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Service delivery

This evidence report contains 2 reviews relating to service delivery
o Review question 1.1 For adults with depression, what are the relative benefits
and harms associated with different models for the coordination and delivery of
services?

o Review question 1.2 For adults with depression, what are the relative benefits
and harms associated with different settings for the delivery of care?

-
Depression in adults: Evidence review A FINAL (June 2022)
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Models of care

Review question

For adults with depression, what are the relative benefits and harms associated with
different models for the coordination and delivery of services?

Introduction

To improve the treatment of adult depression, there has been a growing interest in
the development of systems of care, with some influences from chronic disease
management programmes seen in physical healthcare. Different systems of care
have been developed and evaluated to see which may improve access to and
efficacy of treatment and the efficiency and cost-efficiency of services. Models widely
adopted in the UK include the stepped-care model, often associated with the
Improving Access to Psychological Therapies (IAPT) programme. This seeks to offer
people their least burdensome, most effective therapy first, usually a low intensity
therapy (such as guided self-help) where appropriate, and then have their progress
reviewed in conjunction with a therapist at regular intervals, with the option to step-up
to higher intensity treatment, or step-across to another treatment of the same
intensity, depending on progress. Alternatively, people can start on a higher intensity
treatment where appropriate and step across or step down, depending on progress.
Another model widely used is collaborative care, where a case manager or key
worker is in regular contact with the person with depression to help coordinate their
care, often involving liaison with the person’s GP, specialists such as psychiatrists,
and other psychological therapists if required. They may also support additional
needs such employment. There may be overlap between these models of care
where, for example, collaborative care may also include stepped care, and there are
a number of other models including medication management, the attached
professional (where a mental health professional has direct responsibility for the care
of a person), and shared care, which may be delivered separately, or may be
delivered within a broader place-based or community-based model of care.

The aim of this review is to identify benefits associated with different models of care
for adults with depression.

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 with 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)

For studies on relapse prevention:

¢ Adults whose depression has responded to treatment (in full or
partial remission) according to DSM, ICD or similar criteria, or
indicated by below clinical threshold depression symptom scores
on validated scales

8
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Models for the coordination and delivery of services, including:
¢ Collaborative care (simple and complex)

o Stepped care

e Medication management

o Attached professional model

e Care co-ordination

e Integrated care pathways (including primary care liaison or
shared care)

e Measurement-based care

e Treatment as usual
o Waitlist
¢ Any other service delivery model

Critical

o Depression symptomatology (mean endpoint score or change in
depression score from baseline) at 6 and 12 months

o Response (usually defined as at least 50% improvement from
the baseline score on a depression scale) at 6 and 12 months

o Remission (usually defined as a score below clinical threshold
on a depression scale) at 6 and 12 months

o Relapse (number of people who returned to a depressive
episode whilst in remission) at 6 and 12 months

Important
e Antidepressant use at 6 and 12 months

¢ Discontinuation (due to any reason) at 6 and 12 months

DSM: Diagnostic and Statistical Manual of Mental Disorders; ICD: International Classification of
Diseases.

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.

Declarations of interest were recorded according to NICE’s 2014 conflicts of interest
policy until 31 March 2018. From 1 April 2018, declarations of interest were recorded
according to NICE’s 2018 conflicts of interest policy. Those interests declared until
April 2018 were reclassified according to NICE’s 2018 conflicts of interest policy (see
Register of Interests).

Clinical evidence

Included studies

56 randomised controlled trials (RCTs) were identified for inclusion in this review and
the model of care described was identified.

For this review, a coding system for classifying the complexity and type of service
delivery model was developed by the committee specifically for the purpose of this
guideline. The service delivery model was rated on this 17-item coding system to
generate an overall rating between 0-20 (see Figure 1). Service delivery models
scoring at least 6 were considered a collaborative care intervention. Collaborative
care interventions were further sub-divided into simple collaborative care (score of 6-

9
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12) and complex collaborative care (score 213). Service delivery models scoring
below 6 were classified as an alternative service delivery model (e.g. care
coordination) or a stand-alone psychological intervention (e.g. self-help with support).

Figure 1: Coding system for service delivery models (Collaborative Care
Component Score Method)

Item Score
1. Active and integrated case 0 1
recognition/identification*
(Systematic identification- from a clinical
database or screened positive for depression)

2. Collaborative assessment and plan included 0 1
(Collaborative assessment with the patient)
3. Case Management 0 1

(Case manager present- can include pharmacist
for medication management)

4. Active liaison with primary care and other 0 1
services

(System set up for structured liaison/ regular

meetings)

5. Case Manager has MH background 0 1

(A prior mental health background, not just
training in mental health)
6. Supervision provided for case manager 0 1
7. Senior MH professional 0o 1
consultation/involvement
Broad definition- just need to be available)
8. Psychoeducation delivered
9. Algorithm(s) used to determine care®
10. Integration with physical health care where
necessary
11. Social/psychosocial interventions provided
12. Case manager delivers intervention
13. Medication management provided
14. Routine outcome monitoring
(Scheduled, using a tool)
15. Psychological interventions provided
None
Low intensity 1
High intensity 2
16. Duration of programme contact
<6 mths 0
7-12mths 1
1year plus 2
17. Number of sessions (F-t-F and Telephone)
<6 sessions 0
6 — 12 sessions 1
13 + sessions 2
Total (maximum 20)
*Including stepped care

olo|o
-

o|o|o|o
alalala

Rating

<5 — not collaborative care

6-12 - simple collaborative care
13+ — complex collaborative care

39 RCTS were categorised as collaborative care (Aragones 2012; Araya 2003;
Berghofer 2012; Bjorkelund 2018; Bosanquet 2017; Bruce 2004; Buszewicz 2016;
Capoccia 2004; Chen 2015; Curth 2020; Dobscha 2006; Ell 2007; Finley 2003;
Fortney 2007; Gensichen 2009; Gilbody 2017/Lewis 2017; Harter 2018; Holzel 2018;
Huang 2018; Huijbregts 2013; Jarjoura 2004; Jeong 2013; Katon 1999; Katzelnick
2000; Landis 2007; Ludman 2007; Morriss 2016; Ng 2020; Oladeji 2015; Richards
2013/2016; Simon 2004 (CM); Simon 2004 (CM + psych); Simon 2006; Smit 2006;
Swindle 2003; Unutzer 2002/Arean 2005; Wells 2000; Yeung 2010; Yeung 2016.

Of the 39 RCTs categorised as collaborative care, 6 were categorised as complex
collaborative care (score 213) (Fortney 2007; Holzel 2018; Huijbregts 2013; Morris

10
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2016; Simon 2004 CM+psych; Unutzer 2002/Arean 2005) and the remaining 33
RCTs were categorised as simple collaborative care (score of 6 to 12).

1 RCT was categorised as collaborative care for relapse prevention (Katon 2001).

5 RCTs were categorised as stepped care (Adewuya 2019; Callahan 1994; Gureje
2019; Knapstad 2020; Van Der Weele 2012).

1 RCT was categorised as stepped care for relapse prevention (Apil 2012).

5 RCTs were categorised as medication management (Akerblad 2003; Aljumah
2015; Rickles 2005; Rubio-Valera 2013a; Sirey 20105).

2 RCTs were categorised as care coordination (McMahon 2007; Salisbury 2016).
1 RCT was categorised as attached professional model (Bedoya 2014).

1 RCT was categorised as shared care (Banerjee 1996).

1 RCT was categorised as measurement-based care (Guo 2015).

The included studies are summarised in Table 2 to Table 10.

Planned subgroup analyses were outlined in the full review protocol (see appendix A)
to include (where possible) for all reviews, the influence of the following subgroups:
chronic depression; depression with coexisting personality disorder; psychotic
depression; older adults; BME populations; men. For the collaborative care review,
planned subgroup analyses included the following which were informed by the
collaborative care component score method (in Figure 1): type of collaborative care;
stepped care component; case manager background; psychological interventions
delivered as part of the model of care; number of contacts/sessions/follow-up visits
provided as part of the intervention. The committee were also interested in post-hoc
subgroup analyses comparing outcomes by baseline severity. Subgroup analysis
was considered for all critical outcomes with at least 2 studies in each subgroup.
Subgroup analysis was only possible for the collaborative care dataset, where
subgroup analyses were possible for older adults, BME groups, baseline severity,
and the different collaborative care components outlined above.

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

Excluded studies

Studies not included in this review with reasons for their exclusions are provided in
appendix K.

Summary of clinical studies included in the evidence review

Comparison 1. Collaborative care (simple or complex) versus standard
care/enhanced standard care

Collaborative care is defined as a multi-professional approach to care for people with
depression, involving a structured management plan, scheduled follow-ups and
enhanced inter-professional communication. Collaborative care may also include
elements of other models, such as stepped care, psychoeducation, psychological
interventions or medication management.

11
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Summaries of the studies included for the comparison of collaborative care versus
standard care or enhanced standard care are presented in Table 2.

Subgroup analysis of the collaborative care dataset was possible for:

Older adults (mean age = 60 years) versus younger adults (mean age <60
years) for the following outcomes: depression symptomatology at 6 months;
depression symptomatology at 12 months; response at 6 months; response at
12 months; remission at 6 months; remission at 12 months

BME groups, comparing studies where less than 50% of the population were
from a BME group with studies where 50-100% of the population were from a
BME group, for the following outcome: remission at 6 months

Baseline severity, comparing studies where the mean depression scale score
indicated less severe depression (corresponding to the traditional categories of
mild and subthreshold) with more severe depression (corresponding to the
traditional categories of moderate and severe depression), for the following
outcomes: depression symptomatology at 6 months; depression
symptomatology at 12 months; response at 6 months; response at 12 months;
remission at 6 months; remission at 12 months

Type of collaborative care, simple versus complex, for the following outcomes:
depression symptomatology at 6 months; depression symptomatology at 12
months; response at 6 months; response at 12 months; remission at 6 months;
remission at 12 months

Stepped care component, comparing interventions that included a stepped care
component, interventions that included only a medication algorithm, and
interventions with no stepped care component or algorithm, for the following
outcomes: depression symptomatology at 6 months; depression
symptomatology at 12 months; response at 6 months; response at 12 months;
remission at 6 months; remission at 12 months

Case manager background, comparing studies where the case manager had a
prior mental health background and studies where the case manager did not
have a prior mental health background, for the following outcomes: depression
symptomatology at 6 months; depression symptomatology at 12 months

Inclusion of psychological interventions, comparing studies where
psychological interventions were delivered as part of the model of care with
studies where psychological interventions were not part of the service delivery
model, for the following outcomes: depression symptomatology at 6 months;
depression symptomatology at 12 months; response at 6 months; response at
12 months; remission at 6 months; remission at 12 months

Number of contacts provided as part of the intervention, comparing less than
13 contacts with 13 or more contacts, for the following outcomes: depression
symptomatology at 6 months; depression symptomatology at 12 months;
response at 6 months; response at 12 months; remission at 6 months;
remission at 12 months

Table 2: Summary of included studies for Comparison 1: Collaborative care

(simple or complex) versus standard care/enhanced standard care.

Study Population Intervention Comparison Comments

Aragones 2012 N=360 Simple Standard care Duration of
collaborative care programme

RCT Baseline severity: contact (in

More severe months): NR

Spain

12

Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Service delivery

Study

Araya 2003
RCT

Chile

Berghofer 2012
RCT

Germany

Bjorkelund 2018

Population

Mean age
(years): 47.6

Sex (% female):
79

Ethnicity (%
BME): NR

N=240

Baseline severity:
More severe

Mean age
(years): 42.6

Sex (% female):
100

Ethnicity (%
BME): NR

N=63

Baseline severity:
More severe

Mean age
(years): 49.7

Sex (% female):
73

Ethnicity (%
BME): NR

N=385

Intervention
Collaborative

care component
score: 9

Simple
collaborative care

Collaborative
care component
score: 7

Simple
collaborative care

Collaborative
care component
score: 10

Simple
collaborative care

13

Comparison

Standard care

Standard care

Standard care

Depression in adults: Evidence review A FINAL (June 2022)

Comments
Outcomes:

e Depression
symptomatolog
y at 6 months

e Depression
symptomatolog
y at 12 months

e Response at 6
months

e Response at 12
months

¢ Remission at 6
months

¢ Remission at
12 months

¢ Antidepressant
use at 6 months

¢ Antidepressant
use at 12
months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 3

Outcomes:

¢ Response at 6
months

e Remission at 6
months

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of

programme

contact (in

months): 6

Outcomes:

e Response at 6
months

e Response at 12
months

Duration of
programme
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Study
RCT

Sweden

Bosanquet 2017
RCT

UK

Bruce 2004
RCT

us

Buszewicz 2016
RCT

UK

Population

Baseline severity:

Less severe

Mean age
(years): 41.2

Sex (% female):
71

Ethnicity (%
BME): NR

N=485

Baseline severity:

Less severe

Mean age
(years): 72.2

Sex (% female):
62

Ethnicity (%
BME): 2

N=598

Baseline severity:
More severe

Mean age
(years): NR (>60)

Sex (% female):
72

Ethnicity (%
BME): 28

N=558

Baseline severity:
More severe

Mean age
(years): 48.4

Intervention Comparison
Collaborative

care component

score: 9

Simple Enhanced

collaborative care standard care

Collaborative
care component
score: 8

Enhanced
standard care

Simple
collaborative care

Collaborative
care component
score: 11.5

Simple Standard care

collaborative care

Collaborative
care component
score: 11

14
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Comments

contact (in
months): 3

Outcomes:

¢ Remission at 6
months

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 2

Outcomes:

e Depression
symptomatolog
y at 12 months

e Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Depression
symptomatolog
y at 12 months

e Response at 12
months

¢ Remission at
12 months

¢ Antidepressant
use at 12
months

e Discontinuation
at 12 months

Duration of
programme
contact (in

months): 24

Outcomes:
e Depression

symptomatolog
y at 6 months
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Study

Capoccia 2004
RCT

us

Chen 2015
RCT

China

Curth 2020
RCT

Denmark

Population

Sex (% female):
75

Ethnicity (%
BME): 12

N=74

Baseline severity:

NR

Mean age
(years): 38.7

Sex (% female):
77

Ethnicity (%
BME): 22
N=326

Baseline severity:
More severe

Mean age
(years): NR (>60)

Sex (% female):
63

Ethnicity (%
BME): NR

N=325

Baseline severity:
Less severe

Mean age
(years): 39

Intervention Comparison

Simple Standard care

collaborative care

Collaborative
care component
score: 8

Enhanced
standard care

Simple
collaborative care

Collaborative
care component
score: 12

Simple Standard care

collaborative care

Collaborative
care component
score: 11

15
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Comments

e Depression
symptomatolog
y at 12 months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 4

Outcomes:

e Depression
symptomatolog
y at 6 months

e Depression
symptomatolog
y at 12 months

e Response at 6
months

e Response at 12
months

e Remission at 6
months

e Remission at
12 months

e Discontinuation
at 6 months

e Discontinuation
at 12 months

Duration of
programme
contact (in
months): 4

Outcomes:

e Depression
symptomatolog
y at 6 months
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Study

Dobscha 2006
RCT

us

Ell 2007
RCT

us

Finley 2003
RCT

us

Fortney 2007
RCT

us

Population

Sex (% female):
67

Ethnicity (%
BME): NR

N=375

Baseline severity:
Less severe

Mean age
(years): 56.8

Sex (% female): 7
Ethnicity (%
BME): 3

N=311

Baseline severity:
NR

Mean age
(years): NR (>60)

Sex (% female):
72

Ethnicity (%
BME): 27

N=125

Baseline severity:
NR

Mean age
(years): 54.3

Sex (% female):
85

Ethnicity (%
BME): NR

N=395

Baseline severity:
More severe

Mean age
(years): 59.2

Intervention Comparison

Enhanced
standard care

Simple
collaborative care

Collaborative
care component
score: 9

Enhanced
standard care

Simple
collaborative care

Collaborative
care component
score: 10.5

Simple Standard care

collaborative care

Collaborative
care component
score: 6.5

Enhanced
standard care

Complex
collaborative care

Collaborative
care component
score: 13

16
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Comments

¢ Discontinuation
at 6 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Response at 12
months

e Remission at
12 months

¢ Antidepressant
use at 12
months

e Discontinuation
at 12 months

Duration of
programme
contact (in
months): 6

Outcomes:
¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in

months): 12

Outcomes:
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Study

Gensichen 2009
RCT

Germany

Gilbody
2017/Lewis 2017

RCT

UK

Harter 2018
RCT

Germany

Population

Sex (% female): 8
Ethnicity (%
BME): 25

N=626

Baseline severity:
More severe

Mean age
(years): 51.1

Sex (% female):
76

Ethnicity (%
BME): NR

N=705

Baseline severity:
Less severe

Mean age
(years): 77.3

Sex (% female):
58

Ethnicity (%
BME): 1

N=779

Baseline severity:
Less severe

Mean age
(years): 42.9

Sex (% female):
73

Ethnicity (%
BME): NR

Intervention Comparison

Simple Standard care

collaborative care

Collaborative
care component
score: 7

Simple Standard care

collaborative care

Collaborative
care component
score: 10

Simple Standard care

collaborative care

Collaborative
care component
score: 11
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Comments

