]
CBT individual Pill placebo Depression -0.47 [-0.84, -0.11] -0.97 [-1.7, -0.38]
symptoms SMD
CBT group No treatment Depression -1.63 [-2.64, -0.61] -0.55 [-1.8, 0.64]

symptoms SMD

Problem solving
individual

Waitlist

Depression
symptoms SMD

-0.86 [-1.11, -0.61]

-1.42 [-2.63, -0.17]

Non-directive

No treatment

Depression

-1.59 [-1.87, -1.31]

-0.63 [-1.83, 0.57]

counselling symptoms SMD

Non-directive No treatment Response (ITT) OR | 5.22 [3.07, 8.86] 2.9[0.32, 27.64]

counselling

Self-help No treatment Depression -0.20 [-0.80, 0.39] -1.24 [-3.53, 0.79]

symptoms SMD

Self-help Attention Depression -0.65 [-1.22, -0.09] -1.37 [-3.75, 0.66]
placebo symptoms SMD

Self-help with Self-help Depression -0.20 [-1.01, 0.60] 0.47 [-1.78, 2.88]

support symptoms SMD

Short-term Self-help with Depression -0.65 [-1.01, -0.29] -0.15[-1.34, 1.04]

psychodynamic support symptoms SMD

psychotherapy

individual

Short-term Self-help with Remission (ITT) OR | 10.07 [3.60, 28.16] 1.88 [0.25, 12.83]

psychodynamic support

psychotherapy

individual

Short-term SSRI Depression 0.04 [-0.51, 0.58] -0.52 [-1.48, 0.37]

psychodynamic symptoms SMD

psychotherapy

individual

Psychoeducation | No treatment Depression -1.68 [-2.19, -1.16] -1.13 [-2.46, 0.19]

group symptoms SMD

Mindfulness/
meditation group

No treatment

Depression
symptoms SMD

-5.52 [-7.18, -3.86]

-3.76 [-5.19, -2.32]

Exercise No treatment Depression -0.32 [-1.04, 0.40] -1.19 [-2.29, -0.16]
individual + AD symptoms SMD
Acupuncture Waitlist Response (ITT) OR | 1.25[0.47, 3.33] 4.52[0.38, 63.25]

Abbreviations: AD=antidepressant; CBT=cognitive behavioural therapy; Cl=confidence interval; IT T=intention-to-
treat; NMA=network meta-analysis; OR=0dds ratio; SMD=standardised mean difference; SNRI= serotonin and
norepinephrine reuptake inhibitor; TAU=treatment as usual

Table 29. Summary of differences between pairwise and NMA results 2 MID where

NMA effect estimate is within 95% confidence interval of pairwise effect
estimate for adults with a new episode of more severe depression

Intervention Control Outcome Pairwise effect NMA effect estimate
estimate (95% ClI) (95% Crl)
CBT individual Waitlist Depression -2.30 [-4.00, -0.61] -1.61 [-2.36, -0.95]
symptoms SMD
CBT individual Self-help Depression -0.58 [-2.01, 0.85] 0.18 [-1.94, 2.5]
symptoms SMD
CBT individual SNRI Remission (ITT) OR | 3.20 [0.72, 14.15] 0.97 [0.23, 4.22]
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CBT group

Waitlist

Depression
symptoms SMD

-2.89 [-6.27, 0.48]

1.11 [-2.34, 0.1]

Problem solving

Non-directive

Depression

-0.73 [-1.41, -0.05]

-0.23 [-1.92, 1.46]

therapy + SSRI

individual counselling symptoms SMD

Problem solving | Waitlist Depression -3.563 [-4.28, -2.77] -3 [-4.32, -1.67]

group symptoms SMD

Problem solving | Waitlist Remission (ITT) OR | 15.29 [4.12, 56.69] 18.89[1.89, 215.7]

group

Self-help Waitlist Remission (ITT) 11.92 [6.63, 21.41] 9.85 [2.46, 44.2]

Self-help with Waitlist Depression -1.84 [-2.48, -1.21] -1.34 [-2.16, -0.53]

support symptoms SMD

SSRI + exercise | Exercise Depression -0.24 [-0.95, 0.48] -0.8 [-2.45, 0.78]

individual individual symptoms SMD

Exercise group | TAU Depression -0.74 [-1.32, -0.16] -0.21 [-1.04, 0.66]
symptoms SMD

Yoga group Waitlist Depression -2.36 [-3.15, -1.56] -1.61 [-2.93, -0.26]
symptoms SMD

Acupuncture Waitlist Remission (ITT) OR | 2.13 [0.60, 7.58] 4.56 [0.65, 35.6]

Bright light SSRI Remission (ITT) OR | 3.24 [1.04, 10.05] 1.82[0.22, 15.43]

therapy

Bright light SSRI Response (ITT) OR | 7.68 [2.43, 24.29] 3.48 [0.22, 55.02]

Abbreviations: CBT=cognitive behavioural therapy; Cl=confidence interval; ITT=intention-to-treat; NMA=network
meta-analysis; OR=odds ratio; SMD=standardised mean difference; SNRI= serotonin and norepinephrine

reuptake inhibitor; SSRI=selective serotonin reuptake inhibitor; TAU=treatment as usual

Pairwise meta-analysis of couple interventions

One RCT was included in pairwise meta-analysis of couple interventions for people with
depression and problems in the relationship with their partner (Beach 1992).

The included study is summarised in Table 30.

Studies considered but not included in the pairwise meta-analysis of couple interventions are
listed, and reasons for their exclusion are provided in appendix K.

Table 30: Summary of included study for couple interventions for adults with a new
episode of more severe depression

Study Population Comparisons Outcomes Comments
Beach N=45 Behavioural couples e Depression e 3-arm trial
1992 Mean age (years): therapy versus waitlist symptoms e 15 weeks
391 change score
RCT Behavioural couples e Marital
Gender (% therapy versus CBT adjustment
us female): 100 individual change score

CBT individual versus
waitlist

Baseline severity:
BDI mean 26.84
(SD=6.84)

CBT: cognitive behavioural therapy,; SD: standard deviation

See the full evidence tables in appendix D, the forest plots in appendix E, and clinical
evidence profiles in appendix F.
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1 Subgroup analysis of studies included in the NMA

Subgroup analysis of studies included in the NMA was only possible for older adults (60
years and older) compared to younger adults (younger than 60 years), and not men or BME
populations. Subgroup differences were examined for outcomes that had more than 2
studies in each subgroup.

Subgroup analysis was possible for 7 comparisons:

e SSRIs versus placebo:

O

7 RCTs included for older adults (Bose 2008; Emsley 2018; Kasper 2005a;
Nyth 1992; Rapaport 2009; Roose 2004; Tollefson 1993/1995 [1 RCT
reported across 2 papers])

99 RCTs included for younger adults (003-048; 29060 07 001; Andreoli
2002/Dubini 1997/Massana 1998 study 1 [1 RCT reported across 3 papers];
Baune 2018; Binnemann 2008; Bjerkenstedt 2005; Blumenthal 2007/Hoffman
2011 [1 RCT reported across 2 papers]; Burke 2002; Byerley 1988;
CAGO178A2303; CL3-20098-022; CL3-20098-023; CL3-20098-024; Claghorn
1992a; Claghorn 1992b; Clayton 2006_study 1; Clayton 2006_study 2;
Coleman 2001; Corrigan 2000; Detke 2004; Doogan 1994; Dube 2010;
Dunbar 1993; Eli Lilly HMAT-A; Fabre 1992; Fabre 1995a; Fava 1998a; Fava
2005; Feighner 1993; Feighner 1999; Forest Laboratories 2000; Forest
Laboratories 2010; Forest Research Institute 2003; Forest Research Institute
2005; Godlewska 2012; Golden 2002_448; Golden 2002_449; Goldstein
2002; Goldstein 2004; Griebel 2012_Study DF15878; Griebel 2012_Study
DF15879; Gual 2003; Higuchi 2009; Higuchi 2011; Hirayasu 2011a; Hirayasu
2011b; Hunter 2010_study 1; Hunter 2011; Jefferson 2000; Kasper 2012; Katz
2004; Keller 2006_Study 059; Keller 2006 _Study 061; Keller 2006 _Study 062;
Komulainen 2018; Kramer 1998; Kranzler 2006_Group A; Lam 2016; Lepola
2003; Loo 2002; Lopez-Rodriguez 2004; M/2020/0046 (Study 046);
M/2020/0046 (Study 047); Macias-Cortes 2015; Mathews 2015; Mendels
1999; Miller 1989a; Mundt 2012; MY-1042/BRL-029060/CPMS-251; MY-
1045/BRL-029060/1 (PAR 128); NCT01020799; Nemeroff 2007; Nierenberg
2007; NKD20006 (NCT00048204); Olie 1997; PAR 01 001 (GSK & FDA);
PAR 279 MDUK; Perahia 2006; Peselow 1989a; Peselow 1989b; Ratti

2011 _study 096; Ravindran 1995; Reimherr 1990; Rickels 1992; Rudolph
1999; SER 315 (FDA); Sheehan 2009b; Smith 1992; Sramek 1995; Stark
1985; Study 62b (FDA); Study F1J-MC-HMAQ - Study Group B; Trivedi 2004;
Valle-Cabrera 2018; Wade 2002; Wang 2014c¢; WELL AK1A4006; Wernicke
1987; Wernicke 1988)

e SSRIs versus TCAs:

o

12 RCTs included for older adults (Cohn 1990b; De Ronchi 1998; Forlenza
2001; Geretsegger 1995; GSK_29060/103; Guillibert 1989; Hutchinson 1992;
Kyle 1998; MDF/29060/111/070/88/MC; Mulsant 1999; Navarro 2001; Sneed
2014)

55 RCTs included for younger adults (29060/299; 29060 07 001;
Akhondzadeh 2003; Bascara 1989; Beasley 1993b; Bersani 1994; Bhargava
2012; Bremner 1984; Byerley 1988; Chiu 1996; Christiansen 1996; Cohn
1984b; Danish University Antidepressant Group 1986; Danish University
Antidepressant Group 1990; Demyttenaere 1998; Deushle 2003; Fabre 1991;
Fabre 1992; Fawcett 1989; Feighner 1993; Freed 1999; Hashemi 2012; Judd
1993; Keegan 1991; Laakmann 1991; Levine 1989; Marchesi 1998; Miura
2000; Moller 1993; Moller 1998; Moller 2000; Moon 1994; Moon 1996; Nielsen
1993; Noguera 1991; Ontiveros Sanchez 1998; PAR 29060/281; PAR MDUK
032; Peselow 1989a; Peselow 1989b; Peters 1990; Preskorn 1991; Reimherr
1990; Ropert 1989; Rosenberg 1994; SER 315 (FDA); SER-CHN-1; Serrano-

112

Depression in adults: Evidence review B DRAFT (November 2021)



O©CoONOOAPRL,WN -

DRAFT FOR CONSULTATION
Treatment of a new episode of depression

Blanco 2006; Shaw 1986; Staner 1995; Stark 1985; Suleman 1997; Tollefson
1994; Versiani 1999; Young 1987)

TCAs versus placebo

O

O

6 RCTs included for older adults (Cohn 1984a; Georgotas 1986; Katz 1990;
Nair 1995; Reynolds 1999a; Schweizer 1998)

50 RCTs included for younger adults (29060 07 001; Amsterdam 1986;
Barge-Schaapveld 2002; Bakish 1992b; Blashki 1971; Bremner 1995; Byerley
1988; Cassano 1986; Elkin 1989/Imber 1990 [1 RCT reported across 2
papers]; Escobar 1980; Fabre 1992; Feiger 1996; Feighner 1979; Feighner
1982; Feighner 1989b; Feighner 1993; Fontaine 1994; Gelenberg 1990a;
Goldberg 1980; Hicks 1988; Kleber 1983; Kusalic 1993; Lecrubier 1997;
March 1990; McCallum 1975; MIR 003-020 (FDA); MIR 003-021 (FDA);
Mynors-Wallis 1995; Norton 1984; Peselow 1989a; Peselow 1989b; Philipp
1999; Reimherr 1990; Rickels 1982b; Rickels 1982d; Rickels 1982¢; Rickels
1987; Rickels 1991; Rickels 1994; Rickels 1995_Study 006-1; Rickels
1995_Study 006-2; Schweizer 1994; SER 315 (FDA); Silverstone 1994; Smith
1990; Stark 1985; Stassen 1993; Thomson 1982; Versiani 1989; White 1984)

SNRIs versus placebo

©]
©]

3 RCTs included for older adults (Katona 2012; Raskin 2007; Robinson 2014)
36 RCTs included for younger adults (Baldwin 2012; Boulenger 2014;
Brannan 2005; Cunningham 1994; Cunningham 1997; Cutler 2009; Detke
2002a; Detke 2002b; Detke 2004; Eli Lilly HMAT-A; Goldstein 2002; Goldstein
2004; Guelfi 1995; Hewett 2009; Hewett 2010; Higuchi 2009; Higuchi 2016;
Hunter 2010_study 2; Hunter 2010_study 3; Khan 1991; Lecrubier 1997;
Levin 2013; Mahableshwarkar 2013; Mahableshwarkar 2015a; Mendels 1993;
Nemeroff 2007; Nierenberg 2007; Perahia 2006; Rudolph 1999; Schweizer
1991; Schweizer 1994; Sheehan 2009b; Study F1J-MC-HMAQ - Study Group
B; Thase 1997; VEN 600A-303 (FDA); VEN 600A-313 (FDA))

SNRIs versus TCAs

O
O

2 RCTs included for older adults (Gasto 2003; Smeraldi 1998b)
6 RCTs included for younger adults (Benkert 1996; Dubey 2012; Gentil 2000;
Lecrubier 1997; Samuelian 1998; Schweizer 1994)

SNRIs versus SSRIs

O
O

3 RCTs included for older adults (Allard 2004; Hwang 2004; Schatzberg 2000)
36 RCTs included for younger adults (Alves 1999; Basterzi 2009; Bielski
2004; Casabona 2004; Clerc 1994; Costa 1998; DeNayer 2002; Detke 2004;
Diaz-Martinez 1998; Dierick 1996; Eli Lilly HMAT-A; Goldstein 2002; Goldstein
2004; Hao 2014; Heller 2009; Higuchi 2009; Jiang 2017; Khan 2007; Kornaat
2000; Lee 2007; Mehtonen 2000; Montgomery 2004; Mowla 2016; Nemeroff
2007; Nierenberg 2007; Owens 2008; Perahia 2006; Rickels 2000; Rudolph
1999; Sheehan 2009b; Shelton 2006; Sir 2005; Study F1J-MC-HMAQ - Study
Group B; Tylee 1997; Tzanakaki 2000; Wade 2007)

Trazodone versus TCAs

O

O

3 RCTs included for older adults (Altamura 1989a; Ather 1985; Smeraldi
1998b)

3 RCTs included for younger adults (Escobar 1980; Goldberg 1980; Moises
1981)

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison SSRIs versus placebo shows non-significant subgroup
differences for: depression symptoms endpoint (Test for subgroup differences: Chi? = 1.53, df
=1, p = 0.22); depression symptoms change score (Test for subgroup differences: Chi? =
1.62, df = 1, p = 0.20); remission (Test for subgroup differences: Chiz=1.38, df =1, p =
0.24); response (Test for subgroup differences: Chi? = 0.24, df = 1, p = 0.63); discontinuation
due to side effects (Test for subgroup differences: Chiz = 0.02, df = 1, p = 0.88);
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discontinuation due to any reason (Test for subgroup differences: Chi? =2.62, df =1, p =
0.11).

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison SSRIs versus TCAs shows non-significant subgroup
differences for: depression symptoms endpoint (Test for subgroup differences: Chi? = 0.20, df
=1, p = 0.65); depression symptoms change score (Test for subgroup differences: Chi? =
0.11, df = 1, p = 0.75); remission (Test for subgroup differences: Chi? = 1.60, df =1, p =
0.21); response (Test for subgroup differences: Chi? = 1.67, df = 1, p = 0.20); discontinuation
due to side effects (Test for subgroup differences: Chiz = 1.85, df =1, p = 0.17);
discontinuation due to any reason (Test for subgroup differences: Chi#=0.79, df =1, p =
0.37).

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison TCAs versus placebo shows non-significant subgroup
differences for: remission (Test for subgroup differences: Chi? = 0.41, df =1, p = 0.52);
response (Test for subgroup differences: Chiz = 0.88, df = 1, p = 0.35); discontinuation due to
side effects (Test for subgroup differences: Chi? = 0.05, df = 1, p = 0.83); discontinuation due
to any reason (Test for subgroup differences: Chiz = 0.02, df = 1, p = 0.88). Subgroup
analysis was not possible for the outcomes depression symptoms endpoint, and depression
symptoms change score, as there were not at least 2 studies per subgroup for these
outcomes.

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison SNRIs versus placebo shows non-significant subgroup
differences for: depression symptoms change score (Test for subgroup differences: Chi? =
0.07, df =1, p = 0.79); remission (Test for subgroup differences: Chi?=0.01, df =1, p =
0.91); response (Test for subgroup differences: Chi? = 0.04, df = 1, p = 0.85); discontinuation
due to side effects (Test for subgroup differences: Chiz = 0.93, df =1, p = 0.34);
discontinuation due to any reason (Test for subgroup differences: Chi2 = 0.59, df =1, p =
0.44). Subgroup analysis was not possible for depression symptoms endpoint as there were
not at least 2 studies per subgroup for this outcome.

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison SNRIs versus TCAs shows non-significant subgroup
differences for: discontinuation due to side effects (Test for subgroup differences: Chi? =
0.10, df = 1, p = 0.75); discontinuation due to any reason (Test for subgroup differences: Chi?
= 1.33, df = 1, p = 0.25). Subgroup analysis was not possible for the outcomes depression
symptoms endpoint, depression symptoms change score, remission, and response, as there
were not at least 2 studies per subgroup for these outcomes.

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison SNRIs versus SSRIs shows non-significant subgroup
differences for: remission (Test for subgroup differences: Chiz = 0.01, df =1, p = 0.94);
response (Test for subgroup differences: Chiz = 0.87, df = 1, p = 0.35); discontinuation due to
side effects (Test for subgroup differences: Chi? = 0.03, df = 1, p = 0.85); discontinuation due
to any reason (Test for subgroup differences: Chi2 = 0.00, df = 1, p = 0.97). Subgroup
analysis was not possible for the outcomes depression symptoms endpoint, and depression
symptoms change score, as there were not at least 2 studies per subgroup for these
outcomes.

Subgroup analysis of older adults (60 years and older) compared to younger adults (younger
than 60 years) for the comparison trazodone versus TCAs shows non-significant subgroup
differences for: discontinuation due to side effects (Test for subgroup differences: Chi? =
0.01, df =1, p = 0.92); discontinuation due to any reason (Test for subgroup differences: Chi?
= 0.89, df =1, p = 0.35). Subgroup analysis was not possible for the outcomes depression
symptoms endpoint, depression symptoms change score, remission, and response, as there
were not at least 2 studies per subgroup for these outcomes.
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1 Quality assessment of studies included in the evidence review
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To evaluate the quality of the evidence of the NMAs undertaken to inform this review
question, we report information about the factors considered in a GRADE profile (risk of bias,
publication bias, inconsistency, and indirectness).

For outcomes analysed only in pairwise meta-analysis (couple interventions), see the clinical
evidence profiles in appendix F.

Risk of bias

The Cochrane risk of bias tool version 1.0 for RCTs (see appendix H in Developing NICE
guidelines: the manual; NICE 2014) was used to assess potential bias in each study included
in the review. Generally the standard of reporting in studies was quite low, as demonstrated
by the risk of bias summary diagram (Figure 16). Of the studies included in this NMA, 106
were at low risk for allocation method, and 86 were at low risk of bias for allocation
concealment. Trials of psychological therapies were typically considered at high risk of bias
for participant and provider blinding, although it is difficult to quantify in risk of bias ratings it
is also important to bear in mind that the rate of side effects may also make it difficult to
maintain blinding in pharmacological trials. Across interventions, 364 trials were at low risk of
bias for blinding participants and providers. Most reported outcomes were investigator-rated,
and assessor blinding was considered for all trials: 82 were at low risk of bias, 423 were
unclear, and high risk in 29 trials. For attrition bias, 330 trials were at low risk of bias, unclear
risk in 173 trials, and 31 trials were at high risk of bias. For selective reporting bias, 77 trials
were at low risk of bias, unclear risk in 143 trials, and 314 trials were at high risk of bias.
Other sources of bias, predominantly potential conflict of interest based on the source of
funding, were identified in 455 RCTs. See appendix D for full study details, including risk of
bias ratings by study.

Figure 16. Risk of bias summary for treatments of a new episode in people with more
severe depression

Fandom sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporing bias)

Other bias

0% 26% 501% 7A%  100%

.Lu:uw tisk of bias DUncIearrisk of bias .High risk of bias

Model goodness of fit and inconsistency

This section reports only findings of goodness of fit and inconsistency checks for the NMAs
that informed the clinical evidence. Respective findings for the NMAs that informed the
economic analysis are reported in appendix J. Detailed findings of goodness of fit and
inconsistency checks for all NMA analyses, including those that informed the guideline
economic model, are reported in appendix M and supplements B5 and B6.
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1 For the SMD of depressive symptom scores, relative to the size of the treatment effect
2 estimates, moderate between trial heterogeneity was observed for this outcome, as
3 expressed by the between-studies standard deviation [=0.19 (95% Crl 0.15 to 0.23)].
4 Between-study heterogeneity and posterior mean residual deviance were slightly lower in the
5 inconsistency model than in the random effects consistency model. The inconsistency model
6 notably predicted the data in three studies much better than the consistency model, further
7 adding evidence of inconsistency.
8 For the outcome of response in those randomised, moderate between trials heterogeneity
9 was found relative to the size of the intervention effect estimates [1=0.26 (95% Crl 0.21 to
10 0.31)]. Lower posterior mean residual deviance and between study heterogeneity in the
11 inconsistency model suggested evidence of inconsistency. The inconsistency model notably
12 predicted the data in one study (Sahranavard 2018) much better than the consistency model,
13 further adding evidence of inconsistency. This study compared waitlist, dialectical
14 behavioural therapy (DBT) individual and CBT group (under 15 sessions).
15 For the outcome of remission in those randomised, moderate between trials heterogeneity
16 was found relative to the size of the intervention effect estimates [1=0.27 (95% Crl 0.20 to
17 0.34)]. No meaningful differences were observed in posterior mean residual deviance,
18 though DIC was slightly lower in the random effects consistency model, and between-study
19 heterogeneity slightly lower in the inconsistency model. The prediction of several individual
20 studies was worse in the consistency model, suggesting some evidence of inconsistency.
21 These studies investigated behavioural activation individual, CBT individual (15 sessions or
22 over), sertraline, impiramine and venafalxine.
23 Detailed model fit statistics, heterogeneity and results of inconsistency checks for each
24 outcome are provided in appendix M and supplements B5 and B6. Comparisons between the
25 relative effects of all pairs of treatments obtained from the consistency (NMA) model and
26 those obtained from the inconsistency (pairwise) model are also provided in supplement B6
27 for all outcomes considered in the NMA.

28 Selective outcome reporting and publication bias

29 Bias adjustment models on the SMD of depressive symptom scores were developed to

30 assess potential bias associated with small study size. The posterior mean residual

31 deviance, DIC and between study heterogeneity was substantially reduced compared to the
32 base-case consistency model suggesting strong evidence of small study bias in comparisons
33 between active and inactive interventions in the SMD outcome, in adults with more severe
34 depression.

35 The bias adjusted model resulted in small to moderate changes in the relative effects of all
36 treatment classes versus pill placebo (reference treatment) and had also a moderate impact
37 on some class rankings. Results are presented in the previous section of this evidence

38 review.

39 Detailed results of all bias models are provided in appendix M and supplements B5 and B6.

40 Indirectness

41 In the context of the NMA, indirectness refers to potential differences across the populations,
42 interventions and outcomes of interest, and those included in the relevant studies that
43 informed the NMA.

44 A key assumption when conducting NMA is that the populations included in all RCTs

45 considered in the NMA are similar. However, participants in pharmacological and non-

46 pharmacological (psychological or physical intervention) trials may differ to the extent that

47 some participants find different interventions more or less acceptable in light of their personal
48 circumstances and preferences (so that they might be willing to participate in a
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pharmacological trial but not a psychological one and vice versa). Similarly, self-help trials
may recruit participants who would not seek or accept face-to-face interventions. However, a
number of trials included in the NMA have successfully recruited participants who are willing
to be randomised to either pharmacological or psychological intervention and to either self-
help or face-to-face treatment. The NMAs have assumed that service users are willing to
accept any of the interventions included in the analyses; in practice, treatment decisions may
be influenced by individual values and goals, and people’s preferences for different types of
interventions. These factors were taken into account when formulating recommendations.

ONO AP WN =

9 In addition, to explore the transitivity assumption in the context of participants in
10 pharmacological and non-pharmacological trials, a sensitivity analysis on the SMD outcome
11 was conducted after excluding trials with at least one pharmacological or combined
12 intervention arm, where the combined intervention included a pharmacological element. The
13 purpose was to compare the relative effects and rankings of non-psychological treatments
14 between this sensitivity analysis and the base-case analysis. The comparison, which is
15 presented in Table 26, suggested some changes in effects and rankings after exclusion of
16 pharmacological trials, and higher uncertainty in the effects, apparently because the majority
17 of the evidence came from pharmacological trials in this dataset (treatments for a new
18 episode of more severe depression).

19 Interventions of similar type were grouped in classes following the committee’s advice and
20 considered in class models. These models allowed interventions within each class to have
21 similar, but not identical, effects around a class mean effect. Classes and interventions

22 assessed in the NMAs were directly relevant to the classes and interventions of interest.

23 Outcomes reported in included studies were also the primary outcomes of interest, as agreed
24 by the committee.

25 Economic evidence

26 Included studies

27 A single economic search was undertaken for all topics included in the scope of this

28 guideline. See the literature search strategy in appendix B and economic study selection flow
29 chart in appendix G. Details on the hierarchy of inclusion criteria for economic studies are

30 provided in supplement 1 - Methods. For this review question, only economic studies

31 conducted in the UK were included.

32 The systematic search of the economic literature identified 11 studies that assessed the cost
33 effectiveness of interventions for adults with a new episode of more severe depression in the
34 UK (Miller 2003, Romeo 2004, Wade 2005a, Wade 2005b, Simon 2006, Wade 200, Lenox-
35 Smith 2009, Benedict 2010, Gilbody 2015/Littlewood 2015, Koeser 2015, Hollingworth 2020).
36 Categorisation of the studies according to their population’s severity level of depressive

37 symptoms followed the same criteria used for the categorisation of the clinical studies

38 included in the guideline systematic review. Where study participants’ baseline scores on a
39 depressive symptom scale were not provided, categorisation was based on the description of
40 the participants’ depressive symptom severity in the study.

41 Economic evidence tables are provided in appendix H. Economic evidence profiles are
42 shown in appendix I.

43 Excluded studies

44 A list of excluded economic and utility studies, with reasons for exclusion, is provided in
45 supplement 3 - Economic evidence included & excluded studies.
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1 Summary of studies included in the economic evidence review
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All included economic studies were conducted in the UK and adopted a NHS perspective,
with some studies including personal social service (PSS) costs as well; in addition, some
studies reported separate analyses that adopted a societal perspective. NHS and PSS cost
elements included, in the vast majority of studies, intervention, primary and community care,
staff time (such as GPs, nurses, psychiatrists, psychologists), medication, inpatient and
outpatient care and other hospital care. All studies used national unit costs; in some studies,
intervention costs were based on local prices or prices provided by the manufacturers (for
example, in the case of computerised CBT packages).

Self-help with support: computerised cognitive behavioural therapy with support

Gilbody 2015/Littlewood 2015 conducted an economic analysis alongside a RCT (Gilbody
2015/Littlewood 2015, N=691; at 24 months EQ-5D data available for n=416 and NHS cost
data available for n=580) to assess the cost effectiveness of 2 computerised CBT
programmes with therapist support (the commercially produced package Beating the Blues
and the free to use package MoodGYM) versus treatment as usual in adults with depression
in the UK. The outcome measure was the QALY estimated based on EQ-5D ratings (UK
tariff). The duration of the analysis was 2 years.

Using a NHS and PSS perspective, the commercially produced computerised CBT was more
expensive than treatment as usual, and the freely available computerised CBT was less
costly than treatment as usual. Treatment as usual produced a higher number of QALYs than
either of the 2 computerised CBT packages. Thus, the commercially produced computerised
CBT was dominated by treatment as usual. The ICER of treatment as usual versus the free-
to-use computerised CBT package was £7,798 per QALY (2020 prices). The probability of
treatment as usual being cost-effective across the 3 treatment options was 0.55 at the lower
NICE cost effectiveness threshold of £20,000 per QALY. Using QALY's generated based on
the SF-6D, the commercially produced computerised CBT programme was still dominated by
treatment as usual; in contrast, the freely available computerised CBT programme became
the dominant option; under this scenario, the probability of the freely available computerised
CBT programme being cost effective at the lower NICE cost effectiveness threshold became
0.76. Results were robust to inclusion of depression-related costs only and to consideration
of completers’ data only (instead of imputed data analysis). Moreover, there was little
evidence of an interaction effect between preference and treatment allocation on outcomes.
These results suggest that computerised CBT with support is unlikely to be cost-effective
within the NICE decision-making context (which recommends use of EQ-5D for generation of
QALYs). The study is directly applicable to the UK context and is characterised by minor
limitations.

Non-directive counselling versus antidepressants

Miller and colleagues (2003) compared the cost effectiveness of non-directive counselling
(generic psychological therapy comprising 6 weekly 50-minute sessions) versus routinely
prescribed antidepressant drugs (mainly dothiepin, fluoxetine or lofepramine) in adults with
moderate to severe depression in the UK. The study was conducted alongside a RCT (Bedi
2000; N=103, at 12 months efficacy data for n=81 and resource data for n=103). People
refusing randomisation but agreeing to participate in the patient preference trial were given
the treatment of their choice (N=220; at 12 months efficacy data for n=163 and resource use
data n=215). The study included only depression-related costs. The measure of outcome
was a ‘global outcome’, assessed by a psychiatrist blind to treatment allocation, using the
research diagnostic criteria (RDC), the patient’s BDI score and GP notes. The outcome was
considered good if the person responded to treatment within 8 weeks and then remained
well. The outcome measure of the analysis was 12 months.
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In the RCT, antidepressants were more costly and more effective than non-directive
counselling, with an ICER of £524 per extra person with a good global outcome (2020
prices). The probability of non-directive counselling being cost-effective was 0.25 and 0.10 at
a cost effectiveness threshold of £995 and £3,983 per extra person with a good global
outcome, respectively. Sensitivity analysis demonstrated that, assuming missing data
reflected good outcomes, the probability of counselling being cost-effective increased at any
cost effectiveness threshold; assuming that missing data represented poor outcomes, the
probability of non-directive counselling being cost-effective slightly increased for cost
effectiveness thresholds lower than £2,987 per good global outcome and decreased for cost
effectiveness thresholds higher than £2,987 per good global outcome. In the preference trial,
non-directive counselling was more costly and more effective than antidepressants with an
ICER of £1,816 per extra person with a good global outcome. The study is partially
applicable to the NICE decision-making context as it does not use the QALY as the measure
of benefit and is characterised by potentially serious limitations, such as the inclusion of
depression-related costs only, the use of local unit costs for counsellors, the small numbers
of participants randomised as well as included in the preference trial, and the contradictory
results between the RCT and the preference trial which did not allow robust conclusions to
be drawn.