¢ Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Depression
symptomatolog
y at 12 months

e Response at 12
months

¢ Remission at
12 months

e Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 2

Outcomes:

e Depression
symptomatolog
y at 12 months

¢ Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): NR

Outcomes:

e Depression
symptomatolog
y at 6 months

e Depression
symptomatolog
y at 12 months

e Response at 12
months

e Remission at
12 months
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Study

Holzel 2018
RCT

Germany

Huang 2018
RCT

China

Huijbregts 2013
RCT

Netherlands

Jarjoura 2004

RCT

Population

N=248

Baseline severity:

Less severe

Mean age
(years): 71.4

Sex (% female):
77

Ethnicity (%
BME): NR

N=280

Baseline severity:

More severe

Mean age
(years): 47.4

Sex (% female):
85

Ethnicity (%
BME): 100

N=150

Baseline severity:

Less severe

Mean age
(years): 48.7

Sex (% female):
73

Ethnicity (%
BME): 29

N=61

Baseline severity:

More severe

Intervention

Complex
collaborative care

Collaborative
care component
score: 14

Simple
collaborative care

Collaborative
care component
score: 10

Complex
collaborative care

Collaborative
care component
score: 13

Simple
collaborative care
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Comparison

Standard care

Standard care

Standard care

Enhanced
standard care
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Comments

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Depression
symptomatolog
y at 12 months

e Response at 12
months

¢ Remission at
12 months

Duration of
programme
contact (in
months): 6

Outcomes:

e Depression
symptomatolog
y at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Response at 6
months

e Response at 12
months

¢ Remission at 6
months

¢ Remission at
12 months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): NR
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Study
us

Jeong 2013
RCT

Korea

Katon 1999
RCT

us

Katzelnick 2000
RCT

us

Landis 2007

RCT

Population

Mean age
(years): 45.5

Sex (% female):
69

Ethnicity (%
BME): NR

N=57

Baseline severity:
More severe

Mean age
(years): NR (>60)

Sex (% female):
58

Ethnicity (%
BME): NR

N=228

Baseline severity:
NR

Mean age
(years): 47

Sex (% female):
75

Ethnicity (%
BME): 20

N=407

Baseline severity:
More severe

Mean age
(years): 45.5

Sex (% female):
77

Ethnicity (%
BME): 21

N=45

Baseline severity:
More severe

Intervention

Collaborative
care component
score: 6

Simple
collaborative care

Collaborative
care component
score: 7

Simple
collaborative care

Collaborative
care component
score: 6

Simple
collaborative care

Collaborative
care component
score: 9

Simple
collaborative care
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Comparison

Standard care

Standard care

Standard care

Enhanced
standard care
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Comments

Outcomes:

e Antidepressant
use at 12
months

Duration of
programme
contact (in
months): 6

Outcomes:

¢ Remission at 6
months

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 3

Outcomes:

¢ Remission at 6
months

¢ Antidepressant
use at 6 months

Duration of
programme
contact (in
months): 7

Outcomes:

e Response at 12
months

e Remission at
12 months

e Discontinuation
at 12 months

Duration of
programme
contact (in
months): 6
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Study
us

Ludman 2007
RCT

us

Morris 2016
RCT

UK

Ng 2020
RCT

Singapore

Population

Mean age
(years): 39.7

Sex (% female):
96

Ethnicity (%
BME): 28

N=52

Baseline severity:
NR

Mean age
(years): 50.3

Sex (% female):
69

Ethnicity (%
BME): 13
N=187

Baseline severity:
More severe

Mean age
(years): 46.5

Sex (% female):
61

Ethnicity (%
BME): NR

N=274

Baseline severity:
Less severe

Mean age
(years): 73.5

Sex (% female):
56

Ethnicity (%
BME): NR

Intervention

Collaborative
care component
score: 9

Simple
collaborative care

Collaborative
care component
score: 9

Complex
collaborative care

Collaborative
care component
score: 14

Simple
collaborative care

Collaborative
care component
score: 9
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Comparison

Standard care

Standard care

Standard care
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Comments

Outcome:

e Depression
symptomatolog
y at 6 months

Duration of
programme
contact (in
months): NR

Outcomes:

¢ Remission at
12 months

¢ Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

e Depression
symptomatolog
y at 12 months

e Response at 12
months

¢ Remission at
12 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 6

Outcomes:

e Depression
symptomatolog
y at 6 months

e Depression
symptomatolog
y at 12 months

e Response at 6
months

e Response at 12
months



FINAL
Service delivery

Study

Oladeji 2015
RCT

Nigeria

Richards
2013/2016

RCT

UK

Simon 2004 (CM)
RCT

us

Population

N=234

Baseline severity:

Less severe

Mean age
(years): 43.2

Sex (% female):
80

Ethnicity (%
BME): NR

N=581

Baseline severity:

More severe

Mean age
(years): 44.8

Sex (% female):
72

Ethnicity (%
BME): 15

N=402

Baseline severity:

Less severe

Mean age
(years): 44.5

Sex (% female):
75

Ethnicity (%
BME): 20

Intervention

Simple
collaborative care

Collaborative
care component
score: 12

Simple
collaborative care

Collaborative
care component
score: 12

Simple
collaborative care

Collaborative
care component
score: 9
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Comparison

Enhanced
standard care

Standard care

Standard care
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Comments

¢ Remission at 6
months

¢ Remission at
12 months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 6

Outcomes:

e Depression
symptomatolog
y at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 3

Outcomes:

e Depression
symptomatolog
y at 12 months

e Response at 12
months

e Remission at
12 months

¢ Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

Duration of

programme

contact (in

months): 5

Outcomes:

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months
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Study

Simon 2004 (CM
+ psych)

RCT

us

Simon 2006
RCT

us

Smit 2006
RCT

Netherlands

Swindle 2003
RCT

us

Population
N=393

Baseline severity:
Less severe

Mean age
(years): 44.4

Sex (% female):
76

Ethnicity (%
BME): 23

N=207

Baseline severity:
Less severe

Mean age
(years): 43

Sex (% female):
65

Ethnicity (%
BME): 11

N=267

Baseline severity:
Less severe

Mean age
(years): 42.8

Sex (% female):
64

Ethnicity (%
BME): NR
N=268

Baseline severity:
Less severe

Mean age
(years): 56.3

Sex (% female): 3

Ethnicity (%
BME): 15

Intervention

Complex
collaborative care

Collaborative
care component
score:13

Simple
collaborative care

Collaborative
care component
score: 9

Simple
collaborative care

Collaborative
care component
score: 9.5

Simple
collaborative care

Collaborative
care component
score: 8
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Comparison
Standard care

Standard care

Standard care

Enhanced
standard care
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Comments

Duration of
programme
contact (in
months): 5

Outcomes:

e Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 3

Outcomes:

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 6

Outcomes:

¢ Remission at 6
months

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 2

Outcomes:

e Depression
symptomatolog
y at 12 months

¢ Discontinuation
at 12 months
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Study

Unutzer
2002/Arean 2005
RCT

us

Wells 2000
RCT

us

Yeung 2010
RCT

us

Yeung 2016
RCT

us

Population
N=1901

Baseline severity:
NR

Mean age
(years): 71.2

Sex (% female):
65

Ethnicity (%
BME): 23
N=1356

Baseline severity:
NR

Mean age
(years): 43.7

Sex (% female):
71

Ethnicity (%
BME): 43

N=100

Baseline severity:
More severe

Mean age
(years): 49

Sex (% female):
68

Ethnicity (%
BME): 100

N=190

Baseline severity:
More severe

Mean age
(years): 50

Sex (% female):
63

Intervention

Complex
collaborative care

Collaborative
care component
score: 14.5

Simple
collaborative care

Collaborative
care component
score: 8.5

Simple
collaborative care

Collaborative
care component
score: 8

Simple
collaborative care

Collaborative
care component
score: 8
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Comparison
Standard care

Standard care

Standard care

Enhanced
standard care
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Comments

Duration of
programme
contact (in

months): 12

Outcomes:

e Antidepressant
use at 6 months

e Antidepressant
use at 12
months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in

months): 12

Outcomes:

¢ Remission at 6
months

¢ Remission at
12 months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 6

Outcomes:
e Response at 6
months

¢ Remission at 6
months

Duration of
programme
contact (in
months): 6

Outcomes:

e Response at 6
months

e Remission at 6
months
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Study Population Intervention Comparison Comments

Ethnicity (%
BME): 100
BME: black minority ethnic, N: number; NR: not reported; RCT: randomised controlled trial

There were no statistically significant subgroup differences between older and
younger adults for the comparison collaborative care versus standard care or
enhanced standard care on: depression symptomatology at 6 months (Test for
subgroup differences: Chi? = 0.74, df = 1, p = 0.39); depression symptomatology at
12 months (Test for subgroup differences: Chiz = 1.01, df = 1, p = 0.32); response at
6 months (Test for subgroup differences: Chi? = 1.34, df = 1, p = 0.25); response at
12 months (Test for subgroup differences: Chi? = 1.34, df = 1, p = 0.25); remission at
6 months (Test for subgroup differences: Chi? = 1.20, df = 1, p = 0.27); remission at
12 months (Test for subgroup differences: Chi? = 0.52, df = 1, p = 0.47). Although
there was a consistent trend for larger benefits for older adults, for example, for
younger adults the effect estimate for collaborative care versus standard
care/enhanced standard care on depression symptomatology at 12 months was SMD
-0.25[-0.33, -0.17] (K=7; N=2865) relative to older adults where the effect estimate
was SMD -0.47 [-0.88, -0.05] (K=6; N=2543).

There was no statistically significant subgroup differences between studies with a
predominantly white population and studies where the majority of participants were
from BME groups for the comparison collaborative care versus standard care or
enhanced standard care on: remission at 6 months (Test for subgroup differences:
Chiz=0.79,df =1, p =0.38).

There was a statistically significant subgroup difference between studies where the
mean depression scale score indicated less severe depression and studies where
participants had more severe depression, for the comparison collaborative care
versus standard care or enhanced standard care, on remission at 6 months (Test for
subgroup differences: Chi2 = 8.54, df = 1, p = 0.003). Larger benefits were observed
for more severe depression populations (RR 2.31 [1.59, 3.36]; K=6; N=1273), relative
to less severe depression (RR 1.21 [0.97, 1.51]; K=4; N=1076). However, this pattern
was not consistent across outcomes, and subgroup differences were not statistically
significant for: depression symptomatology at 6 months (Test for subgroup
differences: Chiz = 0.07, df = 1, p = 0.79); depression symptomatology at 12 months
(Test for subgroup differences: Chi? = 0.47, df = 1, p = 0.49); response at 6 months
(Test for subgroup differences: Chi? = 0.49, df = 1, p = 0.49); response at 12 months
(Test for subgroup differences: Chi? = 1.05, df =1, p = 0.31); remission at 12 months
(Test for subgroup differences: Chi? = 0.32, df = 1, p = 0.57).

There were no statistically significant subgroup differences between simple and
complex collaborative care for the comparison collaborative care versus standard
care or enhanced standard care on: depression symptomatology at 12 months (Test
for subgroup differences: Chi2 = 0.69, df = 1, p = 0.41); response at 12 months (Test
for subgroup differences: Chi? = 0.17, df = 1, p = 0.68); remission at 12 months (Test
for subgroup differences: Chi? = 2.79, df = 1, p = 0.09).

There were no statistically significant subgroup differences between interventions
that included a stepped care component, interventions that included only a
medication algorithm, and interventions with no stepped care component or algorithm
for the comparison collaborative care versus standard care or enhanced standard
care on: depression symptomatology at 6 months (Test for subgroup differences:
Chi? = 2.33, df = 2, p = 0.31); depression symptomatology at 12 months (Test for
subgroup differences: Chi? = 5.44, df = 2, p = 0.07); response at 6 months (Test for
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subgroup differences: Chi? = 2.07, df = 2, p = 0.36); response at 12 months (Test for
subgroup differences: Chi? = 3.96, df = 2, p = 0.14); remission at 6 months (Test for
subgroup differences: Chi? = 4.02, df = 2, p = 0.13); remission at 12 months (Test for
subgroup differences: Chi? = 4.30, df = 2, p = 0.12). Although there was a consistent
trend for larger benefits for interventions that included a stepped care component, for
example, for interventions that included a stepped care component the effect
estimate for collaborative care versus standard care/enhanced standard care on
depression symptomatology at 12 months was SMD -0.61 [-1.10, -0.11] (K=5;
N=1717) relative to interventions that included a medication algorithm-only where the
effect estimate was SMD -0.10 [-0.23, 0.03] (K=3; N=1081), or no stepped care
component where the effect estimate was SMD -0.25 [-0.39, -0.12] (K=5; N=2610).

There were no statistically significant subgroup differences between interventions
where the case manager had a prior mental health background and interventions
where the case manager did not have a prior mental health background, for the
comparison collaborative care versus standard care or enhanced standard care on:
depression symptomatology at 6 months (Test for subgroup differences: Chi2 = 0.18,
df =1, p = 0.67); depression symptomatology at 12 months (Test for subgroup
differences: Chi? = 1.02, df = 1, p = 0.31).

There were no statistically significant subgroup differences between studies where
psychological interventions were delivered as part of the model of care and studies
where psychological interventions were not part of the service delivery model, for the
comparison collaborative care versus standard care or enhanced standard care on:
depression symptomatology at 6 months (Test for subgroup differences: Chi2 = 0.00,
df =1, p = 0.98); depression symptomatology at 12 months (Test for subgroup
differences: Chi? = 0.01, df = 1, p = 0.91); response at 6 months (Test for subgroup
differences: Chi# = 0.01, df = 1, p = 0.94); response at 12 months (Test for subgroup
differences: Chi# = 0.14, df = 1, p = 0.71); remission at 6 months (Test for subgroup
differences: Chi? = 1.12, df = 1, p = 0.29); remission at 12 months (Test for subgroup
differences: Chiz = 0.09, df = 1, p = 0.76).

There was a statistically significant subgroup difference between interventions with
fewer than 13 contacts and interventions with 13 or more contacts, for the
comparison collaborative care versus standard care or enhanced standard care, on
remission at 12 months (Test for subgroup differences: Chi? = 4.23, df = 1, p = 0.04).
Interventions with 13+ contacts showed larger benefits (RR 1.97 [1.33, 2.91]; K=8;
N=3188) than interventions with <13 contacts (RR 1.25 [1.06, 1.48]; K=6; N=3067).
Although heterogeneity remained fairly high within (as well as between) subgroups,
with 12 values of 79% for interventions with 13+ contacts and 56% for interventions
with <13 contacts. There was a trend for larger benefits associated with more
contacts across other outcomes, although subgroup differences were not statistically
significant for: depression symptomatology at 6 months (Test for subgroup
differences: Chi? = 0.35, df = 1, p = 0.55); depression symptomatology at 12 months
(Test for subgroup differences: Chi? = 1.13, df = 1, p = 0.29); response at 6 months
(Test for subgroup differences: Chi? = 0.02, df = 1, p = 0.88); response at 12 months
(Test for subgroup differences: Chi2 = 0.41, df = 1, p = 0.52); remission at 6 months
(Test for subgroup differences: Chi? = 0.84, df = 1, p = 0.36).

Comparison 2. Collaborative care versus standard care for relapse prevention

Collaborative care can also be used for those in full or partial remission from
depression, particularly those at higher risk of relapse, as a strategy to keep well.
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A summary of the study included for the comparison of collaborative care versus
standard care for relapse prevention is presented in Table 3.

Table 3: Summary of included studies for Comparison 2: Collaborative care

versus standard care for relapse prevention

Study
Katon 2001

RCT

us

Population
N=386

Baseline severity:
Recovered but at
high risk of
relapse (<4 DSM-
IV MDD
symptoms and a
history of 23
episodes of MDD
or dysthymia or 4
residual
depressive
symptoms but
mean SCL-20
depression score
<1.0and a
history of
MDD/dysthymia)

Mean age
(years): 46

Sex (% female):
74

Ethnicity (%
BME): 10

Intervention

Simple
collaborative care

Collaborative
care component
score: 9

Comparison
Standard care

Comments

Duration of
programme
contact (in

months): 12

Outcomes:

e Relapse at 12
months

¢ Antidepressant
use at 6 months

¢ Antidepressant
use at 12
months

¢ Discontinuation
at 12 months

BME: black minority ethnic; DSM: diagnostic statistical manual; MDD: major depressive disorder; N:

number; NR: not reported; RCT: randomised controlled trial; SCL-20: symptom checklist

Comparison 3. Stepped care versus standard care/enhanced standard care

Stepped care provides the most effective yet least burdensome treatment for people
with depression first, but if a person does not benefit from an initial intervention they
are ‘stepped up’ to a more complex intervention. Typically, stepped care starts by
providing a low intensity intervention, but in patient-specific stepped care a higher
intensity intervention may be commenced if, for example, a person is very ill or
suicidal and a low intensity intervention would not be appropriate.

Summaries of the studies included for the comparison of stepped care versus
standard care or enhanced standard care are presented in Table 4.