Antidepressants (various comparisons between SSRIs, SNRIs, TCAs, mirtazapine)
Sertraline versus placebo

Hollingworth 2020 evaluated the cost effectiveness of sertraline versus placebo in adults
presenting to primary care with depression or low mood during the past 2 years. The
economic analysis was conducted alongside a RCT (Lewis 2019, N=655; EQ-5D data
available for n=505; cost data available for n=381). The measure of outcome was the QALY,
estimated based on EQ-5D ratings (UK tariff). The time horizon of the analysis was 12
weeks.

Under a NHS and personal social services perspective, sertraline was found to dominate
placebo, as it was both more effective and less costly. Its probability of being cost-effective at
the NICE lower cost effectiveness threshold of £20,000/QALY was over 95%. Subgroup
analysis showed that sertraline was cost-effective in the treatment of mild, moderate and
severe depression. The study is directly applicable to the NICE decision-making context and
is characterised by minor limitations.

Escitalopram versus citalopram and venlafaxine

Wade 2005a and 2005b undertook model-based economic analysis to assess the cost
effectiveness of escitalopram compared with citalopram and venlafaxine in adults with major
depression (Wade 2005a) and escitalopram compared with citalopram in the subgroup of
adults with severe major depression (Wade 2005b). The analyses utilised pooled efficacy
data from published RCTs. Resource use data were based on information from a general
practice research database, published literature and expert opinion. The measure of
outcome was the percentage of people with remission in each arm of the model, defined as a
MADRS score < 12. The time horizon of the analyses was 26 weeks.

In both models, under a NHS perspective, escitalopram dominated both citalopram and
venlafaxine (it was more effective and less costly). Results were robust to changes in clinical
and cost model parameters. In adults with severe depression, escitalopram was dominant in
more than 99.8% of the probabilistic analysis iterations. The studies are directly applicable to
the NICE decision-making context, as, although the QALY was not used as an outcome,
results were straightforward to interpret. However, both studies are characterised by
potentially serious limitations, such as the lack of consideration of side effects and their
impact on costs and outcomes (Wade 2005a), the estimation of resource use based primarily
on expert opinion, and the presence of conflicts of interest as both studies were funded by
industry.
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Escitalopram versus duloxetine

Wade 2008 evaluated the cost effectiveness of escitalopram versus duloxetine in adults with
moderate-to-severe depression. The economic analysis was conducted alongside an
international RCT (Wade 2007, N=295; health economic data available for n=223). The
measures of outcome were the change in Sheehan Disability Scale score, the change in the
Montgomery-Asperg Depression Rating Scale (MADRS) score; response and remission. The
time horizon of the analysis was 24 weeks.

Under a NHS perspective, escitalopram was found to dominate duloxetine, as it was both
more effective and less costly. The study is directly applicable to the NICE decision-making
context because although it did not use the QALY as an outcome, the intervention was
dominant. The analysis is characterised by potentially serious limitations, mainly lack of
probabilistic sensitivity analysis and presentation of cost-effectiveness acceptability curves,
and the presence of conflicts of interest as both studies were funded by industry.

Paroxetine versus mirtazapine

Romeo 2004 evaluated the cost effectiveness of paroxetine versus mirtazapine in adults with
moderate-to-severe depression. The economic analysis was conducted alongside a RCT
(Wade 2003, N=197; data used in economic analysis n=177). The measures of outcome
were the % of response defined as at least 50% decrease in HAMD17 and changes in
Quality of Life in Depression Scale (QLDS) from baseline to treatment endpoint. The time
horizon of the analysis was 24 weeks.

Under a NHS and social care perspective, mirtazapine was found to dominate paroxetine, as
it was both more effective and less costly. The study is directly applicable to the NICE
decision-making context because although it did not use the QALY as an outcome, the
intervention was dominant. The analysis is characterised by potentially serious limitations,
mainly that is was based on a relatively small RCT and that results are subject to bias as the
study was funded by industry.

Duloxetine versus SSRIs, venlafaxine and mirtazapine

Benedict 2010 constructed an economic model to evaluate the cost effectiveness of SSRIs,
duloxetine, venlafaxine and mirtazapine in adults with moderate to severe major depression
that had a new treatment episode and were treated in primary care in the UK. Efficacy data
were obtained from meta-analyses of RCTs, with randomisation rules possibly being broken.
Resource use estimates were based on expert opinion. The outcome measure was the
QALY, based on EQ-5D ratings (UK tariff). The duration of the analysis was 48 weeks.

Under the Scottish NHS perspective, duloxetine was the most cost-effective intervention as it
dominated venlafaxine and had an ICER versus SSRIs of £9,700/QALY (2020 prices). SSRIs
dominated mirtazapine. The probability of duloxetine being cost-effective at the NICE lower
cost-effectiveness threshold of £20,000/QALY was approximately 70%. Results were
sensitive to the efficacy and utility data used. Although the study is directly applicable to the
NICE decision-making context, it is characterised by potentially serious limitations, including
the methods for meta-analysis and evidence synthesis (selective use of RCTs and synthesis
that appears to have potentially broken randomisation) and the fact that it was funded by
industry, which may have introduced bias in the analysis.

Fluoxetine versus amitriptyline versus venlafaxine

Lenox-Smith 2009 updated an economic model developed by the same research team to
assess the cost effectiveness of fluoxetine versus amitriptyline and venlafaxine in people with
more severe depression in the UK. Efficacy data were taken from synthesis of a meta-
analysis of trials (fluoxetine versus venlafaxine) and a single trial (amitriptyline versus
venlafaxine). The method of synthesis was unclear, but most likely randomisation was

120
Depression in adults: Evidence review B DRAFT (November 2021)



ONO AP WN =

10
11
12
13
14
15
16
17
18

19
20
21
22
23
24
25
26
27
28
29

30

31
32
33
34
35
36
37
38
39

40
41
42
43
44
45
46
47
48

DRAFT FOR CONSULTATION
Treatment of a new episode of depression

broken. Resource use data were elicited from a Delphi panel. The measure of outcome was
the QALY, estimated based on the presumed ultilities of a depression-free day and a severely
depressed day. The time horizon of the analysis was 24 weeks. Venlafaxine was found to
dominate both fluoxetine and amitriptyline, with results being robust to changes in costs but
sensitive to the value of the utility gain associated with a depression-free day. The study is
partially applicable to the NICE decision-making context (the method of QALY estimation is
not consistent with NICE recommendations) and, more importantly, is characterised by very
serious limitations, mainly concerning the method of evidence synthesis.

Combined CBT with antidepressant (fluoxetine) versus antidepressant alone

Simon 2006 developed an economic model to assess the cost effectiveness of combination
therapy (CBT plus fluoxetine) versus antidepressant (fluoxetine) in adults with moderate or
severe depression receiving specialist care in the UK. Efficacy data were derived from a
systematic review and meta-analysis of RCTs; resource use data were based on expert
opinion and published studies. The outcomes of the analysis were the probability of
successful treatment (remission and no relapse over 12 months) with remission defined as
HRSD-17 < 6 or HRSD-24 < 8 and the QALY, estimated based on vignettes (descriptions of
depression-related health states) valued by service users. The time horizon of the analysis
was 15 months.

Using a NHS perspective, combination therapy was found to be more costly and more
effective than fluoxetine alone, with an ICER of £6,031 per additional successfully treated
person (95% CI £2,081 to £27,209), £21,618/QALY (95% CI £7,136 to £118,054/QALY) for
adults with moderate depression, and £8,589/QALY (95% CI £2,825 to 483,873/QALY) for
adults with severe depression (2020 prices). Results were sensitive to changes in relative
efficacy (in terms of remission and relapse). The authors reported that at the NICE upper
cost effectiveness threshold of £30,000/QALY (£44,000/QALY in 2020 price), the probability
of combination therapy being cost-effective compared with fluoxetine was 0.88 for adults with
moderate depression and 0.97 for adults with severe depression. The study is partially
applicable to the NICE decision-making context (as the estimation of QALY was not
consistent with NICE recommendations) and is characterised by minor limitations.

Combined CBT with citalopram versus CBT alone versus citalopram alone

Koeser 2015 developed an economic model to assess the cost effectiveness of CBT,
citalopram and combined therapy of CBT and citalopram in adults with moderate or severe
depression receiving specialist care in the UK. Efficacy data for the analysis were derived
from systematic screening of a database of RCTs that compared psychological treatments
(single or combined) for adults with depression with a control intervention; data were
subsequently synthesised using network meta-analysis. Resource use data were based on
published estimates of expert opinion and analysis of RCT data. The measure of outcome
was the QALY, estimated based on EQ-5D ratings (UK tariff). The time horizon of the
analysis was 27 months.

Using a NHS perspective, combination therapy was found to be dominated by CBT, as it was
more costly and less effective. CBT was more costly and more effective than citalopram, with
an ICER of £22,538/QALY (2020 prices). The probability of each intervention being cost-
effective at a cost effectiveness threshold of £28,000/QALY was 0.43 for CBT, 0.37 for
citalopram, and 0.20 for combination therapy. Results were sensitive to changes in inclusion
criteria for RCTs for acute and follow-up treatment in the systematic review, and the use of
SF-6D values (the ICER of CBT versus citalopram reached £36,646/QALY). The study is
directly applicable to the NICE decision-making context and is characterised by minor
limitations.
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A decision-analytic model was developed to assess the relative cost effectiveness of
interventions of adults with a new episode of more severe depression. The objective of
economic modelling, the methodology adopted, the results and the conclusions from this
economic analysis are described in detail in appendix J. This section provides a summary of
the methods employed and the results of the economic analysis.

Overview of economic modelling methods

A hybrid decision-analytic model consisting of a decision-tree followed by a three-state
Markov model was constructed to evaluate the relative cost effectiveness of a range of
pharmacological, psychological, physical and combined interventions for the treatment of a
new episode of more severe depression in adults treated in primary care. The time horizon of
the analysis was 12 weeks of acute treatment (decision-tree) plus 2 years of follow-up
(Markov model). The interventions assessed were determined by the availability of efficacy
and acceptability data obtained from the NMAs that were conducted to inform this guideline.
The selection of classes of interventions was made based on the following criteria:

e The economic analysis assessed only classes of interventions that were included in the
NMA of standardised mean difference (SMD), which was the main clinical outcome, as the
committee wanted to be able to assess their clinical effectiveness prior to assessing cost-
effectiveness. Moreover, to be assessed in the economic analysis, classes needed to be
included in the NMAs of discontinuation (for any reason), response in completers and
remission in completers, as these three outcomes informed the economic model.

¢ Only classes of interventions that had been tested on at least 50 participants (across
RCTs) in each of the NMAs of SMD, discontinuation (for any reason), response in
completers and remission in completers were included in the economic analysis, as this
was considered the minimum amount of evidence that was adequate to support
recommendations. An exception to this rule was made for classes of interventions that are
routinely available in the NHS, that is, such classes were included in the analysis even if
they had been tested on fewer than 50 participants in the NMAs mentioned above. For
some treatment classes, inclusion in the economic model was not possible as no data
were available on one or more NMA outcomes that informed economic modelling. For
such classes, additional relevant data were sought by contacting authors of studies
already included in the guideline systematic review, so as to enable inclusion of the
classes in the respective NMAs and, subsequently, in the economic modelling.

¢ In addition, only classes with a higher mean effect on the SMD outcome compared with
the selected reference treatment (pill placebo) were considered in the economic analysis.

Specific interventions were used as exemplars within each class regarding their intervention
costs, so that results of interventions can be extrapolated to other interventions of similar
resource intensity within their class. The following interventions [in brackets the classes they
belong to] were assessed:

¢ pharmacological interventions: escitalopram [SSRIs]; lofepramine [TCAs]; duloxetine
[SNRIs]; mirtazapine [own class]; trazodone [own class]

e psychological interventions: cCBT without or with minimal support [self-help]; cCBT with
support [self-help with support]; individual BA [individual BT]; individual CBT (= 15
sessions) [individual CT/CBT]; group CBT (under 15 sessions) [group CT/CBT]; individual
problem solving [individual problem solving]; non-directive/supportive/person-centred
counselling [individual counselling]; individual IPT [individual IPT]; individual short-term
PDPT [individual short-term PDPT]

e physical interventions: supervised high intensity individual exercise [individual exercise];
supervised high intensity group exercise [group exercise]; traditional acupuncture
[acupuncture]
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e combined interventions: CBT individual (= 15 sessions) + escitalopram [combined
individual CT/CBT and antidepressant]; traditional acupuncture + escitalopram [combined
acupuncture and antidepressant]

o GP care, reflected in the RCT arms of the reference treatment [pill placebo]

The decision-tree component model structure considered the events of discontinuation for
any reason and specifically due to intolerable side effects; treatment completion and
response reaching remission; treatment completion and response not reaching remission;
and treatment completion and inadequate or no response. The Markov component model
structure considered the states of remission, depressive episode (due to non-remission or
relapse), and death. The specification of the Markov component of the model was based on
the relapse prevention model developed for this guideline, details of which are provided in
the evidence review C, appendix J.

Efficacy data were derived from the guideline systematic review and NMAs. Data adjusted
for bias due to small study size were used in addition to base-case efficacy data, as bias-
adjusted analysis suggested the presence of bias due to small study size in the data.
Baseline parameters (baseline risk of discontinuation, discontinuation due to side effects,
response and remission) were estimated based on a review of naturalistic studies. The
measure of outcome of the economic analysis was the number of QALY's gained. Utility data
were derived from a systematic review of the literature, and were generated using EQ-5D
measurements and the UK population tariff. The perspective of the analysis was that of
health and personal social care services. Resource use was based on published literature,
national statistics and, where evidence was lacking, the committee’s expert opinion. National
UK unit costs were used. The cost year was 2020. Model input parameters were synthesised
in a probabilistic analysis. This approach allowed more comprehensive consideration of the
uncertainty characterising the input parameters and captured the non-linearity characterising
the economic model structure. A number of one-way deterministic sensitivity analyses was
also carried out.

Results have been expressed in the form of Net Monetary Benefits (NMBs). Incremental
mean costs and effects (QALY's) of each intervention versus GP care have been presented
in the form of cost effectiveness planes. Results of probabilistic analysis have been
summarised in the form of cost-effectiveness acceptability frontiers (CEAFs), which show the
treatment option with the highest mean NMB over different cost effectiveness thresholds, and
the probability that the option with the highest NMB is the most cost-effective among those
assessed.

Overview of economic modelling results and conclusions

Individual problem solving appeared to be the most cost-effective intervention, followed by
combined individual CBT with escitalopram, duloxetine, mirtazapine, escitalopram, individual
BA, acupuncture combined with escitalopram, lofepramine, exercise group, trazodone, cCBT
with support, individual CBT, group CBT, non-directive counselling, GP care, cCBT without
or with minimal support, IPT, short-term PDPT, individual exercise and acupuncture. The
probability of individual problem solving being the most cost-effective option was 0.69 at the
NICE lower cost effectiveness threshold of £20,000/QALY.

The results of the analysis were characterised by considerable uncertainty, as reflected in
the wide 95% credible intervals (Crl) around the rankings of interventions. On the other hand,
deterministic sensitivity analysis suggested that the results and the ranking of interventions
from the most to the least cost-effective were overall robust under different scenarios
explored.

Conclusions from the guideline economic analysis refer mainly to people with depression
who are treated in primary care for a new depressive episode; however, they may be
relevant to people in secondary care as well, given that clinical evidence was derived from a
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mixture of primary and secondary care settings (however, it needs to be noted that costs
utilised in the guideline economic model were mostly relevant to primary care).

Summary of the evidence

Clinical evidence statements for NMA results

This section reports only NMA results that informed the clinical evidence. Detailed NMA
findings on all outcomes, including those that informed the economic analysis, are reported
in appendix M and supplements B5 and B6.

Critical outcomes

Depression symptomatology - standardised mean difference (SMD) of depression
symptom change scores (bias-adjusted analysis)

Evidence from the NMA shows a clinically important and statistically significant benefit of
a mindfulness or meditation group intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -3.40, 95% Crl -4.77 to -
2.03; 15 participants randomised to mindfulness/meditation group included in this NMA).
Mindfulness/meditation group is the highest ranked intervention for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 1.41 [out of 43],
95% Crl 1 to 4).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a problem solving group intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -2.29, 95% Crl -3.49 to -
1.10; 47 participants randomised to problem solving group included in this NMA). Problem
solving group is the second highest ranked intervention for clinical efficacy as measured
by SMD of depression symptom change scores (mean rank 3.76, 95% Crl 1 to 12).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined yoga group and antidepressant intervention relative to pill placebo on
depression symptomatology for adults with more severe depression (SMD -1.89, 95% Crl
-3.95 to 0.10; 15 participants randomised to yoga group + antidepressant included in this
NMA). Combined yoga group and antidepressant is the third highest ranked intervention
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 7.82, 95% Crl 1 to 38).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a peer support group intervention relative to pill placebo on depression symptomatology
for adults with more severe depression (SMD -1.35, 95% Crl -2.42 to -0.26; 39
participants randomised to peer support group included in this NMA). Peer support group
is the fourth highest ranked intervention for clinical efficacy as measured by SMD of
depression symptom change scores (mean rank 9.83, 95% Crl 3 to 30).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined peer support group and antidepressant intervention relative to pill placebo
on depression symptomatology for adults with more severe depression (SMD -1.47, 95%
Crl -3.30 to 0.25; 42 participants randomised to peer support group + antidepressant
included in this NMA). Combined peer support group and antidepressant is the fifth
highest ranked intervention for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 10.42, 95% Crl 2 to 39).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined exercise group and antidepressant intervention relative to pill placebo on
depression symptomatology for adults with more severe depression (SMD -1.37, 95% Crl
-2.75 10 0.01; 79 participants randomised to exercise group + antidepressant included in
this NMA). Combined exercise group and antidepressant is the sixth highest ranked
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intervention for clinical efficacy as measured by SMD of depression symptom change
scores (mean rank 10.63, 95% Crl 2 to 37).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined individual CBT and antidepressant intervention relative to pill placebo on
depression symptomatology for adults with more severe depression (SMD -1.18, 95% Crl
-2.07 to -0.44; 192 participants randomised to individual CBT + antidepressant included in
this NMA). Combined individual CBT and antidepressant is the seventh highest ranked
intervention for clinical efficacy as measured by SMD of depression symptom change
scores (mean rank 11.09, 95% Crl 4 to 24).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined CBT group and antidepressant intervention relative to pill placebo on
depression symptomatology for adults with more severe depression (SMD -1.23, 95% Crl
-2.95 to 0.41; 63 participants randomised to CBT group + antidepressant included in this
NMA). Combined CBT group and antidepressant is the eighth highest ranked intervention
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 12.86, 95% Crl 2 to 40).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a psychoeducation group intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -1.01, 95% Crl -2.06 to
0.00; 44 participants randomised to psychoeducation group included in this NMA).
Psychoeducation group is the ninth highest ranked intervention for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 14.18, 95% Crl 3 to
36).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a yoga group intervention relative to pill placebo on depression symptomatology for
adults with more severe depression (SMD -1.04, 95% Crl -2.25 to 0.17; 65 participants
randomised to yoga group included in this NMA). Yoga group is the tenth highest ranked
intervention for clinical efficacy as measured by SMD of depression symptom change
scores (mean rank 14.26, 95% Crl 3 to 39).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a self-help intervention relative to pill placebo on depression symptomatology for adults
with more severe depression (SMD -0.98, 95% Crl -2.52 to 0.39; 344 participants
randomised to self-help included in this NMA). Self-help (with no or minimal support) is
outside the top-10 highest ranked interventions for clinical efficacy as measured by SMD
of depression symptom change scores (mean rank 14.99, 95% Crl 3 to 41).

e Evidence from the NMA shows a clinically important and statistically significant benefit of
an individual behavioural therapy intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.86, 95% Crl -1.65 to -
0.16; 378 participants randomised to individual behavioural therapy included in this NMA).
Individual behavioural therapy is outside the top-10 highest ranked interventions for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
15.97, 95% Crl 5 to 33).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined individual exercise and antidepressant intervention relative to pill placebo
on depression symptomatology for adults with more severe depression (SMD -0.96, 95%
Crl -2.25 to 0.27; 40 participants randomised to individual exercise + antidepressant
included in this NMA). Combined individual exercise and antidepressant is outside the
top-10 highest ranked interventions for clinical efficacy as measured by SMD of
depression symptom change scores (mean rank 15.98, 95% Crl 3 to 40).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined bright light therapy and antidepressant intervention relative to pill placebo on
depression symptomatology for adults with more severe depression (SMD -0.86, 95% Crl
-1.59 to -0.12; 54 participants randomised to bright light therapy + antidepressant included
in this NMA). Combined bright light therapy and antidepressant is outside the top-10
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highest ranked interventions for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 16.07, 95% Crl 5 to 34).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual problem solving intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.86, 95% Crl -1.75 to
0.01; 367 participants randomised to individual problem solving included in this NMA).
Individual problem solving is outside the top-10 highest ranked interventions for clinical
efficacy as measured by SMD of depression symptom change scores (mean rank 16.22,
95% Crl 5 to 36).

e Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined acupuncture and antidepressant intervention relative to pill placebo on
depression symptomatology for adults with more severe depression (SMD -0.78, 95% Crl
-1.12 to -0.44; 584 participants randomised to acupuncture + antidepressant included in
this NMA). Combined acupuncture and antidepressant is outside the top-10 highest
ranked interventions for clinical efficacy as measured by SMD of depression symptom
change scores (mean rank 16.88, 95% Crl 9 to 26).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
an individual CBT intervention relative to pill placebo on depression symptomatology for
adults with more severe depression (SMD -0.78, 95% Crl -1.42 to -0.33; 1044 participants
randomised to individual CBT included in this NMA). Individual CBT is outside the top-10
highest ranked interventions for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 17.28, 95% Crl 8 to 27).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a non-directive counselling intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.67, 95% Crl -1.53 to
0.15; 404 participants randomised to counselling included in this NMA). Non-directive
counselling is outside the top-10 highest ranked interventions for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 19.96, 95% Crl 7 to
39).

¢ Evidence from the NMA suggests a clinically important but not statistically significant
benefit of bright light therapy relative to pill placebo on depression symptomatology for
adults with more severe depression (SMD -0.64, 95% Crl -1.60 to 0.29; 32 participants
randomised to bright light therapy included in this NMA). Bright light therapy is outside the
top-10 highest ranked interventions for clinical efficacy as measured by SMD of
depression symptom change scores (mean rank 20.89, 95% Crl 6 to 40).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of self-help with support relative to pill placebo on depression symptomatology for adults
with more severe depression (SMD -0.60, 95% Crl -1.61 to 0.54; 267 participants
randomised to self-help with support included in this NMA). Self-help with support is
outside the top-10 highest ranked interventions for clinical efficacy as measured by SMD
of depression symptom change scores (mean rank 21.32, 95% Crl 6 to 41).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined IPT and antidepressant intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.66, 95% Crl -2.02 to
0.63; 99 participants randomised to IPT + antidepressant included in this NMA).
Combined IPT and antidepressant is outside the top-10 highest ranked interventions for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
21.32, 95% Crl 4 to 42).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual short-term psychodynamic psychotherapy intervention relative to pill
placebo on depression symptomatology for adults with more severe depression (SMD -
0.58, 95% Crl -1.35 to 0.10; 233 participants randomised to short-term psychodynamic
psychotherapy included in this NMA). Individual short-term psychodynamic psychotherapy
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is outside the top-10 highest ranked interventions for clinical efficacy as measured by
SMD of depression symptom change scores (mean rank 22.08, 95% Crl 8 to 38).

o Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of IPT relative to pill placebo on depression symptomatology for adults with more
severe depression (SMD -0.45, 95% Crl -1.36 to 0.47; 146 participants randomised to IPT
included in this NMA). IPT is outside the top-10 highest ranked interventions for clinical
efficacy as measured by SMD of depression symptom change scores (mean rank 25.01,
95% Crl 8 to 41).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of acupuncture relative to pill placebo on depression symptomatology for adults
with more severe depression (SMD -0.40, 95% Crl -1.08 to 0.16; 264 participants
randomised to acupuncture included in this NMA). Acupuncture is outside the top-10
highest ranked interventions for clinical efficacy as measured by SMD of depression
symptom change scores (mean rank 26.35, 95% Crl 12 to 39).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a combined individual short-term psychodynamic psychotherapy and
antidepressant intervention relative to pill placebo on depression symptomatology for
adults with more severe depression (SMD -0.34, 95% Crl -2.36 to 1.64; 131 participants
randomised to short-term psychodynamic psychotherapy + antidepressant included in this
NMA). Combined individual short-term psychodynamic psychotherapy and antidepressant
is outside the top-10 highest ranked interventions for clinical efficacy as measured by
SMD of depression symptom change scores (mean rank 26.51, 95% Crl 3 to 43).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a combined psychoeducation group and antidepressant intervention relative to
pill placebo on depression symptomatology for adults with more severe depression (SMD
-0.35, 95% Crl -2.13 to 1.35; 27 participants randomised to psychoeducation group +
antidepressant included in this NMA). Combined psychoeducation group and
antidepressant is outside the top-10 highest ranked interventions for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 26.59, 95% Crl 4 to
43).

o Evidence from the NMA shows a statistically significant but not clinically important benefit
of mirtazapine relative to pill placebo on depression symptomatology for adults with more
severe depression (SMD -0.35, 95% Crl -0.48 to -0.22; 1884 participants randomised to
mirtazapine included in this NMA). Mirtazapine is outside the top-10 highest ranked
interventions for clinical efficacy as measured by SMD of depression symptom change
scores (mean rank 27.04, 95% Crl 20 to 34).

o Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a combined individual behavioural therapy and antidepressant intervention
relative to pill placebo on depression symptomatology for adults with more severe
depression (SMD -0.13, 95% Crl -2.82 to 2.71; 22 participants randomised to individual
behavioural therapy + antidepressant included in this NMA). Combined individual
behavioural therapy and antidepressant is outside the top-10 highest ranked interventions
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 28.06, 95% Crl 2 to 43).

¢ Evidence from the NMA shows a statistically significant but not clinically important benefit
of an SNRI relative to pill placebo on depression symptomatology for adults with more
severe depression (SMD -0.32, 95% Crl -0.43 to -0.22; 9538 participants randomised to
SNRIs included in this NMA). SNRIs are outside the top-10 highest ranked interventions
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 28.07, 95% Crl 22 to 34).

o Evidence from the NMA shows no benefit of a combined individual relaxation and
antidepressant intervention relative to pill placebo on depression symptomatology for
adults with more severe depression (SMD 0.05, 95% Crl -2.82 to 2.96; 10 participants
randomised to individual relaxation + antidepressant included in this NMA). Combined
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individual relaxation and antidepressant is outside the top-10 highest ranked interventions
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 29.23, 95% Crl 2 to 43).

¢ Evidence from the NMA shows a statistically significant but not clinically important benefit
of a TCA relative to pill placebo on depression symptomatology for adults with more
severe depression (SMD -0.29, 95% Crl -0.50 to -0.05; 4524 participants randomised to
TCAs included in this NMA). TCAs are outside the top-10 highest ranked interventions for
clinical efficacy as measured by SMD of depression symptom change scores (mean rank
29.34, 95% Crl 21 to 37).

e Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a music therapy group intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.14, 95% Crl -1.69 to
1.41; 12 participants randomised to music therapy group included in this NMA). Music
therapy group is outside the top-10 highest ranked interventions for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 29.54, 95% Crl 5 to
43).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a CBT group intervention relative to pill placebo on depression symptomatology
for adults with more severe depression (SMD -0.26, 95% Crl -1.12 to 0.60; 165
participants randomised to CBT group included in this NMA). CBT group is outside the
top-10 highest ranked interventions for clinical efficacy as measured by SMD of
depression symptom change scores (mean rank 29.59, 95% Crl 11 to 42).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of an exercise group intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.19, 95% Crl -1.20 to
0.87; 106 participants randomised to exercise group included in this NMA). Execise group
is outside the top-10 highest ranked interventions for clinical efficacy as measured by
SMD of depression symptom change scores (mean rank 30.60, 95% Crl 10 to 42).

e Evidence from the NMA shows a statistically significant but not clinically important benefit
of an SSRI relative to pill placebo on depression symptomatology for adults with more
severe depression (SMD -0.24, 95% Crl -0.32 to -0.16; 22,018 participants randomised to
SSRIs included in this NMA). SSRIs are outside the top-10 highest ranked interventions
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 31.21, 95% Crl 25 to 37).

e Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of an individual exercise intervention relative to pill placebo on depression
symptomatology for adults with more severe depression (SMD -0.13, 95% Crl -1.24 to
1.10; 298 participants randomised to individual exercise included in this NMA). Individual
exercise is outside the top-10 highest ranked interventions for clinical efficacy as
measured by SMD of depression symptom change scores (mean rank 31.75, 95% Crl 9 to
43).

¢ Evidence from the NMA shows no benefit of a combined non-directive counselling and
antidepressant intervention relative to pill placebo on depression symptomatology for
adults with more severe depression (SMD 0.21, 95% Crl -2.52 to 2.96; 57 participants
randomised to counselling + antidepressant included in this NMA). Combined non-
directive counselling and antidepressant is outside the top-10 highest ranked interventions
for clinical efficacy as measured by SMD of depression symptom change scores (mean
rank 32.21, 95% Crl 4 to 43).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of trazodone relative to pill placebo on depression symptomatology for adults with
more severe depression (SMD -0.13, 95% Crl -0.29 to 0.04; 1072 participants randomised
to trazodone included in this NMA). Trazodone is ranked third from bottom (only above
placebo and waitlist) for clinical efficacy as measured by SMD of depression symptom
change scores (mean rank 34.14, 95% Crl 27 to 40).
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Response in those randomised

Evidence from the NMA shows a clinically important and statistically significant benefit of
a mindfulness or meditation group intervention relative to pill placebo on response (in
those randomised) for adults with more severe depression (15 participants randomised to
mindfulness/meditation group included in this NMA). Mindfulness/meditation group is the
highest ranked intervention for response in those randomised (mean rank 1.48 [out of 38],
95% Crl 1 to 4).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined yoga group and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (15 participants
randomised to yoga group + antidepressant included in this NMA). Combined yoga group
and antidepressant is the second highest ranked intervention for response in those
randomised (mean rank 6.91, 95% Crl 1 to 32).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined individual exercise and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (40 participants
randomised to individual exercise + antidepressant included in this NMA). Combined
individual exercise and antidepressant is the third highest ranked intervention for
response in those randomised (mean rank 8.25, 95% Crl 2 to 25).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined individual CBT and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (158 participants
randomised to individual CBT + antidepressant included in this NMA). Combined
individual CBT and antidepressant is the fourth highest ranked intervention for response in
those randomised (mean rank 8.39, 95% Crl 2 to 21).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a peer support group intervention relative to pill placebo on response (in those
randomised) for adults with more severe depression (39 participants randomised to peer
support group included in this NMA). Peer support group is the fifth highest ranked
intervention for response in those randomised (mean rank 9.03, 95% Crl 2 to 29).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined peer support group and antidepressant intervention relative to pill placebo
on response (in those randomised) for adults with more severe depression (42
participants randomised to peer support group + antidepressant included in this NMA).
Combined peer support group and antidepressant is the sixth highest ranked intervention
for response in those randomised (mean rank 9.64, 95% Crl 1 to 35).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined exercise group and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (79 participants
randomised to exercise group + antidepressant included in this NMA). Combined exercise
group and antidepressant is the seventh highest ranked intervention for response in those
randomised (mean rank 10.21, 95% Crl 2 to 33).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined CBT group and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (20 participants
randomised to CBT group + antidepressant included in this NMA). Combined CBT group
and antidepressant is the eighth highest ranked intervention for response in those
randomised (mean rank 10.36, 95% Crl 2 to 36).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined individual behavioural therapy and antidepressant intervention relative to
pill placebo on response (in those randomised) for adults with more severe depression (10
participants randomised to individual behavioural therapy + antidepressant included in this
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NMA). Combined individual behavioural therapy and antidepressant is the ninth highest
ranked intervention for response in those randomised (mean rank 12.55, 95% Crl 1 to 38).

Evidence from the NMA shows a clinically important and statistically significant benefit of
an individual CBT intervention relative to pill placebo on response (in those randomised)
for adults with more severe depression (779 participants randomised to individual CBT
included in this NMA). Individual CBT is the tenth highest ranked intervention for response
in those randomised (mean rank 13.92, 95% Crl 6 to 24).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined bright light therapy and antidepressant intervention relative to pill placebo
on response (in those randomised) for adults with more severe depression (54
participants randomised to bright light therapy + antidepressant included in this NMA).
Combined bright light therapy and antidepressant is outside the top-10 highest ranked
interventions for response in those randomised (mean rank 14.44, 95% Crl 3 to 36).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual behavioural therapy intervention relative to pill placebo on response (in
those randomised) for adults with more severe depression (368 participants randomised
to individual behavioural therapy included in this NMA). Individual behavioural therapy is
outside the top-10 highest ranked interventions for response in those randomised (mean
rank 14.87, 95% Crl 4 to 35).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a self-help intervention relative to pill placebo on response (in those randomised) for
adults with more severe depression (168 participants randomised to self-help included in
this NMA). Self-help (with no or minimal support) is outside the top-10 highest ranked
interventions for response in those randomised (mean rank 15.07, 95% Crl 4 to 34).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual short-term psychodynamic psychotherapy intervention relative to pill
placebo on response (in those randomised) for adults with more severe depression (217
participants randomised to short-term psychodynamic psychotherapy included in this
NMA). Individual short-term psychodynamic psychotherapy is outside the top-10 highest
ranked interventions for response in those randomised (mean rank 16.16, 95% Crl 5 to
32).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined acupuncture and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (553 participants
randomised to acupuncture + antidepressant included in this NMA). Combined
acupuncture and antidepressant is outside the top-10 highest ranked interventions for
response in those randomised (mean rank 16.29, 95% Crl 10 to 23).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of self-help with support relative to pill placebo on response (in those randomised) for
adults with more severe depression (274 participants randomised to self-help with support
included in this NMA). Self-help with support is outside the top-10 highest ranked
interventions for response in those randomised (mean rank 17.34, 95% Crl 6 to 33).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined non-directive counselling and antidepressant intervention relative to pill
placebo on response (in those randomised) for adults with more severe depression (52
participants randomised to counselling + antidepressant included in this NMA). Combined
non-directive counselling and antidepressant outside the top-10 highest ranked
interventions for response in those randomised (mean rank 17.97, 95% Crl 3 to 38).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of IPT relative to pill placebo on response (in those randomised) for adults with more
severe depression (61 participants randomised to IPT included in this NMA). IPT is
outside the top-10 highest ranked interventions for response in those randomised (mean
rank 18.9, 95% Crl 5 to 36).
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¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual problem solving intervention relative to pill placebo on response (in those
randomised) for adults with more severe depression (338 participants randomised to
individual problem solving included in this NMA). Individual problem solving is outside the
top-10 highest ranked interventions for response in those randomised (mean rank 19.43,
95% Crl 5 to 36).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of bright light therapy relative to pill placebo on response (in those randomised) for adults
with more severe depression (32 participants randomised to bright light therapy included
in this NMA). Bright light therapy is outside the top-10 highest ranked interventions for
response in those randomised (mean rank 20.52, 95% Crl 2 to 38).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a music therapy group intervention relative to pill placebo on response (in those
randomised) for adults with more severe depression (12 participants randomised to music
therapy group included in this NMA). Music therapy group is outside the top-10 highest
ranked interventions for response in those randomised (mean rank 21.57, 95% Crl 5 to
38).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a non-directive counselling intervention relative to pill placebo on response (in those
randomised) for adults with more severe depression (421 participants randomised to
counselling included in this NMA). Non-directive counselling is outside the top-10 highest
ranked interventions for response in those randomised (mean rank 22.14, 95% Crl 6 to
37).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined self-help and antidepressant intervention relative to pill placebo on
response (in those randomised) for adults with more severe depression (79 participants
randomised to self-help + antidepressant included in this NMA). Combined self-help and
antidepressant is outside the top-10 highest ranked interventions for response in those
randomised (mean rank 22.42, 95% Crl 3 to 38).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
mirtazapine relative to pill placebo on response (in those randomised) for adults with more
severe depression (2629 participants randomised to mirtazapine included in this NMA).
Mirtazapine is outside the top-10 highest ranked interventions for response in those
randomised (mean rank 22.98, 95% Crl 18 to 28).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a yoga group intervention relative to pill placebo on response (in those randomised) for
adults with more severe depression (45 participants randomised to yoga group included in
this NMA). Yoga group is outside the top-10 highest ranked interventions for response in
those randomised (mean rank 23.32, 95% Crl 5 to 38).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
a TCA relative to pill placebo on response (in those randomised) for adults with more
severe depression (5437 participants randomised to TCAs included in this NMA). TCAs
are outside the top-10 highest ranked interventions for response in those randomised
(mean rank 23.45, 95% Crl 18 to 29).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
an SNRI relative to pill placebo on response (in those randomised) for adults with more
severe depression (10,469 participants randomised to SNRIs are included in this NMA).
SNRIs are outside the top-10 highest ranked interventions for response in those
randomised (mean rank 24.03, 95% Crl 19 to 29).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a CBT group intervention relative to pill placebo on response (in those randomised) for
adults with more severe depression (155 participants randomised to CBT group are
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included in this NMA). CBT group is outside the top-10 highest ranked interventions for
response in those randomised (mean rank 24.44, 95% Crl 7 to 37).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of acupuncture relative to pill placebo on response (in those randomised) for adults with
more severe depression (217 participants randomised to acupuncture included in this
NMA). Acupuncture is outside the top-10 highest ranked interventions for response in
those randomised (mean rank 24.51, 95% Crl 6 to 38).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual exercise intervention relative to pill placebo on response (in those
randomised) for adults with more severe depression (273 participants randomised to
individual exercise included in this NMA). Individual exercise is outside the top-10 highest
ranked interventions for response in those randomised (mean rank 24.77, 95% Crl 10 to
37).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of an exercise group intervention relative to pill placebo on response (in those
randomised) for adults with more severe depression (126 participants randomised to
exercise group included in this NMA). Exercise group is outside the top-10 highest ranked
interventions for response in those randomised (mean rank 25.93, 95% Crl 11 to 37).

Evidence from the NMA shows a clinically important and statistically significant benefit of
an SSRI relative to pill placebo on response (in those randomised) for adults with more
severe depression (26,961 participants randomised to SSRIs included in this NMA).
SSRIs are outside the top-10 highest ranked interventions for response in those
randomised (mean rank 26.53, 95% Crl 22 to 31).

Evidence from the NMA shows a clinically important and statistically significant benefit of
trazodone relative to pill placebo on response (in those randomised) for adults with more
severe depression (1181 participants randomised to trazodone included in this NMA).
Trazodone is outside the top-10 highest ranked interventions for response in those
randomised (mean rank 28.71, 95% Crl 24 to 33).

Remission in those randomised

Evidence from the NMA shows a clinically important and statistically significant benefit of
long-term psychodynamic psychotherapy relative to pill placebo on remission (in those
randomised) for adults with more severe depression (90 participants randomised to long-
term psychodynamic psychotherapy included in this NMA). Long-term psychodynamic
psychotherapy is the highest ranked intervention for remission in those randomised (mean
rank 3.87 [out of 35], 95% Crl 1 to 17).

Evidence from the NMA shows a clinically important and statistically significant benefit of
a combined long-term psychodynamic psychotherapy and antidepressant intervention
relative to pill placebo on remission (in those randomised) for adults with more severe
depression (91 participants randomised to long-term psychodynamic psychotherapy +
antidepressant included in this NMA). Combined long-term psychodynamic psychotherapy
and antidepressant is the second highest ranked intervention for remission in those
randomised (mean rank 5.54, 95% Crl 1 to 24).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a problem solving group intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (58 participants randomised to
problem solving group included in this NMA). Problem solving group is the third highest
ranked intervention for remission in those randomised (mean rank 8.18, 95% Crl 1 to 31).

Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined bright light therapy and antidepressant intervention relative to pill placebo
on remission (in those randomised) for adults with more severe depression (54
participants randomised to bright light therapy + antidepressant included in this NMA).
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Combined bright light therapy and antidepressant is the fourth highest ranked intervention
for remission in those randomised (mean rank 10.09, 95% Crl 2 to 28).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined IPT and antidepressant intervention relative to pill placebo on remission (in
those randomised) for adults with more severe depression (16 participants randomised to
IPT + antidepressant included in this NMA). Combined IPT and antidepressant is the fifth
highest ranked intervention for remission in those randomised (mean rank 11.00, 95% Crl
1to 32).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a self-help intervention relative to pill placebo on remission (in those randomised) for
adults with more severe depression (349 participants randomised to self-help included in
this NMA). Self-help (with no or minimal support) is the sixth highest ranked intervention
for remission in those randomised (mean rank 11.28, 95% Crl 2 to 29).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual short-term psychodynamic psychotherapy intervention relative to pill
placebo on remission (in those randomised) for adults with more severe depression (129
participants randomised to short-term psychodynamic psychotherapy included in this
NMA). Individual short-term psychodynamic psychotherapy is the seventh highest ranked
intervention for remission in those randomised (mean rank 12.50, 95% Crl 2 to 30).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined exercise group and antidepressant intervention relative to pill placebo on
remission (in those randomised) for adults with more severe depression (134 participants
randomised to exercise group + antidepressant included in this NMA). Combined exercise
group and antidepressant is the eighth highest ranked intervention for remission in those
randomised (mean rank 13.42, 95% Crl 3 to 30).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of IPT relative to pill placebo on remission (in those randomised) for adults with more
severe depression (63 participants randomised to IPT included in this NMA). IPT is the
ninth highest ranked intervention for remission in those randomised (mean rank 13.48,
95% Crl 2 to 32).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual behavioural therapy intervention relative to pill placebo on remission (in
those randomised) for adults with more severe depression (354 participants randomised
to individual behavioural therapy included in this NMA). Individual behavioural therapy is
the tenth highest ranked intervention for remission in those randomised (mean rank 13.84,
95% Crl 2 to 32).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual problem solving intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (232 participants randomised to
individual problem solving included in this NMA). Individual problem solving is outside the
top-10 highest ranked interventions for remission in those randomised (mean rank 13.96,
95% Crl 2 to 33).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined individual CBT and antidepressant intervention relative to pill placebo on
remission (in those randomised) for adults with more severe depression (117 participants
randomised to individual CBT + antidepressant included in this NMA). Combined
individual CBT and antidepressant is outside the top-10 highest ranked interventions for
remission in those randomised (mean rank 14.17, 95% Crl 3 to 31).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of bright light therapy relative to pill placebo on remission (in those randomised) for adults
with more severe depression (32 participants randomised to bright light therapy included
in this NMA). Bright light therapy is outside the top-10 highest ranked interventions for
remission in those randomised (mean rank 14.77, 95% Crl 2 to 33).
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¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined non-directive counselling and antidepressant intervention relative to pill
placebo on remission (in those randomised) for adults with more severe depression (13
participants randomised to counselling + antidepressant included in this NMA). Combined
non-directive counselling and antidepressant is outside the top-10 highest ranked
interventions for remission in those randomised (mean rank 16.43, 95% Crl 1 to 34).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
a TCA relative to pill placebo on remission (in those randomised) for adults with more
severe depression (1747 participants randomised to TCAs included in this NMA). TCAs
are outside the top-10 highest ranked interventions for remission in those randomised
(mean rank 17.28, 95% Crl 9 to 27).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of acupuncture relative to pill placebo on remission (in those randomised) for adults with
more severe depression (122 participants randomised to acupuncture included in this
NMA). Acupuncture is outside the top-10 highest ranked interventions for remission in
those randomised (mean rank 18.64, 95% Crl 2 to 33).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
an SNRI relative to pill placebo on remission (in those randomised) for adults with more
severe depression (8727 participants randomised to SNRIs included in this NMA). SNRIs
are outside the top-10 highest ranked interventions for remission in those randomised
(mean rank 18.76, 95% Crl 12 to 25).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual CBT intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (451 participants randomised to
individual CBT included in this NMA). Individual CBT is outside the top-10 highest ranked
interventions for remission in those randomised (mean rank 18.84, 95% Crl 5 to 32).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
mirtazapine relative to pill placebo on remission (in those randomised) for adults with
more severe depression (726 participants randomised to mirtazapine included in this
NMA). Mirtazapine is outside the top-10 highest ranked interventions for remission in
those randomised and is ranked below TAU (mean rank 19.15, 95% Crl 12 to 26).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined acupuncture and antidepressant intervention relative to pill placebo on
remission (in those randomised) for adults with more severe depression (112 participants
randomised to acupuncture + antidepressant included in this NMA). Combined
acupuncture and antidepressant is outside the top-10 highest ranked interventions for
remission in those randomised and is ranked below TAU (mean rank 19.19, 95% Crl 4 to
33).

o Evidence from the NMA shows a clinically important but not statistically significant benefit
of self-help with support relative to pill placebo on remission (in those randomised) for
adults with more severe depression (416 participants randomised to self-help with support
included in this NMA). Self-help with support is outside the top-10 highest ranked
interventions for remission in those randomised and is ranked below TAU (mean rank
19.56, 95% Crl 5 to 32).

e Evidence from the NMA shows a clinically important but not statistically significant benefit
of an exercise group intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (104 participants randomised to
exercise group included in this NMA). Exercise group is outside the top-10 highest ranked
interventions for remission in those randomised and is ranked below TAU (mean rank
20.59, 95% Crl 4 to 34).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
an SSRI relative to pill placebo on remission (in those randomised) for adults with more
severe depression (15,203 participants randomised to SSRIs included in this NMA).
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SSRIs are outside the top-10 highest ranked interventions for remission in those
randomised and is ranked below TAU (mean rank 21.81, 95% Crl 16 to 27).

¢ Evidence from the NMA shows a clinically important but not statistically significant benefit
of a combined individual exercise and antidepressant intervention relative to pill placebo
on remission (in those randomised) for adults with more severe depression (55
participants randomised to individual exercise + antidepressant included in this NMA).
Combined individual exercise and antidepressant is outside the top-10 highest ranked
interventions for remission in those randomised and is ranked below TAU (mean rank
22.13, 95% Crl 4 to 34).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a CBT group intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (65 participants randomised to CBT
group included in this NMA). CBT group is outside the top-10 highest ranked interventions
for remission in those randomised and is ranked below TAU (mean rank 22.30, 95% Crl 4
to 34).

e Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a non-directive counselling intervention relative to pill placebo on remission (in
those randomised) for adults with more severe depression (124 participants randomised
to counselling included in this NMA). Non-directive counselling is outside the top-10
highest ranked interventions for remission in those randomised and is ranked below TAU
(mean rank 22.35, 95% Crl 4 to 34).

¢ Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a yoga group intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (15 participants randomised to yoga
group included in this NMA). Yoga group is outside the top-10 highest ranked
interventions for remission in those randomised and is ranked below TAU (mean rank
22.36, 95% Crl 3 to 35).

o Evidence from the NMA shows a clinically important but not statistically significant benefit
of an individual exercise intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression (336 participants randomised to
individual exercise included in this NMA). Individual exercise is outside the top-10 highest
ranked interventions for remission in those randomised and is ranked below TAU and
sham acupuncture (mean rank 22.69, 95% Crl 6 to 33).

o Evidence from the NMA shows neither a clinically important nor statistically significant
benefit of a combined CBT group and antidepressant intervention relative to pill placebo
on remission (in those randomised) for adults with more severe depression (34
participants randomised to CBT group + antidepressant included in this NMA). Combined
CBT group and antidepressant is outside the top-10 highest ranked interventions for
remission in those randomised and is ranked below TAU and sham acupuncture (mean
rank 22.90, 95% Crl 3 to 34).

¢ Evidence from the NMA shows a clinically important and statistically significant benefit of
trazodone relative to pill placebo on remission (in those randomised) for adults with more
severe depression (742 participants randomised to trazodone included in this NMA).
Trazodone is outside the top-10 highest ranked interventions for remission in those
randomised and is ranked below TAU and sham acupuncture (mean rank 23.11, 95% Cirl
16 to 29).

e Evidence from the NMA shows a lower effect of a short-term psychodynamic
psychotherapy group intervention relative to pill placebo on remission (in those
randomised) for adults with more severe depression, and this difference is clinically
important and statistically significant (24 participants randomised to short-term
psychodynamic psychotherapy group included in this NMA). Short-term psychodynamic
psychotherapy group is ranked bottom for remission in those randomised, and is ranked
below TAU, sham acupuncture, pill placebo and waitlist (mean rank 34.32, 95% Crl 28 to
35).
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1 Clinical evidence statements for pairwise meta-analysis results of studies included in the
NMA
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Important, but not critical, outcomes

Quality of life

Single-RCT evidence (N=74) shows a clinically important and statistically significant
benefit of an individual CBT intervention relative to self-help with support on quality of life
for adults with more severe depression.

Single-RCT evidence (N=38) shows a clinically important and statistically significant
benefit of a combined individual CBT and SSRI intervention relative to TAU on quality of
life for adults with more severe depression.

Single-RCT evidence (N=71) shows a clinically important and statistically significant
benefit of a self-help intervention relative to no treatment on quality of life for adults with
more severe depression.

Single-RCT evidence (N=127) shows a clinically important and statistically significant
benefit of an individual short-term psychodynamic psychotherapy intervention relative to
self-help with support on quality of life for adults with more severe depression.

Single-RCT evidence (N=70) shows a clinically important and statistically significant
benefit of an individual exercise intervention relative to no treatment on quality of life for
adults with more severe depression.

Single-RCT evidence (N=43) shows a clinically important and statistically significant
benefit of a yoga group intervention relative to waitlist on quality of life for adults with more
severe depression.

Personal, social and occupational functioning

Single-RCT evidence (N=137) shows a clinically important and statistically significant
benefit of an individual CBT intervention relative to no treatment on functional impairment
for adults with more severe depression.

Single-RCT evidence (N=121) shows a clinically important and statistically significant
benefit of an individual problem solving intervention relative to attention placebo on
functional impairment for adults with more severe depression.

Single-RCT evidence (N=25) shows a clinically important and statistically significant
benefit of an individual problem solving intervention relative to non-directive counselling
on functional impairment for adults with more severe depression.

Single-RCT evidence (N=258) shows a clinically important and statistically significant
benefit of a non-directive counselling intervention relative to no treatment on functional
impairment for adults with more severe depression.

Single-RCT evidence (N=31) shows a clinically important and statistically significant
benefit of a combined IPT and SNRI intervention relative to SNRI-only on global
functioning for adults with more severe depression.

Single-RCT evidence (N=183) shows a clinically important and statistically significant
benefit of a self-help intervention relative to waitlist on functional impairment for adults
with more severe depression.

Single-RCT evidence (N=50) shows a clinically important and statistically significant
benefit of self-help with support relative to waitlist on sleeping difficulties for adults with
more severe depression.

Single-RCT evidence (N=93) shows a clinically important and statistically significant
benefit of an individual short-term psychodynamic psychotherapy intervention relative to
individual CBT on interpersonal problems for adults with more severe depression.
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¢ Single-RCT evidence (N=127) shows a clinically important and statistically significant
benefit of an individual short-term psychodynamic psychotherapy intervention relative to
self-help with support on interpersonal problems for adults with more severe depression.

Single-RCT evidence (N=210) shows a clinically important and statistically significant
benefit of an SSRI relative to placebo on sleeping difficulties for adults with more severe
depression.

OO WN -
.

Clinical evidence statements for pairwise meta-analysis of couple interventions (not
included in NMA)

o N

9 Comparison 1: Behavioural couples therapy versus waitlist

10 Critical outcomes

11 Depression symptoms (change score)

12 ¢ Very low quality evidence from one RCT (N=30) shows a clinically important and

13 statistically significant benefit of behavioural couples therapy relative to waitlist on the
14 change in depression symptoms from baseline to endpoint for adults with more severe
15 depression and with relationship problems.

16 Important, but not critical, outcomes

17 Marital adjustment (change score)
18 ¢ Very low quality evidence from one RCT (N=30) shows a clinically important and

19 statistically significant benefit of behavioural couples therapy relative to waitlist on the
20 change in marital adjustment from baseline to endpoint for adults with more severe
21 depression and with relationship problems.

22 Comparison 2: Behavioural couples therapy versus CBT individual
23 Critical outcomes

24 Depression symptoms (change score)
25 e Very low quality evidence from one RCT (N=30) shows no significant difference between

26 behavioural couples therapy and an individual CBT intervention on the change in
27 depression symptoms from baseline to endpoint for adults with more severe depression
28 and with relationship problems.

29 Important, but not critical, outcomes

30 Marital adjustment (change score)

31 ¢ Very low quality evidence from one RCT (N=30) shows a clinically important and
32 statistically significant benefit of behavioural couples therapy relative to an individual CBT
33 intervention on the change in marital adjustment from baseline to endpoint for adults with
34 more severe depression and with relationship problems.
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Comparison 3: CBT individual versus waitlist

Critical outcomes

Depression symptoms (change score)

Low quality evidence from one RCT (N=30) shows a clinically important and statistically
significant benefit of an individual CBT intervention relative to waitlist on the change in
depression symptoms from baseline to endpoint for adults with more severe depression
and with relationship problems.

Important, but not critical, outcomes

Marital adjustment (change score)

Very low quality evidence from one RCT (N=30) shows no benefit of an individual CBT
intervention relative to waitlist on the change in marital adjustment from baseline to
endpoint for adults with more severe depression and with relationship problems.

Economic evidence statements

Evidence from 1 single UK study conducted alongside a RCT (N = 691) indicates that
computerised CBT with support is unlikely to be cost-effective compared with treatment as
usual in adults with a new episode of more severe depression. The evidence is directly
applicable to the UK context and is characterised by minor limitations.

Evidence from 1 single UK study conducted alongside a RCT (N=103) and a preference
trial (N= 220) is inconclusive regarding the cost effectiveness of non-directive counselling
versus antidepressants in adults with a new episode of more severe depression. The
study is partially applicable to the NICE decision-making context and is characterised by
potentially serious limitations.

Evidence from subgroup analysis from a single UK study conducted alongside a RCT (N =
655) suggests that sertraline is very likely to be cost-effective compared with placebo in
adults with a new episode of more severe depression. The evidence is directly applicable
to the UK context and is characterised by minor limitations.

Evidence from 2 model-based UK studies suggests that escitalopram is more cost-
effective than citalopram and duloxetine (assessed in 1 of the studies) in adults with a new
episode of more severe depression. The evidence is directly applicable to the NICE
decision-making context but is characterised by potentially serious limitations.

Evidence from 1 single UK study conducted alongside a RCT (N=295) suggests that
sertraline is likely to be cost-effective compared with duloxetine in adults with a new
episode of more severe depression. The study is directly applicable to the NICE decision-
making context and is characterised by potentially serious limitations.

Evidence from 1 single UK study conducted alongside a RCT (N=197) suggests that
mirtazapine is likely to be cost-effective compared with paroxetine in adults with a new
episode of more severe depression. The study is directly applicable to the NICE decision-
making context and is characterised by potentially serious limitations.

Evidence from 1 model-based UK study suggests that duloxetine is likely the most cost-
effective option when compared with SSRIs, venlafaxine and mirtazapine in adults with a
new episode of more severe depression. The study is directly applicable to the NICE
decision-making context but is characterised by potentially serious limitations.

Evidence from 1 model-based UK study suggests that venlafaxine may be more cost-
effective than fluoxetine and amitriptyline in adults with a new episode of more severe
depression. However, the study is partially applicable to the NICE decision-making
context and is characterised by very serious limitations.
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¢ Evidence from 1 model-based UK study suggests that combination therapy (CBT and
fluoxetine) is likely to be more cost-effective versus pharmacological treatment (fluoxetine)
alone in adults with a new episode of more severe depression. The evidence is partially
applicable to the NICE decision-making context and is characterised by minor limitations.

e Evidence from 1 model-based UK study suggests that CBT is likely to be more cost-
effective than combination therapy (CBT and citalopram) in adults with a new episode of
more severe depression. The evidence on the cost effectiveness between CBT and
pharmacological therapy (citalopram) is inconclusive. The evidence is directly applicable
to the NICE decision-making context and is characterised by minor limitations.

e Evidence from the guideline economic modelling suggests that individual problem solving
is likely to be the most cost-effective option for the treatment of new episodes of more
severe depression in adults, followed by combined individual CBT with escitalopram,
duloxetine, mirtazapine, escitalopram, individual BA, acupuncture combined with
escitalopram, lofepramine, exercise group, trazodone, cCBT with support, individual CBT,
group CBT, non-directive counselling, GP care, cCBT without or with minimal support,
IPT, short-term PDPT, individual exercise and acupuncture. This evidence refers mainly to
people treated in primary care for a new depressive episode; however, it may be relevant
to people treated in secondary care as well, given that clinical evidence was derived from
a mixture of primary and secondary care settings. The economic analysis is directly
applicable to the NICE decision-making context and is characterised by minor limitations.

The committee’s discussion of the evidence

Interpreting the evidence

The outcomes that matter most

The aim of this review was to identify the most effective and cost-effective treatments for
more severe depression and the committee chose depression symptomatology (measured
as the standardised mean difference, SMD, of depression symptom change scores at
treatment endpoint), remission (in those randomised) and response (in those randomised) as
critical outcomes to provide an indication of clinical effectiveness. Discontinuation due to side
effects and discontinuation for any reason were also chosen as critical outcomes, as
indicators of the tolerability and acceptability of treatments, but results for these outcomes
were used as part of the economic modelling (along with remission and response in
completers) and were not reviewed by the committee separately.

In addition to the critical, depression-specific, outcomes the committee prioritised 2 important
outcomes — these were quality of life and personal, social and occupational functioning.
These were selected to determine if treatments for depression led to improved quality of life,
and helped overcome difficulties in sleep, participation in employment, and carrying out
activities of daily living. These were selected as important and not critical outcomes as the
committee were aware that there was likely to be less evidence for these outcomes. The
committee recognised that although these outcomes were very important to people with
depression, as they would not be available for all interventions they would be less useful to
the committee to make recommendations.

The critical outcomes were assessed at treatment endpoint, but in order to determine if
treatments for depression had longer term benefits, follow-up measurements of depression
symptomatology, remission and response were also analysed. Outcomes at these additional
timepoints were also assessed by the committee as part of their decision-making process.
However, the committee recognised that although these longer-term outcomes were very
important to people with depression, as they would not be available for all interventions they
would be less useful to the committee to make recommendations.
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1 The quality of the evidence

The trials included for this evidence review were individually assessed using the Cochrane
risk of bias tool (version 1.0), and the summarised quality of the evidence is presented in the
evidence review. Overall, the majority of domains were rated as at low risk, or unclear risk of
bias, with the exception of selective reporting bias, and other bias (which included potential
conflict of interest based on the source of funding).

Regarding the outcomes considered in the clinical analysis, the between-trial heterogeneity
relative to the size of the intervention effect estimates was moderate for the SMD of
depression symptom scores, response in those randomised, and remission in those
randomised. Some evidence of inconsistency was identified in all outcomes considered in
the clinical analysis. In the analysis of the SMD of depression symptom scores there was
evidence of bias associated with small study size. The bias adjusted model resulted in small
to moderate changes in the relative effects of all treatment classes versus pill placebo
(reference treatment) and also had a moderate impact on some class rankings. The
committee took this information into account when interpreting the results.

Regarding the outcomes that informed the economic analysis, relative to the size of the
intervention effect estimates, the between trial heterogeneity was found to be moderate for
discontinuation due to any reason, discontinuation due to side effects from medication in
those discontinuing treatment, and response in completers, and small for remission in
completers. Some evidence of inconsistency was identified for discontinuation due to any
reason, discontinuation due to side effects from medication in those discontinuing treatment,
and remission in completers. There was also evidence of bias associated with small study
size identified for both discontinuation due to any reason and response in completers.

The sensitivity analysis conducted to explore the transivity assumption of participants in
pharmacological and non-pharmacological studies found that there were some differences in
the results when the pharmacological trials were excluded from analysis, however these
were not substantial and thus the transivity assumptions are acceptable.

A threshold analysis was originally planned, to assess the robustness of the intervention
recommendations to potential limitations in the evidence synthesised in NMAs. Threshold
analysis suggests by how much effects that have been estimated in the NMA need to change
before recommendations change, and whether such changes might potentially occur due to
bias in the evidence. The NICE Guidelines Technical Support Unit (TSU) attended committee
discussions on the rationale for recommendations and noted that, in addition to the results of
the NMA, the committee took other pragmatic factors into consideration when making
recommendations, including the uncertainty and limitations around the clinical and cost-
effectiveness data, and the need to provide a wide range of interventions to take into account
individual needs and allow patient choice. The TSU advised that as it was difficult to identify
a clear decision rule to link the recommendations directly to the NMA results, it was not
feasible or helpful to conduct a threshold analysis. The committee agreed with the
observation that recommendations were based on a pragmatic approach utilising their
clinical experience and the need for inclusivity; and their wish for pragmatic
recommendations tailored to individual needs and preferences. Therefore they agreed that
threshold analysis would not add value to decision making.

Benefits and harms

The committee discussed the results of the clinical and economic analyses and used this
information to draft recommendations relating to the use of specific interventions for the
treatment of more severe depression. When reviewing the evidence from the network meta-
analysis, the committee were aware that a number of important and well-known, often
pragmatic trials, were excluded from the NMA typically because the samples in the trials
were <80% first-line treatment or <80% non-chronic depression. The committee used their
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knowledge of these studies in the round when interpreting the evidence from the systematic
review and making recommendations.

The committee reviewed the results of the bias-adjusted NMA for more severe depression for
the outcome of SMD, compared to pill placebo. The committee noted that the point estimate
for the majority of intervention classes showed an improvement in depression symptoms, but
that most also had very wide 95% credible intervals which crossed zero, and therefore there
was uncertainty around the effectiveness. The committee noted that there were some
classes for which there was evidence from more than 50 participants, and credible intervals
that did not cross zero — these were individual cognitive and cognitive behavioural therapies
(CT/CBT), individual behavioural therapy, pharmacological treatments (SSRIs, TCAs, SNRIs,
mirtazapine), and combination therapy with individual CT/CBT plus antidepressants,
acupuncture plus antidepressants, and light therapy plus antidepressants. The committee
noted that the credible intervals for the pharmacological therapies were all very narrow, and
that this was due to the fact that these results were based on large populations from multiple
studies and therefore there was less uncertainty around these results, whereas the evidence
for some of the other interventions was based on far fewer participants. The committee
agreed that these results were in-line with their clinical experience that CBT, behavioural
therapies and pharmacological therapies were all effective to treat more severe depression,
and that it was likely that combination treatments with antidepressants were likely to be
effective as well, and might lead to additional benefits, over and above the effect of a single
intervention. Furthermore, the committee were aware that important trials comparing CBT
and behavioural activation to controls, other psychological interventions, and antidepressant
medication were excluded from the NMA principally because they were pragmatic trials and
the samples in the trials were <80% first-line treatment or <80% non-chronic depression
(including De Rubeis 2005; Dimidjian 2006; Driessen 2013; Ekers 2011; Hollon 2014; Luty
2007; Richards 2016). The committee considered that the evidence from these studies was
consistent with the evidence from the systematic review and also supported this
interpretation. The committee agreed that there was very litte to differentiate between the
other classes based on the bias-adjusted SMD evidence alone. The committee also
reviewed the NMA ranking for the classes of interventions but noted the very wide credible
intervals in the ranks provided, and agreed this did not provide any additional information to
help them distinguish between the classes.