Table 4: Summary of included studies for Comparison 3: Stepped care versus
standard care/enhanced standard care

Study Population Intervention Comparison Comments
Adewuya 2019 N=907 Stepped care Enhanced Duration of
standard care programme
RCT contact (in
months): NR
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Study

Nigeria

Callahan 1994
RCT

us

Gureje 2019
RCT

Nigeria

Knapstad 2020
RCT

Norway

Population

Baseline severity:

More severe

Mean age
(years): 34.3

Sex (% female):
53

Ethnicity (%
BME): NR

N=175

Baseline severity:

More severe

Mean age
(years): 65.3

Sex (% female):
76

Ethnicity (%
BME): 51

N=1178

Baseline severity:

Less severe

Mean age
(years): 47.3

Sex (% female):
83

Ethnicity (%
BME): NR

N=774

Baseline severity:

Less severe

Intervention

Step 1:
Psychoeducation;
Step 2: Problem
solving or
amitriptyline (if
contraindicated,
fluoxetine)
monotherapy
Step 3:
Combination from
step 2

Step 4: Support
and supervision
from mental
health team

Stepped care

Step 1:
Nortriptyline or
desipramine
Step 2:
Fluoxetine
Step 3:
Psychiatry
consultation

Stepped care

Step 1:
Psychological
intervention (BA
& problem
solving) for mild,
combined
psychological
intervention and
amitriptyline for
moderate and
severe

Step 2: Additional
therapy sessions
or psychological
intervention + AD
Step 3: Cases
discussed with a
psychiatrist

Stepped care

Norwegian
version of IAPT -
low-intensity
(guided self-help,
psychoeducation
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Comparison

Standard care

Enhanced
standard care

Standard care

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Outcomes:

¢ Remission at 6
months

¢ Remission at
12 months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

Duration of
programme
contact (in
months): 3

Outcomes:

e Remission at 6
months

e Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): NR

Outcomes:

e Depression
symptomatolog
y at 6 months

e Depression
symptomatolog
y at 12 months

e Remission at
12 months

e Discontinuation
at 6 months

e Discontinuation
at 12 months

Duration of
programme
contact (in
months): NR

Outcomes:
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Study

Van Der Weele
2012

RCT

Netherlands

Population

Mean age
(years): 34.8

Sex (% female):
67

Ethnicity (%
BME): NR

N=239

Baseline severity:
Less severe

Mean age
(years): NR
(median 80)

Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention

al courses) and
high-intensity
(individual
treatment)

Stepped care

Step 1: Individual
counselling
concerning
treatment needs
and motivation
Step 2: Coping
with depression
course

Step 3: Referral
back to GP

Comparison

Standard care

Comments

e Depression
symptomatolog
y at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): NR

Outcomes:

e Depression
symptomatolog
y at 6 months

e Depression
symptomatolog
y at 12 months

e Response at 6
months

e Response at 12
months

¢ Discontinuation
at 6 months

¢ Discontinuation
at 12 months

AD: antidepressant; BA: behavioural activation; BME: black minority ethnic; IAPT: improving access to
psychological therapies service; N: number; NR: not reported; RCT: randomised controlled trial

Comparison 4. Stepped care versus standard care for relapse prevention

Stepped care can also be used for those in full or partial remission from depression,
as a strategy to keep well.

A summary of the study included for the comparison of stepped care versus standard
care for relapse prevention is presented in Table 5.

Table 5: Summary of included studies for Comparison 4: Stepped care versus
standard care for relapse prevention

Study
Apil 2012

RCT

Netherlands

Population
N=136

Baseline severity:
Less severe

Mean age
(years): 65.6

Sex (% female):
72

Intervention

Stepped care
relapse
prevention
programme

Step 1: Watchful
waiting for 6
weeks (no
intervention
offered)
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Comparison
Standard care
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Comments

Duration of
programme
contact (in

months): 12

Outcomes:

e Relapse at 12
months

¢ Antidepressant
use at 12
months
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Comments

¢ Discontinuation
at 12 months

Intervention
Step 2: Cognitive
bibliotherapy for 6
weeks

Step 3: Individual
coping with
depression
course (12x
weekly sessions
of 45 mins)

Step 4: Indicated
treatment
(referred to a
physician/psychot
herapist and
treatment could
consist of any
intervention
considered
necessary)

Study Population

Ethnicity (%
BME): NR

Comparison

BME: black minority ethnic; N: number; NR: not reported; RCT: randomised controlled trial

Comparison 5. Pure medication management versus standard care

Medication management can be a component of a broader service delivery model
(for example, as part of collaborative care) or as a stand-alone intervention (pure
medication management). Medication management is an intervention to ensure
medication taken for depression has the greatest opportunity to be effective, by
working with people to increase understanding of their medication, promote
adherence, ensure adequate therapeutic levels are obtained, and allow people to
discuss their medicine use and so reduce unnecessary discontinuation of medication
due to lack of benefits or side effects.

Summaries of the studies included for the comparison of pure medication
management versus standard care are presented in Table 6Table 4.

Table 6: Summary of included studies for Comparison 5: Pure medication
management versus standard care

Mean age
(years): 48.5

Sex (% female):
72

Ethnicity (%
BME): NR

patients were
treated with
sertraline.
Plasma levels of
sertraline and
desmethylsertrali
ne were
determined at
weeks 4 and 12
and reported
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Study Population Intervention Comparison Comments
Akerblad 2003 N=665 Pure medication Standard care Duration of
management programme
RCT Baseline severity: contact ('In
More severe Therapeutic drug months): 6
Sweden monitoring
(TDM). All Outcomes:

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months
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Study

Aljumah 2015
RCT

Saudi Arabia

Rickles 2005
RCT

us

Rubio-Valera
2013a

RCT

Spain

Population

N=239

Baseline severity:

More severe

Mean age
(years): NR

Sex (% female):
55

Ethnicity (%
BME): NR

N=63

Baseline severity:

Less severe

Mean age
(years): 38

Sex (% female):
84

Ethnicity (%
BME): 8

N=179

Baseline severity:

Less severe

Mean age
(years): 46.6

Sex (% female):
75

Intervention
back to the GP
for continued
discussion with
the patients.
Intervention
included
monitoring for
side effects

Pure medication
management

Pharmacist
intervention
involving
assessing
patients’ beliefs
and knowledge
about
antidepressants
and distribution of
a decision aid to
patients

Pure medication
management

Pharmacist-
guided education
and monitoring
(PGEM) included
assessing
patient’s
antidepressant
knowledge and
beliefs, adverse
effects and other
concerns,
treatment goals,
and how the
medication was
being used,
reviewing of
current
adherence, and
any new adverse
effects and
concerns

Pure medication
management

Community
pharmacist
intervention
included
provision of an
educational
intervention
aimed at
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Comments

Duration of
programme
contact (in
months): 3

Outcomes:

e Depression
symptomatolog
y at 6 months

¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 3

Outcomes:

¢ Antidepressant
use at 6 months

e Discontinuation
at 6 months

Duration of
programme
contact (in
months): 6

Outcomes:

e Depression
symptomatolog
y at 6 months
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Study

Sirey 2010
RCT

us

BME: black minority ethnic; N: number; NR: not reported; RCT: randomised controlled trial

Population

Ethnicity (%
BME): NR

N=70

Baseline severity:

More severe

Mean age
(years): 76

Sex (% female):
77

Ethnicity (%
BME): 29

Intervention
improving
patients'
knowledge of
antidepressants
and awareness of
the importance of
adherence, and
monitoring of
patient progress
(improvement,
appearance of
side effects, or
queries)

Pure medication
management

Treatment
Initiation and
Participation
(TIP) programme,
included
reviewing
symptoms and
antidepressant
therapy regimen
and conducting a
barriers
assessment,
defining personal
treatment goal,
provision of
education about
depression and
antidepressants,
discussing
barriers to
adherence,
creating an
adherence
strategy, and
encouraging the
patient to talk
directly with the
primary care
physician about
treatment

Comparison

Standard care

Comments
¢ Antidepressant
use at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in
months): 2

Outcomes:

e Response at 6
months

¢ Discontinuation
at 6 months

Comparison 6. Care coordination versus standard care/enhanced standard care

Care coordination can be a component of a broader service delivery model (for
example, as part of collaborative care) or as a stand-alone intervention. Care
coordination (also known as case management) is a system where an individual
healthcare professional takes responsibility for the coordination of the care of a
person with depression, but is not necessarily directly involved in the provision of any
intervention; it may also involve the coordination of follow-up.
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Summaries of the studies included for the comparison of care coordination versus

standard care or enhanced standard care are presented in Table 7Table 4.

Table 7: Summary of included studies for Comparison 6: Care coordination
versus standard care/enhanced standard care

Study
McMahon 2007

RCT

UK

Salisbury 2016
RCT

UK

Population
N=62

Baseline severity:

More severe

Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

N=609

Baseline severity:

More severe

Mean age
(years): 49.6

Sex (% female):
68

Ethnicity (%
BME): 3

Intervention
Care coordination

Case
management
from graduate
primary care
mental health
workers + TAU
from GP. Minimal
supportive
counselling
provided and
could recommend
increase in
antidepressant
dosage to GP

Care coordination

Telephone calls
with health
adviser, includes
information
signposting,
access to
computerized
CBT (CCBT) and
support in use of
CCBT, minimal
supportive
counselling and
could recommend
increase in
antidepressant
dosage to GP

Comparison

Enhanced
standard care

Standard care

Comments

Duration of
programme
contact (in
months): 4

Outcomes:

e Depression
symptomatolog
y at 6 months

¢ Discontinuation
at 6 months

Duration of
programme
contact (in

months): 10

Outcomes:

e Depression
symptomatolog
y at 12 months

¢ Remission at
12 months

¢ Discontinuation
at 12 months

BME: black minority ethnic; N: number; NR: not reported; RCT: randomised controlled trial; TAU:

treatment as usual

Comparison 7. Attached professional model versus enhanced standard care

In this model a mental health professional has direct responsibility for the care of a
person (usually in primary care) focusing on the primary treatment of the depression.
The coordination of care remains with the GP/primary care team. Contact with the
attached professional is usually limited to treatment and involves little or no follow-up
beyond that determined by the specific intervention offered (for example, booster

sessions in CBT).

A summary of the study included for the comparison of attached professional model
versus enhanced standard care is presented in Table 8.
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Table 8: Summary of included studies for Comparison 7: Attached
professional model versus enhanced standard care

Comparison

Attached Enhanced
standard care

Study
Bedoya 2014

RCT

us

BME: black minority ethnic; N: number; NR: not reported; RCT: randomised controlled trial

Population
N=120

Baseline severity:
More severe

Mean age
(years): 42.4

Sex (% female):
69

Ethnicity (%
BME): 100

Intervention

professional
model

Culturally focused
psychiatric (CFP)
consultation
service. Study
clinicians
(psychologists or
psychiatrists)
provided a
psychiatric
assessment,
psychoeducation,
cognitive-
behavioural tools,
and tailored
treatment
recommendations
; primary care
providers were
provided a
consultation
summary

Comparison 8. Shared care versus standard care

Comments

Duration of
programme
contact (in
months): 0.5

Outcomes:

e Depression
symptomatolog
y at 6 months

¢ Discontinuation
at 6 months

Shared care is the involvement of a multidisciplinary team who work together to plan
and deliver individualised care for people with depression. The team will usually

include involvement from both primary care and specialist services.

A summary of the study included for the comparison of shared care versus standard
care is presented in Table 9.

Table 9: Summary of included studies for Comparison 8: Shared care versus
standard care

Study
Banerjee 1996

RCT

UK

Population
N=69

Baseline severity:
More severe

Mean age
(years): 80.7

Sex (% female):
83

Ethnicity (%
BME): NR

Intervention
Shared care

Individual
package of care
formulated by the
community
psychogeriatric
team in their
catchment area
and implemented
by a researcher
working as a
member of that
team. Each case
was presented at
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Standard care
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Duration of
programme
contact (in
months): 6

Outcomes:

e Depression
symptomatolog
y at 6 months

e Remission at 6
months

¢ Antidepressant
use at 6 months
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Study Population Intervention Comparison Comments
a multidisciplinary ¢ Discontinuation
team meeting at 6 months

which included
CPNs, OTs,
senior and junior
medical staff, a
social worker,
and a
psychologist. A
management
plan was
formulated by the
team for each
person on an
individual basis
and could include
any combination
of
antidepressants,
psychological
interventions and
social
interventions. A
psychiatrist acted
as each person's
keyworker

BME: black minority ethnic; CPN: community psychiatric nurse; N: number; NR: not reported; OT:
occupational therapist; RCT: randomised controlled trial

Comparison 9. Measurement-based care versus standard care

Measurement-based care is similar to stepped care with defined levels of treatment
but progression to different steps or alternative treatments is guided by the use of a

predefined algorithm that utilises objective measures of efficacy.

A summary of the study included for the comparison of measurement-based care
versus standard care is presented in Table 10.

Table 10: Summary of included studies for Comparison 9: Measurement-based

care versus standard care

Study Population Intervention Comparison Comments
Guo 2015 N=120 Measurement- Standard care Duration of
based care programme
RCT Baseline severity: contact ("”
More severe Guideline- and months): 3
China rating scale-
Mean age based decisions. Outcomes:
(years): 41.1 The treating e Depression
psychiatrists symptomatolog

Sex (% female):
64

Ethnicity (%

made treatment
decisions about
starting dosages,
dose adjustments
and medication

y at 6 months

e Response at 6
months

¢ Remission at 6
months

BME): NR changes of
paroxetine (20— ¢ Discontinuation
60mg/day) or at 6 months
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Study Population Intervention Comparison Comments
mirtazapine (15—
45mg/day), on
the basis of
ratings on QIDS-
SR and the
Frequency,
Intensity, and
Burden of Side
Effects Rating
scale

BME: black minority ethnic; N: number; NR: not reported; QIDS-SR: quick inventory of depressive
symptomatology-self report; RCT: randomised controlled trial; SR: self-report

See the full evidence tables in appendix D and the forest plots in appendix E.

Quality assessment of clinical outcomes included in the evidence review

See the clinical evidence profiles in appendix F.
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 chart in appendix G. Details on the hierarchy of inclusion criteria for
economic studies are provided in supplement 1 (methods supplement).

The systematic search of the literature identified 12 studies (in 13 publications) on
the cost effectiveness of different models for the coordination and delivery of services
for adults with depression.

There were 3 UK studies that assessed simple collaborative care (Bosanquet 2017;
Green 2014; Lewis 2017) and 1 UK study that assessed complex collaborative care
(Morriss 2016). Following the hierarchy of inclusion criteria regarding country
settings, 1 Dutch (Goorden 2015) and 1 German (Grochtdreis 2019) studies
assessing the cost effectiveness of complex collaborative care were also included in
the review. In addition, the search identified 1 US study assessing the cost
effectiveness of simple collaborative care in relapse prevention (Simon 2002) and
given that the study focused on a different population that was not covered by UK
studies or other studies ranking higher on the hierarchy of inclusion criteria, this study
was also included in the review.

One UK study assessed the cost effectiveness of stepped care (Mukuria 2013).
Following the hierarchy of inclusion criteria regarding country settings, 2 Dutch (van
der Weele 2012, Meeuwissen 2019) and 1 Canadian economic study (Health Quality
Ontario 2019) were also included in the economic review of stepped care.

No UK studies on the cost effectiveness of medication management for adults with
depression were identified. Following the hierarchy of inclusion criteria regarding
country settings, 1 Spanish study (Rubio-Valera 2013) was included in the review.

35
Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Service delivery

No UK studies on the cost effectiveness of shared care for adults with depression
were identified. Following the hierarchy of inclusion criteria regarding country
settings, 1 US study (Wiley-Exley 2009) was included in the review.

No studies assessing the cost effectiveness of care coordination, the attached
professional model, or measurement-based care for adults with depression were
identified.

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

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

Simple collaborative care

Bosanquet 2017 performed a cost-utility analysis alongside a RCT (Bosanquet 2017,
N=485; at 18 months n=344; cost data available for n=447) that compared simple
collaborative care in addition to usual primary care versus primary care alone for
older adults who screened positive for major depression in the UK. The perspective
of the analysis was the NHS and personal social services (PSS). Healthcare costs
consisted exclusively of intervention and primary care costs. National unit costs were
used. The outcome measure was the QALY estimated based on SF-6D ratings (UK
tariff). The duration of the analysis was 18 months.

Simple collaborative care was found to be more effective and more costly than usual
(primary) care alone, with an ICER of £28,765/QALY (uplifted to 2020 prices). The
probability of simple collaborative care being cost-effective at the NICE lower
(£20,000/QALY) and upper (£30,000/QALY) cost effectiveness threshold was 0.39
and 0.55, respectively. When only participants who engaged with 5 or more sessions
of collaborative care were included in the analysis, the ICER fell at £10,922/QALY (in
2020 prices). The study is directly applicable to the UK context but is characterised
by potentially serious limitations, mainly the inclusion of intervention and primary care
costs only.

Green 2014 conducted a cost-utility analysis alongside a RCT (Richards 2013;
N=581, efficacy data available for n=466; resource use data available for n=447) that
compared simple collaborative care in addition to usual primary care versus primary
care alone for adults with depression in the UK. The perspective of the analysis was
the NHS and personal social services (PSS); a broader perspective that included
informal care costs and service user expenses was considered in a sensitivity
analysis. Healthcare costs consisted of intervention costs, staff time (such as GP,
mental health nurse, mental health worker, psychiatrist, psychologist), other
outpatient and inpatient care, day care, walk-in-centre, and A&E. National unit costs
were used. The outcome measure was the QALY estimated based on EQ-5D ratings
(UK tariff); QALY estimates based on the SF-6D (UK tariff) were used in sensitivity
analysis. The duration of the analysis was 12 months.