The committee discussed the bias-adjusted SMD results for individual interventions within
each class and noted there was evidence that some interventions were effective, even when
the class effect did not show a significant difference from pill placebo. For example, self-help
(both with and without support) had credible intervals that crossed zero but the individual
interventions of cognitive bibliotherapy and computerised CBT (with or without support)
showed a significant effect compared to pill placebo. Likewise, the classes of individual
problem-solving, non-directive counselling, short-term psychodynamic psychotherapy,
combination therapy of group CT/CBT with antidepressants, combination therapy of IPT with
antidepressants, and combination therapy of group exercise with antidepressants were non-
significant, but individual interventions within these classes showed significant benefit. The
committee were aware that important pragmatic trials of supported self-help, cognitive-
behavioural bibliotherapy and online/computerised CBT were excluded from the NMA,
because the samples in the trials were <80% first-line treatment or <80% non-chronic
depression (including Brabyn 2016; Kessler 2009; Mohr 2012; Proudfoot 2004; Scogin 1989;
Watkins 2012). These studies were broadly consistent with the evidence from the systematic
review. The committee therefore took this into consideration when making their
recommendations.

The committee next reviewed the results for response and remission in those randomised.
For the outcome of response, the committee noted that the results were similar to those seen
for the SMD outcome, with most classes of intervention offering some benefits but the
maijority of the credible intervals crossing zero, and the classes of interventions for which
there was evidence from more than 50 participants, and credible intervals that did not cross
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zero were also similar to the results seen for SMD. These classes were individual CT/CBT
and pharmacological treatments (SSRIs, TCAs, SNRIs, mirtazapine, trazodone), and the
combinations of CT/CBT with antidepressants and acupuncture with antidepressants. For the
outcome of remission, the results were slightly different: all the pharmacological treatments
(SSRIs, TCAs, SNRIs, mirtazapine, trazodone) still showed benefits compared to pill
placebo, with narrow credible intervals that did not cross zero, but the only psychological
intervention that fulfilled this was individual long-term psychodynamic therapy (PDPT), or the
combination of long-term PDPT with antidepressants, although the evidence for both these
classes was based on a population of 90 people.

The committee discussed the sensitivity analysis conducted to determine if the inclusion of
pharmacological trials impacted on the results seen for psychological, psychosocial and
physical therapies. It was noted that exclusion of the pharmacological studies had small
effects on some SMDs compared to treatment as usual, and that in this analysis the
confidence intervals for individual CT/CBT widened so that they crossed zero. However, the
committee agreed that these small changes indicated that the NMA analysis including the
pharmacological trials was robust and that this would not impact on their recommendations.

The evidence for the outcomes of quality of life and functioning outcomes, and follow-up of
depression outcomes were, as described above, presented as pairwise analyses. The
committee reviewed the outcomes where a clinically important and statistically significant
difference had been identified, but noted that the results were all from single studies, many of
which were small (some with less than 50 participants). For the studies with more than 50
participants and the outcome of quality of life, the committee noted that there was some
evidence of benefit for individual CBT, CBT plus antidepressants, self-help and individual
exercise compared to no treatment/treatment as usual/waitlist. For the functional outcomes
there was evidence of benefit for individual CBT, individual problem-solving, non-directive
counselling, self-help (with or without support) and SSRIs compared to no treatment/attention
placebo/waitlist/pill placebo. Comparisons of individual STPP with self-help with support and
individual CBT suggested there may be benefits with STPP, and one comparison of
individual problem-solving with non-directive counselling, suggested benefits of problem-
solving. The committee agreed that these results confirmed that there may be additional
benefits on quality of life and functional outcomes with some of the interventions for
depression that had shown benefit for the critical outcomes, and this provided reassurance,
but there was not enough evidence on these important outcomes to alter their
recommendations.

There were very few comparisons from the follow-up data on depression outcomes that
showed a clinically important and statistically significant difference. There was some very
limited evidence from single studies that individual behavioural therapy led to improved rates
of remission at 9 months compared to no treatment and improved rates of response and
remission at 8 months compared to SSRIs, and similarly that individual CBT led to an
improvement in depression symptoms at 12 months, compared to antidepressants. There
was also very limited evidence from small, single studies that self-help may lead to benefits
at 6 and 9 months’ follow-up compared to no treatment or treatment as usual. The committee
agreed that this very limited evidence provided some reassurance that classes of
interventions that had shown beneficial results at endpoint, may have beneficial results at
follow-up as well, but that there was not enough evidence to develop recommendations
based on follow-up data alone.

The next piece of clinical evidence the committee reviewed was the summary of the
differences between the pairwise analysis and the NMA results. It was noted that the number
of comparisons where there was a significant difference was small (11%), and in the majority
of cases that difference was in the magnitude of the effect. The committee noted that for
three interventions, the magnitude was much greater using the pairwise analysis: CBT
individual compared to SNRIs, non-directive counselling versus no treatment, and STPP
versus self-help with support, but that the confidence intervals for all these comparisons were
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very wide. The committee agreed that these differences should be considered when making
their recommendations.

The committee noted that the evidence for the subgroup analysis of older versus younger
people showed no difference between the groups for any of the comparisons and so no
specific recommendations were made for people of different ages.

Finally, the committee considered the pairwise analysis of behavioural couples therapy for
people with depression and problems in the relationship with their partner. This evidence was
based on a small, single study which indicated that compared to waitlist, couples’ therapy
demonstrated benefits in terms of depression symptoms and marital adjustment, but when
compared to CBT it did not show a benefit in depression sympyoms, but did with marital
adjustment. CBT compared to waitlist demonstrated benefits only in terms of depression
symptoms. The committee discussed that although this was limited evidence, behavioural
couples therapy was included in the range of interventions offered by the IAPT services and
that it was useful in the specific population and so recommended its use for this group of
people.

Based on their overall review of the clinical evidence the committee agreed that some
treatments (such as individual CBT, individual behavioural therapies, antidepressants and
combinations of CBT, acupuncture and light therapy with antidepressants) appeared to be
more effective than others, but there was otherwise little to choose between treatments. The
committee therefore reviewed the results of the health economic modelling (see separate
details of this discussion below) which determined which treatments were cost-effective, and
used this to help refine a suggested prioritisation of which treatments should be offered to
people with depression, or considered for use.

The committee discussed the fact that acupuncture in combination with antidepressants had
been shown to be effective for some outcomes, but noted that the studies had been
conducted in China using Chinese acupuncture techniques which were different to Western
acupuncture techniques. They therefore agreed that the evidence may not be applicable to
the UK population and that acupuncture plus antidepressants should not be recommended,
and instead they made a research recommendation.

The committee agreed that the likely benefits of recommending specific treatments for more
severe depression would be improvements in depression symptoms, and in some cases
remission and response. For the clinical analysis we used the outcomes of remission and
response in those randomised, (in all participants in a trial), whereas remission and response
in those who completed treatment informed the economic analysis. The potential harms
identified were attrition, with people not completing courses of treatment, issues with
acceptability and the possibility of people deteriorating despite treatment (as data in clinical
trials of all treatments estimated this could happen in 7-10% of people). However, the
committee agreed that the potential benefits of treating depression were likely to outweigh
the potential harms.

Cost effectiveness and resource use

According to existing UK economic evidence, computerised CBT with support was unlikely to
be cost-effective compared with treatment as usual in adults with a new episode of more
severe depression. Evidence was inconclusive regarding the cost effectiveness of non-
directive counselling versus antidepressants. Sertraline was likely to be cost-effective
compared with placebo and duloxetine, while escitalopram appeared to be more cost-
effective than citalopram and duloxetine. Existing evidence also suggested that mirtazapine
was more cost-effective than paroxetine; venlafaxine might be more cost-effective than
fluoxetine and amitriptyline. Other evidence suggested that duloxetine was likely the most
cost-effective option when compared with SSRIs, venlafaxine and mirtazapine. Finally, there
was evidence that combination therapy (CBT and fluoxetine) was more cost-effective than
pharmacological treatment (fluoxetine) alone; other available evidence suggested that CBT
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was likely to be more cost-effective than combination therapy (CBT and citalopram) and was
inconclusive regarding the relative cost effectiveness between CBT and pharmacological
therapy (citalopram).

Existing economic evaluations assessed a limited range of psychological interventions and
no physical interventions; the range of comparisons made in each study was also limited.
Moreover, there was inconsistency across some of the findings or inconclusiveness, so it
was difficult for the committee to draw any robust conclusions on the relative cost
effectiveness of the full range of interventions that are available for the treatment of adults
with a new episode of more severe depression.

The guideline economic analysis assessed the cost effectiveness of a wide range of
pharmacological, psychological, physical and combined interventions, as initial treatments for
people with a new episode of more severe depression. The interventions included in the
economic analysis were dictated by availability of data and were used as exemplars within
their class regarding intervention costs as for practical reasons it was impossible to model all
interventions considered in the guideline NMA. The committee noted that results of
interventions could be extrapolated, with some caution, to other interventions of similar
resource intensity within the same class.

The economic analysis included only classes that had been tested on at least 50 participants
across RCTs included in the NMAs of the SMD, discontinuation for any reason, response in
completers and remission in completers, or fewer than 50 participants if the intervention
class was one that was already in routine use in the NHS. To be considered in the economic
analysis, treatment classes should have shown a better mean effect than the reference
intervention, which was pill placebo. This was assumed in the model to reflect GP care. The
NMAs of discontinuation (for any reason) and response in completers, which informed the
economic analysis, were tested for the presence of bias due to small study size. Evidence of
bias was identified in both analyses and therefore, in addition to the base-case economic
analysis, a bias-adjusted economic analysis was run, using the outputs of the bias-adjusted
NMAs on these two outcomes. The results of the bias-adjusted economic analysis were
those considered by the committee when making recommendations.

The committee considered the bias-adjusted ranking of interventions for adults with a new
episode of more severe depression, from the most to the least cost-effective. According to
this ranking, individual problem-solving appeared to be the most cost-effective therapy,
followed by the combination of individual CBT with antidepressants. Antidepressants (SSRIs,
SNRIs, TCAs, mirtazapine and trazodone) also ranked highly, as did individual behavioural
therapy, individual CBT, acupuncture with antidepressants, group exercise and cCBT with
support. Other interventions, such as group CBT and non-directive counselling also
appeared to be cost-effective compared with GP care. However, 5 interventions did not
appear to be cost-effective compared with other cost-effective interventions and with GP care
— these were cCBT without or with minimal support, interpersonal therapy, short-term
psychodynamic psychotherapy (PDPT), individual exercise therapy and acupuncture.

The committee considered the 95% credible intervals (Crl) around the rankings of
interventions and noted that these were characterised by considerable uncertainty. For
example, the mean ranking of individual problem solving, which was shown to be the most
cost-effective intervention, was 1.98, however its 95% Crl were 1 to 10, suggesting high
uncertainty around the result for group CBT. For combined individual CBT and
antidepressant, which was the second most cost-effective intervention, the mean ranking
was 6.14 with 95% Crl ranging from 1 to 17. Similar uncertainty was shown for all
interventions included in the analysis. On the other hand, deterministic sensitivity analysis
suggested that the results and the ranking of interventions were overall robust under different
scenarios explored.

Based on the clinical and cost-effectiveness data, the committee decided to recommend
individual CBT alone or combined with an antidepressant or individual behavioural therapies
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as the treatments of choice for a new episode of more severe depression in adults, as they
had showed a beneficial effect compared to pill placebo, and were cost-effective classes in
the economic analysis. The committee also recommended antidepressant medication as this
had also been shown to be effective and cost-effective.Although there was evidence of
benefit for SSRIs, SNRIs, TCAs and mirtazapine the committee discussed that the tolerability
of SSRIs and SNRIs meant that these would be considered as the preferred antidepressants.
However, the committee agreed not to be too prescriptive about the choice of
antidepressants as there may be people who had had a favourable response to TCAs in the
past and would prefer to receive a TCA. Based on their knowledge and experience the
committee added guidance on the TCAs which had safety concerns. They also added, based
on their knowledge and the BNF guidance that 'lofepramine has a lower incidence of side-
effects and is less dangerous in overdose [than other tricyclic antidepressants]’ the fact that
lofepramine has the best safety profile. The committee discussed the role of mirtazapine for
first-line treatment and agreed that its use should be reserved as a further-line option. The
committee agreed that these treatment options should be discussed with people with
depression and a shared decision made on which one was most appropriate for them based
on their clinical needs and preferences.

The committee agreed that it was necessary to offer a choice of treatments, and that
individual problem-solving and non-directive counselling had also been demonstrated to be
cost-effective in more severe depression and so the committee recommended these as
alternatives. The committee considered the fact that individual problem-solving was shown to
be the most cost-effective treatment option in the economic analysis, but noted that in some
conceptualisations, it is only a variant of CBT, with very similar efficacy with individual CBT
but higher uncertainty around the mean effect, as demonstrated by the NMA on the SMD
outcome.

The committee noted that there was some evidence that group exercise and computerised
CBT with support were both effective and cost-effective for more severe depression.
However, the committee were uneasy about recommending these as interventions for more
severe depression. This was based on their knowledge and experience, and concerns that
these interventions may not be suitable for people with more severe depression as they did
not require the development of a therapeutic relationship in the same way that the more
intensive psychological therapies did, or that would occur when people were monitored
regularly if on antidepressants. However, the committee agreed that as the evidence had
shown benefit and cost-effectiveness these interventions could be considered for use in
people with more severe depression who wished to try them, or who did not want to consider
any other treatment options.

As described above, the committee decided not to recommend the combination of
acupuncture with antidepressants because the evidence came from studies conducted in
China using Chinese acupuncture techniques which were different to Western acupuncture
techniques. They therefore agreed that the evidence may not be applicable to the UK
population and instead they made a research recommendation.

The committee discussed the 5 interventions that appeared to be less cost-effective than GP
care. They chose not to recommend individual exercise, as group exercise was included as a
treatment option, as discussed above, and they did not recommend acupuncture, as
acupuncture with SSRIs had been shown to be more effective and cost-effective and had not
been recommended as an option. They chose not to recommend cCBT without or with
minimal support as they had already recommended cCBT with support. However, the
committee identified, based on their knowledge and experience, that there may be specific
groups of people in whom STPP or IPT were effective and they therefore recommended
these treatments be available as options for these specific groups.

The committee noted that long-term psychodynamic psychotherapy was included in the NMA
for more severe depression, and had shown some evidence of effectiveness for the outcome
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of remission, but as no SMD data were available it was not possible to include it in the
economic analysis and to fully consider its clinical effectiveness. Therefore, it was not
possible to make any recommendations on this intervention.

The committee were concerned that psychological interventions are not always implemented
consistently — for example audits have suggested that reduced numbers of sessions are
used in practice compared with what is recommended, and that commissioners may not be
clear how many sessions of a particular therapy are required. It was also important for
people with depression to be aware of what was involved in the different types of therapy
before making a decision. The committee therefore agreed it was important to specify the
focus and structure of the psychological interventions being recommended to ensure
consistency and that the services were commissioned correctly, and to highlight any
particular advantages or drawbacks so that people could make an informed choice. The
recommended structure of all psychological interventions (number and duration of sessions,
number of therapists and participants for group interventions) was based on the resource use
utilised in the economic analysis, which, in turn, was informed by RCT resource use,
modified by the committee expert advice to represent routine clinical practice in the UK. In
this way, the recommended structure of psychological interventions represents cost-effective
use of available healthcare resources as implemented in routine clinical practice.

Other factors the committee took into account

The committee discussed that the division of the population for this guideline into ‘less
severe’ and ‘more severe’ using published cross-walk tables with an anchor score of 16 on
the PHQ-9 scale, meant that the more severe population was people with moderate to
severe depression and hence a wide range of treatments should be available to allow choice
of treatments, and so that treatments could be tailored to individuals and taking into account
any previous history of depression and its severity. The committee also discussed that
allowing choice from a range of treatments may lead to lower discontinuation rates than had
been seen in clinical trials where patients were assigned to a treatment.

The committee were aware of 2 studies that had been published after the cut-off date for
inclusion in the evidence review for this guideline, although it was likely that neither would
have met the inclusion criteria according to the protocol. However, the committee considered
that these were important publications. The first of these was Barkham 2021 which was a
pragmatic, randomised non-inferiority trial comparing counselling for depression (in this study
called ‘person-centred experiential therapy’, PCET) with cognitive behavioural therapy (CBT)
in 510 participants. The primary outcome was depression symptomatology measured using
the PHQ-9 score at 6 months, with the secondary outcome of PHQ-9 at 12 months. This
study concluded that PCET is non-inferior to CBT at 6 months, but that PCET is inferior to
CBT at 12 months. The committee noted that 58% of the participants in this study were
already receiving antidepressant medication and as such the study would not have met the
protocol criteria for first-line treatment of a new episode of depression. The committee
discussed that the PCET used in this study was not the same as non-directive counselling
and therefore this study does not provide evidence for the effectiveness of non-directive
counselling. However, the committee considered that this study showed that PCET or
counselling for depression may be effective, at least in the shorter term, but that CBT may be
more beneficial in the longer term and therefore should usually be offered to patients as a
preferred option.

The second study was Cuijpers 2021 which was a network meta-analysis of psychotherapies
for depression, including CBT, behavioural activation (BA), problem-solving, interpersonal
psychotherapy, psychodynamic therapy, life-review therapy, third-wave therapies and non-
directive support counselling. The primary outcome was treatment response, and other
outcomes were remission and acceptability. This study found that all therapies had
significant effects compared to care-as-usual and waiting list, and that the effects of the
therapies did not differ significantly from each other, except for non-directive supportive
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counselling, which was less effective than all the other types of therapy. No differences were
found between any of the interventions in terms of acceptability. The committee considered
that this study also supported their recommendations made based on their systematic review
of the evidence, that all psychological treatments will provide some benefit, so offering a wide
choice of treatments is appropriate, but that counselling, although it may be the preferred
option for some people with depression, may not provide the same level of treatment
response.

As noted earlier, the committee were aware that a number of important and well-known,
often pragmatic trials, were excluded from the NMA typically because the samples in the
trials were <80% first-line treatment or <80% non-chronic depression. The committee used
their knowledge of these trials in the round when interpreting the evidence from the
systematic review and making recommendations.

The committee noted that their recommendations for exercise interventions would need to be
modified if necessary to ensure that people with disabilities were still able to access this as a
treatment option, and they highlighted this in their recommendations.

Recommendations supported by this evidence review

This evidence review supports recommendations 1.6.1 and 1.7.1 and research
recommendations in the NICE guideline.
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Appendix A — Review protocol

3 Review protocol for review questions: For adults with a new episode of less severe depression or more severe depression,
4 what are the relative benefits and harms of psychological, psychosocial, pharmacological and physical interventions
5 alone or in combination?

6 Table 31: Review protocol
Topic First-line treatment for adults with depression

Review questions RQ. 2.1 For adults with a new episode of less severe depression, what are the relative benefits and harms of
psychological, psychosocial, pharmacological and physical interventions alone or in combination?

RQ. 2.2. For adults with a new episode of more severe depression, what are the relative benefits and harms of
psychological, psychosocial, pharmacological and physical interventions alone or in combination?

Objectives To identify the most effective first-line interventions for the treatment of a new episode of depression

Population e Adults receiving first-line treatment for a new episode of depression, as defined by a diagnosis of depression
according to DSM, ICD or similar criteria, or depressive symptoms as indicated by baseline depression
scores on validated scales (and including those with subthreshold [just below threshold] depressive
symptoms)

If some, but not all, of a study’s participants are eligible for the review, for instance, mixed anxiety and
depression diagnoses, then we will include a study if at least 80% of its participants are eligible for this review.

Baseline mean scores are used to classify study population severity according to less severe (RQ 2.1) or more
severe (RQ 2.2) using the thresholds outlined below. These thresholds are derived using standardization of
depression measurement crosswalk tables (Wahl 2014; Rush 2003; Carmody 2006; Uher 2008). An anchor point
of 16 on the PHQ-9 was selected on the basis of alignment with the clinical judgement of the committee and
eligibility criteria in published studies. If baseline mean scores are not available, severity will be classified
according to the inclusion criteria of the study or the description given by the study authors (but only in cases
where this is unambiguous, for example ‘severe’ or ‘subthreshold’ or ‘mild’).

Severity thresholds:

Scale Threshold
HAMD (17-item, 21-item and 24-item) 16

Depression in adults: Evidence review B DRAFT (November 2021)
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Topic First-line treatment for adults with depression

MADRS (10-item) 22
PHQ-9 16
BDI-I (21-item) 22
BDI-II (21-item) 30
CES-D (20-item) 36
QIDS (16-item) 12
HADS-D (7-item) 12

Exclude .

Trials of women with antenatal or postnatal depression

Trials of children and young people (mean age under 18 years)

Trials of people with learning disabilities

Trials of people with bipolar disorder

Trials of adults in contact with the criminal justice system (not solely as a result of being a witness or victim)
Trials where more than 20% of the population have psychotic symptoms

Trials where more than 20% of the population have a coexisting personality disorder

Trials where more than 20% of the population have chronic depression (chronic depression defined as
depression for at least 2 years, or persistent subthreshold symptoms [dysthymia], or double depression [an
acute episode of major depressive disorder superimposed on dysthymial)

Trials of further-line treatment
Trials of people with Seasonal Affective Disorder (SAD)

Trials that specifically recruit participants with a physical health condition in addition to depression (e.g.
depression in people with diabetes)

Intervention

The following interventions will be included:

Psychological interventions:

Behavioural therapies (including behavioural activation, behavioural therapy [Lewinsohn 1976], coping with
depression group)

Cognitive and cognitive behavioural therapies (including CBT individual or group [defined as under or over
15 sessions], problem solving, rational emotive behaviour therapy [REBT] and third-wave cognitive therapies
individual or group)

Counselling (including emotion-focused therapy [EFT], non-directive/supportive/ person-centred counselling
and relational client-centred therapy)

Interpersonal psychotherapy

Psychodynamic psychotherapies (including individual or group-based short-term psychodynamic
psychotherapy, long-term psychodynamic psychotherapy and psychodynamic counselling)
Psychoeducational interventions (including psychoeducational group programmes)

Depression in adults: Evidence review B DRAFT (November 2021)
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First-line treatment for adults with depression

e Self-help with or without support (including cognitive bibliotherapy with or without support, computerised CBT
[CCBT] with or without support, computerised psychodynamic therapy with or without support)

e Art therapy

e Music therapy

e Eye movement desensitization and reprocessing (EMDR) (for depression, not PTSD)

Pharmacological interventions:

To be included, pharmacological interventions needed to be licensed in the UK and in routine clinical use for the
first-line treatment of depression.

SSRIs
Citalopram
Escitalopram
Paroxetine
Sertraline
Fluoxetine

TCAs

o Amitriptyline

Clomipramine

Lofepramine

Nortriptyline

Note: To improve connectivity, imipramine will be included in the network (because it has been used as a
control in many trials) however it will not be considered as part of the decision problem

SNRIs
e Venlafaxine
e Duloxetine

Other antidepressant drugs:
e Mirtazapine
e Trazodone

Note that if necessary for connectivity in the network specific drugs that are excluded and ‘any antidepressant’ or
‘any SSRI’ or ‘any TCA’ nodes will be added where they have been compared against a psychological or
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Comparison

Outcomes

First-line treatment for adults with depression

physical intervention and/or combined with a psychological or physical intervention but they will not be
considered as part of the decision problem.

Physical interventions:

e Acupuncture

e Exercise (including yoga)

e Light therapy (for depression, not SAD)

Psychosocial interventions:
e Peer support (including befriending, mentoring, and community navigators)
e Mindfulness, meditation or relaxation (including mindfulness-based stress reduction [MBSR])

The following interventions are more appropriate for subgroups of adults with depression and as such will be

considered only in pairwise comparisons (and not included in the NMA):

e Couple interventions, including behavioural couples therapy (for people with problems in the relationship with
their partner)

e Other active intervention (must also meet inclusion criteria above)

e Treatment as usual (TAU)

e Waitlist
e No treatment
e Placebo

If a study compares ‘intervention + TAU vs TAU alone’ it will be recoded as ‘intervention vs no treatment’
Critical outcomes:

Efficacy

e Depression symptomatology (mean endpoint score or change in depression score from baseline)

e Remission (usually defined as a cut off on a depression scale), this will be analysed for those randomised
and for completers

e Response (usually defined as at least 50% improvement from the baseline score on a depression scale), this
will be analysed for those randomised and for completers

The following depression scales will be included in the following hierarchy:
¢ MADRS
e HAMD

Depression in adults: Evidence review B DRAFT (November 2021)
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First-line treatment for adults with depression

e QIDS

PHQ

CGl (for dichotomous outcomes only)
CES-D

BDI

HADS-D (depression subscale)
HADS (full scale)

Only one continuous scale will be used per study

e For studies reporting response and/or remission, the scale used in the study to define cut-offs for
response and/or remission will be used
e If more than one definition is used, a hierarchy of scales will be adopted (hierarchy listed above)

For studies not reporting dichotomous data, a hierarchy of scales (see above) will be adopted for continuous
outcomes

Acceptability/tolerability
e Discontinuation due to side effects (for pharmacological trials)
e Discontinuation due to any reason (including side effects)

Important, but not critical, outcomes:
e Quality of life
e Quality of life (as assessed with a validated scale, including the 12-item/36-item Short-Form Survey [SF-
12/SF-36], 26-item short version of the World Health Organization Quality of Life assessment
[WHOQOL-BREF], EuroQoL [EQ5D], Quality of Life Depression Scale [QLDS], Quality of Life Enjoyment
and Satisfaction Questionnaire [Q-LES-Q], Quality of Life Inventory [QoLI], and World Health
Organization 5-item Well-Being Index [WHO-5])

e Personal, social, and occupational functioning

e Global functioning (as assessed with a validated scale, including Global Assessment of Functioning
[GAF], Global Assessment Scale [GAS], and Social and Occupational Functioning Assessment Scale
[SOFAS])

e Functional impairment (as assessed with a validated scale, including Sheehan Disability Scale [SDS],
Social Adjustment Scale [SAS], and Work and Social Adjustment Scale [WSAS])

e Sleeping difficulties (as assessed with a validated scale, including Insomnia Severity Index [ISI] and
Pittsburgh Sleep Quality Index [PSQlI])

Depression in adults: Evidence review B DRAFT (November 2021)
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Topic

Study design

Include unpublished data?
Restriction by date

Minimum sample size

Study setting

The review strategy

First-line treatment for adults with depression
e Employment (for instance, % unemployed)

e Interpersonal problems (as assessed with a validated scale, including Inventory of Interpersonal
Problems [lIP])

e Outcomes will be assessed at endpoint and follow-up (data for all available follow-up periods of at least 1-
month post-intervention will be extracted and will be grouped into categories for analysis, for instance, 1-3
months, 4-6 months, 7-9 months, 10-12 months, 13-18 months, 19-24 months, and >2 years).

e RCTs
e Systematic reviews of RCTs

Conference abstracts, dissertations and unpublished data will not be included unless the data can be extracted
from elsewhere (for instance, from the previous guideline)

All relevant studies from existing reviews from the 2009 guideline and from previous searches (pre-2016) will be
carried forward. Studies published between 2016 and the date the searches are run will be sought.

N =10 in each arm
Studies with <50% completion data (drop out of >50%) will be excluded.

Primary, secondary, tertiary and social care settings.
Non-English-language papers will be excluded (unless data can be obtained from an existing review).

Data Extraction (selection and coding)

Citations from each search will be downloaded into EndNote and duplicates removed. Titles and abstracts of
identified studies will be screened by two reviewers for inclusion against criteria, until a good inter-rater reliability
has been observed (percentage agreement =>90%). Initially 10% of references will be double-screened. If inter-
rater agreement is good then the remaining references will be screened by one reviewer. All primary-level
studies included after the first scan of citations will be acquired in full and re-evaluated for eligibility at the time
they are being entered into a study database (standardised template created in Microsoft Excel). At least 10% of
data extraction will be double-coded. Discrepancies or difficulties with coding will be resolved through discussion
between reviewers or the opinion of a third reviewer will be sought.

Data Analysis

Pairwise comparisons (meta-analyses using random-effects models) will be conducted to combine results from
similar studies. An intention to treat (ITT) approach will be taken where possible.

Network meta-analysis (NMA) in a Bayesian framework will also be used to synthesise the data for all eligible
interventions which are connected in a network of RCT comparisons. Interventions with similar effects (as

determined by the committee) will be grouped into classes and class effects models will be fitted [Dias 2018].
The relative effects of the interventions within each class will be assumed to be distributed around a common

Depression in adults: Evidence review B DRAFT (November 2021)

209



DRAFT FOR CONSULTATION
Treatment of a new episode of depression

Topic

First-line treatment for adults with depression

class mean with a within-class variance, permitting the borrowing of strength across interventions within each
class.

Classes which do not have enough evidence to estimate within-class variability of effects (i.e., a class with just 1
or 2 interventions) will share within-class variability with similar classes (as determined by the committee) where
the variance can be estimated. For example, the individual cognitive and CBT class may borrow the within-class
variance from the individual behavioural therapies class. If no such similar class is identified, we will assume
zero variance in classes with only 1 or 2 interventions. In addition, the attention placebo, no treatment and TAU
classes will share a within-class variance. If an ‘any antidepressant’ class is required to connect otherwise
disconnected/excluded drugs to the network (as described under Intervention topic), its within-class variance will
be equal to the maximum of the SSRI and TCA within-class variances.

The random class effects assumption will be assessed by comparing the fit of fixed and random class effects
models, where the former assumes the intervention effects within each class are the same (i.e., no within-class
variability of effects).

Continuous outcomes (SMDs) will be combined with dichotomous data to estimate intervention effects, using the
methods described in the Appendix. The NMA will probably be restricted to critical outcomes at endpoint due to
the likelihood of a lack of connectivity in a follow-up data network or in a network for important (but not critical)
outcomes.

The consistency of direct and indirect evidence will be assessed by fitting and comparing the fit of the NMA and
unrelated mean effects (UME) models, the latter of which is equivalent to having separate, unrelated, meta-
analyses for every pairwise contrast [Dias 2011]. Each data point’s contribution to the posterior mean residual
deviance for the NMA model will be plotted against that for the UME model, to visually assess if specific data
points are contributing to inconsistency. If the UME suggests there is evidence of inconsistency, node-split
models will be fitted to assist in identifying loops of evidence with inconsistency [Dias 2010].

Risk of bias will be assessed at the study level using the Cochrane risk of bias tool. This assessment includes:
adequacy of randomisation (sufficient description of randomisation method, allocation concealment and any
baseline difference between groups); blinding (of participants, intervention administrators and outcome
assessors); attrition (‘at risk of attrition bias’ defined as a dropout of more than 20% and completer analysis
used, or a difference of >20% between the groups); selective reporting bias (is the protocol registered, are all
outcomes reported); other bias (for instance, conflict of interest in funding).

Risk of bias will also be assessed at the outcome level using GRADE. For heterogeneity, outcomes will be
downgraded once if 12>50%, twice if 12 >80%. For imprecision, outcomes will be downgraded using rules of
thumb. If the 95% Cl is imprecise i.e. crosses the line of no effect and the threshold for clinical benefit/harm, 0.8
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Topic

Heterogeneity
(sensitivity analysis and subgroups)

Notes

First-line treatment for adults with depression

or 1.25 (dichotomous) or -0.5 or 0.5 SMD (for continuous), the outcome will be downgraded. Outcomes will be
downgraded one or two levels depending on how many lines it crosses. If the 95% Cl is not imprecise, we will
consider whether the criterion for Optimal Information Size is met (for dichotomous outcomes, 300 events; for
continuous outcomes, 400 participants), if not we will downgrade one level.

Where possible, the influence of the following subgroups will be considered:

e Primary care compared to secondary care

e Inpatient compared to outpatient settings

e Older adults (60 years and older) compared to younger adults (younger than 60 years)
e BME populations

e Men

If the network structure allows, sensitivity analyses will be considered for depression symptoms (SMD, the
primary outcome for the clinical analysis) and discontinuation for any reason and response in completers (the
main outcomes for economic analysis), as follows:

e Risk of bias as reflected by publication bias and study size using methods described in [Dias 2010]. We will
assume possible bias in comparisons of active interventions vs inactive control and no bias between inactive
control comparisons, as well as active intervention comparisons, except in comparisons where counselling is
the control intervention (in which case bias against counselling will be assumed)

o Validity of transitivity assumption will be explored by sensitivity analysis on SMD outcome that includes non-
pharmacological trials only and examines any differences in magnitude of effects and ranking of non-
pharmacological interventions compared to results from the mixed psychological, psychosocial,
pharmacological and physical model

Threshold analysis will be performed to assess the robustness of intervention recommendations due to bias
[Phillippo 2018].

For interventions in the NMA it is assumed that any patient that meets all inclusion criteria is, in principle, equally
likely to be randomised to any of the interventions in the synthesis comparator set.

For defining routine usage of drugs, the national prescription cost data for England in 2017 - the most recent
year for which relevant data existed - (Prescribing & Medicines Team, Health and Social Care Information
Centre, 2017) was used. If a drug appeared in the top 15 it was included, with the exception of dosulepin which
the BNF indicates should be initiated by a specialist.

Cipriani 2018 network meta-analysis will be used as a source for studies and data.

References for crosswalk tables:
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Carmody, T. J., Rush, A. J., Bernstein, |., Warden, D., Brannan, S., Burnham, D., ... & Trivedi, M. H. (2006). The
Montgomery Asberg and the Hamilton ratings of depression: a comparison of measures. European
Neuropsychopharmacology, 16(8), 601-611.

Rush, A. J., Trivedi, M. H., Ibrahim, H. M., Carmody, T. J., Arnow, B., Klein, D. N., ... & Thase, M. E. (2003). The
16-Item Quick Inventory of Depressive Symptomatology (QIDS), clinician rating (QIDS-C), and self-report (QIDS-
SR): a psychometric evaluation in patients with chronic major depression. Biological psychiatry, 54(5), 573-583.

Uher, R., Farmer, A., Maier, W., Rietschel, M., Hauser, J., Marusic, A., ... & Henigsberg, N. (2008). Measuring
depression: comparison and integration of three scales in the GENDEP study. Psychological medicine, 38(2),
289-300.

Wahl, 1., Lowe, B., Bjorner, J. B., Fischer, F., Langs, G., Voderholzer, U., ... & Rose, M. (2014). Standardization
of depression measurement: a common metric was developed for 11 self-report depression measures. Journal
of clinical epidemiology, 67(1), 73-86.

Assuming a normal distribution and using baseline mean and standard deviation data, we will explore the
categorisation of less and more severe, including the percentage of studies ‘definitely’ within the correct category
(270% of the study sample above cut-off) in order to aid the committee in interpreting the results.

References for data analysis:

Dias, S., Ades, A.E., Welton, N.J., Jansen, J.P., Sutton, A.J. (2018). Network meta-analysis for decision making.
Hoboken, NJ: Wiley.

Dias, S., Welton, N.J., Sutton, A.J., Caldwell, D.M., ... & Ades, A.E. (2011). NICE DSU Technical Support
Document 4: Inconsistency in networks of evidence based on randomised controlled trials.

Dias, S., Welton, N.J., Caldwell, D.M., Ades A.E. (2010a). Checking consistency in mixed treatment comparison
meta-analysis. Statistics in Medicine, 29(7-8), 932-44.

References for heterogeneity:

Dias, S., Welton, N.J., Marinho, V.C.C., Salanti, G., ... & Ades A.E. (2010b). Estimation and adjustment of bias
in randomised evidence by using mixed treatment comparison meta-analysis. Journal of the Royal Statistical
Society: Series A (Statistics in Society), 173(3), 613-29.
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Information sources — databases and
dates

Identify if an update
Author contacts

Highlight if amendment to previous
protocol

Search strategy — for one database

Data collection process —
forms/duplicate

Data items — define all variables to be
collected

Methods for assessing bias at
outcome/study level

Criteria for quantitative synthesis

Methods for quantitative analysis —
combining studies and exploring
(in)consistency

Meta-bias assessment — publication
bias, selective reporting bias

Confidence in cumulative evidence
Rationale/context — what is known

Describe contributions of authors and
guarantor

Sources of funding/support

First-line treatment for adults with depression

Phillippo, D.M., Welton, N.J., Dias, S., Didelez, V., Ades A.E. (2018). Sensitivity of treatment recommendations
to bias in network meta-analysis. Journal of the Royal Statistical Society: Series A (Statistics in Society), 181(3),
843-67.

Database(s): Embase 1974 to Present, Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid
MEDLINE(R) 1946 to Present; Cochrane Library; WEB OF SCIENCE

Update of CG90 (2009)
For details please see the guideline in development web site.
For details please see section 4.5 of Developing NICE guidelines: the manual 2014

For details please see appendix B.

A standardised evidence table format will be used, and published as appendix D (clinical evidence tables) or H
(economic evidence tables).

For details please see evidence tables in appendix D (clinical evidence tables) or H (economic evidence tables).

Standard study checklists were used to critically appraise individual studies. For details please see section 6.2 of
Developing NICE guidelines: the manual 2014.

The risk of bias across all available evidence was evaluated for each outcome using an adaptation of the
‘Grading of Recommendations Assessment, Development and Evaluation (GRADE) toolbox’ developed by the
international GRADE working group http://www.gradeworkinggroup.org/.

For details please see section 6.4 of Developing NICE guidelines: the manual 2014
For details please see the methods chapter.

For details please see section 6.2 of Developing NICE guidelines: the manual 2014.

For details please see sections 6.4 and 9.1 of Developing NICE guidelines: the manual 2014
For details please see the introduction to the evidence review.
A multidisciplinary committee developed the evidence review. The committee was convened by the National

Guideline Alliance (NGA) and chaired by Dr Navneet Kapur in line with section 3 of Developing NICE guidelines:
the manual 2014.

Staff from the NGA undertook systematic literature searches, appraised the evidence, conducted meta-analysis
and cost effectiveness analysis where appropriate, and drafted the guideline in collaboration with the committee.
For details please see the methods chapter.

The NGA is funded by NICE and hosted by the Royal College of Obstetricians and Gynaecologists.
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Topic First-line treatment for adults with depression

Name of sponsor The NGA is funded by NICE and hosted by the Royal College of Obstetricians and Gynaecologists.

Roles of sponsor NICE funds NGA to develop guidelines for those working in the NHS, public health and social care in England
PROSPERQO registration number CRD42019151328

BDI: Beck depression inventory;, BME: black minority ethnic; BNF: British national formulary; (C)CBT: (computerised) cognitive behavioural therapy; CDSR: Cochrane
Database of Systematic Reviews; CENTRAL: Cochrane Central Register of Controlled Trials; CES-D: Centre of epidemiology studies — depression; CGlI: clinical global
impressions; Cl: confidence interval; DARE: Database of Abstracts of Reviews of Effects; DSM: Diagnostic and statistical manual; EFT: emotion-focused therapy;, EMDR: eye
movement desensitization and reprocessing;, EQ-5D: European quality of life 5 dimensions; GAF: global assessment of functioning; GAS: global assessment scale; GRADE:
Grading of Recommendations Assessment, Development and Evaluation; HADS-D: hospital anxiety and depression scale — depression;, HAMD: Hamilton Depression Rating
Scale; ICD: International classification of diseases; IIP: inventory of interpersonal problems; ISI: insomnia severity index; ITT: intention to treat; MADRS: Montgomery—Asberg
Depression Rating Scale; MBSR: Mindfulness-based stress reduction; MID: minimally important difference; NGA: National Guideline Alliance; NHS: National health service;
NICE: National Institute for Health and Care Excellence; NMA: network meta-analysis;, PHQ-9: patient health questionnaire-9; PSQI: Pittsburgh sleep quality index; PTSD:
post-traumatic stress disorder; QIDS: quick inventory of depressive symptomatology; QLDS: quality of life depression scale; Q-LES-Q: quality of life enjoyment and satisfaction
questionnaire QOLI: quality of life inventory RCT: randomised controlled trial; REBT: rational emotive behaviour therapy, RoB: risk of bias, SAD: seasonal affective disorder;
SAS: Spielberger state/trait anxiety scale; SDS: Sheehan disability scale; SMD: standardised mean difference; SNRI: serotonin-noradrenaline reuptake inhibitor; SOFAS:
social and occupational functioning assessment scale; SSRI: selective serotonin reuptake inhibitor; TAU: treatment as usual; TCA: tricyclic antidepressant; UME: unrelated
mean effects; WHOQOL-BRIEF: World health organization quality of life assessment (brief); WHO-5: world health organization 5-item wellbeing index; WSAS: work and social
adjustment scale
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1 Appendix B — Literature search strategies

2 Literature search strategies for review questions: For adults with a new episode

3
4
5

of less severe depression or more severe depression, what are the relative
benefits and harms of psychological, psychosocial, pharmacological and
physical interventions alone or in combination?

6 Clinical search

7
8
9

10
11

Database(s): Embase 1974 to 2019 Week 19, Emcare 1995 to present, Ovid MEDLINE(R)
and Epub Ahead of Print, In-Process & Other Non-Indexed Citations and Daily 1946 to May
14, 2019, PsycINFO 1806 to May Week 1 2019

Date of Search: 16/05/2019
Search updated: 04/06/2020

# Searches

1 (depression/ or agitated depression/ or atypical depression/ or depressive psychosis/ or dysthymia/ or endogenous
depression/ or involutional depression/ or late life depression/ or major depression/ or masked depression/ or
melancholia/ or "mixed anxiety and depression"/ or reactive depression/ or recurrent brief depression/ or treatment
resistant depression/) use oemezd,emcr

2 (Depression/ or Depressive Disorder/ or Depressive Disorder, Major/ or Depressive Disorder, Treatment-Resistant/
or Disorders, Psychotic/ or Dysthymic Disorder/) use ppez

& ("depression (emotion)"/ or exp major depression/ or affective disorders/ or atypical depression/) use psyh

4 (depress* or dysthym* or melanchol* or ((affective or mood) adj disorder*)).tw.

5 ((sever® or serious* or major* or chronic* or complex* or critical* or endur* or persist* or resist* or acute) adj2 (anxiety
or (mental adj2 (disorder* or health or illness* or ill-health)) or (obsessive adj2 disorder*) or OCD or panic attack* or
panic disorder* or phobi* or personality disorder* or psychiatric disorder* or psychiatric illness* or psychiatric ill-
health*)).tw.

6 or/1-5

7 (exp psychotherapy/ or exp counseling/ or mindfulness/ or problem solving/ or psychiatric treatment/ or
psychoeducation/ or self help/ or exp support group/) use oemezd,emcr

8 (exp Psychotherapy/ or Bibliotherapy/ or exp Cognitive Behavioral Therapy/ or exp Counseling/ or Problem Solving/
or Self Care/ or Self Efficacy/ or Self-Help Groups/) use ppez

9 (exp psychotherapy/ or behavioral activation system/ or bibliotherapy/ or cognitive therapy/ or exp counseling/ or
group intervention/ or mindfulness/ or exp problem solving/ or psychoeducation/ or exp self-help techniques/ or
support groups/) use psyh

10 ((behavio* or abreact* or act* out* or age regression or assertive or autogenic or experiential) adj2 (activation or
analys* or cathar* or condition* or intervention* or modification* or therap* or training or treatment*)).tw.

11 ((cognitive adj2 (behavior* or therap*)) or (CBT* or CBASP or biofeedback or contingency management or covert

conditioning or covert sensiti?ation or defusion or MBCT* or neurofeedback or problem focus* or problem solving or
rational emotive or REBT or schema or solution focus*) or ((third wave or 3rd wave) adj2 (intervention* or therap* or
treatment®))).tw.

12 (counsel* or ((art or creative or compassion* or conversation* or dialectic* or emotion* or group* or insight or
narrative or non-directive or nondirective or non-specific or nonspecific or rational or client-centred or client-centered
or humanistic or integrative or interpersonal or person-centred or person-centered or personal construct or
persuasion or Rogerian or talking or time-limited) adj2 (intervention* or therap* or training or treatment*))).tw.

13 (psychotherap* or (psycho* adj (aid* or help* or intervention* or support* or therap* or training or treatment*)) or
(balint group or group program* or mindfulness* or mind training or role play* or support group*)).tw.
14 (self-help or bibliotherap* or meditat* or self-analy* or self-esteem or self-control or self-imag* or self-validat* or

stress manag* or (computer* adj2 (intervention* or program* or therap* or treatment*)) or CCBT).tw.
15 or/7-14
16 drug therapy/ or drug therapy.fs.

17 psychopharmacotherapy/ use oemezd,emcr,psyh
18 antidepressant agent/ use oemezd,emcr
19 Antidepressive Agents/ use ppez
20 antidepressant drugs/ use psyh
21 serotonin uptake inhibitor/ use oemezd,emcr
22 Serotonin Uptake Inhibitors/ use ppez
23 serotonin reuptake inhibitors/ use psyh
24 serotonin noradrenalin reuptake inhibitor/ use oemezd,emcr
25 "Serotonin and Noradrenaline Reuptake Inhibitors"/ use ppez
26 serotonin norepinephrine reuptake inhibitors/ use psyh
27 tricyclic antidepressant agent/ use oemezd,emcr
28 Antidepressive Agents, Tricyclic/ use ppez
29 tricyclic antidepressant drugs/ use psyh
30 monoamine oxidase inhibitor/ use oemezd,emcr
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31
32
33

34

35
36
37
38

40
41
42
43
44
45

46
47

49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66

67
68

70
71

72
73

74
75
76
77
78
79
80
81
82

84
85
86
87
88

90

Searches

monoamine oxidase inhibitors/ use ppez,psyh

tetracyclic antidepressive agent/ use oemezd,emcr

amfebutamone/ or amineptine/ or amitriptyline/ or bupropion/ or clomipramine/ or chlorimipramine/ or citalopram/ or
desipramine/ or duloxetine/ or Duloxetine Hydrochloride/ or escitalopram/ or fluvoxamine/ or fluoxetine/ or
imipramine/ or lofepramine/ or mianserin/ or mirtazapine/ or moclobemide/ or nefazadone/ or nortriptyline/ or
paroxetine/ or phenelzine/ or sertraline/ or venlafaxine/ or Venlafaxine Hydrochloride/

(antidepress* or amfebutamone or amineptin* or amitr?ptylin* or bupropion or chlorimipramine or clomipramin* or
citalopram or desipramin® or duloxetin* or escitalopram or fluvoxamin* or fluoxetin* or imipramin* or lofepramin* or
mianserin or mirtazapin* or moclobemide or nefazadon* or nortriptylin* or paroxetin* or phenelzin* or
psychopharmacologic* or psychopharmacotherap* or sertralin* or venlafaxin* or SNRI* or SSRI* or TCA* or TeCA*
or tetracyclic or tricyclic or ((monoamine or serotonin) adj2 inhibitor*)).tw.

or/16-34

(anticonvulsive agent/ or anticonvulsant therapy/) use oemezd,emcr

Anticonvulsants/ use ppez

anticonvulsive drugs/ use psyh

lamotrigine/ or (lamotrigine or anticonvul* or anti-convul*®).tw.

or/38-39

neuroleptic agent/ use oemezd,emcr

Antipsychotic Agents/ use ppez

neuroleptic drugs/ use psyh

amisulpride/ or aripiprazole/ or olanzapine/ or quetiapine/ or Quetiapine Fumarate/ or risperidone/ or ziprasidone/
(antipsychotic* or anti-psychotic* or amisulpride or aripiprazole or olanzapine or psychotropic* or quetiapine or
risperidone or ziprasidone).tw.

or/41-45

anxiolytic agent/ use oemezd,emcr

Anti-Anxiety Agents/ use ppez

tranquilizing drugs/ use psyh

buspirone/

(anxiolytic* or antianxiet® or anti-anxiet* or tranquili* or buspirone).tw.

or/47-51

central stimulant agent/ use oemezd,emcr

Central Nervous System Stimulants/ use ppez

CNS stimulating drugs/ use psyh

methylphenidate/ or (methylphenidate or ritalin).tw.

or/53-56

lithium/ or lithium.tw.

omega 3 fatty acid/ use oemezd,emcr

Fatty Acids, Omega-3/ use ppez

fatty acids/ use psyh

(omega adj ("fatty acid*" or "polyunsaturated fatty acid*" or PUFA*)).tw.

thyroid hormone/ use oemezd,emcr

Thyroid Hormones/ use ppez

exp thyroid hormones/ use psyh

(thyroid hormone* or calcitonin or dextrothyroxine or diiodotyrosine or monoiodotyrosine or thyronines or
thyroxine).tw.

or/58-66

acupuncture/ or acupuncture.tw.

electroconvulsive therapy/ use oemezd,emcr,ppez

electroconvulsive shock therapy/ use psyh

(ECT or ((electroconvuls* or electro-convuls*) adj2 (therap* or treatment*)) or electroshock* or (shock adj (therap* or
treatment®))).tw.

exp exercise/

(exp Exercise Therapy/ or Physical Exertion/ or exp Physical Fitness/ or Bicycling/ or exp Running/ or Swimming/ or
Walking/) use ppez

(exp kinesiotherapy/ or exp physical activity/ or fitness/ or exp sport/) use oemezd,emcr

(exp physical fitness/ or exp sports/) use psyh

yoga/

(exercis* or yoga or cycling or bicycling or jogging or running or sport* or swimming or walking).tw.

or/68-77

peer group/ or mentoring/

peer relations/ use psyh

friendship/

Friends/ use ppez

(befriend* or friend* or mentor* or peer group* or peer support or (communit* adj (navigat* or support*))).tw.
or/79-83

or/15,35,40,46,52,57,67,78,84

6 and 85

Letter/ use ppez

letter.pt. or letter/ use oemezd,emcr

note.pt.

editorial.pt.
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# Searches

91 Editorial/ use ppez

92 News/ use ppez

93 exp Historical Article/ use ppez
94 Anecdotes as Topic/ use ppez
95 Comment/ use ppez

96 Case Report/

97 case study/ use oemezd,emcr
98 (letter or comment*).ti.

99 or/87-98

100 randomized controlled trial/

101 random®*.ti,ab.

102 100 or 101

103 99 not 102

104 (animals/ not humans/) use ppez

105 (animal/ not human/) use oemezd,emcr

106 nonhuman/ use oemezd,emcr

107 exp animals/ use psyh

108 "primates (nonhuman)"/ use psyh

109 exp Animals, Laboratory/ use ppez

110 exp Animal Experimentation/ use ppez

111 exp animal experiment/ use oemezd,emcr

112 exp experimental animal/ use oemezd,emcr

113 exp Models, Animal/ use ppez

114 animal model/ use oemezd,emcr

115 animal models/ use psyh

116 animal research/ use psyh

117 exp Rodentia/ use ppez

118 exp rodent/ use oemezd,emcr

119 exp rodents/ use psyh

120 (rat or rats or mouse or mice).ti.

121 or/103-120

122 86 not 121

123 clinical Trials as topic.sh. or (controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or
(placebo or randomi?ed or randomly).ab. or trial.ti.

124 123 use ppez

125 (controlled clinical trial or pragmatic clinical trial or randomized controlled trial).pt. or drug therapy.fs. or (groups or
placebo or randomi?ed or randomly or trial).ab.

126 125 use ppez

127 crossover procedure/ or double blind procedure/ or randomized controlled trial/ or single blind procedure/ or (assign*®
or allocat* or crossover* or cross over* or ((doubl* or singl*) adj blind*) or factorial* or placebo* or random* or
volunteer*).ti,ab.

128 127 use oemezd,emcr

129 clinical trials/ or (placebo or randomi?ed or randomly).ab. or trial.ti.

130 129 use psyh

131 124 or 126

132 128 or 130 or 131

133 Meta-Analysis/

134 exp Meta-Analysis as Topic/

135 systematic review/

136 meta-analysis/

137 (meta analy* or metanaly* or metaanaly*).ti,ab.

138 ((systematic or evidence) adj2 (review* or overview*)).ti,ab.

139 ((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

140 (reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

141 (search strategy or search criteria or systematic search or study selection or data extraction).ab.

142 (search* adj4 literature).ab.

143 (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo or psycinfo or cinahl or science citation
index or bids or cancerlit).ab.

144 cochrane.jw.

145 ((pool* or combined) adj2 (data or trials or studies or results)).ab.

146 (or/133-135,137,139-144) use ppez

147 (or/135-138,140-145) use oemezd,emcr

148 (or/133,137,139-144) use psyh

149 or/146-148

150 network meta-analysis/

151 ((network adj (MA or MAs)) or (NMA or NMAs)).tw.

152 ((indirect or mixed or multiple or multi-treatment* or simultaneous) adj1 comparison*).tw.

153 or/150-152

154 or/132,149,153

155 122 and 154

156 limit 155 to english language
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#
157

Searches
limit 156 to yr="2016 -Current"

The Cochrane Library, issue 5 of 12, May 2019
Date of search: 21/05/2019
Search updated: 04/06/2020

ID
#1
#2
#3
#4
#5
#6
#7
#8

#9

#10
#11
#12
#13
#14
#15
#16
#17
#18

#19

#20

#21

#22

#23
#24
#25
#26
#27
#28
#29
#30
#31
#32
#33
#34
#35
#36
#37
#38
#39
#40
#41
#42
#43
#44
#45
#46
#H47

Search

MeSH descriptor: [Depression] this term only

MeSH descriptor: [Depressive Disorder] this term only

MeSH descriptor: [Depressive Disorder, Major] this term only

MeSH descriptor: [Depressive Disorder, Treatment-Resistant] this term only

MeSH descriptor: [Affective Disorders, Psychotic] this term only

MeSH descriptor: [Dysthymic Disorder] this term only

(depress* or dysphori* or dysthym* or melanchol* or ((affective or mood) next disorder*)):ti,ab

((sever* or serious* or major* or acute or chronic* or complex* or endur* or persist* or resist*) next/2 anxiety or
(mental next/2 (disorder* or health or illness* or ill-health)) or (obsessive next/2 disorder*) or OCD or "panic attack*"
or "panic disorder*" or phobi* or "personality disorder*" or "psychiatric disorder*" or "psychiatric illness*" or
"psychiatric ill-health*"):ti,ab

{or #1-#8}

MeSH descriptor: [Psychotherapy] explode all trees

MeSH descriptor: [Bibliotherapy] this term only

MeSH descriptor: [Cognitive Behavioral Therapy] explode all trees

MeSH descriptor: [Counseling] explode all trees

MeSH descriptor: [Problem Solving] this term only

MeSH descriptor: [Self Care] this term only

MeSH descriptor: [Self Efficacy] this term only

MeSH descriptor: [Self-Help Groups] this term only

((behaviour* or behavior* or abreact* or "act* out*" or "age regression" or assertive or autogenic or experiential)
next/2 (activation or analys* or cathar* or condition* or intervention* or modification* or therap* or training or
treatment*)):ti,ab

((cognitive next/2 (behavio* or therap*)) or (CBT* or CBASP or biofeedback or "contingency management" or "covert
conditioning" or "covert sensitisation" or "covert sensiitization" or defusion or MBCT* or neurofeedback or "problem
focus™" or "problem solving" or "rational emotive" or REBT or schema or "solution focus*") or (("third wave" or "3rd
wave") next (intervention* or therap* or treatment*))):ti,ab

(counsel* or ((art or creative or compassion* or conversation* or dialectic* or emotion* or group* or insight or
narrative or non-directive or nondirective or non-specific or nonspecific or rational or client-centred or client-centered
or humanistic or integrative or interpersonal or person-centred or person-centered or "personal construct*" or
persuasion or Rogerian or talking or time-limited) next (intervention* or therap* or training or treatment*))):ti,ab
(psychotherap* or (psycho* next (aid* or help* or intervention* or support* or therap* or training or treatment*)) or
("balint group*" or "group program*" or mindfulness* or "mind training" or "role play*" or "support group*")):ti,ab
(self-help or bibliotherap* or meditat* or self-analy* or self-esteem or self-control or self-imag* or self-validat* or
"stress manag™*" or (computer* next/2 (intervention* or program* or therap* or treatment*)) or CCBT):ti,ab
MeSH descriptor: [Drug Therapy] this term only

MeSH descriptor: [Antidepressive Agents] this term only

MeSH descriptor: [Serotonin Uptake Inhibitors] this term only

MeSH descriptor: [Serotonin and Noradrenaline Reuptake Inhibitors] this term only

MeSH descriptor: [Antidepressive Agents, Tricyclic] this term only

MeSH descriptor: [Monoamine Oxidase Inhibitors] this term only

MeSH descriptor: [Bupropion] this term only

MeSH descriptor: [Amitriptyline] this term only

MeSH descriptor: [Bupropion] this term only

MeSH descriptor: [Clomipramine] this term only

MeSH descriptor: [Clomipramine] this term only

MeSH descriptor: [Citalopram] this term only

MeSH descriptor: [Desipramine] this term only

MeSH descriptor: [Duloxetine Hydrochloride] this term only

MeSH descriptor: [Citalopram] this term only

MeSH descriptor: [Fluvoxamine] this term only

MeSH descriptor: [Fluoxetine] this term only

MeSH descriptor: [Imipramine] this term only

MeSH descriptor: [Lofepramine] this term only

MeSH descriptor: [Mianserin] this term only

MeSH descriptor: [Mirtazapine] this term only

MeSH descriptor: [Moclobemide] this term only

MeSH descriptor: [Nortriptyline] this term only

MeSH descriptor: [Paroxetine] this term only

MeSH descriptor: [Phenelzine] explode all trees
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ID

#48
#49
#50

#51
#52
#53
#54
#55
#56
#57
#58
#59
#60

#61
#62
#63
#64
#65
#66
#67
#68
#69
#70
#71
#72

#73
#74
#75
#76

#17
#78
#79
#80
#81
#82
#83
#84
#85
#86
#87
#88
#89
#90
#91

Search

MeSH descriptor: [Sertraline] this term only

MeSH descriptor: [Venlafaxine Hydrochloride] this term only

(antidepress* or amfebutamone or amineptin* or amitriptylin* or amitryptylin* or bupropion or chlorimipramine or
clomipramin® or citalopram or desipramin* or duloxetin* or escitalopram or fluvoxamin* or fluoxetin* or imipramin* or
lofepramin® or mianserin or mirtazapin* or moclobemide or nefazadon* or nortriptylin* or paroxetin* or phenelzin* or
psychopharmacologic* or psychopharmacotherap* or sertralin* or venlafaxin* or SNRI* or SSRI* or TCA* or TeCA*
or tetracyclic or tricyclic or ((monoamine or serotonin) next/2 inhibitor*)):ti,ab

MeSH descriptor: [Anticonvulsants] this term only

MeSH descriptor: [Lamotrigine] this term only

(lamotrigine or anticonvul* or anti-convul*):ti,ab

MeSH descriptor: [Antipsychotic Agents] this term only

MeSH descriptor: [Amisulpride] this term only

MeSH descriptor: [Aripiprazole] this term only

MeSH descriptor: [Olanzapine] this term only

MeSH descriptor: [Quetiapine Fumarate] this term only

MeSH descriptor: [Risperidone] this term only

(antipsychotic* or anti-psychotic* or amisulpride or aripiprazole or olanzapine or psychotropic* or quetiapine or
risperidone or ziprasidone):ti,ab

MeSH descriptor: [Anti-Anxiety Agents] this term only

MeSH descriptor: [Buspirone] this term only

(anxiolytic* or antianxiet® or anti-anxiet* or tranquilis* or tranquiliz* or buspirone):ti,ab

MeSH descriptor: [Central Nervous System Stimulants] this term only

MeSH descriptor: [Methylphenidate] this term only

(methylphenidate or ritalin):ti,ab

MeSH descriptor: [Lithium] this term only

lithium:ti,ab

MeSH descriptor: [Fatty Acids, Omega-3] explode all trees

(omega next/2 ("fatty acid*" or "polyunsaturated fatty acid*" or PUFA*)):ti,ab

MeSH descriptor: [Thyroid Hormones] explode all trees

("thyroid hormone™" or calcitonin or dextrothyroxine or diiodotyrosine or monoiodotyrosine or thyronines or
thyroxine):ti,ab

MeSH descriptor: [Acupuncture] this term only

acupuncture:ti,ab

MeSH descriptor: [Electroconvulsive Therapy] this term only

(ECT or ((electroconvuls™ or electro-convuls*) next/2 (therap* or treatment*)) or electroshock* or (shock next (therap*
or treatment*))):ti,ab

MeSH descriptor: [Exercise Therapy] explode all trees

MeSH descriptor: [Physical Exertion] this term only

MeSH descriptor: [Physical Fitness] explode all trees

MeSH descriptor: [Bicycling] this term only

MeSH descriptor: [Running] explode all trees

MeSH descriptor: [Swimming] this term only

MeSH descriptor: [Walking] this term only

MeSH descriptor: [Yoga] this term only

(exercis* or yoga or cycling or bicycling or jogging or running or sport* or swimming or walking):ti,ab

MeSH descriptor: [Peer Group] this term only
MeSH descriptor: [Mentoring] this term only
MeSH descriptor: [Friends] this term only
(befriend* or friend* or mentor* or "peer group
{or #10-#89}

#9 and #90 with Cochrane Library publication date Between Jan 2016 and May 2019, in Cochrane Reviews,
Cochrane Protocols, Trials

*1

or "peer support" or (communit* next (navigat* or support*))):ti,ab

2 Health Economics search

Database(s): Embase 1974 to 2019 Week 08, Ovid MEDLINE(R) and Epub Ahead of Print,
In-Process & Other Non-Indexed Citations and Daily 1946 to February 26, 2019, PsycINFO

Date of Search: 27/02/2019

3
4
5 1806 to February Week 1 2019
6
7

Search updated: 02/03/2021

#
1

Searches

(depression/ or agitated depression/ or atypical depression/ or depressive psychosis/ or dysphoria/ or dysthymia/ or
endogenous depression/ or involutional depression/ or late life depression/ or major depression/ or masked
depression/ or melancholia/ or "mixed anxiety and depression"/ or "mixed depression and dementia"/ or premenstrual
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# Searches
dysphoric disorder/ or reactive depression/ or recurrent brief depression/ or seasonal affective disorder/ or treatment
resistant depression/) use oemezd

2 ((Depression/ or exp Depressive Disorder/ or Adjustment Disorders/ or Affective Disorders, Psychotic/ or Factitious
Disorders/ or Premenstrual Dysphoric Disorder/) use ppez

& ("depression (emotion)"/ or exp major depression/ or affective disorders/ or atypical depression/ or premenstrual
dysphoric disorder/ or seasonal affective disorder/) use psyh

4 (depress* or dysphori* or dysthym* or melanchol* or seasonal affective disorder* or ((affective or mood) adj
disorder®)).tw.

5 or/1-4

6 Letter/ use ppez

7 letter.pt. or letter/ use oemezd

8 note.pt.

9 editorial.pt.

10 Editorial/ use ppez

11 News/ use ppez

12 exp Historical Article/ use ppez

13 Anecdotes as Topic/ use ppez

14 Comment/ use ppez

15 Case Report/

16 case study/ use oemezd

17 (letter or comment™).ti.