Simple collaborative care was found to be more effective and more costly than usual
(primary) care alone, with an Incremental Cost Effectiveness Ratio (ICER) of
£16,361/QALY (in 2020 prices). The probability of simple collaborative care being
cost-effective at the NICE lower (£20,000/QALY) and upper (£30,000/QALY) cost
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effectiveness threshold was 0.58 and 0.65, respectively. Results were robust to
multiple imputation of missing data, use of SF-6D utility values, and use of alternative
collaborative care costs. The study is directly applicable to the UK context and is
characterised by minor limitations.

Lewis 2017 also conducted a cost-utility analysis alongside a RCT (Gilbody 2017;
N=705, complete data for economic analysis n=448) that compared simple
collaborative care in addition to usual primary care versus primary care alone for
older adults who screened positive for subthreshold depression in the UK. The
perspective of the analysis was the NHS and PSS. Healthcare costs consisted
exclusively of intervention and primary care costs. National unit costs were used. The
outcome measure was the QALY estimated based on EQ-5D ratings (UK tariff). The
duration of the analysis was 12 months.

Simple collaborative care was found to be more effective and more costly than usual
(primary) care alone, with an ICER of £10,653/QALY (in 2020 prices). The probability
of simple collaborative care being cost-effective at the NICE lower (£20,000/QALY)
and upper (£30,000/QALY) cost effectiveness threshold was 0.92 and 0.97,
respectively. Accounting for the true observed case manager contact rate (rather
than the expected contact rate that was used in the base-case analysis), the ICER
fell at £3,681/QALY (in 2020 prices). The study is directly applicable to the UK
context but is characterised by potentially serious limitations, mainly the high attrition
that was markedly greater in the collaborative care arm, and the consideration of
intervention and primary care costs only.

Simple collaborative care for relapse prevention

Simon 2002 assessed the cost effectiveness of simple collaborative care versus
usual care alongside a RCT (Katon 2001; N=386, 82% completed all follow-up
assessments and 98% remained enrolled throughout the follow-up period) that
compared simple collaborative care with treatment as usual for adults with a history
of either recurrent major depression or dysthymia that had recovered from a
depressive episode following antidepressant treatment in primary care in the US. The
study, which adopted a 3rd party payer perspective, considered costs of medication,
staff time, as well as costs of any inpatient and outpatient services for mental health
or general medical care; local prices were used. The outcome measure was the
number of depression-free days, defined as days with a Hopkins Symptoms
Checklist (HSCL) depression score < 0.5; days with a HSCL score above 0.5 but < 2
were considered as being 50% depression free. The time horizon of the analysis was
12 months.

Simple collaborative care was found to be more effective and more costly than usual
care, with an ICER of $1 per depression-free day (95%Cl -$134 to $344, 1998 US$),
which translates to £1.2 per depression-free day in 2020 prices. The study is only
partially applicable to the NICE decision-making context as it was conducted in the
US and does not use the QALY as the outcome measure, which requires judgement
on whether the additional benefit is worth the extra cost. It is also characterised by
potentially serious limitations, resulting mainly from the fact that analyses of clinical
data included only those completing all blinded follow-up assessments; cost analyses
included only those remaining enrolled throughout the follow-up period. However,
participation in follow-up interviews was significantly greater in the intervention group
than in usual care, introducing a possibility of bias.
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Complex collaborative care

Morriss 2016 assessed the cost-utility of complex collaborative care versus usual
secondary mental health care in the UK. The economic analysis was carried out
alongside a RCT (Morriss 2016; N=187; 84% completed at 6 months, 72% at 12
months and 59% at 18 months). Complex collaborating care comprised secondary
outpatient specialist depression services offering tailored integrated pharmacological
and psychological (CBT, MBCT and compassion focused therapy, as appropriate)
treatment within a collaborative care approach for 12-15 months. The analysis
adopted a NHS and PSS perspective. Healthcare costs consisted of intervention
costs, primary care (GP surgery and home attendances), inpatient and outpatient
(psychiatric or other) care, other staff time (practice - district - community psychiatric
nurse, psychotherapist), A&E attendances, and medication. National unit costs were
used. The outcome measure was the QALY estimated based on EQ-5D ratings (UK
tariff). The duration of the analysis was 18 months.

Complex collaborative care was more effective and more costly than usual
secondary mental health care, with an ICER of £47,690/QALY (in 2020 prices).
Controlling for baseline differences and cluster effects, the probability of complex
collaborative care being cost-effective exceeded 50% at a cost effectiveness
threshold of £45,500/QALY, which is well above the NICE cost effectiveness
threshold of £30,000/QALY. The study is directly applicable to the UK context and is
characterised by minor limitations.

Goorden 2015 assessed the cost effectiveness of complex collaborative care versus
treatment as usual in a Dutch primary care setting. The study, which was conducted
alongside a RCT (Huijbregts 2013), adopted a healthcare perspective, with
productivity losses being reported separately. Healthcare costs consisted of
intervention costs (care manager), other staff time (such as GP, mental health care
professional, psychologist/psychiatrist, social worker, occupational therapist), self-
help groups, day care, psychiatric inpatient care and medication. National unit costs
were used. The outcome measure was the QALY estimated based on EQ-5D ratings
(Dutch tariff). The time horizon was 12 months.

Complex collaborative care was found to be more effective and more costly than
treatment as usual, with an ICER of €53,717/QALY in 2013 prices (£54,087 in 2020
prices), and a probability of being cost-effective of 0.20 and 0.70 at a cost
effectiveness threshold of £20,100 and £80,500/QALY, respectively. The study is
partially applicable to the UK context and is characterised by potentially serious
limitations, mainly by the fact that, although the RCT included 150 participants, 93
identified by screening and 47 by GP referral, the cost-utility analysis was based only
on the 93 participants that were identified by screening.

Grochtdreis 2019 assessed the cost effectiveness of complex collaborative care
versus treatment as usual for adults aged = 60 years with moderate depressive
symptoms in Germany. The study was undertaken alongside a cluster RCT (H6lzel
2018; N=246 from 71 clusters) and adopted a healthcare perspective, with informal
care costs being reported separately. Healthcare costs consisted of outpatient
physician and non-physician services (e.g. physiotherapy, occupational therapy,
massage), inpatient care, rehabilitation, formal nursing care (professional nurse or
housekeeper), informal nursing care (family or friends), medication and medical
devices. National unit costs were used. The outcome measure was the number of
depression-free days (DFDs), determined by a PHQ-9 score <5. QALYs were also
used as a secondary outcome, estimated based on EQ-5D ratings (UK tariff). The
time horizon was 12 months.
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Complex collaborative care was found to be more effective and more costly than
treatment as usual, with an ICER of €26.07/DFD or €55,800/QALY in 2013 prices
(£26/DFD or £56,184/QALY in 2020 prices), and a probability of being cost-effective
of 0.95 at a cost-effetiveness threshold of £204/DFD and 0.45 at a cost-effectiveness
threshold of £50,400/QALY. The study is partially applicable to the UK context and is
characterised by minor limitations.

Stepped care

Mukuria 2013 assessed the cost-utility of stepped care for people with depression or
anxiety in the UK, as reflected in the Improving Access to Psychological Therapies
(IAPT) service, in addition to treatment as usual, versus treatment as usual alone; the
latter comprised GP care, primary care counselling and referral to secondary mental
health services. The study was conducted alongside a prospective cohort study with
matched sites (N=403), and more than 95% of the study sample included people with
a primary diagnosis of depression. The analysis adopted a NHS and social services
perspective; productivity losses were assessed separately. Healthcare costs
consisted of intervention (staff time, training, equipment, facilities and overheads),
other mental healthcare (psychiatrist, psychologist, community psychiatric nurse,
etc.), primary and secondary care, and social care; medication costs were not
considered. Unit costs were based on IAPT data and national sources. The outcome
measures of the analysis were the proportion of people with a reliable and clinically
significant (RCS) improvement on the PHQ-9 and the QALY based on SF-6D ratings
(UK tariff); QALYs estimated based on predicted EQ-5D ratings (UK tariff), estimated
from SF-6D using an empirical mapping function, were used in sensitivity analysis.
The duration of the analysis was 8 months.

IAPT added to treatment as usual was more costly and more effective than treatment
as usual alone, with ICERs of £11,234 per additional participant with RCS
improvement, £35,106/QALY using the SF-6D and £20,059/QALY using predicted
EQ-5D scores (figures uplifted to 2020 prices). The probability of IAPT being cost-
effective using SF-6D QALYs was less than 0.40 at a cost effectiveness threshold of
£30,000/QALY; using QALYs estimated based on predicted EQ-5D ratings the
probability of IAPT being cost-effective was 0.38 and 0.53 at cost effectiveness
thresholds of £20,000 and £30,000/QALY, respectively. Using national unit costs
instead of IAPT financial data resulted in an ICER of £4,522 per additional participant
achieving RCS improvement and £14,132/QALY using SF-6D ratings (2020 prices).
It is noted that NICE recommends use of EQ-5D for the estimation of QALYs in
adults.

The study is directly applicable to the UK context and is characterised by potentially
serious limitations such as its short time horizon, its study design, the sensitivity of
results to unit costs of IAPT, the low response rate at recruitment (403 out of 3,391,
11.9%); and the fact that the IAPT service was assessed over the first 2 years of
establishment, therefore costs associated with learning effects were likely.

Meeuwissen 2019 assessed the cost-utility of stepped care versus treatment as
usual for adults with mild, moderate or severe major depression in the Netherlands.
The study employed decision-economic modelling and adopted a healthcare
perspective. Efficacy data were taken from a literature review, resource use data
were based on published literature and national unit costs were likely used.
Healthcare costs consisted of health professional time (GP, psychologist,
psychiatrist, etc.), antidepressants, telephone consultation, self-help book or
information leaflet, group therapy, crisis intervention, inpatient care, day care,
homecare, and other out-patient care. The outcome measure of the analysis was the
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QALY, following transformation of the effect size into a utility increment. The time
horizon of the analysis was 5 years.

Stepped care was found to dominate treatment as usual in adults with mild
depression; it was more effective and costlier in adults with moderate/severe
depression, with an ICER of €3,166/QALY (in 2017 prices) or £3,159/QALY (in 2020
prices). The probability of stepped care being dominant was 0.67 in adults with mild
depression and 0.33 in adults with moderate/severe depression. The probability of
stepped care being cost-effective at a cost-effectiveness threshold of approximately
£20,000/QALY was more than 0.95 in both populations.

The study is partially applicable to the UK NHS context, as it was conducted in the
Netherlands and the method of estimation of QALYs was not the one recommended
by NICE, and is characterised by minor limitations.

Van der Weele 2012 assessed the cost-utility of stepped care versus treatment as
usual for adults aged = 75 years with depressive symptoms in the Netherlands. The
study was undertaken alongside a cluster RCT (van der Weele 2012; N=239;
completers n=194) and adopted a healthcare perspective, with service user and
informal care costs being reported separately. Healthcare costs consisted of
intervention costs (individual consultation, course sessions, course instructors, room
rental, refreshments, course materials), staff time (psychiatrist, psychologist, GP,
physiotherapist), medication, hospitalisation (psychiatric & general), hospital day
care, specialist care, paramedical care, service user costs (time & travel) and
informal care. National unit costs were used. The outcome measures were the
MADRS change score, and the QALY based on EQ-5D and SF-6D ratings (UK tariff).
The time horizon was 12 months.

Stepped care was found to be dominated by treatment as usual in adults aged 75-79
years, when QALY's were derived by EQ-5D ratings, and to dominate treatment as
usual in adults aged =80 years. The study is partially applicable to the UK NHS
context, as it was conducted in the Netherlands, and is characterised by potentially
serious limitations, mainly because there was no estimation of the uncertainty in the
cost effectiveness results.

Health Quality Ontario 2019 assessed the cost-utility of stepped care for people with
mild to moderate depression in Canada based on decision-economic modelling. Two
separate analyses were conducted: one analysis compared stepped care comprising
computerised CBT (cCBT) with support followed by individual or group CBT with
treatment as usual; the other analysis assessed stepped care comprising cCBT
without support followed by cCBT with support versus individual CBT, group CBT
and treatment as usual in people who are likely to drop out of treatment. The
perspective of the analysis was that of healthcare and long term care. Efficacy data
were taken from a systematic literature review, resource use data were based on
published literature and expert opinion and national unit costs were used. Costs
consisted of intervention costs (health professional time, training and supervision,
equipment), assessment, medication, follow-up care with GP, and psychiatrist time.
The outcome measure of the analysis was the QALY; utility data were derived from a
literature review; various scales were used for the quality of life ratings. The time
horizon was lifetime for the first analysis and 1 year for the second analysis (the one
on adults with mild to moderate depression at risk of dropping out).

Stepped care was found to dominate treatment as usual in adults with mild to
moderate depression (first analysis); results were robust to change in efficacy,
dropout rates, utilities, medication costs, time horizon. The probability of stepped
care where cCBT was followed by individual CBT was 0.60 at a cost effectiveness

40
Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Service delivery

threshold of about £30,000/QALY. Regarding adults with mild to moderate
depression at risk of dropping out, stepped care was the most cost-effective option
assessed: it was more effective and costlier than treatment as usual, with an ICER of
Can$19,454/QALY (in 2018 prices) or £11,666/QALY (in 2019 prices). Individual and
group CBT were less cost-effective than stepped care at a cost-effectiveness
threshold of about £30,000/QALY, as their ICERs versus stepped care reached or
exceeded £40,000/QALY. The probability of stepped care being cost-effective among
individual CBT, group CBT and treatment as usual was 0.48 at this threshold.

The study is partially applicable to the UK NHS context, as it was conducted in
Canada and the method of estimation of QALYs was not the one recommended by
NICE, and is characterised by minor limitations.

Medication management

Rubio-Valera 2013 conducted an economic evaluation of medication management
versus treatment as usual for adults with depression treated in primary care. The
study was undertaken alongside a RCT (Rubio-Valera 2013, N=179; 71% completed
at 6 months; n=151 received intervention as allocated). The study adopted a
healthcare and a societal perspective; costs included intervention, publicly funded
healthcare services (GP, nurse, psychologist, psychiatrist, other specialists, social
worker, hospital emergency visits, hospital stay, diagnostic tests, medication),
privately funded healthcare services (psychiatrist, psychologist, medical specialist,
GP), and absenteeism from paid labour. Regional unit prices were used. The study
used 3 outcome measures: adherence to antidepressant treatment measured using
electronic pharmacy records; remission of depressive symptoms defined as a
reduction in the Patient Health Questionnaire 9-item (PHQ-9) of at least 50%; and the
QALY based on EQ-5D ratings and the Spanish tariff. The time horizon of the
analysis was 6 months.

Under the healthcare perspective, medication management was more expensive
than treatment is usual. It was also more effective in terms of adherence to
antidepressant treatment and the QALY's gained. The respective ICERs were €962
per extra adherent service user and €3,592/QALY (2009 prices; translating into
figures of £935 per extra adherent service user and £3,495/QALY in 2020 prices).
However, when remission was used as an outcome, medication management was
dominated by treatment as usual, as it was more expensive and less effective. The
probability of medication management being cost-effective was 0.71 and 0.76 for
WTP £5,800/adherent service user and £29,000/QALY, respectively (2020 prices).
Using remission as an outcome, the maximum probability of medication management
being cost-effective was only 0.46, irrespective of the cost effectiveness threshold
used. Results were robust to different scenarios such as a per protocol or complete
case analysis, use of different diagnostic criteria for depression, changes in
intervention costs or different methodology used for estimating indirect costs. The
study is partially applicable to the UK decision-making context, as it was conducted in
Spain. The findings of the study are inconsistent across the outcome measures used
(i.e. the study appears to be cost-effective using the QALY, but cost-ineffective using
remission as measure of outcome). The study was characterised by potentially
serious limitations, mainly its contradictory results, its short time horizon and the use
of regional unit costs.

Shared care

Wiley-Exley 2009 evaluated the cost effectiveness of integrated (shared) care
compared with primary care with a referral system to specialist care for older adults
with depression in the US. The study, which was conducted alongside a RCT
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(N=840), analysed 4 different combinations of populations and settings: people major
and minor depression (full sample) in the Veteran Affairs (VA) setting (n=365), full
sample outside VA (n=475); people with major depression within VA (n=214), and
people with major depression outside VA (n=302). The analysis adopted a healthcare
and service users’ and carers’ perspective and included intervention costs, outpatient
and inpatient care, nursing home, rehabilitation, emergency room, medication,
service users’ and caregivers’ time and travel costs. National unit costs were used.
The study included various measures of outcome, such as the CES-D score; the
number of depression-free days derived from CES-D; the number of QALYs
estimated based on depression-free days, using utility weights of health=1,
depression=0.59; the number of QALY's estimated based on SF-36, using
preferences for matched vignettes created following cluster analysis of SF-12 mental
and physical component scores, elicited by US service users with depression using
SG. Only results for the latter are reported here (full results of the study are provided
in the study’s evidence table in appendix H). The time horizon of the analysis was 6
months.

Integrated care was found to dominate usual primary care in the full sample (major
and minor depression), VA setting. It was more costly and more effective than usual
primary care regarding the full sample outside VA setting and major depression
sample in the VA setting, with ICERs of £91,674/QALY and £56,799/QALY,
respectively (2020 prices). It was less effective and less costly than usual primary
care in the major depression sample, outside the VA setting, with an ICER of
£76,861/QALY (saving per QALY lost).

The probability of integrated care being cost-effective was more than 0.70 for any
cost effectiveness threshold only in the full sample and VA setting. The probability of
integrated care being cost-effective was low at levels of willingness to pay that
corresponded to NICE cost effectiveness thresholds. The study is partially applicable
to the UK as it was conducted in the US, and is characterised by potentially serious
limitations, including the short time horizon and the contradictory results across sub-
analyses.

Economic model

No economic modelling was undertaken for this review because the committee
agreed that other topics were higher priorities for economic evaluation.

Evidence statements

Clinical evidence statements

Comparison 1. Collaborative care (simple or complex) versus standard
care/enhanced standard care

Critical outcomes

Depression symptomatology
e Very low quality evidence from 9 RCTs (N=2791) shows a statistically
significant but not clinically important benefit of collaborative care, relative to
standard care or enhanced standard care, on depression symptomatology at 6
months for adults with depression.
e Very low quality evidence from 13 RCTs (N=5408) shows a statistically
significant but not clinically important benefit of collaborative care, relative to
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standard care or enhanced standard care, on depression symptomatology at
12 months for adults with depression.

Response

¢ Low quality evidence from 8 RCTs (N=1703) shows a clinically important and
statistically significant benefit of collaborative care, relative to standard care or
enhanced standard care, on the rate of response at 6 months for adults with
depression.

e Low quality evidence from 13 RCTs (N=4910) shows a clinically important and
statistically significant benefit of collaborative care, relative to standard care or
enhanced standard care, on the rate of response at 12 months for adults with
depression.

Remission

e Low quality evidence from 12 RCTs (N=3933) shows a clinically important and
statistically significant benefit of collaborative care, relative to standard care or
enhanced standard care, on the rate of remission at 6 months for adults with
depression.

o Very low quality evidence from 14 RCTs (N=6255) shows a clinically important
and statistically significant benefit of collaborative care, relative to standard
care or enhanced standard care, on the rate of remission at 12 months for
adults with depression.

Important outcomes

Antidepressant use

e Very low quality evidence from 11 RCTs (N=4022) shows neither a clinically
important nor statistically significant effect of collaborative care, relative to
standard care or enhanced standard care, on antidepressant use at 6 months
for adults with depression.

¢ Very low quality evidence from 13 RCTs (N=5666) shows a statistically
significant but not clinically important benefit of collaborative care, relative to
standard care or enhanced standard care, on antidepressant use at 12 months
for adults with depression.

Discontinuation

e Low quality evidence from 19 RCTs (N=8305) shows neither a clinically
important nor statistically significant effect of collaborative care, relative to
standard care or enhanced standard care, on discontinuation at 6 months for
adults with depression.

e Moderate quality evidence from 22 RCTs (N=10,916) shows neither a clinically
important nor statistically significant effect of collaborative care, relative to
standard care or enhanced standard care, on discontinuation at 12 months for
adults with depression

Subgroup analysis 1a: Simple versus complex collaborative care
e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, shows no statistically
significant difference between simple and complex collaborative care, on any
of the outcomes for which sub-analysis was possible: depression

43
Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Service delivery

symptomatology at 12 months; response at 12 months; remission at 12
months.

Subgroup analysis 1b: Older adults

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, shows no statistically
significant difference between older adults and younger adults, on any of the
outcomes for which sub-analysis was possible: depression symptomatology at
6 months; depression symptomatology at 12 months; response at 6 months;
response at 12 months; remission at 6 months; remission at 12 months.
Although there was a consistent trend for larger benefits for older adults.

Subgroup analysis 1c: BME groups

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, shows no statistically
significant difference between studies with a predominantly white population
and studies where the majority of participants were from BME groups, on the
one outcome for which sub-analysis was possible: remission at 6 months.

Subgroup analysis 1d: Stepped care component

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, shows no statistically
significant difference between interventions that included a stepped care
component, interventions that included only a medication algorithm, and
interventions with no stepped care component or algorithm, on any of the
outcomes for which sub-analysis was possible: depression symptomatology at
6 months; depression symptomatology at 12 months; response at 6 months;
response at 12 months; remission at 6 months; remission at 12 months.
Although there was a consistent trend for larger benefits for interventions that
included a stepped care component.

Subgroup analysis 1e: Case manager background

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, shows no statistically
significant difference between interventions where the case manager had a
prior mental health background and interventions where the case manager did
not have a prior mental health background, on any of the outcomes for which
sub-analysis was possible: depression symptomatology at 6 months;
depression symptomatology at 12 months.

Subgroup analysis 1f: Psychological intervention

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, shows no statistically
significant difference between studies where psychological interventions were
delivered as part of the model of care and studies where psychological
interventions were not part of the service delivery model, on any of the
outcomes for which sub-analysis was possible: depression symptomatology at
6 months; depression symptomatology at 12 months; response at 6 months;
response at 12 months; remission at 6 months; remission at 12 months.
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Subgroup analysis 1g: Number of contacts

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, showed a statistically
significant subgroup difference between interventions with fewer than 13
contacts and interventions with 13 or more contacts on the rate of remission at
12 months, with larger benefits associated with 13+ contacts. Although
heterogeneity remained fairly high within (as well as between) subgroups.
There was a trend for larger benefits associated with more contacts across
other outcomes, although subgroup differences were not statistically significant
for: depression symptomatology at 6 months; depression symptomatology at 12
months; response at 6 months; response at 12 months; remission at 6 months.

Subgroup analysis 1h: Baseline severity

e Subgroup analysis of collaborative care compared to standard care or
enhanced standard care for adults with depression, showed a statistically
significant subgroup difference between studies where the mean depression
scale score indicated less severe depression and studies where participants
had more severe depression on the rate of remission at 6 months, with larger
benefits associated with more severe depression. However, this pattern was
not consistent across outcomes, and subgroup differences were not statistically
significant for: depression symptomatology at 6 months; depression
symptomatology at 12 months; response at 6 months; response at 12 months;
remission at 12 months.

Comparison 2: Collaborative care versus standard care for relapse prevention
Critical outcomes

Relapse

e Very low quality evidence from 1 RCT (N=386) shows neither a clinically
important nor statistically significant effect of collaborative care, relative to
standard care, on the rate of relapse for adults with remitted depression.

Important outcomes

Antidepressant use

¢ Low quality evidence from 1 RCT (N=386) shows a statistically significant but
not clinically important benefit of collaborative care, relative to standard care,
on antidepressant use at 6 months for adults with remitted depression.

e Low quality evidence from 1 RCT (N=386) shows a clinically important and
statistically significant benefit of collaborative care, relative to standard care, on
antidepressant use at 12 months for adults with remitted depression.

Discontinuation

e Low quality evidence from 1 RCT (N=386) shows a clinically important and
statistically significant benefit of collaborative care, relative to standard care, on
discontinuation at 12 months for adults with remitted depression.
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Comparison 3: Stepped care versus standard care/enhanced standard care
Critical outcomes

Depression symptomatology

e Very low quality evidence from 2 RCTs (N=1614) shows a statistically
significant but not clinically important benefit of stepped care, relative to
standard care or enhanced standard care, on depression symptomatology
endpoint score at 6 months for adults with depression.

¢ Very low quality evidence from 2 RCTs (N=826) shows a clinically important
and statistically significant benefit of stepped care, relative to standard care, on
depression symptomatology change score at 6 months for adults with
depression.

¢ Moderate quality evidence from 1 RCT (N=998) shows neither a clinically
important nor statistically significant effect of stepped care, relative to enhanced
standard care, on depression symptomatology endpoint score at 12 months for
adults with depression.

¢ Low quality evidence from 1 RCT (N=194) shows neither a clinically important
nor statistically significant effect of stepped care, relative to standard care, on
depression symptomatology change score at 12 months for adults with
depression.

Response

o Very low quality evidence from 1 RCT (N=239) shows a clinically important but
not statistically significant benefit of standard care, relative to stepped care, on
the rate of response at 6 months for adults with depression.

e Low quality evidence from 1 RCT (N=239) shows a clinically important but not
statistically significant benefit of standard care, relative to stepped care, on the
rate of response at 12 months for adults with depression.

Remission

e Low quality evidence from 2 RCTs (N=1082) shows a clinically important and
statistically significant benefit of stepped care, relative to standard care or
enhanced standard care, on the rate of remission at 6 months for adults with
depression.

e Very low quality evidence from 2 RCTs (N=2085) shows a clinically important
but not statistically significant benefit of stepped care, relative to enhanced
standard care, on the rate of remission at 12 months for adults with depression.

Important outcomes

Antidepressant use

e Moderate quality evidence from 1 RCT (N=175) shows a clinically important
and statistically significant benefit of stepped care, relative to standard care, on
antidepressant use at 6 months for adults with depression.

Discontinuation

e Low quality evidence from 5 RCTs (N=3180) shows a clinically important and
statistically significant benefit of stepped care, relative to standard care or
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enhanced standard care, on discontinuation at 6 months for adults with
depression.

e Moderate quality evidence from 3 RCTs (N=2324) shows a clinically important
and statistically significant benefit of stepped care, relative to standard care or
enhanced standard care, on discontinuation at 12 months for adults with
depression.

Comparison 4: Stepped care versus standard care for relapse prevention
Critical outcomes

Relapse

o Low quality evidence from 1 RCT (N=135) shows a clinically important but not
statistically significant benefit of standard care, relative to stepped care, on the
rate of relapse at 12 months in adults with remitted depression.

Important outcomes

Antidepressant use

o Very low quality evidence from 1 RCT (N=94) shows neither a clinically
important nor statistically significant effect of stepped care, relative to standard
care, on antidepressant use at 12 months for adults with remitted depression.

Discontinuation

e Low quality evidence from 1 RCT (N=74) shows neither a clinically important
nor statistically significant effect of stepped care, relative to standard care, on
discontinuation at 12 months for adults with remitted depression.

Comparison 5: Pure medication management versus standard care
Critical outcomes

Depression symptomatology

e High quality evidence from 2 RCTs (N=399) shows neither a clinically important
nor statistically significant benefit of pure medication management, relative to
standard care, on depression symptomatology at 6 months for adults with
depression.

Response

e Moderate quality evidence from 1 RCT (N=70) shows a clinically important but
not statistically significant benefit of pure medication management, relative to
standard care, on the rate of response at 6 months for adults with depression.

Important outcomes

Antidepressant use

e Low quality evidence from 3 RCTs (N=904) shows a clinically important and
statistically significant benefit of pure medication management, relative to
standard care, on antidepressant use at 6 months for adults with depression.
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Discontinuation

o Moderate quality evidence from 5 RCTs (N=1216) shows neither a clinically
important nor statistically significant benefit of pure medication management,
relative to standard care, on discontinuation at 6 months for adults with
depression.

Comparison 6: Care coordination versus standard care/enhanced standard care
Critical outcomes

Depression symptomatology
o Very low quality evidence from 1 RCT (N=62) shows neither a clinically
important nor statistically significant benefit of care coordination, relative to
enhanced standard care, on depression symptomatology at 6 months for adults
with depression.
e Moderate quality evidence from 1 RCT (N=516) shows neither a clinically
important nor statistically significant benefit of care coordination, relative to

standard care, on depression symptomatology at 12 months for adults with
depression.

Remission

¢ Low quality evidence from 1 RCT (N=609) shows neither a clinically important
nor statistically significant benefit of care coordination, relative to standard care,
on the rate of remission at 12 months for adults with depression.

Important outcomes

Discontinuation

e Very low quality evidence from 1 RCT (N=62) shows neither a clinically
important nor statistically significant effect of care coordination, relative to
enhanced standard care, on discontinuation at 6 months for adults with
depression.

¢ Low quality evidence from 1 RCT (N=609) shows a clinically important but not
statistically significant benefit of standard care, relative to care coordination, on
discontinuation at 12 months for adults with depression.

Comparison 7: Attached professional model versus enhanced standard care
Critical outcomes

Depression symptomatology

e Very low quality evidence from 1 RCT (N=118) shows neither a clinically
important nor statistically significant benefit of attached professional model
care, relative to enhanced standard care, on depression symptomatology at 6
months for adults with depression.

Important outcomes

Discontinuation

e Very low quality evidence from 1 RCT (N=120) shows a clinically important but
not statistically significant benefit of attached professional model care, relative
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to enhanced standard care, on discontinuation at 6 months for adults with
depression.

Comparison 8: Shared care versus standard care
Critical outcomes

Depression symptomatology

e High quality evidence from 1 RCT (N=69) shows a clinically important and
statistically significant benefit of shared care, relative to standard care, on
depression symptomatology at 6 months for adults with depression.

Remission

¢ Moderate quality evidence from 1 RCT (N=69) shows a clinically important and
statistically significant benefit of shared care, relative to standard care, on the
rate of remission at 6 months for adults with depression.

Important outcomes

Antidepressant use

e High quality evidence from 1 RCT (N=69) shows a clinically important and
statistically significant benefit of shared care, relative to standard care, on
antidepressant use at 6 months for adults with depression.

Discontinuation

¢ Low quality evidence from 1 RCT (N=69) shows neither a clinically important
nor statistically significant effect of shared care, relative to standard care, on
discontinuation at 6 months for adults with depression.

Comparison 9: Measurement-based care versus standard care
Critical outcomes

Depression symptomatology

e Moderate quality evidence from 1 RCT (N=81) shows a clinically important and
statistically significant benefit of measurement-based care, relative to standard
care, on depression symptomatology at 6 months for adults with depression.

Response

e Low quality evidence from 1 RCT (N=120) shows a clinically important and
statistically significant benefit of measurement-based care, relative to standard
care, on the rate of response at 6 months for adults with depression.

Remission

e Moderate quality evidence from 1 RCT (N=120) shows a clinically important
and statistically significant benefit of measurement-based care, relative to
standard care, on remission at 6 months for adults with depression.
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Important outcomes

Discontinuation

Very low quality evidence from 1 RCT (N=120) shows a clinically important but
not statistically significant benefit of measurement-based care, relative to
standard care, on discontinuation at 6 months for adults with depression.

Economic evidence statements

Collaborative care

Evidence from 3 UK economic evaluations conducted alongside RCTs (N =
1,771; complete data for economic analysis n=1341) suggest that simple
collaborative care is possibly a cost-effective model for delivering services to
adults or older adults with depression. This evidence is directly applicable to
the UK context and is coming from one study with minor and two studies with
potentially serious methodological limitations.

Evidence from 1 US study conducted alongside a RCT (N=386) suggests that
simple collaborative care aiming at relapse prevention may be cost-effective in
adults with depression that is in remission. This evidence is partially applicable
to the NICE decision-making context as it comes from a US study and is not
using the QALY as the outcome measure. The study is characterised by
potentially serious methodological limitations.

Evidence from 1 UK study conducted alongside a RCT (N=187) suggests that
complex collaborative care is not cost-effective compared with usual secondary
mental health care for adults with depression. This evidence is directly
applicable to the UK context and is characterised by minor limitations.

Evidence from 1 Dutch study and 1 German study conducted alongside RCTs
(N=396) suggest that complex collaborative care is unlikely to be cost-effective
compared with treatment as usual in adults with depression in primary care.
This evidence is partially applicable to the NICE decision-making context as the
studies were conducted outside the UK and, in the Dutch study, utility values
were based on EQ-5D ratings using the Dutch tariff. One study is characterised
by potentially serious limitations and the other study by minor limitations.

Stepped care

Evidence from 1 UK study conducted alongside a cohort study with matched
sites (N=403), and 3 non-UK studies (2 Dutch and 1 Canadian) based on
decision-analytic economic modelling suggests that stepped care might be
cost-effective for adults with depression in primary care, although results were
inconsistent within and across studies. This evidence is directly applicable (UK
study) and partially applicable (Dutch and Canadian studies) to the NICE
decision-making context. The UK study is characterised by potentially serious
limitations; of the 3 non-UK studies, 1 is characterised by potentially serious
limitations and 2 are characterised by minor limitations.

Medication management

Evidence from 1 Spanish study conducted alongside a RCT (N=179) suggests
that medication management may be cost-effective for adults with depression.
This evidence is partially applicable to the NICE decision-making context as it
was conducted outside the UK and is characterised by potentially serious
limitations.
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Care co-ordination

¢ No evidence on the cost effectiveness of care co-ordination for adults with
depression is available.

Attached professional model

¢ No evidence on the cost effectiveness of the attached professional model for
adults with depression is available.

Shared care

e Evidence from 1 US study conducted alongside a multi-site pragmatic RCT
(N=840) is inconclusive regarding the cost effectiveness of shared care
compared with usual primary care that includes a referral system to specialist
care. The evidence is partially applicable to the NICE decision making context
(US study, QALYs based on SF-36 using preferences for matched vignettes
created following cluster analysis of SF-12 mental and physical component
scores, elicited by US service users with depression using SG) and is
characterised by potentially serious limitations.