18 or/6-17

19 randomized controlled trial/

20 random*.ti,ab.

21 19 or 20

22 18 not 21

23 (animals/ not humans/) use ppez

24 (animal/ not human/) use oemezd

25 nonhuman/ use oemezd

26 exp animals/ use psyh

27 "primates (nonhuman)"/ use psyh

28 exp Animals, Laboratory/ use ppez

29 exp Animal Experimentation/ use ppez

30 exp animal experiment/ use oemezd

31 exp experimental animal/ use oemezd

32 exp Models, Animal/ use ppez

33 animal model/ use oemezd

34 animal models/ use psyh

35 animal research/ use psyh

36 exp Rodentia/ use ppez

37 exp rodent/ use oemezd

38 exp rodents/ use psyh

39 (rat or rats or mouse or mice).ti.

40 or/22-39

41 5 not 40

42 Economics/

43 Value of life/
44 exp "Costs and Cost Analysis"/

45 exp Economics, Hospital/
46 exp Economics, Medical/

47 Economics, Nursing/

48 Economics, Pharmaceutical/

49 exp "Fees and Charges"/
50 exp Budgets/
51 (or/42-50) use ppez

52 health economics/

53 exp economic evaluation/
54 exp health care cost/

55 exp fee/

56 budget/

57 funding/

58 (or/52-57) use oemezd
59 exp economics/

60 exp "costs and cost analysis"/
61 cost containment/

62 money/

63 resource allocation/

64 (or/59-63) use psyh

65 budget*.ti,ab.

66 cost*.ti.

67 (economic* or pharmaco?economic®).ti.
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68 (price* or pricing*).ti,ab.

69 (cost* adj2 (effective* or utilit* or benefit* or minimi* or unit* or estimat* or variable*)).ab.
70 (financ* or fee or fees).ti,ab.

71 (value adj2 (money or monetary)).ti,ab.

72 or/65-70

73 51 or 58 or 64 or 72
74 Quality-Adjusted Life Years/ use ppez
75 Sickness Impact Profile/

76 quality adjusted life year/ use oemezd

77 "quality of life index"/ use oemezd

78 (quality adjusted or quality adjusted life year*).tw.

79 (qaly* or gal or qald* or gale* or gtime* or qwb* or daly).tw.
80 (illness state* or health state*).tw.

81 (hui or hui2 or hui3).tw.
82 (multiattibute* or multi attribute*).tw.

83 (utilit* adj3 (score*1 or valu* or health* or cost* or measur* or disease* or mean or gain or gains or index*)).tw.
84 utilities.tw.
85 (eg-5d* or eq5d* or eq-5* or eq5* or euroqual* or euro qual* or euroqual 5d* or euro qual 5d* or euro qol* or

euroqol*or euro quol* or euroquol® or euro quol5d* or euroquol5d* or eur qol* or eurgol* or eur qol5d* or eurqol5d* or
eur?qul* or eur?qul5d* or euro* quality of life or european qol).tw.

86 (euro* adj3 (5 d* or 5d* or 5 dimension* or 5dimension* or 5 domain* or 5domain*)).tw.
87 (sf36 or sf 36 or sf thirty six or sf thirtysix).tw.

88 (time trade off*1 or time tradeoff*1 or tto or timetradeoff*1).tw.

89 Quality of Life/ and ((quality of life or gol) adj (score*1 or measure*1)).tw.

90 Quality of Life/ and ec.fs.
91 Quality of Life/ and (health adj3 status).tw.
92 (quality of life or gol).tw. and Cost-Benefit Analysis/ use ppez

93 (quality of life or qol).tw. and cost benefit analysis/ use oemezd
94 (quality of life or qol).tw. and "costs and cost analysis"/ use psyh
95 ((gol or hrqol or quality of life).tw. or *quality of life/) and ((gol or hrgol* or quality of life) adj2 (increas* or decreas* or

improv* or declin* or reduc* or high* or low* or effect or effects or worse or score or scores or change*1 or impact*1
or impacted or deteriorat*)).ab.

96 Cost-Benefit Analysis/ use ppez and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective* or
life expectanc*)).tw.

97 cost benefit analysis/ use oemezd and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective*
or life expectanc®)).tw.

98 "costs and cost analysis"/ use psyh and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective®

or life expectanc®)).tw.
99 *quality of life/ and (quality of life or qol).ti.
100  quality of life/ and ((quality of life or qol) adj3 (improv* or chang*)).tw.
101 quality of life/ and health-related quality of life.tw.
102 Models, Economic/ use ppez
103 economic model/ use oemezd
104  or/74-101
105 73 or 104
106 41 and 105
107 limit 106 to english language
108 limit 107 to yr="2016 -Current"

Database(s): NIHR Centre for Reviews and Dissemination: Health Technology Assessment
Database (HTA)

Searched: 26/02/2019
#  Searches

#1  MESH DESCRIPTOR: depressive disorder EXPLODE ALL TREES

#2  ((depres* or dysphori* or dysthymi* or melancholi* or seasonal affective disorder* or affective disorder* or mood
disorder®))

#3  #1or#2 IN HTA FROM 2016 TO 2019

Database(s): CINAHL Plus (Cumulative Index to Nursing and Allied Health Literature) 1937-
current, EBSCO Host

Date of search: 26/02/2019

Search updated: 02/03/2021
'# Qery  Limiters/Expanders

S31 S4 AND S30 Limiters - Publication Year: 2016-2019;
Exclude MEDLINE records; Language:
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S30
S29

S28
S27
S26

S25

S24
S§23

S22
S21
S20

S19

S18
S17

S16
S15
S14
S13
S12

S11
S10

S9

S7
S6
S5

S4

S3

S2

S1

Query

S10 OR S29

S11 OR S12 OR S13 OR S14 OR S15 OR S16 OR S17 OR S18 OR
S19 OR S20 OR S21 OR S22 OR S23 OR S24 OR S25 OR S26 OR
S27 OR S28

(MH "Quality of Life") AND TX (health-related quality of life)

(MH "Quality of Life") AND TI (quality of life or qol)

AB ((qgol or hrqgol or quality of life) AND ((gol or hrqol* or quality of life) N2
(increas™ or decreas* or improv* or declin* or reduc* or high* or low* or
effect or effects or worse or score or scores or change*1 or impact*1 or
impacted or deteriorat*)))

(MH "Cost Benefit Analysis") AND TX ((quality of life or gol) or (cost-
effectiveness ratio* and (perspective* or life expectanc*))

(MH "Quality of Life") TX (health N3 status)

(MH "Quality of Life") AND TX ((quality of life or qol) N (score*1 or
measure*1))

TX (time trade off*1 or time tradeoff*1 or tto or timetradeoff*1)

TX (sf36 or sf 36 or sf thirty six or sf thirtysix)

TX (euro* N3 (5 d* or 5d* or 5 dimension* or 5dimension* or 5 domain*
or 5domain*))

TX (eg-5d* or eq5d* or eg-5* or eq5* or euroqual® or euro qual* or
euroqual 5d* or euro qual 5d* or euro qol* or euroqol*or euro quol* or
euroquol* or euro quol5d* or euroquol5d* or eur gol* or eurqol* or eur
gol5d* or eurqol5d* or eur?qul* or eur?qul5d* or euro* quality of life or
european qol)

TI utilities

TX (utilit* N3 (score*1 or valu* or health* or cost* or measur* or disease*
or mean or gain or gains or index*))

TX (multiattibute* or multi attribute™)

TX (hui or hui2 or hui3)

TX (illness state* or health state*)

TX (quality adjusted or quality adjusted life year*or qaly* or qal or qald*
or gale* or gtime* or qwb* or daly)

(MH "Sickness Impact Profile")

(MH "Quality-Adjusted Life Years")

S5 OR S6 OR S7 OR S8 OR S9

TX (value N2 (money or monetary))

TX (cost* N2 (effective* or utilit* or benefit* or minimi* or unit* or estimat*
or variable*))

Tl cost* or economic* or pharmaco?economic*

TX budget* or fee or fees or finance* or price* or pricing

(MH "Fees and Charges+") OR (MH "Costs and Cost Analysis+") OR
(MH "Economics") OR (MH "Economic Value of Life") OR (MH
"Economics, Pharmaceutical") OR (MH "Economic Aspects of lliness")
OR (MH "Resource Allocation+")

S1 0OR S2 OR S3

TX (depress* or dysphori* or dysthym* or melanchol* or seasonal
affective disorder)

(MH "Adjustment Disorders+") OR (MH "Factitious Disorders") OR (MH
"Affective Disorders, Psychotic")

(MH "Depression+") OR (MH "Premenstrual Dysphoric Disorder") OR
(MH "Seasonal Affective Disorder")
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Limiters/Expanders

English

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Limiters - Exclude MEDLINE records;

Language: English

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Limiters - Exclude MEDLINE records;

Language: English

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Limiters - Exclude MEDLINE records;

Language: English

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
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1 Appendix C — Clinical evidence study selection

2 Study selection for review questions: For adults with a new episode of less

3 severe depression or more severe depression, what are the relative benefits
4 and harms of psychological, psychosocial, pharmacological and physical

5 interventions alone or in combination?

6 Figure17:  Study selection flow chart

Titles and abstracts identified for a combined treatment
review question search (RQ 2.1-2.7)
Up to 2016 N= 15,977
2016-2019, N= 42,599
2019-2020, N= 10,256

| <

Full copies retrieved Excluded, N= 25,381
and assessed for (not relevant population,
eligibility, N= 3,451 design, intervention,

comparison, outcomes)

Publications included Publications excluded
in review, N= 676 from review, N=
2,775
(refer to excluded
studies list)
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1 Appendix D — Clinical evidence tables

2 Clinical evidence table for review questions: For adults with a new episode of less severe depression or more severe
3 depression, what are the relative benefits and harms of psychological, psychosocial, pharmacological and physical

4 interventions alone or in combination?

5 Please refer to supplement B1 - Clinical evidence tables for treatment of a new episode of depression

Depression in adults: Evidence review B DRAFT (November 2021)
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1 Appendix E — Forest plots

2 Forest plots for review questions: For adults with a new episode of less severe
depression or more severe depression, what are the relative benefits and
harms of psychological, psychosocial, pharmacological and physical
interventions alone or in combination?

Please refer to supplements B2 and B3 for forest plots for studies included in the NMA
treatment of a new episode of less severe depression and more severe depression,
respectively

O~NO O bW

9 Forest plots for review questions: For adults with a new episode of less severe
10 depression, what are the relative benefits and harms of psychological,
11 psychosocial, pharmacological and physical interventions alone or in
12 combination?

13  This section includes forest plots only for outcomes that were synthesised using pairwise
14  meta-analysis but were not included in the NMA (couple interventions) and sub-group
15 analyses.

16 Subgroup analyses

17 Subgroup analyses of older adults (60 years and older) compared to younger adults
18 (younger than 60 years)

19 Exercise individual versus waitlist

Figure 18: Depression symptoms endpoint

Expernimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SO Total Mean S0 Total Welght W, Random, 95% CI IV, Random, 95% CI
51.1.1 Older adults (mean age = 60 years)
Eernard 2014 774 077 81 1052 0OFE B0 204% -3.56 [-4.14, -2.94) -
Mcheil 1951 111 3 10 147 37 10 191% -1.02 [1.97,-0008] =
Subtotal (95% C1) gl 70 39.5% 232 [-4.81,047] i

Heterogeneity Taw= 307, Chi*= 2018, df= 1 (P = 0.00001); F= 95%
Testfor overall effect Z=1.83 (P = 0.07)

51.1.2 Younger adults (mean age <60 years)

Dy 1997 702 FO6 29 1525 63 11 199%  -1AT[1.92.-043 -
Legrand 2014 128 438 15 1967 817 12 196%  -1.05[1.87,-0.23 —-—
hystrom 2017 BG4 36T 121 9326 645 53 1%  -049[082,-017) -
Subtotal {35% CI) 165 76 60.5%  0.79[-1.27,-0.32] *

Helerogeneity, Tau™= 0008, Chi"= 3.72, df= 2 {F = D.16); F= 46%
Testfor owerall efect Z= 3.28 (F = 0.001)

'

Total (95% CI) 236 146 100.0% AAT[-2.72, 0.21]

Helarogeneity, Tau™= 192, Chi®= 82.25, df= 4 (P = 0.00001), F= 95% 5_1 0 '5 S é
Test for overall efect 2= 2.29 (P = 0.02) Favour Favaurs waitlist
Test for subgroup differences: Chi*=1 40, di=1 (P=0.24), F= 28 6% Feaurs ErersE Favaurs wadl

20
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Figure 19: Depression symptoms change score

Expenimentsl Control 5td. Mean Differance 5td, Mean Difference
Study of Subgroup  Mean S0 Total Mean SO Total Weight IV, Randomm, 95% C1 IV, Random, 95% C1
51_2.1 Older adulis [mean age = 60 years)
Bernard 2014 -457 95576608 61 -08 FOB3ISIZSE 60 I53%  -D48[0.84,-0.11) -
MecMell 1991 -5.5 21587033 10 -05 247588368 10 142% <206 F3.19,-0.93] -
Subtotal {95% CI) T 70 39.4% AAB[-272,037] .

Helerogeneity Tau®= 107, Chi'= B 86, df=1 (P =0009), "= 85%
Testforoverall affect 2= 149 (P 014)

51.2.2 Younger adults (mean age <60 years)

Doynie 1967 1237 53 28 -081 S1B5TITES M1 17T S2 IS [302,-1.38) -
Lisgrand 2014 BT EBE 15 042 AT 12 174% 162 251,073 -
Myztrosn 2017 -5.89 3I5 121 -275 A2TME04F 53 I55%  -0ETR1.21,-053) -
Saibibotal {95% CIj 165 76 BO6%  -1.51[2.39, 083 >
Helerogeneity: Tau= 0,47, Chi'= 983, dr= 2 (P=0.007), P= 20%
Testfor overall effect Z = 3.35 (P = 0.0008)
Total (95% CI) 736 145 1000% 431182, .071] &>
Tosttor cveraeflect 22 423 (P < 00001) —+ ETR . g
BE rowErall gffect L= 4 = 1L
Testfar subamus disrehcas: ChP'= 014, df=1 (P= 071}, P= 0% Favours axercise  Favours waitlist
Figure 20: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
51.3.1 Older adults (mean age = 60 years)
Bemard 2014 8 &1 5 B0 256% 1.57 [0.55, 4.54] -
Mcheil 1991 1] 10 1] 10 Mot estimable
Subtotal (95% CI) 7 70 256% 1.57 [0.55, 4.54] i
Total events g -]
Heterogeneity: Mot applicable
Testfor overall effect Z= 084 (P =0.40)
51.3.2 Younger adulls (mean age <60 years)
Legrand 2014 T 72 10 22 369% 0.70[0.33, 1.50) —a—
Mystram 2017 I3 135 T 85 3I74% 1.92 [0.90, 4.08] -
Subtotal {95% CI) 157 7T Tdd% 1.16 [0.42, 3.20] =l
Total events 40 17
Heterogeneity: Taw™= 0,39, Chi®= 357, df=1 (P = 0.06), F=71%
Testfor overall effect Z=029 F=077)
Total [95% CIy 228 147 100.0% 1.26 [0.64, 2.46]
Total events 48 22

) _ im _ _ . i ; . N
Heterogeneity, Taw®= 017, Chi*= 379, df=2 (P=015), F=47% bt o 1 10 100

Testfor overall effect Z= 067 (P=050)

Fawours exercise Favours waillist
Testfor subgroup diffierences: Chif= 016, df=1 (P = 0.63). P= 0%
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Forest plots for review question: For adults with a new episode of more severe

depression, what are the relative benefits and harms of psychological,
psychosocial, pharmacological and physical interventions alone or in

combination?

5 Subgroup analyses

6 Subgroup analyses of older adults (60 years and older) compared to younger adults

7

(younger than 60 years)

8 SSRIs versus placebo

Figure 21:

Depression symptoms endpoint

Exparsmenial Conirol 5td. Mean Difference Sid. Mean Difference
Stwudy or Subgroup Mean S0 Tofal Mean S0 Total Weight I, Random, 95% Cl I, Random, 95% Cl
T6.1.1 Older adulls (mean age = 60 years)
Emgley 2018 121 66 98 171 69 106 39% -0.59 F0.BT7,-0.31] -
Piyih 1992 121 10 B0 175 a5 37 2.0% -0.46 089, -0.02) =
Tollefson 199341955 14 7.F 326 157 T4 3X8 T5m -0.22 F0.38, -0.07) N
Subtotal [95% CT) 484 457 13.5% 0,40 [-0.65, -0.14] *
Heterogenaity Taw®= 003, Chi*= 541, df= 2 (P =007 P= 63%
Tiest for ovierall effect Z= 2,99 (P = 0.003)
T6.1.2 Younger adults {mean age <60 years)
003048 123 T08 179 132 773 S99 3% 012 F042, 017 ‘
Ejerkensbed 2005 149 84 54 155 6T 55 16% =008 (0045, 0.30] ™
Eyerley 1988 1z8 T 20 1497 B.5 16 0.9% =0.94 1,63, -0.24] -
CADON TEAZI0S 14 153 163 173 TF92 158 53% -0.43 |0.65, -0.30] =
CL320008-022 133 76 133 159 86 147 49% -0.32 0.55, -0.08) -
CL320098-023 122 81 137 138 8 131 49% =020 044, 0U04] -
CL2-20008-024 125 T4 146 134 84 158 5I1% <011 0034, 011] =
Fava 19988 126 1012 108 122 a 19 1.7 004 045, 0.53] T
Fava 1005 133 73 47 116 64 43 21% 010 F0u3, 2.51) T
Forest Labarataries 2000 1561 10038 243 175 1086 125 S4% 018 F0039, 0U04) -
Forgsl Resdarch Instilute 2003 17.2 1089 143 205 1069 151 51% =0.31 0.54, -0.08] =1
Godlewska 2012 iag 78 21 il 4.3 a 1.1% -0003 0G4, 0.57) =T
Hirayasu 2011a 893 715 1897 8.3 6.6 100 4.5% 0U00 024, 0.24) T
Hirayasu 20110 158 1035 380 183 100 1k 58% -0.24 0.45, -0.04] .
Hurifer 2011 125 825 12 1208 8323 11 06% 016 F0UBS, 0.94] T
FKormutainen 2018 20 458 ir 223 4495 15 0.9% -043F1.13,0.27] =T
Lo 2002 13.08 B3IF 144 1534 887 136 4.5% -0.26 F0.50, -0.03] =
Lopez-Radrigusz 2004 6 859 10 14 853 10 05% -0084 182, 0U04) —
Macias-Cores 2015 1"y a7 48 15 37 43 0% =0.88 F1.32, -0.44] -
Mathgws 2015 156 1004 280 182 1006 281 T.O0% 0,26 F0.42,-0,09] *
Mundt 2012 11.5 58 55 139 6.4 50 2.5% =0.39 0.T8, -0.00] =
PAR 275 MO 137 561 1% 156 4561 10 0.7% -0LF3IF110, D.44) -1
Rudolph 1999 142 414 103 148 402 97 40% 015 042, 013 y
Sheshan 20090 1808 889 99 184 92 95 39% =003 (0032, 0.29) 7
‘Wade 3002 143 91 188 167 91 180 SE% =0.26 F0.47, -0.06] =
Subtodal [95% C1) Fairi] 1250 BE.S% L3 4030, -0.16] |
Heterogenaity: Taw® = 001, Chi*= 33.03, df= 24 (P= 0105, P= 27%
Tiest for owirall effect Z= 6,31 (P < 0.00001)
Total (5% C1) Hos ITT 100.0% 0.25 [40.34, -0.18) |
Heteragenaity: Taw® = 001, Chi*= 40.21, df = 37 (P = 0.05), "= 33% P '5 7 3
Test for owerall effect Z= 710 (P < 0.00001)
Tiest for subaraiip difirences: Ch= 1 53 87= 1 (P = 0,32, P= 74 8% Favours SSRI Favouss placebo
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Figure 22: Depression symptoms change score
Exparimestial Controd S84 Msan Diffaronce Sid, Moss Daflarency
o _ Wsran 50_Tolal _Maan S0 _Todsl ht__ IV, 95% 0l 5% 1
TE.F1 Didar sdults (maan & x 60 yoars)
Bosg 2008 A7 1077 1M <106 1047 13 1.9% <014 039, 010 1
Ermisley 7018 126 470318041 k) 95 4BZBMIIEG 108 1.7% SOBEF11E,-05T] -
by 1883 =131 TOT1067E B0 BT SOTLTEA4T Erd 1.0% {095 p1.40, 048] -
Rapapea 2008 AN Boz 173 .8 BoATE 1% L0 pOED.00H =
Tobaison | 981595 A TE aE B FiOEM DA% G33p0.30-008 &
Subacasi (154 i) Tk THe  Bi% Gl 074, 03] +
Hetgeogeraity Too® = 00T, G = 2H0S, f= & (F < 0001, P= &%
Tt ioe cvarall afiget 2= 353 (F = 0 0004}
TE.ZT Younger sdulis (mean age <60 years)
20060 07 001 4308 102191 17 091 93EEMM8 11 Q4% 071103061 T
Andreol 2DOHDUbE 1 SFTMassana 1998 _siudy 1 133 48 1IT 86 447 118 1.8% «A.03F1.29,-077] -
Baung 2018 1558 K] LTy =B B33 43 1% M3 134,057 -
Einnemann 3008 1347 T51 30 JAle 75T 1] [ak: Y <047 093, 009 =
Eyarkervsbodt 2005 ET g & .7 T8 1% 011 H0, 0un +
Biurmanthal 200MHoRwn 2011 &1 BF 48 -8 T34 1% 000pH0aD, cem +
st 002 128 03 a6 94 a8 0 RI% BT ROSH-OE =
Ciggham 10028 RUEF TE I PR T Y T TS RER L F -
Clugharm 10020 1144 B3 3 -S40 BN X G8% 8T L2300 -
Cluyion TO08_shudy 1 EIY BT 133 124 TO9 A3 19%  -0I6ROSO-003 .
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EN Lilly HBAT-A, T4 644 BF 47E 647 o 1.6% Q81 FOTO,-211] =1
Fabire 1597 “B13 a4 3B 306 a1 B 0% LT L2002 -
Fabre 15943 BT BAT 21 o6 T4 8% 19%  A27R0S5Z.-003 -
Fires 19988 1094 G40 108 LG 29 19 0% 007042, 056 -
Fired 2005 B3 S0008504 4T T3 BN 43 L% MR O8] -
Fioiw Laborstesss 2000 BT [T T T WIS eE D% 0PI, 0y b
Fisisd Laborateesss 2010 1155 085 BIT -85 B3 NS TSW B2 p0UT-08 -
Fomesd Rasearch ingicty 0% 133 106 143 90 057 65 T0% -0 BOSE -0 -
Fomgst Rasearch inghicty 005 1638 1037 266 T4 W03 13 7% -DITROSE-01E -
Godiewiks 1012 44 SIB1IOST6 21 .33 UIGERME N 06%  0I5H0E5,038 =1
Colden 2007_445 113 819 206 89 B4 W01 L9% D28 R0UE-0.00) .
Goldern 2007_449 =12 69 B 28 D2 B8 WD T0% 030 F053, -007] =
Higuchi 2008 E-L ] Bz 148 8.3 58 145 I0% 017 040, 005 b
Higuchi 2011 2T TAT M1 04 11 1IN TI% 030 p04G, 010 “
Hurites 2011 BT ATATIFETS 12 BG4 SEESISIEI 11 O4% <007 R099, 068 -+
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Figure 25:  Discontinuation due to side effects
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Figure 26:
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1 SSRIs versus TCAs

Figure 27: Depression symptoms endpoint

Experimental Control S5td. Mean Difference 5td. Mean Difference
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Figure 28: Depression symtoms change score
Experimental Conlrol Sed. Mean Difference S1d. Mean Difference
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Figure 29: Remission
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Risk Ratio

Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Figure 30: Response
Exprimental Control
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Figure 31:  Discontinuation due to side effects

Experimental Controd Risk Ratio Risk Rabo
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ket 1089 ki 40 5 3 0% D58 [0.15, 2.28] -_1
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Figure 32: Discontinuation due to any reason
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Derntienaere 1998 B 35 14 3 05% 0380017, 0.87] —
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1 TCAs versus placebo

Figure 33: Remission

Expearimental Control Risk Ratia Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C1
#2.3.1 Older adults (mean age = &0 years)
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Total events et ] 14
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Figure 34: Response

Experimnial Controd Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random. 95% CI M-H, Random, 95% Cl
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Figure 35:  Discontinuation due to side effects
Experimental Controd Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
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Subdtotal (95% CI) 190 180 T.M% 2,64 [1.11, 6.27] e
Tatal events 25 7
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Figure 36: Discontination due to any reason
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Figure 37: Depression symptoms change score
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Study o Subgroup Llz-an 50 Totd Mean S50 Tofal Weight IV, Rasdom, 55% C1 I, Random, #5% 1
8521 Older adulls [mean age = 80 years)
Fabona 2012 -158 4T 14T 103 963 145 55% -0U5T F0.80, -0 =
Robinson 2014 T A2 TIT M 7% (] @5 S5d% =0.04 038, 03] 1
Sulbitotal (B5% CI) 348 D 10.8% H0.50 1082, 0.22) L
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Misneribeng H00T -T 61 Gad 273 547 BT 137 0% 0034 0.4, - 000 b
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Huatarogengity, Tau* = 005, Chi®= 67 94, df= 19 (7 < 000001 = 7% T ;!_ 3 g m=
Testfor owarall effact T= G.44 (P = LO0001)
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Figure 38: Remission

Experimental Conirol Risk Ratio Risk Ratio
Stisdy or Subgroup Events  Tolal Events Total Weight M-H, Random, 95% CI M-H, Random, 35% C1
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85.3.2 Younger adults (mean age <60 years)
Baldwin 2012 52 157 49 152 46% 103 0TS, 1.42) T
Boulengar 2014 T 147 0 158 4% 283108, 4.04] —_
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Figure 39: Response

Experimental Conirol Risk Ratio Risk Ratio
Stisdy or Subroup Events  Tolal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C1
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Figure 40: Dicontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Tolal Weight M-H, Random, 85% Cl M-H, Random, 85% CI
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Cunningharn 1997 23 193 2100 1.7% 506 [1.43, 24.76)
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Mahableshwarkar 2015a 10 152 4 161 26% 265 [0.85, B.26]
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Figure 41: Discontinuation due to any reason

Experimental Conirol Risk Ratio Risk Ratio
Stisdy or Sulbroup Events  Tolal Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C1
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Lecrubier 1997 i 78 19 76 13% 118070, 1.98] -
Lewin 2013 m 51 19 57 15% 1.07 (065, 1.76] -
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1 SNRIs versus TCAs

Figure 42: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
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Figure 43: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
86.6.1 Older adults ([maan age = 60 years)
Gasto 2003 5 34 6 34 3I% 0,83 [0.28, 2.47] —_—
Smeraldi 19980 0 55 18 58 142% 1.17(0.70,1.97] T
Subtotal (95% CI) 89 92 17.5% 1.10 [0.59, 1.76) o<
Total events 5 24
Heteragensity Taw®= 0,00 Chi*= 031, df= 1 (P = 0.58); F= 0%
Testfor overall effect Z= 040 (F = 0.69)
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Benker 1996 2 85 1 81 178% 065 [0.41, 1.04] —=—
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Samuelian 1993 18 52 18 50 138% 0.96 (057, 1.63] e
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Figure 44: Remission
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Experimental Conirol Risk Ratio Risk Ratio
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Figure 45: Response

Experimental Conirol Risk Ratio Risk Ratio
Studly or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C1
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Diiptke 2004 128 188 54 BE  46% 0.91 |78, 1.07] b
Diaz-Martinez 1998 w 70 45 TS 0% 088 |0UGE, 1.19] =T
Dierick 1996 107 153 95 18 44% 1% 100, 1.40] »
Eli Lilby HMAT-A Fiil a4 18 B8 1.1% 078 (053, 1.15) =T
Goldstein 2002 42 Ta 17 311 1060t 1.71) T
Goldstein 2004 I 1 M BT 15% 1.24 j0UBS, 1.73) N
Hao 2014 86 140 41 4% 1.17 (0085, 1.44] =
Higwchi 2009 i3 75 8 148 11% 096 |0.73, 1.26] T
Jigng 2017 10 10 18 16 48% 100|088, 1.97] T
Khan 7007 B2 138 83 140 I8% 0.76 [0U60, 0.95] =
Karnaat 2000 n ] 33 7TO13% 0,97 |0UGE, 1.41] T
Lee 2007 144 238 15T 240 54% 0.92 |81, 1.06] =
Mehionan 2000 49 T5 41 T:  l4%m 115 |04, 1.449) T
Montgamery 2004 13 145 113 148 58% 1.0 {0850, 1.16) +
HMemeroff 2007 51 102 45 104 1.8% 1.16 j0UBE, 1.55) T
Hierenberg 2007 92 273 94 274 1E% 098|078, 1.24) -T
Orwizns 2008 Fi 44 Flil LY 106|077, 1.46] T
Perahia 2006 129 196 58 ar  I1me 1,08 [0.90, 1.31] T
Rudolph 1993 54 100 52 103 1.3% 1.07 082, 1.39] T
Sheehan 20090 5 a5 Fi e 1% 1.35 |09, 2.05] T
Sheton 2006 48 T8 | 8 0% 1.200)0087,1.72] =
Sir 2005 56 a4 56 ™  iim 094 J0UTE, 1.16]) T
Study F1J-MGC-HMAG - Study Group B 40 a2 15 EF R Y 1300|077, 1.84) -TT—
Tylee 1997 8 1 98 170 4% 082 0BT, 1.01) -+
Tzanakakd 2000 0 55 Fl:| 54 1.4% 105 |0.74, 1.50) -T-
Wade 2007 112 151 115 144 50% 0.93 082, 1.0%5) y
Subtotal (95% CI) 489 3205  89.9% 1.02 [0.87, 1.07)]
Tatal evants ma 1856
Heragenadty: Tau"= 001, Chi"= 46.90, df= 31 (P =003, = 34%
Tesl for ovarall effect Z= 067 (P = 0.51)
Total (55% CI) n 3523 100.0% 1.0 [0.97, 1.06] |
Tatal events pall:] m1
Heterogenedty: Tau®= 001, Chi*= 49.09, df= 34 (F = 0.05); "= 31% ',3 o .]=1 1=u mu:
Test for overall effect Z= 045 (P = D.63) ' .
Test for subaroup diferences: Chi'= 087, df=1 (P = 0.35), F=0% Farvours SSR1 Favours SHE
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Figure 46:  Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
87.5.1 Older adults ([mean age = 60 years)
Allard 2004 T TE 3 TS 1.5% 2,30 [0.62, B.57] =
Schalzberg 2000 8 104 19 100 96% 1.42[0.85, 2.37 T
Subtotal (95% CI) 180 175 11.1% 1.51 [0.94, 2.44] -
Total events 5 22
Heterogeneity: Taw®= 0,00, Chi*= 0.46, df= 1 (F = 0.500; F= 0%
Testfor overall effect Z=1.649 (F=0.09)
87.5.2 Younger adulls (mean age <60 years)
Ahres 1999 3 40 1 AT 0.5% 3.52 [0.38, 32.57)
Bielski 2004 16 10 4101 23% 4.00[1.39, 11.55]
Clert 1994 3 34 T 34 1.6% 0.43[0.12,1.52] _—
Cogla 1998 14 146 T 186 313% 1.90 [0.78, 4.60] T
DeMayer 2002 4 T3 a T3 3.1% 0.89 [0.36, 2.18] -
Detka 2004 T 188 3 B6 1.5% 1.07 [0.28, 4.03] -
Diaz-Marinez 1993 ] To ] TS 26% 1.43[0.52, 3.91] e
Dierick 1996 14 153 T 181 13% 210087, 507 —
Eli Lilly HMAT-A 13 24 10 89 44% 1.38 |0.64, 2.9 -
Goldstein 2002 T 7o 1 33 0E% 2300042, 2574 —
Goldsteln 2004 14 a & 87 39% 1.67 |0.74, 3.79) -
Heller 2009 1] 15 1] 14 Mot estimable
Higuchl 2009 3 75 12 148 1.7% 0.49[0.14,1.70] —
Khan 2007 17 138 3 140 1.8% 575[1.72,19.18) —_—
Komaat 2000 10 T8 13 77 44% 0.75[0.35,1.61] e
Lee 2007 0 238 17 240 BE% 1.19 064, 2.21] ——
Mehtonen 2000 12 75 5 T 6% 2.300.85,6.11) )
Montgarmery 2004 16 145 11 148  48% 1.48[0.71, 3.08] —1——
Mowla 2016 5 k) | 4 31 18% 1.29[0.38, 4.36] I
Memeraff 2007 12 102 T 104 3.3% 1.75[0.72, 4. 28]
Hierenberg 2007 {1 S 14 274 59% 1.43(0.74, 2.78| T
Onwens 2008 4 a4 2z 42 1.0% 1.91 [0.37, 9.88] —
Perahia 2006 4 196 1 97 06% 1.98 [0.22,17.47]
Rickels 2000 8 27 2z 24 1.2% 356 [0.84, 15.14) =
Rudolph 1999 & 100 9 103 26% 0,59 [0.25,1.86] N
Sheehan 2009k 8 a5 T a9 27% 1.19[0.45, 3.18] —
Shelben 2006 3 T 1 82  05% 315034, 29.68]
Sir 2005 2 B4 3 T3 0.8% 063 [0.11, 3.65] —
Tylee 1997 w/w 1M 24170 11.3% 1.49[0.93, 2.34) I
Tzanakaki 2000 3 55 5 a4 1.4% 0.59 [0.15, 2.34] —
Wade 2007 28 15 13 144 B5% 1.91 [1.02, 3.56] —
Subtotal (95% CI) 3272 15 BE9% 144 [1.20,1.72] +
Total events 322 216
Heterogeneity Taw®= 0,02, Chi®= 20,90, df = 28 (P = 0.37); F= 6%
Testfor overall effect 2= 4.00 (F = 00001}
Total [95% CIy 3452 3290 100.0% 1.45[1.23,1.70] *
Total events 357 238

estior ovarall ttL =44 = 1) : )
Testior subaroup differences; Chif= 0.03.df=1 P =085.F=0% Favours SHRI Favours SSRI
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Figure 47: Discontinuation due to any reason