Measurement-based care

¢ No evidence on the cost effectiveness of measurement-based care for adults
with depression is available.

The committee’s discussion of the evidence

Interpreting the evidence
The outcomes that matter most

The aim of this review was to determine if different models of service delivery
improved outcomes for people with depression so the committee identified
depression symptomatology and response, remission and relapse to be the critical
outcomes for this question. Antidepressant use and discontinuation were identified as
important outcomes. For all outcomes, time points of 6 and 12 months were used, to
ensure comparability across interventions.

Evidence was available for all outcomes and time points of interest for the
collaborative care dataset (comparison 1), but for all other comparisons data were
only available for some of the outcomes. A number of different care models did not
have available data on the outcomes of remission and response. Therefore when
considering the evidence the committee placed the greatest emphasis on depression
symptomatology and antidepressant use, as these provided the best point of
comparison across different interventions.

The quality of the evidence

The committee noted that most outcomes for most of the comparisons had been
assessed in GRADE as either low or very low quality. Most outcomes were
downgraded due to risk of bias (common reasons for downgrading included a lack of
blinding of participants and intervention administrators, and non-blind or unclear
blinding of outcome assessment, and significant baseline differences between
groups) and imprecision. The committee also noted the absence of evidence
identified for head-to-head comparisons of different service delivery models.
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Benefits and harms

The committee considered that effective service delivery models would enhance
clinical outcomes by improved engagement with effective interventions and thereby
improve outcomes in terms of depression symptomatology and response, remission
and relapse.

For collaborative care, the committee noted that there was evidence from a number
of UK and international trials for clinical benefits associated with the use of
collaborative care compared to standard care or enhanced standard care, with higher
rates of response and remission at both 6 and 12 months. However, the committee
noted that the heterogeneity was very high, and effect sizes for depression
symptomatology were small compared to first-line acute treatments. Based on these
factors, the committee made a ‘consider’ rather than ‘offer’ recommendation and
identified groups where collaborative care may confer significant added value, for
example, those with significant physical health problems or who are socially isolated.

Older adults were also identified as a group that may particularly benefit from
collaborative care. Subgroup analysis comparing outcomes for older (mean age = 60
years) and younger (mean age <60 years) adults did not identify statistically
significant subgroup differences. However, there was a consistent trend for larger
benefits of collaborative care for older adults. Considered together with the
committee knowledge and experience of difficulties with engagement in older adults
particularly for those with physical health problems, and evidence for the cost-
effectiveness of collaborative care in older people, the committee agreed to also
recommend collaborative care for this group.

The committee defined the components of collaborative care that are important,
based both on their expertise and experience and on the results of sub-analyses of
the collaborative care dataset. Subgroup analyses examined the impact of complex
(relative to simple) collaborative care, case manager background, use of a
psychological intervention or stepped care algorithm, and the number of contacts
provided as part of the intervention. No significant subgroup differences or consistent
pattern in results were observed for analyses comparing outcomes for complex
versus simple collaborative care, or case manager with mental health background
versus case manager without a mental health background.

The inclusion of a stepped care algorithm showed a trend for larger effect sizes
compared to no stepped care algorithm. There were no significant subgroup
differences for the inclusion of psychological interventions, however, the committee
agreed based on their knowledge and experience that collaborative care should
include delivery of psychological and psychosocial interventions within a structured
protocol. This was also reinforced by evidence for the benefits of stepped care
interventions (that were not integrated into collaborative care models) relative to
standard care on depression symptomatology, the rate of remission and
antidepressant use at 6 months. The committee agreed that the key principles of
stepped care, or more accurately matched care, were covered by existing
recommendations and were integrated into a care pathway that emphasises patient
choice.

Subgroup analysis comparing the outcomes of collaborative care between
interventions with fewer than 13 contacts and interventions with 13 contacts or more
contacts, showed a trend for larger effects sizes with more contacts and this
difference was statistically significant for remission at 12 months. However, the
committee did not consider this evidence sufficiently compelling to specify the
number of contacts that a collaborative care intervention should include.
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The committee were aware of the importance of medication adherence, in particular,
for people with severe and chronic depressive symptoms and noted that although the
evidence for pure medication management was limited and did not show significant
benefits on clinical outcomes, there were benefits on antidepressant use at 6 months.
Based on this limited evidence, the committee agreed not to make any
recommendations about the use of medication management as an independent
service delivery model. For people with depression who may have specific difficulties
with the uptake of, or engagement with, treatment the committee agreed that
medication adherence would be more effectively promoted through the delivery of
care in a collaborative, multidisciplinary manner and that included medication
management as a component within a collaborative care model.

The committee acknowledged that for more severe depression or chronic depression
with multiple complicating problems or significant coexisting conditions there was no
direct evidence to guide the development of recommendations. The committee were,
however, aware of the very significant difficulties that people with severe, chronic and
complex depression face and the burden of suffering this represents for families and
carers. Such high levels of need are best met by specialist services within specialist
secondary care. The committee therefore drew on their expert knowledge and
experience of specialist services and used informal consensus to develop a series of
recommendations on who might benefit from specialist services, how these services
should be co-ordinated and what the nature of the co-ordination of the services
should involve. The committee were of the view that the development of a
comprehensive multidisciplinary care plan will allow more timely, appropriate, and
individualised planning and delivery of care to people with more severe or more
chronic depression with multiple complicating problems or significant coexisting
conditions, and that these benefits should offset (fully or partially) the costs
associated with development of the care plan. In contrast, lack of a detailed care plan
may lead to sub-optimal, less clinically and cost-effective care pathways and
inappropriate treatments, ultimately leading to sub-optimal outcomes for the person
and higher healthcare costs.

Cost effectiveness and resource use

The committee agreed that, overall, the published economic evidence indicated that
simple collaborative care is potentially a cost-effective model for delivering services
to adults with depression, including older adults. This is because out of the 3 UK
cost-utility studies included in the review, 2 found simple collaborative care cost-
effective when added to usual primary care compared with usual primary care alone
at the NICE lower cost-effectiveness threshold of £20,000/QALY. The third study
reported an ICER for simple collaborative care between the NICE lower and upper
(£30,000/QALY) cost-effectiveness thresholds. The two studies that found simple
collaborative care cost-effective were also somewhat larger than the one that found it
cost-ineffective at the lower NICE cost-effectiveness threshold. The committee also
noted that, among the 3 studies, there was one with minor methodological limitations
(the other two were characterised by potentially serious limitations), and this found
simple collaborative care to be cost-effective. In contrast, the only UK study on more
resource-intensive complex collaborative care included in the review suggested this
is unlikely to be cost-effective compared with usual secondary mental health care, as
its ICER was well above the NICE upper cost-effectiveness threshold of
£30,000/QALY. Therefore, the committee decided to recommend collaborative care
with the characteristics of the less resource-intensive, simple collaborative care, as
defined in this review, for organising the delivery of care and treatment of people with
depression.
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The committee noted, based on the evidence, that stepped care might also be cost-
effective for adults with depression. They therefore agreed that the recommendations
they made on treatment, which reflected the key principles of stepped (or, more
accurately, matched) care, ensured efficient use of resources.

The committee noted that no UK economic evidence was available and non-UK
evidence did not provide any substantial support for the cost effectiveness of
medication management as an independent service delivery model for adults with
depression. They also noted that non-UK economic evidence on shared care was
inconclusive.

The committee acknowledged that referring people with more severe depression or
chronic depressive symptoms and multiple complicating problems (such as
unemployment, poor housing or financial problems) or significant coexisting
conditions to specialist mental health services, if they have not benefitted from
treatment or if they have impaired functioning, is likely to incur additional costs
compared with no referral. However, they agreed that the number of people affected
would be small and any additional costs were likely to be offset by cost-savings
resulting from more appropriate care for this population following referral (compared
with treatment in primary care settings), leading to improved outcomes and reduction
in the need for potentially costly care further down the care pathway.

Recommendations supported by this evidence review

This evidence review supports recommendations 1.16.7 to 1.16.10 in the NICE
guideline.
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Settings of care

Review question

For adults with depression, what are the relative benefits and harms associated with
different settings for the delivery of care?

Introduction

Care for adults with depression can be provided in a variety of different settings,

ranging from care in people’s own homes, primary care and day hospitals, through to
inpatient care or tertiary settings, and the setting in which care is delivered may have
a bearing on the outcomes for individuals, and the effectiveness of the interventions.

The aim of this review is to identify if there is a setting which delivers optimal results
for people with depression, and if there is anything about the general management of
care that should be done differently when delivered in different settings.

Summary of the protocol

Please see Table 11 for a summary of the Population, Intervention, Comparison and
Outcome (PICO) characteristics of this review.

Table 11: Summary of the protocol (PICO table)

¢ Adults with 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)

Settings for the delivery of care, which may include:
e Primary care

e Crisis resolution and home treatment teams

e Inpatient setting

e Acute psychiatric day hospital care

e Non-acute day hospital care and recovery centres
e Specialist tertiary affective disorders settings

e Community mental health teams

¢ Residential services

o Any other setting for the delivery of care

Critical:

¢ Depression symptomatology (mean endpoint score or change in
depression score from baseline)

¢ Remission (usually defined as a score below clinical threshold on
a depression scale)

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

¢ Relapse (number of people who returned to a depressive episode
whilst in remission)

Important:

¢ Service utilisation/resource use (e.g. antidepressant use)
¢ Psychological functioning

¢ Social functioning
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e Satisfaction
e Carer distress

DSM: diagnostic and statistical manual of mental disorders; ICD: international classification of diseases

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.

Declarations of interest were recorded according to NICE’s 2014 conflicts of interest
policy until 31 March 2018. From 1 April 2018, declarations of interest were recorded
according to NICE’s 2018 conflicts of interest policy. Those interests declared until
April 2018 were reclassified according to NICE’s 2018 conflicts of interest policy (see
Register of Interests).

Clinical evidence

Included studies

No randomised controlled trial (RCT) evidence was identified that specifically
addressed the following settings: primary care, and inpatient care, therefore, as
specified in the full protocol (see Appendix A), indirect evidence was considered in
the form of sub-analyses of the NMA dataset (Evidence report B: Treatment of a new
episode of depression).

Comparison 1. Primary care versus secondary care

As outlined above, no RCT evidence was identified that specifically addressed this
comparison. Therefore the committee considered indirect evidence in the form of
sub-analyses of the NMA dataset (Evidence report B: Treatment of a new episode of
depression). Primary versus secondary care differences were examined for critical
outcomes that had more than 2 studies in each subgroup.

Subgroup analysis of primary care versus secondary care was possible for 5
comparisons in the NMA dataset, and all 5 comparisons were for adults with more
severe depression (corresponding to the categories of moderate and severe
depression):

e Comparison 1a. Cognitive and cognitive behavioural therapies individual +
antidepressant versus antidepressant, with 2 RCTs included for primary care
(Naeem 2011; Scott 1997) and 4 RCTs included for secondary care (Ashouri
2013; Hautzinger 1996; Hollon 1992; Zu 2014). Primary care versus secondary

care subgroup analysis was possible for the depression symptoms endpoint
outcome only.

e Comparison 1b. Selective serotonin reuptake inhibitors (SSRIs) versus
placebo, with 5 RCTs included for primary care (Bjerkenstedt 2005; Doogan
1994; Lepola 2003; Lopez-Rodriguez 2004; Wade 2002) and 78 RCTs included
for secondary care (29060 07 001; Andreoli 2002/ Dubini 1997/ Massana
1998 study 1 [1 study reported across 3 papers]; Baune 2018; Binnemann
2008; Bose 2008; Burke 2002; Byerley 1988; Claghorn 1992a; Claghorn
1992b; Clayton 2006_study 1; Clayton 2006_study 2; CL3-20098-022; CL3-
20098-023; CL3-20098-024; Detke 2004; Dube 2010; Dunbar 1993; Eli Lilly
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HMAT-A; Emsley 2018; Fabre 1992; Fabre 1995a; Fava 1998a; Fava 2005;
FDA 245 (EMD 68 843-010); FDA 246 (SB 659746-003); Forest Laboratories
2000; Forest Research Institute 2005; Golden 2002_448; Golden 2002_449;
Goldstein 2002; Goldstein 2004; Gual 2003; Higuchi 2009; Hirayasu 2011a;
Hirayasu 2011b; Jefferson 2000; Kasper 2012; Katz 2004; Keller 2006_Study
062; Kramer 1998; Kranzler 2006_Group A; Lam 2016; Macias-Cortes 2015;
Mathews 2015; Mendels 1999; Miller 1989a; Montgomery 1992; Mundt 2012;
MY-1042/BRL-029060/CPMS-251; MY-1042/BRL-029060/1 (PAR 128);
Nemeroff 2007; Nierenberg 2007; NKD20006 (NCT00048204); Nyth 1992; Olie
1997; PAR 01 001 (GSK & FDA); Perahia 2006; Peselow 1989a; Peselow
1989b; Rapaport 2009; Ratti 2011_study 096; Ravindran 1995; Reimherr 1990;
Rickels 1992; Rudolph 1999; SER 315 (FDA); Sheehan 2009b; Smith 1992;
Stark 1985; Study 62b (FDA); Study F1J-MC-HMAQ- Study Group B; Tollefson
1993/1995 [1 study reported across 2 papers]; Valle-Cabrera 2018; VEN XR
367 (FDA); Wang 2014c; WELL AK1A4006; Wernicke 1987; Wernicke 1988).
Primary care versus secondary care subgroup analyses were possible for the
depression symptoms endpoint, depression symptoms change score, and
response outcomes.

o Comparison 1c. SSRIs versus tricyclic antidepressants (TCAs), with 10 RCTs
included for primary care (Christiansen 1996; Freed 1999; Hutchinson 1992;
Kyle 1998; Moon 1994; Moon 1996; PAR 29060/281; PAR MDUK 032;
Rosenberg 1994; Serrano-Blanco 2006) and 47 RCTs included for secondary
care (29060 07 001; 29060/299; Akhondzadeh 2003; Arminem 1992; Beasley
1993b; Bersani 1994; Bhargava 2012; Bremner 1984; Byerley 1988; Chiu
1996; Cohn 1984b; Cohn 1990b; Danish University Antidepressant Group
1986; Danish University Antidepressant Group 1990; De Ronchi 1998;
Demyttenaere 1998; Deuschle 2003; Fabre 1991; Fabre 1992; Fawcett 1989;
Feighner 1993; Forlenza 2001; Geretsegger 1995; GSK_29060/103; Hashemi
2012; Keegan 1991; Laakmann 1988; Laakmann 1991; Levine 1989; Marchesi
1998; MDF/29060/111/070/88/MC; Miura 2000; Moller 1993; Moller 1998;
Mulsant 1999; Navarro 2001; Ontiveros Sanchez 1998; Peselow 1989a;
Peselow 1989b; Peters 1990; Preskorn 1991; Reimherr 1990; Ropert 1989;
SER 315 (FDA); Staner 1995; Stark 1985; Suleman 1997). Primary care versus
secondary care subgroup analyses were possible for the depression symptoms
endpoint, depression symptoms change score, remission and response
outcomes.

e Comparison 1d. TCAs versus placebo, with 6 RCTs included for primary care
(Barge-Schaapveld 2002; Blashki 1971; Lecrubier 1997; Mynors-Wallis 1995;
Philipp 1999; Schweizer 1998) and 30 RCTs included for secondary care
(29060 07 001; Amsterdam 1986; Bakish 1992b; Bremner 1995; Byerley 1988;
Cassano 1986; Elkin 1989/Imber 1990 [1 study reported across 2 papers];
Escobar 1980; Fabre 1992; Feiger 1996; Feighner 1982; Feighner 1989b;
Fontaine 1994; Goldberg 1980; Kusalic 1993; McCallum 1975; MIR 003-020
(FDA); Peselow 1989a; Peselow 1989b; Reimherr 1990; Rickels 1982¢;
Rickels 1991; Rickels 1995_Study 006-1; Rickels 1995_Study 006-2;
Schweizer 1994; SER 315 (FDA); Silverstone 1994; Smith 1990; Stark 1985;
White 1984). Primary care versus secondary care subgroup analyses were
possible for the depression symptoms endpoint, depression symptoms change
score, and response outcomes.

e Comparison 1e. Serotonin—norepinephrine reuptake inhibitors (SNRIs) versus
SSRIs, with 2 RCTs included for primary care (Montgomery 2004; Tylee 1997)
and 29 RCTs included for secondary care (Allard 2004; Alves 1999; Bielski
2004; Clerc 1994; Costa 1998; DeNayer 2002; Detke 2004; Diaz-Martinez
1998; Dierick 1996; Eli Lilly HMAT-A; Goldstein 2002; Goldstein 2004; Hao
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2014; Higuchi 2009; Hwang 2004; Jiang 2017; Khan 2007; Kornaat 2000;
Mehtonen 2000; Nemeroff 2007; Nierenberg 2007; Perahia 2006; Rickels 2000;
Rudolph 1999; Sheehan 2009b; Shelton 2006; Sir 2005; Study F1J-MC-HMAQ-
Study Group B; Tzanakaki 2000). Primary care versus secondary care
subgroup analyses were possible for the remission and response outcomes.

Comparison 2. Crisis resolution team care versus standard care (for adults with
non-psychotic severe mental iliness)

No RCT evidence was identified that specifically addressed this comparison for
adults with depression. The committee therefore agreed to consider a wider evidence
base including non-psychotic severe mental iliness. A systematic review (Murphy
2015; updated version of Joy 2003 used in 2009 guideline) was identified that
examined crisis intervention for people with severe mental iliness. This Cochrane
review was used as a source of studies with inclusion criteria into this review of over
50% of the population having a non-psychotic disorder. Of the 8 RCTs included in
Murphy 2015, 1 of these studies met the >50% non-psychotic disorder inclusion
criterion (Johnson 2005).

Comparison 3. Inpatient versus outpatient settings

No randomised controlled trial (RCT) evidence was identified that specifically
addressed this comparison. Therefore the committee considered indirect evidence in
the form of sub-analyses of the NMA dataset (Evidence report B: Treatment of a new
episode of depression). Differences between inpatient and outpatient settings were
examined for critical outcomes that had more than 2 studies in each subgroup.

Subgroup analysis of inpatient versus outpatient settings was possible for 6
comparisons in the NMA dataset, and all 6 comparisons were for adults with more
severe depression (corresponding to the categories of moderate and severe
depression):

e Comparison 3a. Selective serotonin reuptake inhibitors (SSRIs) versus
placebo, with 3 RCTs included for inpatient settings (29060 07 001; Katz 2004;
Sheehan 2009b) and 74 RCTs included for outpatient settings (Baune 2018;
Binnemann 2008; Bjerkenstedt 2005; Blumenthal 2007/Hoffman 2011 [1 study
reported across 2 papers]; Bose 2008; Burke 2002; Byerley 1988; Claghorn
1992a; Claghorn 1992b; Clayton 2006_study 1; Clayton 2006_study 2; Detke
2004; Doogan 1994; Dube 2010; Dunbar 1993; Eli Lilly HMAT-A; Emsley 2018;
Fabre 1992; Fava 1998a; Fava 2005; FDA 245 (EMD 68 843-010); Forest
Laboratories 2000; Forest Research Institute 2005; Golden 2002_448; Golden
2002_449; Goldstein 2002; Goldstein 2004; Gual 2003; Hirayasu 2011a;
Hirayasu 2011b; Hunter 2010_study 1; Hunter 2011; Jefferson 2000; Keller
2006_Study 062; Komulainen 2018; Kramer 1998; Kranzler 2006_Group A;
Lam 2016; Lepola 2003; Macias-Cortes 2015; Mathews 2015; Mendels 1999;
Miller 1989a; Mundt 2012; MY-1042/BRL-029060/CPMS-251; MY-1045/BRL-
029060/1 (PAR 128); Nemeroff 2007; Nierenberg 2007; NKD20006
(NCT00048204); Olie 1997; PAR 01 001 (GSK & FDA); Perahia 2006; Peselow
1989a; Peselow 1989b; Rapaport 2009; Ratti 2011_study 096; Ravindran
1995; Reimherr 1990; Rickels 1992; Roose 2004; Rudolph 1999; SER 315
(FDA); Smith 1992; Stark 1985; Study 62b (FDA); Study F1J-MC-HMAQ —
Study Group B; Tollefson 1993/1995 [1 study reported across 2 papers]; Valle-
Cabrera 2018; VEN XR 367 (FDA); Wade 2002; Wang 2014c; WELL
AK1A4006; Wernicke 1987; Wernicke 1988). Inpatient versus outpatient
subgroup analysis was possible for the depression symptoms change score
and response outcomes.
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o Comparison 3b. SSRIs versus tricyclic antidepressants (TCAs), with 11 RCTs
included for inpatient settings (29060/299; 29060 07 001; Arminen 1992;
Danish University Antidepressant Group 1986; Danish University
Antidepressant Group 1990; Deushle 2003; Geretsegger 1995; Laakmann
1991; Moller 1993; Moller 1998; Staner 1995), and 40 RCTs included for
outpatient settings (Akhondzadeh 2003; Beasley 1993b; Bersani 1994;
Bhargava 2012; Bremner 1984; Byerley 1988; Christiansen 1996; Cohn 1984b;
Cohn 1990b; De Ronchi 1998; Demyttenaere 1998; Fabre 1991; Fabre 1992;
Fawcett 1989; Feighner 1993; Forlenza 2001; Freed 1999; Hashemi 2012;
Hutchinson 1992; Kyle 1998; Laakmann 1988; Marchesi 1998;
MDF/29060/111/070/88/MC; Moller 2000; Moon 1994; Moon 1996; 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); Serrano-Blanco 2006; Stark 1985; Suleman 1997).
Inpatient versus outpatient subgroup analysis was possible for the depression
symptoms endpoint, depression symptoms change score, remission, and
response outcomes.

o Comparison 3c. Serotonin—norepinephrine reuptake inhibitors (SNRIs) versus
placebo, with 2 RCTs included for inpatient settings (Guelfi 1995; Sheehan
2009b), and 26 RCTs included for outpatient settings (Brannan 2005; Cutler
2009; Detke 2002a; Detke 2002b; Detke 2004; Eli Lilly HMAT-A; Goldstein
2002; Goldstein 2004; Hewett 2009; Hewett 2010; Higuchi 2016; Khan 1998;
Levin 2013; Mendels 1993; Nemeroff 2007; Nierenberg 2007; Perahia 2006;
Raskin 2007; Robinson 2014; Rudolph 1999; Schweizer 1994; Study F1J-MC-
HMAQ-Study Group B; Thase 1997; VEN 600A-303 (FDA); VEN 600A-313
(FDA); VEN XR 367 (FDA)). Inpatient versus outpatient subgroup analysis was
possible for the depression symptoms endpoint, depression symptoms change
score, and remission outcomes.

e Comparison 3d. SNRIs versus SSRIs, with 4 RCTs included for inpatient
settings (Clerc 1994; Hwang 2004; Sheehan 2009b; Tzanakaki 2000), and 32
RCTs included for outpatient settings (Allard 2004; Alves 1999; Bielski 2004;
Casabona 2004; Chang 2015; Costa 1998; DeNayer 2002; Detke 2004; Diaz-
Martinez 1998; Dierick 1996; Eli Lilly HMAT-A; Goldstein 2002; Goldstein 2004;
Hackett 1996; Heller 2009; Jiang 2017; Khan 2007; Kornaat 2000; Mehtonen
2000; Montgomery 2004; Mowla 2016; Nemeroff 2007; Nierenberg 2007;
Perahia 2006; Rickels 2000; Rudolph 1999; Shelton 2006; Sir 2005; Study F1J-
MC-HMAQ-Study Group B; Tylee 1997; VEN XR 367 (FDA); Wade 2007) .
Inpatient versus outpatient subgroup analysis was possible for the depression
symptoms endpoint, depression symptoms change score, remission, and
response outcomes.

o Comparison 3e. Mirtazapine versus TCAs, with 2 RCTs included for inpatient
settings (Richou 1995; Zivkov 1995), and 4 RCTs included for outpatient
settings (Bremner 1995; MIR 003-020 (FDA); MIR 003-021 (FDA); Smith 1990).
Inpatient versus outpatient subgroup analysis was only possible for the
response outcome.

e Comparison 3f. Acupuncture + antidepressants versus antidepressants, with 2
RCTs included for inpatient settings (Wang 2014a; Zhang 2007a), and 2 RCTs
included for outpatient settings (Qu 2013; Zhao 2019a). Inpatient versus
outpatient subgroup analysis was only possible for the depression symptoms
change score outcome.
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Comparison 4. Acute psychiatric day hospital care versus inpatient care (for
adults with depression and non-psychotic severe mental iliness)

Acute psychiatric day hospitals are units that provide diagnostic and treatment
services for acutely ill individuals who would otherwise be treated in traditional
psychiatric inpatient units. 1 RCT (Dinger 2014) was identified that specifically
addressed acute psychiatric day hospital care for adults with depression. The
committee therefore agreed to consider a wider evidence base including non-
psychotic severe mental iliness. A systematic review (Marshall 2011) was identified
that compared day hospital to inpatient care for people with acute psychiatric
disorders. This Cochrane review was used as a source of studies with inclusion
criteria into this review of over 50% of the population having a non-psychotic
disorder.

Of the 10 RCTs included in Marshall 2011, 5 of these studies met the >50% non-
psychotic disorder inclusion criterion (Creed 1990; Creed 1997; Dick 1985; Kallert
2007; Schene 1993).

Comparison 5. Non-acute day hospital care versus outpatient care (for adults with
depression and non-psychotic severe mental iliness)

No RCT evidence was identified that specifically addressed this setting for adults with
depression. The committee therefore agreed to consider a wider evidence base
including non-psychotic severe mental illness. A systematic review (Marshall 2001)
was identified that examined the use of day hospitals as an alternative to outpatient
care for people with psychiatric disorders. This Cochrane review was used as a
source of studies with inclusion criteria into this review of over 50% of the population
having a non-psychotic disorder.

Of the 8 studies included in Marshall 2001, 3 of these studies met the >50% non-
psychotic disorder inclusion criterion (Dick 1991; Glick 1986; Tyrer 1979).

Comparison 6. Community mental health teams versus standard care (for adults
with non-psychotic severe mental iliness)

No RCT evidence was identified that specifically addressed this setting for adults with
depression. The committee therefore agreed to consider a wider evidence base
including non-psychotic severe mental illness. A systematic review (Malone 2007)
was identified that examined community mental health teams (CMHTSs) for people
with severe mental illnesses and disordered personality. This Cochrane review was
used as a source of studies with inclusion criteria into this review of over 50% of the
population having a non-psychotic disorder.

Of the 3 studies included in Malone 2007, 1 of these studies met the >50% non-
psychotic disorder inclusion criterion (Merson 1992).

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

Excluded studies

Studies not included in this review with reasons for their exclusions are provided in
appendix K.
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Summary of clinical studies included in the evidence review

Comparison 1. Primary care versus secondary care

Summaries of the studies included in the primary care versus secondary care

subgroup analysis of the cognitive and cognitive behavioural therapies individual +

antidepressant versus antidepressant comparison are presented in Table 12.

There were no significant subgroup differences between primary care and secondary
care for the comparison cognitive and cognitive behavioural therapies individual +
antidepressant versus antidepressant on: depression symptoms endpoint (Test for
subgroup differences: Chi2 = 0.27, df = 1, p = 0.60).

Table 12: Summary of included studies for primary care versus secondary care

subgroup analysis for comparison 1a Cognitive and cognitive

behavioural therapies individual + antidepressant versus
antidepressant

Study

Population

Primary care (K=2, N=82)

Naeem 2011
RCT
Pakistan

Scott 1997
RCT
UK

Primary care
N=34

Baseline severity:
More severe

Mean age (years):

33.0

Sex (% female):
74

Ethnicity (%
BME): NR

Primary care
N=48

Baseline severity:
More severe

Mean age (years):

41.0

Sex (% female):
67

Ethnicity (%
BME): NR

Secondary care (K=4, N=311)

Ashouri 2013
RCT
Iran

Secondary care
N=33

Baseline severity:
More severe

Mean age (years):

32.5

Sex (% female):
61

Ethnicity (%
BME): NR

Intervention

CBT individual (9
weekly or
fortnightly
sessions) + SSRI
(paroxetine or
fluoxetine
20mg/day)

CBT individual (6x
weekly 30-min
sessions) + any
antidepressant

Third-wave
cognitive therapy
individual or CBT
individual (number
of sessions not
reported) + any
antidepressant
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Comparison

SSRI (paroxetine
or fluoxetine
20mg/day)

Any
antidepressant

Any
antidepressant
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Comments

Treatment
duration
(weeks): 12
Outcomes (for
primary versus
secondary care
subgroup
analysis):
e Depression
symptoms
endpoint

Treatment
duration
(weeks): 7
Outcomes (for
primary versus
secondary care
subgroup
analysis):
e Depression
symptoms
endpoint

Treatment
duration
(weeks): NR
Outcomes (for
primary versus
secondary care
subgroup
analysis):
e Depression
symptoms
endpoint
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Study
Hautzinger 1996a
RCT

Germany

Hollon 1992a
RCT
us

Zu 2014b
RCT
China

Population
Secondary care
N=76

Baseline severity:
More severe

Mean age (years):

NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=82

Baseline severity:
More severe

Mean age (years):

32.6
Sex (% female):
80

Ethnicity (%
BME): 9

Secondary care
N=120

Baseline severity:
More severe

Mean age (years):

38.3

Sex (% female):
49

Ethnicity (%
BME): NR

Intervention

CBT individual
(24x 50-60 min
sessions) +
amitriptyline
150mg/day

CBT individual

(maximum 20x 50-

min weekly or
fortnightly
sessions) +
imipramine 75-
450mg/day

CBT individual
(20x 1-hour
sessions) + any
SSRI (dose NR,
within
recommended
therapeutic dose
ranges)

Comparison

Amitriptyline
150mg/day

Imipramine
75-450mg/day

Any SSRI (dose
NR, within
recommended
therapeutic dose
ranges)

Comments

Treatment
duration
(weeks): 8
Outcomes (for
primary versus
secondary care
subgroup
analysis):
e Depression
symptoms
endpoint

Treatment
duration
(weeks): 12
Outcomes (for
primary versus
secondary care
subgroup
analysis):
e Depression
symptoms
endpoint

Treatment
duration
(weeks): 24
Outcomes (for
primary versus
secondary care
subgroup
analysis):
e Depression
symptoms
endpoint

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

b Four-armed trial but where possible the demographics reported here are for only the two relevant

arms.

BME: black, minority, ethnic; CBT: cognitive behavioural therapy; K: number of studies; mg: milligrams;
N: number of participants; NR: not reported; RCT: randomised controlled trial; SSRI: selective serotonin
reuptake inhibitor.

Summaries of the studies included in the primary care versus secondary care
subgroup analysis of the selective serotonin reuptake inhibitors (SSRIs) versus
placebo comparison are presented in Table 13.

There were no significant subgroup differences between primary care and secondary
care for the comparison SSRIs versus placebo on: depression symptoms endpoint
(Test for subgroup differences: Chi? = 0.01, df = 1, p = 0.91); depression symptoms
change score (Test for subgroup differences: Chi2 = 0.26, df =1, p = 0.61); response
(Test for subgroup differences: Chi?=1.75, df =1, p = 0.19).
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Table 13: Summary of included studies for primary care versus secondary care

subgroup analysis for comparison 1b Selective serotonin reuptake
inhibitors (SSRIs) versus placebo

Study Population Intervention Comparison Comments
Primary care (K=5, N=1,184)
Bjerkenstedt Primary care Fluoxetine Placebo Treatment
2005 N=115 20mg/day duration (weeks):
RCT Baseline severity: 4
Sweden More severe Outcomes (for
Mean age primary versus
(years): 50.9 secondary care
Sex (% female): subgro_up_
79 analysis):
. e Depression
EchE'C'tg (% symptoms
) endpoint
e Depression
symptoms
change score
e Response
Doogan 1994 Primary care Sertraline 50- Placebo Treatment
RCT N=200 100mg/day duration (weeks):
UK Baseline severity: 6
More severe Outcomes (for
Mean age primary versus
(years): 45.7 secondary care
Sex (% female): subgro_up_
68 analysis):
R
Ethnicity (% * nesponse
BME): NR
Lepola 2003 Primary care Escitalopram 10-  Placebo Treatment
RCT N=469 20mg/day or duration (weeks):
Belgium, Canada, Baseline severity: ~Citalopram 20- 8
Finland, France, = More severe 40mg/day Outcomes (for
Norway, Sweden, Mean age primary versus
Switzerland & UK (years): secondary care
433 subgroup
) analysis):
Sex (% female): ysis)
72 e Response
Ethnicity (%
BME): NR
Lopez-Rodriguez  Primary care Fluoxetine Placebo Treatment
2004 N=20 20mg/day duration (weeks):
RCT Baseline severity: 9
South America More severe Outcomes (for
Mean age primary versus
(years): 31.9 secondary care
Sex (% female): subgro_up
NR analysis):
Ethnicity (% O DORIEEEln
BME): NR symptoms
’ endpoint
71

Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Service delivery

Study

Wade 2002

RCT

Canada, Estonia,
France,
Netherlands &
UK

Population
Primary care
N=380

Baseline severity:
More severe

Mean age
(years): 40.5

Sex (% female):
76

Ethnicity (%
BME): 3

Secondary care (K=78, N=18,070)

29060 07 001a
RCT
us

Andreoli 2002/
Dubini 1997/
Massana

1998 _study 1

RCT

Brazil, France,
Ireland, Italy,
Poland, and UK

Baune 2018
RCT

Estonia, Finland,
Germany, &
Lithuania

Binnemann 2008
RCT

US, Serbia and
Montenegro, &

Secondary care
N=25

Baseline severity:
More severe

Mean age
(years): 42.5

Sex (% female):
56

Ethnicity (%
BME): NR

Secondary care
N=255

Baseline severity:
More severe

Mean age
(years): 42.2

Sex (% female):
60

Ethnicity (%
BME): NR

Secondary care
N=104

Baseline severity:
More severe

Mean age
(years): 45.7

Sex (% female):
64

Ethnicity (%
BME): 2

Secondary care
N=82

Baseline severity:
More severe

Intervention Comparison
Escitalopram Placebo
10mg/day
Paroxetine 10- Placebo
60mg/day
Fluoxetine 20- Placebo
40mg/day
Paroxetine Placebo
20mg/day
Sertraline Placebo
100mg/day
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Comments