Experimental Conirol Risk Ratio Risk Ratio
Stisdy or Subroup Events  Tolal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl1
87.6.1 OMer adults (mean age = 60 years)
Alkard 2004 18 78 16 75 1% 1.1 081, 201 i
Hwang 2004 3 A3 3 53 03% 1.02 |0L22, 4.82] _—
Subtotal (95% C1} 128 128 24% 1.40 [0.63, 1.91] -
Total events n 19
Heletogenegity, Tau®= 0000 Chi*= 001, df=1 (F=092); F= 0%
Testfor pverall efiect Z=0.33(P=0.74)
B7.6.2 Younger adults (mean age <60 yaars)
Abres 1999 M40 9 47 11% 1.31 (059, 2.89] -
Basterz 2000 Toon ToIzo1% 1.05 [0.44, 2.48] 1
Bielski 2004 1ooam MO0 35% 1.38 (088, 2.15] T
Clerc 1994 6 4 12 3 1.0% 0.50 (0,21, 1.18] —
Costa 1998 19 18 186 24% 1.53 088, 266] —
DeNayer 2002 M W73 3T% 0.83[0.54,1.28] -
Datke 2004 1 188 0 BB 15% 0.96 [0.47,1.95] -
Diag-Martinez 1998 15 70 w15 1% D.80[0.45, 1.44] ——
Diwrick 1906 ! I3 4D 1E1 45% 1.00 068, 1.47] -T=
Eli Lilty HMAT-4 44 o8 53% 1.50[1.08, 2.13] ==
Goldstein 2002 # T 12 33 23% 0.94 [0L54, 1.64] T
Goldstein 2004 w0 | BT 55% 0.6 (068, 1.34] -+
Hao 2014 3 140 w11 40% 0.90 (059, 1.36] —r
Heller 2009 i 15 5 14 05% 0.56 018, 1.92) —
Higuchi 2004 a 75 ouE 1A% 0.81 (0.3, 1.67) i
Khan 2007 47 138 0 140 4.4% 1.591.07, 2.339] —
Komaat 2000 15 79 # T 13% 0,61 [0.35, 1.07] —
Les 2007 771\ 5T M0 9% 1.27 095, 1.72] =
Mehtonen 2000 1% 75 12 72 16% 1.28 0,65, 2.51] _
Montgamiery 2004 W 148 17 1 3% 0.93 (053, 1.63] -
Mowla 2018 £ = 4 31 0s% 1.20 (038, 4.36] —_—t
Memeroff 2007 M 102 19 104 24% 1.36 [0.79, 2.35] T
Migrenberg 2007 85 273 BG 274 79% 1.2 [0.88, 1.70] —
Oweng 2008 12 4 10 42 1% 1.15 |0.55, 2.35] 1T
Perafia 2006 319 1n 9T 6% 1.0%[0.53, 203 —
Rudolph 1958 @100 33103 40% 0.87 054, 1.25] =T
Sheshar 20095 42 95 1799 5% 1.37 095, 1.97] ==
Shetton 2006 11 T8 19 82 16% 061 [0.31,1.20] —_—
Sir 2005 FE It 13 19 1% 181 [1.00, 3.24] —
Study F1-MC-HMAG - Study Group B % a2 14 3T 18% 0.8 (0,49, 1.36] =T
Tylee 1997 a7 N 46 170 54% 102 [0.72,1.44] -+
Tzanakaki 2000 12 55 12 54 15% 0.96 [0.48, 1.99] B
Wade 2007 715 17 144 40% 1100073, 1.67] -+
Subtotal (95% C1) 358 3281 O7.6% 1.09 [0.989, 1.19] ]
Tatal evants B7d FirL!]
Haterogenaity Tau®= 001, Chi'= 37,33, df= 32 (P=0.24), P= 14%
Tast for overall effect Z=1.73 (P = 0.08)
Total (85% C1) 3618 34159 100.0% 1.09 [1.00, 1.19] ]
Tuotal events 00 T84
Heterogenedy, Tau*= 0.01; Chi'= 3734, df= 34 (P = 0.32), F= 9% e o ' 00
Tastfor overall effect Z=1.90 (P = 0.08) ' :
Test for subnroup diferences: Chi*= 0.00, df= 1 (P = 097, F= 0% Favgurs SNRI Favours SSRI
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1 Trazodone versus TCAs

Figure 48: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
95.4.1 Older adults (mean age = 60 years)
Alher 1985 9 51 8 50 B15% 1.10[0.48, 2.63]
Srerald 19930 4 57 4 58 I60% 1.02 [0.27, 3.87)
Subtotal (95% CI) 108 108  B87.5% 1.08 [0.52, 2.23]
Total events 13 12

Heterogeneity Taw®= 0.00; Chi*= 0.01, df= 1 (P =092, F=0%
Testfor cverall effect =020 (P = 0.64)

95.4.2 Younger adults (mean age <60 years)

Escobar 1980 1] 13 o 15 Mot estimable

Goldberg 1980 2 62 2 B0 125% 0.97 [0.14, 6.65] .

Subtotal (95% CI) 75 75 12.5% 0.97 [0.14, 6.65) ——

Total events 2 2

Heterogeneity: Mot applicable

Testfor overall effect 2= 003 (7= 097)

Total (95% CI) 183 183 100.0% 1.06 [0.54, 2.10]

Total events 15 14

Heterogeneity: Tau®= 0.00; Chif= 0,02, di= 2 (P =095 P= 0% =ll 0 0-‘1 1 1fl3 100

Testfor overall effect 2= 017 (P = 0.86)

Favours razodone  Fawvours TCA
Tastfor subgroup diferences: Chif= 001, di=1 (P =092}, F= 0%

2
Figure 49: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
95.5.1 Older adults {mean age = 60 years)
Altarmura 19993 4 36 5 37 7.5% 0.82 [0.24, 2.82]
Ather 1985 13 &1 10 50 4% 1.27 |0.62, 263 N
Srmeraldi 1398k 26 57 18 53 497% 1.47 [0.91, 2.37] +il-
Subtotal (95% CI) 144 145 TR.6% 1.34 [0.92, 1.96] P
Total events 43 33
Heterogeneity. Tau®= 0.00; Chi®= 078, df= 2 (F = 0.68); F=0%
Tastior overall effect Z=1.50(P=013)
95.5.2 Younger adults (mean age <60 years)
Escobar 1980 2 13 o 15 13% £.71 (0,30, 109,22 *
Goldberg 1980 12 62 T B0 151% 1.66 [0.70, 2.93) -
Moises 1981 5 n T2 40% 262 [0.57, 12.086] 1T
Subtotal (95% CI) 96 a7 M.4% 1.98 [0.96, 4.11] -
Total events 19 q
Heterogeneity: Taw®= 0.00; Chi*= 080, df=2 (P=067),F=0%
Testfor overall effect Z=1.85 (P = 0.06)
Total [95% CIy 240 242 100.0% 1.46 [1.04, 2.04] *»>
Total events 62 47
!:e:;nge:-eit,lr.l L;:: g.ug; 1-:;; = Eﬁlgsj;,dh S (P=078;F=0% =M1 0?1 1iﬂ 3 uu:
25t for overal b Z=2 =0
Testfor subgroup diferences: Chif= 089, di=1 (P = 0.35). P= 0% Favours razodone Favours TEA
3
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1 Pairwise meta-analysis of couple interventions (not included in the NMA)

2 Behavioural couples therapy versus waitlist

3  Figure 50: Depression symptoms endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SO Total Weight IV, Fixed, 95% CI| IV, Fixed, 95% CI|
Beach 1952 8.4 622 18 2047 10.68 148 100.0% -1.34[-2.158,-0.84]
Total (95% CI) 15 15 100.0%  -1.34[-2.15,-0.54] <&
Heterogeneity; Mot applicable 5_1 n % 3 % 1|J=
4 Testfor overall effect Z=3.28 (P =0.001) Favours BET Favours waitlist
5 Figure 51: Depression symptoms change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Beach 1992 -15.53 491 15 -7.86 748 15 100.0% -1 18 [-1.96,-0.40]
Total (95% CI) 15 15 100.0% 1.18 [-1.96, -0.40] <
Heterogeneity: Mat applicable 5_1 0 I5 0 % ‘IDI
6 Testfor averall effect 2= 2.95 (P = 0.003 Favours BCT Favours waitlist
7  Figure 52: Marital adjustment endpoint
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 96.4 18.29 15 E8.13 2532 15 100.0% 1.25([0.45 2.04]
Total (95% CI) 15 15 100.0% 1.25 [0.45, 2.04] P
Heterogeneity: Mot applicable 5_1 P % 7 % 1D=
8 Testfar averall effect: Z=3.08 (F=0.002) Favours waitlist Favours BGT
9 Figure 53: Marital adjustment change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1982 18.8 1268 14 1.2 16.88 15 100.0% 1.21 [0.42, 2.00]
Total (95% CI) 15 15 100.0% 1.21 [0.42, 2.00] <&
Heterogeneity: Mot applicable 5_1 D § I % 1D=
1 0 Test for overall effect 7= 3.02 (P =0.003) Favours waitlist Favours BCT
11 Behavioural couples therapy versus CBT individual
12  Figure 54: Depression symptoms endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Beach 1992 84 622 15 1087 7.7 15 100.0% -0.34 F1.07, 0.38]
Total (95% Cl) 15 15 100.0% -0.34 [-1.07, 0.38]
Heterogenaity: Mot applicable 5_1 P 55 3 % 10:
1 3 Test for averall effect: Z=0.93 (P =0.35) Favours BCT Favours CBT
14  Figure 55: Depression symptoms change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 -15.583 491 15 -17.4 523 18 100.0% 0.36 [-0.36,1.08]
Total (95% CI) 15 15 100.0% 0.36 [-0.36, 1.08]
Heterogeneity: Mot applicable 5_1 0 55 T :=5 0
1 5 Testfor overall effect Z= 097 (P=0.33) Favours BCT Favours CBT
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1 Figure 56: Marital adjustment endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1982 964 18.28 15 636 3207 15 100.0% 1.22[0.43,2.01]
Total (95% CI) 15 15 100.0% 1.22 [0.43, 2.01] &
Heterogeneity: Mot applicable I_1 p I5 B :=5 1D=
Test for overall effect 2= 3.04 (P =0.002) Favours CBT Favours BCT
2
3  Figure 57: Marital adjustment change score
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 138 1268 18 -267 2174 18 100.0% 1.23[0.44 2.07]
Total (95% CI) 15 15 100.0% 1.23 [0.44, 2.02] <&
Heterogeneity: Mot applicable I_1 p I5 7 :IS 1D=
Testfor overall effect: Z=3.05 (F=0.002) Favours CBT Favours BCT
4
5 CBT individual versus waitlist
6 Figure 58: Depression symptoms endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 1087 ¥.7 15 2047 1068 15 100.0% -1.00[F1.77,-0.24]
Total (95% CI) 15 15 100.0%  -1.00 [-1.77,-0.24] &
Heterogeneity: Mot applmable 00 * b : T
Test for averall effect 7= 2487 (F=0.01) Favours CBT Favours waitlist
7
8  Figure 59: Depression symptoms change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 18492 -174 533 18 -T86 748 148 100.0% -1 442,25, -0.67]
Total (95% CI) 15 15 100.0% -1.44[-2.25, 0.62] <&
Heterogeneity: Mat applicable 5_1 3 55 3 :53 10:
9 Test for overall effect: 2= 3.46 (P =0.0005) Favours CBT Favours waitlist
10  Figure 60: Marital adjustment endpoint
Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 636 3207 15 B8.13 2532 15 100.0% -0.15[-0.87, 0.56]
Total (95% CI) 15 15 100.0% -0.15[-0.87, 0.56]
Heterogeneity: Mot applicable I_1 p % B % 1D=
Test far overall effect: Z=0.42 (P = 0.68) Favours waitlist Favours CBT
11
12  Figure 61: Marital adjustment change score
Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO0 Total Mean 50 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Beach 1992 -2EY 1174 14 1.2 16.88 18 100.0% -0.18[-0.91,0.582]
Total (95% CI) 15 15 100.0% -0.19 [-0.91, 0.52]
Heterogeneity: Mot applicable I_1 0 =5 ] :IS 0
Testfor overall effect: Z=0.53 (P = 0.60) Favours waitlist Favours CBT
13
14
15
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1 Appendix F — GRADE tables
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~O0OwOwoo~N

To evaluate the quality of the evidence of the NMAs undertaken to inform this review question, we report information about the factors considered
in a GRADE profile (risk of bias, publication bias, imprecision, inconsistency, and indirectness) — see under ‘Quality assessment of studies
included in the evidence review’.

GRADE table for pairwise meta-analysis of couple interventions (not included in NMA)

Table 32: Clinical evidence profile for comparison behavioural couples therapy versus waitlist

1 randomised very no serious no serious serious? none 15 15 SMD 1.18 - VERY CRITICAL
(Beach trials serious!  inconsistency indirectness lower LOW
1992) (1.96 to

0.4 lower)
1 randomised  very no serious no serious serious? none 15 15 SMD 1.21 - VERY IMPORTANT
(Beach trials serious!  inconsistency indirectness higher LOW
1992) (0.42 to

2.00

higher)

Abbreviations. BDI: Beck Depression Inventory; DAS: Dyadic Adjustment Scale

1 Very serious risk of bias due to unclear risk of selection bias (unclear randomisation method and unclear allocation concealment method), high risk of performance bias (non-
blind), unclear risk of detection bias (blinding of outcome assessor unclear), unclear risk of attrition bias (drop-out not reported), and high risk of selective reporting bias
(discontinuation not reported, and follow-up data cannot be extracted)

2 Imprecision downgraded by 1 level as the 95% confidence interval crosses thresholds for both clinically important benefit and no effect
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Table 33: Clinical evidence profile for comparison behavioural couples therapy versus CBT individual

1 randomise  very no serious
d trials serious  inconsistency
1

no serious
indirectness

serious?

none

15

15

SMD - VERY
0.36 LOW
higher

(0.36

lower to

1.08

higher)

CRITICAL

1 randomise  very no serious
d trials serious  inconsistency
1

Abbreviations. BDI: Beck Depression Inventory; DAS: Dyadic Adjustment Scale

no serious
indirectness

serious2

none

15

15

SMD - VERY
1.23 LOW
higher

(0.44 to

2.02

higher)

IMPORTANT

1 Very serious risk of bias due to unclear risk of selection bias (unclear randomisation method and unclear allocation concealment method), high risk of performance bias (non-
blind), unclear risk of detection bias (blinding of outcome assessor unclear), unclear risk of attrition bias (drop-out not reported), and high risk of selective reporting bias

(discontinuation not reported, and follow-up data cannot be extracted)
2 Imprecision downgraded by 1 level as the 95% confidence interval crosses thresholds for both clinically important benefit and no effect

Table 34: Clinical evidence profile for comparison CBT individual versus waitlist

1 randomised very no serious

trials serious!  inconsistency

no serious
indirectness

no serious
imprecision

15

SMD 1.44 - LOW
lower (2.25

to 0.62

lower)

CRITICAL
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randomised  very no serious no serious very serious? none SMD 0.19 - VERY IMPORTANT
trials serious'  inconsistency indirectness lower (0.91 LOW

lower to

0.52 higher)

Abbreviations. BDI: Beck Depression Inventory; DAS: Dyadic Adjustment Scale

1 Very serious risk of bias due to unclear risk of selection bias (unclear randomisation method and unclear allocation concealment method), high risk of performance bias (non-

blind), unclear risk of detection bias (blinding of outcome assessor unclear), unclear risk of attrition bias (drop-out not reported), and high risk of selective reporting bias
(discontinuation not reported, and follow-up data cannot be extracted)

2 Imprecision downgraded by 2 levels as 95% confidence interval crosses thresholds for both clinically important benefit and harm, and threshold for no effect
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1 Appendix G — Economic evidence study selection

2 Economic evidence study selection for review questions: For adults with a new
episode of less severe depression or more severe depression, what are the
relative benefits and harms of psychological, psychosocial, pharmacological
and physical interventions alone or in combination?

A global health economics search was undertaken for all areas covered in the guideline.
Figure 4 shows the flow diagram of the selection process for economic evaluations of
interventions and strategies for adults with depression and studies reporting depression-
related health state utility data.

O©oo~NO Oh~w

10  Figure 62. Flow diagram of selection process for economic evaluations of
11 interventions and strategies for adults with depression and studies reporting
12 depression-related health state utility data

Titles and abstracts identified between
January 2002 - March 2021, N = 63,034

¥

Full copies retrieved
and assessed for
eligibility, N = 254

Publications excluded from
title and/or abstract
N =62,780

\ 4 VL
Publications included, N = 61 ( Publications excluded, N = 193 '

e 47 economic studies in N=56

® because of inappropriate population, design,

publications [3 also including utility outcomes, costs, utility data N = 82

data]
. . N L .
e 4 utility studies in N = 5 publications because of hierarchy criteria applied in economic

\ ) evaluations regarding countries N = 106

® because of hierarchy criteria applied in utility data
regarding methodology for their elicitation N=5 j

13
14
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1 Appendix H — Economic evidence tables

2 Economic evidence tables for review question: For adults with a new episode of less severe depression or more severe
3 depression, what are the relative benefits and harms of psychological, psychosocial, pharmacological and physical
4 interventions alone or in combination?

5 Table 35: Economic evidence table for individual problem solving versus treatment as usual

Study
country and
type
Kendrick
2005/2006a
UK
Cost-utility
analysis

Intervention
and
comparator

Interventions:
Problem-solving
treatment
provided by
nurses

Generic
community
mental health
(MH) nurse care

Usual GP care

Study population, design
and data sources

Adults with a new episode of
anxiety, depression or reaction
to life difficulties with duration
of symptoms 4 weeks to 6
months; and a General Health

Questionnaire 12-item version
(GHQ-12) =3.

Exclusion criteria: current
psychological treatment or
contact with psychiatric
services; severe mental
disorder or substance misuse;
dementia; active suicidal ideas
Pragmatic RCT (N=247)
(Kendrick 2005/2006a)

Source of efficacy & resource
use data: RCT, analysis based
on n=184 with clinical data
available; cost data available
for n=159

Source of unit costs: national
sources

Costs and outcomes (descriptions and values)

Costs: intervention, training & supervision,
medication, staff time (GP, practice nurse,
counsellor, social worker, psychiatrist,
psychologist), outpatient visit, A&E, inpatient care,
other hospital contacts

For societal perspective: out of pocket expenses
and productivity losses

Mean total NHS cost per person (SD):
Problem solving: £608 (£501)

MH nurse care: £569 (£350)

GP care: £283 (£300)

Adjusted differences vs GP care (95% CI):
Problem solving: £325 (£204 to £484)

MH nurse care: £286 (£174 to £411)

Outcome measure: QALY based on EQ-5D ratings
(UK tariff)

Mean QALYs gained per person (SD):

Problem solving: 0.39 (0.09)

MH nurse care: 0.40 (0.07)

GP care: 0.40 (0.07)

Adjusted differences in QALY vs GP care (95% CI):
Problem solving: -0.02 (-0.05 to 0.012)

MH nurse care: 0 (-0.03 to 0.03)

Depression in adults: Evidence review B DRAFT (November 2021)
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Results

NHS
perspective:
usual GP
care
dominant

Comments

Perspective:
NHS (and
societal)

Currency: GBP£
Cost year: 2003
Time horizon:
26 weeks
Discounting: NA
Applicability:
directly
applicable
Quality: minor
limitations
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1  Table 36: Economic evidence table for self-help: computerised cognitive behavioural therapy (CBT) versus treatment as usual

Study
country and
type
Kaltenthaler
2006

UK
Cost-utility
analysis

Intervention and
comparator

Interventions:

Computerised CBT — 3

packages examined:

Beating the Blues
(cCBT1)

Cope (cCBT2)
Overcoming
Depression (cCBT3)
Treatment as usual,
defined as GP visits,
medication and
possible referral to a
specialist (TAU)

Study population,
design and data
sources

Adults with depression
treated in a primary care
setting
Decision-analytic
modelling

Source of efficacy data:
analysis of RCT
individual-level data for
cCBT1 and cCBT2;
published RCT data for
cCBT3; and further
assumptions

Source of resource use
data: manufacturer
submissions, published
data and other
assumptions

Source of unit costs:
national sources

Costs and outcomes
(descriptions and values)

Costs: intervention (licence fees,
computer hardware, screening of
patients for suitability, clinical
support, capital overheads,
training), healthcare costs

according to severity of depression

(including medication, primary,
inpatient and outpatient care)
Mean total cost per person:
cCBT1: £584

cCBT2: £630

cCBT3: £501

TAU: £437

Outcome measure: QALY
estimated based on EQ-5D (UK
tariff)

Mean QALY per person
cCBT1:1.10

cCBT2: 1.05

cCBT3: 1.03

TAU: 1.02

2 Table 37: Economic evidence tables for SSRIs (sertraline) versus placebo

Study
country and
type
Hollingworth
2020

UK

Intervention  Study population,

and design and data
comparator sources

Interventions: Adults aged 18-74 years
Sertraline presenting to primary
Placebo care with depression or

low mood during the
past 2 years who had

Costs and outcomes (descriptions and
values)

Costs: sertraline, primary care consultations
and phone calls (GP, nurse), medication,
inpatient and outpatient care, accident and
emergency, community care, home visits,
other community care

Depression in adults: Evidence review B DRAFT (November 2021)

Results

ICER vs TAU:
cCBT1: £1,801/QALY
cCBT2: £7,139/QALY
cCBT3: £5,391/QALY
Probability of each
intervention being
cost-effective vs TAU
at WTP
£30,000/QALY:
cCBT1: 0.87

cCBT2: 0.63

cCBT3: 0.54

Results

Imputed incremental net
monetary benefit (95% CI)
at WTP £20,000 /QALY:
whole sample: £122 (£18 to
£226)
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Comments

Perspective: NHS
Currency: GBP£

Cost year: likely
2003

Time horizon: 18
months
Discounting: 3.5%
annually
Applicability:
directly applicable

Quality: potentially
serious limitations

Comments

Perspective:
NHS & personal
social services

Currency: GBP£
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Study
country and
type
Cost-utility
analysis

Intervention
and
comparator

Study population,
design and data
sources

not received
antidepressant or anti-
anxiety medication in
the previous 8 weeks.
Pragmatic RCT (N=655)
(Lewis 2019)

Source of efficacy &
resource use data: RCT,
analysis based on data
imputation. n=505 with
utility (EQ-5D) data
available; cost data
available for n=381
Source of unit costs:
national sources

Costs and outcomes (descriptions and

1 Table 38: Economic evidence tables for SSRIs added to treatment as usual versus treatment as usual alone

Study
country and
type
Kendrick
2009

UK

Intervention
and
comparator

Interventions:

SSRIs
(fluoxetine,

Study population,
design and data
sources

Adults with depressive
symptoms for = 8
weeks, who had
received no

values) Results Comments
Mean imputed total cost /person (SD): Sub-group with mild Cost year: 2018
Sertraline: £154 (£19) depression: £102 (-£114 to  Time horizon:
Placebo: £177 (£26) £317) 12 weeks
Difference: —£22 (-£87 to £42) Discounting: NA
Sub-group with mild depression: Sub-group with moderate Applicability:
Difference: ~£19 (-£154 to £116) e £E135 (-£6910  directly
Sub-group with moderate depression: ) falEl e

. e > Quality: minor
DIEREMEEE 26 (Haile 1 sy Sub-group with severe limitations
Sub-group with severe depression: depression: £131 (-£18 to
Difference: -£41 (-£109 to £27) £281)
Outcome measure: QALY estimated based  Probability of sertraline
on EQ-5D (UK tariff) being cost-effective at WTP
Mean imputed QALY / person (SD): £20,000 /QALY: >95% in
Sertraline: 0.182 (0.002) whole sample; >70% in
Placebo: 0.177 (0.002) each sub-group
Difference: 0.005 (-0.003 to 0.012)
Sub-group with mild depression:
Difference: 0.004 (-0.004 to 0.012)
Sub-group with moderate depression:
Difference: 0.007 (0 to 0.014)
Sub-group with severe depression:
Difference: 0.005 (-0.002 to 0.011)
Costs and outcomes (descriptions and
values) Results Comments
Costs: medication, primary care (face- At 12 weeks Perspective:
to-face GP consultations, GP SSRI| & GP dominates GP health and
telephone contacts, practice nurse alone social care

contacts), secondary care (inpatient,

Depression in adults: Evidence review B DRAFT (November 2021)
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Study
country and
type

Cost
effectiveness
and cost-
utility
analysis

Intervention
and
comparator
fluvoxamine,
sertraline,
paroxetine,
citalopram or
escitalopram)
plus GP
supportive
care

GP
supportive
care alone,
comprising
consultations
at 2, 4, 8 and
12 weeks
after the
baseline
assessment

Study population,
design and data
sources
antidepressant
treatment within the
previous 12 months,
were not in receipt of
counselling or
psychological therapies
at baseline, had a
baseline HAMD17 score
12-19 and at least one
symptom on the
Bradford Somatic

Inventory (BSI).

Exclusion criteria:
significant substance
misuse and an Alcohol
Use Disorders

Identification Test
(AUDIT) score = 12
RCT (Kendrick2009,
N=220)

Source of efficacy &
resource use data: RCT
(N=220; 12-week
completers n=196; 6-
month followed-up
n=160)

Source of unit costs:
national sources

Costs and outcomes (descriptions and

values)

outpatient, day patient, accident and
emergency), community health
services (health visitors, district
nurses, counselling or psychological
therapists), social care services (social
workers, housing workers)

Mean (SD) total cost per person:

At 12 weeks:

SSRI & GP: £341 (£454); GP alone:
£388 (£932)

Difference adjusted for baseline:
-£28 (95%CI -£656 to £117)

At 26 weeks:

SSRI & GP: £759 (£1730); GP alone:
£629 (£1092)

Difference adjusted for baseline:
£153 (95%CIl -£500 to £304)
Outcome measures: HAMD17 score;
QALY based on SF-36 ratings (UK
tariff)

Mean (SD) HAMD17 score per person:

At 12 weeks

SSRI & GP: 8.73 (5.20);

GP alone: 11.22 (5.78)

At 26 weeks

SSRI & GP: 7.92 (5.67);

GP alone: 9.73 (5.57)

Mean QALYs gained per person:
From baseline to 12 weeks

SSRI & GP 0.159; GP alone 0.152
Difference adjusting for baseline 0.005
From baseline to 26 weeks

Depression in adults: Evidence review B DRAFT (November 2021)

Results
At zero WTP per unit of
reduction on HAMD17,
probability of SSRI & GP
being cost-effective was
54.9%
At a WTP of £20,000—

£30,000/QALY, probability

of SSRI & GP being cost-
effective was 80-85%.

At 26 weeks

ICER of SSRI & GP vs. GP

alone £90/unit of
improvement on HAMD17
or £14,854/QALY

SSRI & GP has a greater
than 0.50 probability of
being cost-effective when

the WTP exceeds £80 per
unit reduction on HAMD17

At a WTP at £20,000—

£30,000/QALY, probability

of SSRI & GP being cost-
effective was 0.65-0.75
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Comments
Currency: UKE
Cost year: 2007
Time horizon:
12 and 26
weeks
Discounting: NA
Applicability:
directly
applicable
Quality: minor
limitations
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Study Intervention
country and and
type comparator

Study population,
design and data
sources

values)

Costs and outcomes (descriptions and

Results

SSRI & GP 0.331; GP alone 0.318
Difference adjusted for baseline 0.010

Table 39: Economic evidence table for SSRIs versus TCAs: SSRIs versus TCAs versus lofepramine

Study Intervention

country and and

type comparator

Peveler 2005 Interventions:

/ Kendrick TCAs

2006b (amitriptyline,

UK dothiepin or

Cost imipramine)

effectiveness SSRIs

and cost- (fluoxetine,

utility sertraline or

analysis paroxetine)
Lofepramine
(LOF)
Treatment

lasted 6 months
after remission
or for at least 12
months if
participant had
experienced = 2
depressive
episodes within

the past 5 years.

Study population, design and
data sources

Adults with a new episode of
depression willing to receive
antidepressant treatment in

primary care, including those

with comorbid physical or mental

illness.

Exclusion criteria: already taking
antidepressants, pregnant,
breast-feeding, terminal illness
Open-label RCT, with partial
preference design (following
randomisation, treatment could
be prescribed from a different
class to the one allocated at
random, if participants or their
doctor preferred an alternative).
(Peveler2005; N=327; entered
preference group n=92;
followed-up at 12 months
n=171)

Source of efficacy data: RCT
(n=264 for depression-free
weeks, n=262 for QALYSs)

Source of resource use data:
RCT (n=324; sub-analysis
included for those who provided

Costs and outcomes
(descriptions and values)

Costs: GP time (surgery contact, by
telephone, home visit), other staff
time (practice nurse, district nurse,
CPN, counsellor, psychiatrist), day
centre, non-psychiatric hospital
clinic, A&E, psychiatric and non-
psychiatric in-patient stay

Mean total cost per person
(95%Cl):

TCAs £762 (£553 to £1059)

SSRIs £875 (£675 to £1355)

LOF £867 (£634 to £1521) (p=0.09)
Outcome measures: number of
depression-free weeks (DFW,
defined as a Hospital Anxiety and
Depression Scale - Depression
subscale (HADS-D) <8) and QALYs
based on EQ-5D ratings (UK tariff)
Number of depression-free weeks
per person (95%Cl):

TCAs 25.3 (21.3 to 29.0)

SSRIs 28.3 (24.3 to 32.2)

LOF 24.6 (20.6 to 28.9) p=0.327

Mean QALYs per person, adjusted
for baseline (95%Cl):

TCAs 0.548 (0.481 to 0.606)

Depression in adults: Evidence review B DRAFT (November 2021)

Results

ICERSs

SSRI vs. TCAs £59/DFW
TCAs vs. LOF £183/DFW
(TCAs extendedly
dominated)

SSRI vs. LOF £32/DFW
SSRIs vs. LOF
£5,686/QALY

LOF vs. TCAs
£23,250/QALY (LOF
extendedly dominated)
SSRIs vs. TCAs
£2,692/QALY

Probability of SSRIs being
cost-effective
approximately 0.6 at WTP
of £20,000/QALY
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Comments

Comments

Perspective:
NHS
Currency:
UKE

Cost year:
2002

Time
horizon: 12
months
Discounting:
NA
Applicability:
directly
applicable
Quality:
minor
limitations
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Study
country and
type

Intervention
and
comparator

Study population, design and

data sources

efficacy data, and used in
estimation of ICERs/CEACS)
Source of unit costs: national
sources

Costs and outcomes

1  Table 40: Economic evidence table for exercise plus treatment as usual versus treatment as usual alone

Study
country and
type

Chalder 2012
UK
Cost-utility
analysis

Intervention and
comparator

Interventions:
Physical activity
intervention
delivered by a
physical activity
facilitator plus GP
treatment as usual

GP treatment as
usual (TAU), which
may include
antidepressant

medication,
counselling or
referral to
secondary mental
health services

Study population, design
and data sources

Adults 18-69 years of age,
with a recent first or new
episode of mild/moderate
depression (BDI score 214),
who were not taking
antidepressants at the time
of assessment or had been
prescribed

antidepressants within 4
weeks of assessment but
had had an antidepressant-
free period of 4 weeks prior
to that

Pragmatic, multicentre RCT
(N=361, excluded from
clinical analysis due to high
attrition rates)

Source of efficacy and
resource use data: RCT (at
12 months EQ-5D data
n=195; complete resource
use data n=156; multiple
imputation used in sensitivity
analysis)

(descriptions and values) Results Comments
SSRIs 0.586 (0.523 to 0.641)

LOF 0.552 (0.493 to 0.612) p=562

Costs and outcomes

(descriptions and values) Results Comments
Costs: intervention (physical Under NHS & PSS Perspective:
activity facilitator’s time), primary perspective: NHS & PSS

care professionals’ time (GP,
practice nurse, phlebotomist,
health visitor, district nurse,
midwife, nurse practitioner,

Using completers’ data:

ICER of physical activity vs.

TAU: £20,834/QALY

(and societal)
Currency: GBP£
Cost year: 2009

mental health worker, counsellor, ~ ropability of physical Time horizon:
community psychiatri’c nurse, ’  activity being cost-effective 12 months
physiotherapist), paramedic, A&E, 2?3320008/08:&? AT e D'Sijuntff_‘gi NA
outpatient care, walk-in centre, 0 57’ respecti . | ' A_ppllcablllty:
NHS Direct out-of-hours care, o1, respectively directly
medication, productivity losses Using imputed data: applicable
Mean total service cost per ICER of physical activity vs.  Quality:
person: TAU £19,394/QALY potentially
Physical activity £ 646; TAU £350  Probability of physical serious

activity being cost-effective  limitations

Difference: £296 (95%CI £202 to
£390)

Primary outcome measure:
QALYs estimated using EQ-5D
ratings (UK tariff)

QALYs per person:

Physical activity: 0.809; TAU
0.795

Difference 0.014 (95%CI -0.033 to

0.061)

Depression in adults: Evidence review B DRAFT (November 2021)

at £20,000 and
£30,000/QALY: 0.50 and
0.60, respectively
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Study
country and Intervention and Study population, design Costs and outcomes
type comparator and data sources (descriptions and values) Results Comments

Source of unit costs: national
sources

1 Economic evidence tables for review question: For adults with a new episode of more severe depression or more severe

2 depression, what are the relative benefits and harms of psychological, psychosocial, pharmacological and physical
3 interventions alone or in combination?
4  Table 41: Economic evidence table for self-help with support: computerised cognitive behavioural therapy (CBT) with support added
5 to treatment as usual versus treatment as usual alone
Study
Study population,
country and Intervention and design and data  Costs and outcomes (descriptions
type comparator sources and values) Results Comments
Gilbody 2015/ Interventions: Adults with Costs: intervention (licence fee, cost of cCBT1 dominated by TAU Perspective:
Littlewood 2015 Computerised, symptoms of support), GP or nurse visits (including TAU vs cCBT2 £6,933/QALY NHS & PSS

UK

commercially

depression (PHQ-

telephone call appointments), out-of-

Probability of each intervention

Currency: GBP£

Cost-utility produced CBT 9 score 210) hours GP services, inpatient stays, being cost effective at WTP Cost year: 2012
analysis (Beating the Blues)  Pragmatic outpatient visits, other community £20,000/QALY: Time horizon: 2
with therapist multicentre RCT ~ services (including counsellors, cCBT1: 0.038 ears '
support in addition  (Gilbody2015 / psychologists, psychiatrists, CMHT BT2j ' 41 é. o
to treatment as Littlewood 2015, and IAPT services), depression-related cC :Lady |s(<):ount|ng.
usual (cCBT1) N=691) medication (antidepressants, TAU: 0.545 35/‘,’ anr.1lually
Computerised, free  Source of efficacy  antipsychotics, mood stabilisers, Using SF-6D QALYs: ApplEaller
5 s GO and resource use  Sleeping tablets, anxiety medication) cCBT1 dominated by TAU directly
(MoodGYM) with data: RCT (EQ- Mean total cost per person (SE): cCBT2 dominant applllca.ble.
therapist support in 5D data available  cCBT1: £1,186 (£80); cCBT2: £1,098 Probability of each intervention ?“i‘":Y- rmihor
addition to forn=416at24  (£135); TAU: £1,121 (£62) being cost-effective at WTP Imitations
treatment as usual  months; NHS cost Adjusted mean differences (95% Cl) £20,000/QALY:
) el moteo) ™" CBT1vs TAU: £104 (£67 0 £275)  oCBT1: 0007
comprising GP care  Source of unit CC,BTZ L CCBTZ' 0.756
with no constraints  costs: national Primary outcome measure: QALYs UbEE2e

on the range of
treatments that

sources

estimated based on EQ-5D (UK tariff)
Number of QALYs per person (SE):

Depression in adults: Evidence review B DRAFT (November 2021)

Results robust to inclusion of
depression-related costs only
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Study
country and
type

Intervention and
comparator

could be accessed
(TAU)

Study
population,
design and data
sources

Costs and outcomes (descriptions

1 Table 42: Economic evidence table for counselling versus antidepressants

Study
country and
type

Miller 2003
UK

Cost
effectiveness
analysis

Depression in adults: Evidence review B DRAFT (November 2021)

Intervention and
comparator

Interventions:

Generic
psychological
therapy comprising
6 weekly 50-minute
sessions
(counselling)
Routinely
prescribed
antidepressant
drugs, comprising
dothiepin (150 mg)
taken at night,
fluoxetine (20 mg)
taken once daily or
lofepramine (140—
210 mg) taken daily
in divided doses, or
a different drug if it
was judged
necessary by GP
(AD)

Study population, design

and data sources
Adults aged 18-70 years

who met diagnostic criteria

and values) Results Comments

cCBT1: 1.333 (0.034) and to consideration of

cCBT2: 1.356 (0.033) completers’ data only (instead

TAU: 1.389 (0.033) of |mput.ed data anaI¥S|s) .

Adjusted mean differences (95% CI) Ié;'-tftelectet;/é?vevre]gi %fr:fl ;gzei:r:(;t:%n

cCBT1 vs TAU: -0.044 (-0.117 t0 0.030)  {.catment allocation on

cCBT2 vs TAU: -0.015 ('0092 to 0061) outcomes
Costs and outcomes
(descriptions and values) Results Comments
Costs: intervention (counselling, RCT: ICER of AD vs. Perspective:
medication), depression-related GP  counselling £263/ NHS (only
visits, psychiatric inpatient & extra person with a depression-

for major depression
(assessed by their GP).
Exclusion criteria:
psychosis, suicidal
tendencies, postnatal
depression, recent
bereavement, drug or
alcohol misuse

RCT (Bedi2000 /Chilvers
2001, N=103); people

refusing randomisation but

agreeing to participate in

the patient preference ftrial
were given the treatment of

their choice (N=220)
Source of efficacy data:

RCT (at 12 months n=81)
and preference trial (at 12

months n=163)

outpatient care

Mean cost (SD) per person:

RCT

Counselling: £302 (£38)

AD: £344 (£62); p=0.777
Preference trial:

Counselling: £336 (£25)

AD: £263 (£34) p =0.005

Primary outcome measure: global
outcome, assessed by a
psychiatrist blind to treatment
allocation, using the research
diagnostic criteria (RDC), BDI score
and GP notes. The outcome was
good if the person responded to
treatment within 8 weeks and then
remained well
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good global outcome
Probability of
counselling being cost-
effective: 0.25 and
0.10 at a WTP of £500

related costs
considered)

Currency: UKE
Cost year:1995

Time horizon:
el L
global outcome, D|sclount.|rl19. N
respectively Applicability:
Sensitivity analysis: part@lly
assuming missing data applllcable
were good: probability ~ Quality:
of counselling being potentially
cost-effective Serious
limitations

increases for any
WTP; assuming
missing data were
poor: probability of
counselling being cost-
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Study
country and Intervention and
type comparator

Study population, design
and data sources

Source of resource use
data: RCT (at 12 months

Costs and outcomes
(descriptions and values)

% of people with good global
outcome:

n=103) and preference trial
(at 12 months n=215)
Source of unit costs:
national sources and local

RCT

Counselling: 25%, AD: 41%,
p=0.196
Preference trial:

costs for counsellors

Counselling: 36%, AD: 28%,
p=0.191

1 Table 43: Economic evidence tables for SSRIs: sertraline versus placebo

Study Intervention
country and and

type comparator
Hollingworth  Interventions:
2020 Sertraline

UK Placebo
Cost-utility

analysis

Study population,
design and data
sources

Adults aged 18-74 years
presenting to primary
care with depression or
low mood during the
past 2 years who had
not received
antidepressant or anti-
anxiety medication in
the previous 8 weeks.
Pragmatic RCT (N=655)
(Lewis 2019)

Source of efficacy &
resource use data: RCT,
analysis based on data
imputation. n=505 with
utility (EQ-5D) data
available; cost data
available for n=381

Costs and outcomes (descriptions and
values)

Costs: sertraline, primary care consultations
and phone calls (GP, nurse), medication,
inpatient and outpatient care, accident and
emergency, community care, home visits,
other community care

Mean imputed total cost /person (SD):
Sertraline: £154 (£19)

Placebo: £177 (£26)

Difference: —£22 (—£87 to £42)
Sub-group with mild depression:
Difference: -£19 (-£154 to £116)
Sub-group with moderate depression:
Difference: £4 (-£145 to £152)
Sub-group with severe depression:
Difference: -£41 (-£109 to £27)

Outcome measure: QALY estimated based
on EQ-5D (UK tariff)

Depression in adults: Evidence review B DRAFT (November 2021)

Results

effective slightly
increases for
WTP<£1,500 and
decreases for WTP
>£1,500.

Preference trial: ICER
of counselling vs. AD
£912/ extra person
with a good global
outcome

Results

Imputed incremental net
monetary benefit (95% CI)
at WTP £20,000 /QALY:
whole sample: £122 (£18 to
£226)

Sub-group with mild
depression: £102 (-£114 to
£317)

Sub-group with moderate
depression: £135 (-£69 to
£339)

Sub-group with severe
depression: £131 (-£18 to
£281)

Probability of sertraline
being cost-effective at WTP
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Comments

Comments

Perspective:
NHS & personal
social services

Currency: GBP£
Cost year: 2018
Time horizon:
12 weeks
Discounting: NA
Applicability:
directly
applicable
Quality: minor
limitations
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Study Intervention
country and and
type comparator

Study population,
design and data
sources

Source of unit costs:
national sources

Costs and outcomes (descriptions and
values)

Mean imputed QALY / person (SD):
Sertraline: 0.182 (0.002)

Placebo: 0.177 (0.002)

Difference: 0.005 (-0.003 to 0.012)
Sub-group with mild depression:
Difference: 0.004 (-0.004 to 0.012)
Sub-group with moderate depression:
Difference: 0.007 (0 to 0.014)
Sub-group with severe depression:
Difference: 0.005 (-0.002 to 0.011)

1 Table 44: Economic evidence tables for SSRIs: escitalopram versus citalopram

Study Intervention
country and and

type comparator
Wade 2005b  Interventions:
UK Escitalopram
Cost Citalopram
effectiveness

analysis

Study population,
design and data
sources

Adults with major severe
depression with baseline
MADRS score = 30
Decision-analytic
modelling

Source of efficacy data:
published meta-analysis
of RCTs

Source of resource use
data: published literature
and expert opinion
Source of unit costs:
national sources

Costs and outcomes (descriptions and
values)

Costs: study medication, GP and psychiatrist
visits, inpatient psychiatric hospitalizations,
treatment discontinuation, treatment-emergent
AEs, attempted suicide. Sick leave

Mean (range) total NHS cost per person:
Escitalopram: £422 (£404-£441)
Citalopram £454 (£436-£471)

Outcome measures: % of remission, defined
as MADRS score < 12, and % remission
without switch

% of remission: mean (range)

Escitalopram: 53.7% (50.3%-57.5%)
Citalopram: 48.7% (45.8%-51.7%)

% of remission without switch: mean (range)
Escitalopram: 41.7% (37.5 %-46.3%)
Citalopram: 30.8% (27.5%-34.6%)

Depression in adults: Evidence review B DRAFT (November 2021)

Results Comments

£20,000 /QALY: >95% in

whole sample; >70% in

each sub-group
Results Comments
Escitalopram dominates Perspective:
citalopram NHS (and
Results robust to changes ~ societal)

in drug-specific probabilities
and cost data

PSA: Escitalopram was
dominant in >99.8% of
iterations
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Currency: GBP£
Cost year: 2003
Time horizon:
26 weeks
Discounting: NA
Applicability:
directly
applicable
Quality:
potentially
serious
limitations
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Table 45: Economic evidence tables for SSRIs versus SNRIs: escitalopram versus citalopram versus venlafaxine

Study
country and
type

Wade 2005a

UK

Cost
effectiveness
analysis

Intervention
and
comparator

Interventions:

Escitalopram
Citalopram

Venlafaxine

Study population,
design and data
sources

Adults with major
depression with baseline
MADRS score between
18-40

Decision-analytic
modelling

Source of efficacy data:
meta-analysis of head-
to-head RCTs between
escitalopram and
citalopram; and between
escitalopram and
venlafaxine

Source of resource use
data: General Practice
Research Database,
published literature and
expert opinion

Source of unit costs:
national sources

Costs and outcomes (descriptions and
values)

Costs: study medication, staff time (GP,
psychiatrist, hospitalisation, community
services, attempted suicide; sick leave

Results

Escitalopram dominates
both citalopram and
venlafaxine

Mean (range) total NHS cost per person:
Escitalopram: £465 (£436-£493)
Citalopram: £544 (£514-£573)

Escitalopram: £376 (£342-£410)
Venlafaxine: £415 (£382-£449)

Outcome measure: % of remission, defined as
MADRS score < 12

% of remission: mean (range)
Escitalopram: 63.5% (61.5%-65.4%)
Citalopram: 58.2% (56.3%-60.3%)

Escitalopram: 68.9% (66.7%-70.9%)
Venlafaxine: 68.5% (66.2%-70.6%)

Table 46: Economic evidence tables for SSRIs versus SNRIs: escitalopram versus duloxetine

Study
country and
type

Wade 2008
UK

Intervention
and
comparator

Interventions:

Escitalopram
Duloxetine

Study population,
design and data
sources

Outpatients aged

18-65 years with
moderate-to-severe

Costs and outcomes (descriptions and
values)

Costs: medication, staff time (GP, psychiatrist,
cardiologist, ear-nose-throat specialist,
gastroenterologist, dermatologist, psychologist,
nurse, social worker, physiotherapist,

Results

Escitalopram dominant
across all outcomes

Depression in adults: Evidence review B DRAFT (November 2021)
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Comments

Perspective:
NHS (and

societal)
Currency: UKE

Cost year: 2003
Time horizon:
26 weeks

Discounting: NA
Applicability:
directly
applicable
Quality:
potentially
serious
limitations

Comments

Perspective:
NHS & sick
leave
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Study Intervention  Study population,
country and and design and data
type comparator sources

Cost- depression (baseline
effectiveness Montgomery-Aberg
analysis Depression Rating

Scale [MADRS] total
score 226 and a Clinical
Global Impression
Severity [CGI-S] score
24) and duration of
current depressive
episode of 12 weeks to
1 year

International multi-
centre RCT (N=295)
(Wade 2007)

Source of efficacy &
resource use data: RCT,
analysis based on data
imputation; completers
for economic analysis
n=223

Source of unit costs:
national sources

Costs and outcomes (descriptions and
values)

occupational therapist, alternative therapy),
hospitalisation (psychiatry, emergency, general
practice, surgery), sick leave

Mean difference in healthcare costs (SD):
-£145 (-£387 to -£42)

Outcome measures: Sheehan Disability Scale
score (SDS), MADRS score, response
response (MADRS score decrease 250%) and
remission (MADRS score <12)

Mean difference in effects:

MADRS change in total score 1.7 (-0.1 to 3.4)
SDS change in total score 2.4 (0.4 to 4.1)
Response probability 5.0% (-2.8% to 12.7%)
Remission probability 3.3% (-5.7% to 11.8%)

Results

1 Table 47: Economic evidence tables for SSRIs versus mirtazapine: paroxetine versus mirtazapine

Study Intervention  Study population,

country and and design and data

type comparator sources

Romeo 2004 Interventions: Adults with major
Mirtazapine depression and baseline

UK 30-45 HAMD17 score >18
mg/day treated in primary care

Cost

effectiveness RCT (N=197)

analysis (Wade2003)

Costs and outcomes (descriptions and
values)

Costs: medication, hospital inpatient stays and
outpatient attendances, day care; contacts with
GPs, community psychiatric nurses, social
workers, opticians, physiotherapists and other
specialists

Mean total NHS cost per person:

Mirtazapine: £1408 (SD (£1777)

Depression in adults: Evidence review B DRAFT (November 2021)

Results

Mirtazapine dominates
paroxetine

Results robust to changes
in costs

271

Comments
Currency: GBP£
Cost year: 2006
Time horizon:
24 weeks
Discounting: NA
Applicability:
directly
applicable
Quality:
potentially
serious
limitations

Comments

Perspective:
NHS and social

care (and
societal)
Currency: UKE
Cost year: 2002
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Study Intervention

country and and

type comparator
Paroxetine
20-30
mg/day

Study population,
design and data
sources

Source of efficacy &
resource use data: RCT
(data available for
economic analysis
n=177)

Source of unit costs:

Costs and outcomes (descriptions and

values)
Paroxetine: £1528 (SD £2022)

Mean difference -£120 (95%CI -£750 to £377,

p=0.51)

Outcome measure: % of response defined as
at least 50% decrease in HAMD17; changes in

Results

Probability of mirtazapine
being cost-effective 80%
and 89%, at WTP zero and
£1000 for a point
improvement in HAMD17

Quality of Life in Depression Scale (QLDS)

from baseline to endpoint
% of response:

national sources

Mirtazapine: 63%
Paroxetine: 56% (p=0.31)
Change in QLDS
Mirtazapine: 13

Paroxetine: 9 (p=0.021, favouring mirtazapine)

Comments

Time horizon:
24 weeks

Discounting: NA
Applicability:
partially
applicable
Quality:
potentially
serious
limitations

1 Table 48: Economic evidence tables for SSRIs versus SNRIs versus mirtazapine: SSRIs versus duloxetine versus venlafaxine versus

2 mirtazapine
Study Intervention
country and and
type comparator
Benedict Interventions:
2010

Duloxetine
UK

SSRIs
Cost-utility
analysis Venlafaxine

Mirtazapine

Study population,
design and data
sources

Adults with moderate to
severe major depression
defined by a HAMD17
score 219, having a new
treatment episode in
primary care

Decision-analytic
modelling

Source of efficacy data:
meta-analyses of clinical
trials -randomisation
likely broken

Costs and outcomes (descriptions

and values)

Costs: medication, A&E Visits, GPs,
psychiatrists, hospitalisation

Mean total cost per person:
Duloxetine £543

SSRIs £486

Venlafaxine £585
Mirtazapine £516

Outcome measure: QALY estimated
based on EQ-5D ratings (UK tariff)

Number of QALY's per person:

Depression in adults: Evidence review B DRAFT (November 2021)

Results

Duloxetine dominant over
venlafaxine.

SSRIs dominant over mirtazapine

ICER of duloxetine versus SSRIs:
£6,304/QALY

Probability of duloxetine being cost-
effective at WTP £20,000/QALY:
approximately 70%

Results sensitive to changes in
efficacy (response / relapse) and
utility values

272

Comments

Perspective:
Scottish NHS

Currency: UKE

Cost year: likely
2003

Time horizon:
48 weeks
Discounting: NA
Applicability:
directly
applicable

Quality:
potentially
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Study
country and
type

Intervention
and
comparator

Study population,
design and data
sources

Source of resource use

data: expert opinion
Source of unit costs:
national sources

Costs and outcomes (descriptions
and values)

Duloxetine 0.665
SSRIs 0.656
Venlafaxine 0.663
Mirtazapine 0.654

Results

Comments

serious
limitations

1  Table 49: Economic evidence tables for SSRIs versus SNRIs versus TCAs: fluoxetine versus venlafaxine versus amitriptyline

Study
country and
type
Lenox-Smith
2009

UK

Cost-utility
analysis

Intervention
and
comparator

Interventions:

Venlafaxine
Fluoxetine

Amitriptyline

Study population,
design and data
sources

Adult outpatients with
major depression

Decision-analytic
modelling

Source of efficacy data:

pooled data from meta-
analysis; a single RCT
for amitriptyline vs.
venlafaxine

Source of resource use

data: Delphi panel

Source of unit costs:
national sources

Costs and outcomes (descriptions
and values)

Costs: medication, lab testing, clinical
examinations, community psychiatric
nursing, inpatient and outpatient
services, staff time (GP, psychiatrist,
psychologist), psychotherapy

Mean total cost per person:
Venlafaxine £1530
Fluoxetine £1539
Amitriptyline £1558

Outcome measure: QALY estimated
based on the presumed utilities of a
depression-free day and a severely
depressed day

Mean QALYs per person
Venlafaxine 0.098
Fluoxetine 0.090
Amitriptyline 0.085

Depression in adults: Evidence review B DRAFT (November 2021)

Results
Venlafaxine dominates fluoxetine

and amitriptyline

Results robust to changes in costs.

Results sensitive to the value of the
utility gain associated with a
depression-free day
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Comments

Perspective:
NHS

Currency: UKE
Cost year: 2006

Time horizon:
24 weeks

Discounting: NA
Applicability:
partially
applicable
Quality:
potentially
serious
limitations
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1 Table 50: Economic evidence table for combined CBT & antidepressant (fluoxetine) versus antidepressant alone

Study

country and
type comparator

Simon 2006 Interventions:
UK Combination

Cost therapy

effectiveness  comprising 16
and cost- sessions of CBT

utility lasting 50min

analysis each and
antidepressant
therapy
(fluoxetine)
(Combo)

Antidepressant
therapy alone,
comprising
fluoxetine 40mg
daily for 3
months and
standard
outpatient care
(AD)

Intervention
and

Study population,
design and data
sources

Adults with
moderate
depression and
adults with severe
depression
Decision-analytic
modelling (decision
tree)

Source of efficacy
data: systematic
literature review &
meta-analysis of
RCTs

Source of resource
use data: published
literature and
expert opinion
Source of unit
costs: national
sources

Costs and outcomes (descriptions and
values)

Costs: intervention (clinical psychologist’s
time for CBT, antidepressant medication,
dispensing fee, outpatient care with
consultant psychiatrist or specialist
registrar), subsequent depression
treatment over 12months

Mean total cost per person:

Combo £1,297; AD £660; difference £637
Outcome measures:

Probability of successful treatment
(remission and no relapse over 12
months) with remission defined as HRSD-
17 <6 or HRSD-24 < 8

QALYs estimated based on vignettes
valued by service users using SG

Outcome results:
Probability of successful treatment:
Combo 0.29; AD 0.14; difference 0.16

QALYs per person with severe
depression: Combo 0.63; AD: 0.52;
difference 0.11

QALYs per person with moderate
depression Combo 0.89; AD 0.84;
difference 0.04

Results

ICER of Combo vs AD:

£4,056 per additional successfully
treated person (95% CI £1,400 to
£18,300)

Moderate depression:
£14,540/QALY (95%CI £4,800 to
£79,400/QALY)

Probability of Combo being cost-
effective at WTP £30,000/QALY
0.88

Severe depression:

£5,777/QALY (95% CI £1,900 to
£33,800/QALY)

Probability of Combo being cost-
effective at WTP £30,000/QALY
0.97

Results sensitive to changes in
relative efficacy (in terms of
remission, relapse)

Comments
Perspective:
NHS

Currency: GBP£
Cost year: 2003
Time horizon:
15 months
Discounting: NA
Applicability:
partially
applicable
Quality: minor
limitations

2 Table 51: Economic evidence table for combined CBT & antidepressant (citalopram) versus CBT alone versus antidepressant alone

Study

country and Intervention and
type comparator
Koeser 2015 Interventions:

UK Antidepressant

therapy alone,

Study population, design
and data sources

Adults with moderate or severe
major depression

Costs and outcomes

Depression in adults: Evidence review B DRAFT (November 2021)

(descriptions and values)

Costs: intervention (clinical
psychologist’s time for CBT,
antidepressant medication,

Results Comments
Combo dominated by Perspective:
CBT NHS

Currency: GBP£
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Study
country and
type
Cost-utility
analysis

Intervention and
comparator
comprising citalopram
20mg daily for 15
months and standard
outpatient care (AD)
Cognitive Behavioural
Therapy (CBT)
comprising 16 acute +
2 booster sessions for
responders, each
lasting 50 min
Combination therapy
comprising CBT and
AD treatment (Combo)

Study population, design
and data sources

Decision-analytic modelling
(decision tree)

Source of efficacy data:
systematic screening of
database containing RCTs that
compare psychological
treatments (single or
combined) for adults with
depression with a control
intervention; NMA

Source of resource use data:
published literature that
reported expert opinion and
analysis of RCT data

Source of unit costs: national
sources

Depression in adults: Evidence review B DRAFT (November 2021)

Costs and outcomes
(descriptions and values)

dispensing fee, outpatient care
with consultant psychiatrist or
specialist registrar), service
use associated with remission,
response, no response

Mean total cost per person:
AD: £3,645; CBT: £4,418
Combo: £5,060

Outcome measures:

QALYSs estimated based on
EQ-5D (UK tariff)

Mean total QALYs per person:
AD: 1.236; CBT: 1.274
Combo: 1.274

Results

ICER of CBT vs AD:
£20,039/QALY
Probability of being
best at WTP
£25,000/QALY:
CBT: 0.43

AD: 0.37

Combo: 0.20
Results sensitive to
changes in inclusion
criteria for RCTs for
acute and follow-up

treatment and to use
of SF-6D values
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Comments
Cost year: 2012
Time horizon:
27 months
Discounting:
3.5% annually
Applicability:
directly
applicable
Quality: minor
limitations
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1 Appendix | — Economic evidence profiles

2 Economic evidence profiles for review question: For adults with a new episode of less severe depression, what are the

3
4

5

QUOOoOND®

11

12

14
15
16
17

relative benefits and harms of psychological, psychosocial, pharmacological and physical interventions alone or in
combination?

Table 52: Economic evidence profile for individual problem solving versus treatment as usual

Study and Other Incremental Incremental

country Limitations Applicability comments costs’ effects ICER' Uncertainty

Kendrick Minor limitations? Directly Outcome: £483 -0.02 Problem Significant difference in costs;

2005/2006a applicable® QALY solving non-significant difference in

UK dominated by  effects; majority of bootstrapped

TAU iterations showed problem

solving being dominated by
TAU

ICER: incremental cost effectiveness ratio; QALY: quality-adjusted life year; TAU: treatment as usual

1. Costs uplifted to 2020 UK pounds using the NHS cost inflation index (Curtis 2020).

2. Time horizon 26 weeks; analysis conducted alongside RCT (N=247; analysis based on n=184 with clinical data available; cost data available for n=159); national unit costs
used; statistical analyses conducted; cost effectiveness planes presented.

3. UK study; NHS perspective; QALY estimates based on EQ-5D (UK tariff)

Table 53: Economic evidence profile for computerised CBT (with minimal support) versus treatment as usual

Study and Other Incremental Incremental
country Limitations Applicability comments costs’ effects ICER! Uncertainty
Kaltenthaler Potentially Directly Outcome: From£95to0 From 0.01to From £2,678 Probability of cCBT being cost-
2006 serious applicable® QALY £287 0.08 to £10,614 effective at WTP
UK limitations? 3 commercially (depending  (depending  (dependingon  £44,600/QALY: 0.54-0.87
produced on package) onpackage) package) (depending on package)
computerised
CBT packages
assessed

cCBT: computerised cognitive behavioural therapy; ICER: incremental cost effectiveness ratio; QALY: quality-adjusted life year; WTP: willingness to pay

1. Costs uplifted to 2020 UK pounds using the NHS cost inflation index (Curtis 2020).

2. Time horizon 18 months; analysis based on decision-analytic economic modelling; efficacy data based on analysis of individual-level RCT data, published RCT data and
further assumptions; resource use data based on manufacturer submissions, published data and other assumptions; manufacturer prices used for intervention, national unit
costs used for other cost elements; sensitivity analyses, including PSA conducted; CEACs presented

3. UK study; NHS perspective; QALY estimated based on EQ-5D ratings (UK tariff)

Depression in adults: Evidence review B DRAFT (November 2021)
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1  Table 54: Economic evidence profile for sertraline versus placebo

Study and Other
country Limitations  Applicability comments Incremental costs' Incremental effects ICER! Uncertainty
Hollingworth ~ Minor Directly Outcome: Total sample: Total sample: Total sample: Probability of
2020 limitations®>  applicable? QALY -£23 (-£91 to £44) 0.005 (-0.003 to 0.012) Sertraline sertraline
UK Mild depression: Mild depression: ~dominant b;aflngt_cost;
-£20 (-£161t0 £121)  0.004 (-0.004 to 0.012) Mild depression: &7=CHVe 8
sertraline WTP
dominant £20,00Q/QALY
: >0.95 in total
sample; >0.70
in mild
depression
2 ICER: incremental cost effectiveness ratio; QALY: quality-adjusted life year; WTP: willingness to pay
3 1. Costs uplifted to 2020 UK pounds using the NHS cost inflation index (Curtis 2020).
4 2. Time horizon 12 weeks; analysis conducted alongside RCT (N=655; utility data available for n=505; cost data available for n=381); national unit costs used, imputation of
5 missing data undertaken; statistical analyses including PSA conducted; cost effectiveness acceptability cu