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

6
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Study

the Russian
Federation

Bose 2008
RCT
us

Burke 2002
RCT
us

Byerley 1988a
RCT
us

Claghorn 1992a
RCT
us

Population
Mean age
(years): 49

Sex (% female):
39

Ethnicity (%
BME): NR

Secondary care
N=267

Baseline severity:
More severe

Mean age
(years): 68.3

Sex (% female):
59

Ethnicity (%
BME): 11

Secondary care
N=491

Baseline severity:
More severe

Mean age
(years): 40.1

Sex (% female):
65

Ethnicity (%
BME): NR

Secondary care
N=61

Baseline severity:
More severe

Mean age
(years): 38.3

Sex (% female):
68

Ethnicity (%
BME): NR

Secondary care
N=59

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Intervention Comparison

Escitalopram Placebo

10-20mg/day

Escitalopram Placebo
10mg/day or

20mg/day, or

citalopram

40mg/day

Fluoxetine 40- Placebo

80mg/day

Paroxetine 10- Placebo

50mg/day
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Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
12

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):
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Study

Claghorn 1992b
RCT
us

Clayton
2006_study 1

RCT
us

Clayton
2006_study 2

RCT
us

CL3-20098-022
RCT
Europe

CL3-20098-023
RCT

Cross-continental

Population

Ethnicity (%
BME): NR

Secondary care
N=72

Baseline severity:
More severe
Mean age
(years): 35

Sex (% female):
32

Ethnicity (%
BME): NR

Secondary care
N=283

Baseline severity:
More severe
Mean age
(years): 35

Sex (% female):
61

Ethnicity (%
BME): 35

Secondary care
N=286

Baseline severity:
More severe
Mean age
(years): 36.5

Sex (% female):
56

Ethnicity (%
BME): 27

Secondary care
N=286

Baseline severity:
More severe
Mean age
(years): 43

Sex (% female):
67

Ethnicity (%
BME): NR

Secondary care
N=275

Intervention

Paroxetine 10-
50mg/day

Escitalopram 10-

20mg/day

Escitalopram 10-

20mg/day

Fluoxetine
20mg/day

Paroxetine
20mg/day

74

Comparison

Placebo

Placebo

Placebo

Placebo

Placebo
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Comments

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6
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Study

CL3-20098-024
RCT
Cross-continental

Detke 2004b
RCT
us

Dube 2010
RCT

India, US, Mexico
& Romania

Dunbar 1993
RCT
us

Population

Baseline severity:
More severe

Mean age
(years): 41.1

Sex (% female):
75

Ethnicity (%
BME): NR

Secondary care
N=306

Baseline severity:
More severe

Mean age
(years): 41.5

Sex (% female):
73

Ethnicity (%
BME): NR

Secondary care
N=179

Baseline severity:
More severe

Mean age
(years): 42.9

Sex (% female):
71

Ethnicity (%
BME): 0

Secondary care
N=200

Baseline severity:
More severe
Mean age
(years): 36.5

Sex (% female):
44

Ethnicity (%
BME): NR

Secondary care
N=341

Baseline severity:
More severe
Mean age
(years): 41

Sex (% female):
51

Intervention Comparison
Fluoxetine Placebo
20mg/day

Paroxetine Placebo
20mg/day

Escitalopram 10-  Placebo
20mg/day

Paroxetine 10- Placebo
50mg/day
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Comments

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response
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Study

Eli Lilly HMAT-Aa
RCT
us

Emsley 2018
RCT

Bulgaria, Estonia,
Finland, France,
Republic of
Korea, Malaysia,
Mexico, Poland,
Romania, &
Slovakia

Fabre 1992a
RCT
us

Fabre 1995a
RCT
us

Population
Ethnicity (%
BME): NR
Secondary care
N=179

Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=206

Baseline severity:
More severe

Mean age
(years): 70.6

Sex (% female):
75

Ethnicity (%
BME): NR

Secondary care
N=80

Baseline severity:
More severe

Mean age
(years): 35.8

Sex (% female):
59

Ethnicity (%
BME): NR

Secondary care
N=369

Baseline severity:
More severe
Mean age
(years): 37.6

Sex (% female):
53

Ethnicity (%
BME): 9

Intervention Comparison

Paroxetine Placebo

20mg/day

Escitalopram Placebo

10mg/day

Paroxetine 10- Placebo

50mg/day

Sertraline Placebo
50mg/day,
100mg/day, or

200mg/day
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Comments

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response
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Study
Fava 1998a
RCT

us

Fava 2005
RCT
us

FDA 245 (EMD
68 843-010)

RCT
us

FDA 246 (SB
659746-003)

RCT
us

Forest
Laboratories
2000

RCT

Population

Secondary care
N=128

Baseline severity:

More severe

Mean age
(years): 41.3

Sex (% female):
51

Ethnicity (%
BME): NR

Secondary care
N=90

Baseline severity:

More severe

Mean age
(years): 37.2

Sex (% female):
59

Ethnicity (%
BME): NR

Secondary care
N=191

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=246

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=386

Baseline severity:

More severe

Intervention Comparison

Paroxetine 20- Placebo
50mg/day or
fluoxetine 20-

80mg/day

Fluoxetine
20mg/day

Placebo

Fluoxetine Placebo

20mg/day

Citalopram Placebo

20mg/day

Escitalopram 10-  Placebo
20mg/day or
citalopram 20-

40mg/day
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Comments

Treatment
duration (weeks):
12

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
12

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

Treatment

duration (weeks):
8



FINAL
Service delivery

Study
us

Forest Research
Institute 2005

RCT
us

Golden 2002_448
RCT
us

Golden 2002_449
RCT
us

Goldstein 2002a
RCT
us

Population
Mean age
(years): 42

Sex (% female):
52

Ethnicity (%
BME): NR

Secondary care
N=409

Baseline severity:

More severe

Mean age
(years): 40
Sex (% female):
56

Ethnicity (%
BME): NR

Secondary care
N=315

Baseline severity:

More severe
Mean age
(years): 39
Sex (%
female):NR
Ethnicity (%
BME): NR

Secondary care
N=330

Baseline severity:

More severe

Mean age
(years): 41.2

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=103

Baseline severity:

More severe
Mean age
(years): 40.9
Sex (% female):
65

Intervention Comparison

Escitalopram 10-  Placebo
20mg/day or
sertraline 50-

200mg/day

Paroxetine 20- Placebo

62.5mg/day

Paroxetine 20- Placebo

62.5mg/day

Fluoxetine Placebo

20mg/day
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Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment

duration (weeks):

12

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

12

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response



FINAL
Service delivery

Study

Goldstein 2004a

RCT
us

Gual 2003
RCT
Spain

Higuchi 2009a
RCT
Japan

Hirayasu 2011a
RCT
Japan

Hirayasu 2011b
RCT
Japan

Population
Ethnicity (%
BME): 21
Secondary care
N=176

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
64

Ethnicity (%
BME): 22
Secondary care
N=83

Baseline severity:

More severe

Mean age
(years): 46.7

Sex (% female):
47

Ethnicity (%
BME): NR
Secondary care
N=294

Baseline severity:

More severe

Mean age
(years): 38.3

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=310

Baseline severity:

More severe

Mean age
(years): 34.6

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=485

Baseline severity:

More severe

Mean age
(years): 36.2

Intervention Comparison
Paroxetine Placebo
20mg/day

Sertraline 50- Placebo
150mg/day

Paroxetine 20- Placebo
40mg/day

Escitalopram Placebo
10mg/day or

20mg/day

Escitalopram Placebo

10mg/day or
20mg/day, or
paroxetine 20-
40mg/day
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Comments

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
24

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Jefferson 2000
RCT
us

Kasper 2012
RCT
Russia & Austria

Katz 2004
RCT
us

Keller
2006_Study 062

RCT
Cross-continental

Kramer 1998
RCT
us

Population Intervention

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care Paroxetine
N=415 25mg/day, or
citalopram
20mg/day or
40mg/day

Placebo

Baseline severity:
More severe
Mean age
(years): 39.9

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care Escitalopram Placebo

N=211 20mg/day
Baseline severity:

More severe

Mean age

(years): 41.9

Sex (% female):

71

Ethnicity (%

BME): 0

Secondary care Paroxetine 20- Placebo
N=53 60mg/day
Baseline severity:

More severe

Mean age

(years): NR

Sex (% female):

NR

Ethnicity (%

BME): NR

Secondary care Paroxetine
N=325 20mg/day
Baseline severity:

More severe

Mean age

(years):41

Sex (% female):

67

Ethnicity (%

BME): 43

Placebo

Secondary care Paroxetine Placebo

N=142 20mg/day

Baseline severity:
More severe
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Comparison

Comments

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

primary versus



FINAL
Service delivery

Study

Kranzler
2006_Group A

RCT
us

Lam 2016b
RCT
Canada

Macias-Cortes
2015

RCT
Mexico

Mathews 2015
RCT
us

Population
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=189

Baseline severity:
More severe

Mean age
(years): 42.9

Sex (% female):
35

Ethnicity (%
BME): 10

Secondary care
N=61

Baseline severity:
More severe

Mean age
(years): 36.8

Sex (% female):
72

Ethnicity (%
BME): NR

Secondary care
N=89

Baseline severity:
More severe
Mean age
(years): 49

Sex (% female):
100

Ethnicity (%
BME): 100

Secondary care
N=579

Baseline severity:
More severe
Mean age
(years): 42.3

Sex (% female):
57

Intervention Comparison
Sertraline 50- Placebo
200mg/day
Fluoxetine Placebo
20mg/day
Fluoxetine Placebo
20mg/day
Citalopram Placebo
40mg/day
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Comments

secondary care
subgroup
analysis):

¢ Response

Treatment
duration (weeks):
10

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
10

Outcomes (for
primary versus
secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Mendels 1999
RCT
us

Miller 1989a
RCT
UK

Montgomery
1992

RCT
UK

Mundt 2012
RCT
us

Population

Ethnicity (%
BME): 32

Secondary care
N=180

Baseline severity:
More severe
Mean age
(years): 43

Sex (% female):
33

Ethnicity (%
BME): 13
Secondary care
N=47

Baseline severity:
More severe

Mean age
(years): 42.5

Sex (% female):
68

Ethnicity (%
BME): NR

Secondary care
N=199

Baseline severity:
More severe
Mean age
(years): 44

Sex (% female):
69

Ethnicity (%
BME): NR

Secondary care
N=165

Baseline severity:
More severe
Mean age
(years): 37.8

Sex (% female):
63

Ethnicity (%
BME): 24

Intervention Comparison
Citalopram 20- Placebo
80mg/day
Paroxetine Placebo
30mg/day
Citalopram Placebo
20mg/day or
40mg/day
Sertraline 50- Placebo
100mg/day
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Comments

e Depression
symptoms
endpoint

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
4

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
4

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
4

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study

MY-1042/BRL-
029060/CPMS-
251

RCT
us

MY-1042/BRL-
029060/1 (PAR
128)

RCT
us

Nemeroff 2007a
RCT
us

Nierenberg
2007a

RCT
us

NKD20006
(NCT00048204)

RCT
us

Population

Secondary care
N=254

Baseline severity:
More severe

Mean age
(years): 41.9

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=848

Baseline severity:
More severe

Mean age
(years): 41.8

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=206

Baseline severity:
More severe

Mean age
(years): 39.1

Sex (% female):
61

Ethnicity (%
BME): 7
Secondary care
N=411

Baseline severity:
More severe
Mean age
(years): 43

Sex (% female):
66

Ethnicity (%
BME): 21

Secondary care
N=250

Baseline severity:
More severe
Mean age
(years): 38

Sex (% female):
60

Intervention

Paroxetine 20-
50mg/day

Paroxetine 20-
50mg/day or
fluoxetine 20-
80mg/day

Fluoxetine 20-
60mg/day

Escitalopram
10mg/day

Paroxetine
20mg/day

83

Comparison
Placebo

Placebo

Placebo

Placebo

Placebo

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
12

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Nyth 1992
RCT

Denmark,
Norway &
Sweden

Olie 1997
RCT
France

PAR 01 001
(GSK & FDA)

RCT
us

Perahia 2006b
RCT

Bulgaria, Croatia,
Hungary, Poland,
Romania, Russia,
& Slovakia

Population

Ethnicity (%
BME): NR

Secondary care
N=149

Baseline severity:
More severe

Mean age
(years): 76.7

Sex (% female):
69

Ethnicity (%
BME): NR

Secondary care
N=258

Baseline severity:
More severe

Mean age
(years): 43.8

Sex (% female):
63

Ethnicity (%
BME): 1
Secondary care
N=50

Baseline severity:
More severe

Mean age
(years): 43.1

Sex (% female):
35

Ethnicity (%
BME): NR

Secondary care
N=196

Baseline severity:
More severe
Mean age
(years): 45.2

Sex (% female):
68

Ethnicity (%
BME): 0

Intervention Comparison
Citalopram 10- Placebo
30mg/day
Sertraline 50- Placebo
200mg/day
Paroxetine 10- Placebo
50mg/day
Paroxetine Placebo
20mg/day

84
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Comments

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response



FINAL
Service delivery

Study

Peselow 1989aa
RCT

us

Peselow 1989ba
RCT
us

Rapaport 2009
RCT
us

Ratti 2011_study
096

RCT

11 countries in
Europe and Latin
America

Ravindran 1995
RCT
Canada

Population

Secondary care
N=73

Baseline severity:
More severe

Mean age
(years): 43.2

Sex (% female):
38

Ethnicity (%
BME): NR
Secondary care
N=82

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=357

Baseline severity:
More severe

Mean age
(years): 67.5

Sex (% female):
62

Ethnicity (%
BME): 17

Secondary care
N=236

Baseline severity:
More severe
Mean age
(years): 44

Sex (% female):
72

Ethnicity (%
BME): NR
Secondary care
N=66

Baseline severity:
More severe
Mean age
(years): 38.9

Sex (% female):
62

Ethnicity (%
BME): NR

Intervention

Paroxetine 10-
50mg/day

Paroxetine 20-
50mg/day

Paroxetine
25mg/day

Paroxetine 20-
30mg/day

Sertraline 50-
200mg/day
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Comparison
Placebo

Placebo

Placebo

Placebo

Placebo
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Comments

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
10

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response



FINAL
Service delivery

Study
Reimherr 1990a
RCT

US & Canada

Rickels 1992
RCT
us

Rudolph 1999a
RCT
us

SER 315 (FDA)a
RCT
Europe

Sheehan 2009ba
RCT
us

Population

Secondary care
N=299

Baseline severity:
More severe

Mean age
(years): 39.6

Sex (% female):
53

Ethnicity (%
BME): 8

Secondary care
N=111

Baseline severity:
More severe

Mean age
(years): 44.7

Sex (% female):
48

Ethnicity (%
BME): NR
Secondary care
N=201

Baseline severity:
More severe
Mean age
(years): 40

Sex (% female):
66

Ethnicity (%
BME): NR

Secondary care
N=165

Baseline severity:
More severe

Mean age
(years): 42.0

Sex (% female):
72

Ethnicity (%
BME): NR

Secondary care
N=194

Baseline severity:
More severe
Mean age
(years): 38.8

Sex (% female):
66

Intervention Comparison
Sertraline 20- Placebo
200mg/day
Paroxetine (dose  Placebo
NR)
Fluoxetine 20- Placebo
60mg/day
Sertraline 50- Placebo
200mg/day
Fluoxetine 60- Placebo
80mg/day

86
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Comments

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Smith 1992
RCT
us

Stark 1985a
RCT
us

Study 62b (FDA)
RCT
Country NR

Study F1J-MC-
HMAQ- Study
Group Ba

RCT
us

Population

Ethnicity (%
BME): NR

Secondary care
N=77

Baseline severity:
More severe

Mean age
(years): 44.8

Sex (% female):
50

Ethnicity (%
BME): NR
Secondary care
N=354

Baseline severity:
More severe
Mean age
(years): 40.5
Sex (% female):
68

Ethnicity (%
BME): NR

Secondary care
N=356

Baseline severity:
More severe
Mean age
(years): 40

Sex (% female):
57

Ethnicity (%
BME): NR

Secondary care
N=112

Baseline severity:
More severe
Mean age
(years): 40.8

Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention Comparison
Paroxetine 10- Placebo
50mg/day

Fluoxetine 60- Placebo
80mg/day

Fluoxetine Placebo
20mg/day

Fluoxetine Placebo
20mg/day
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Comments

e Depression
symptoms
endpoint

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
10

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study
Tollefson
1993/1995
RCT
us

Valle-Cabrera
2018

RCT
Cuba

VEN XR 367
(FDA)b

RCT

Europe

Wang 2014c
RCT

Canada, China,
Finland, South
Korea, Malaysia,
Mexico, The
Philippines,
South Africa, &
Spain

WELL AK1A4006
RCT
us

Population

Secondary care
N=671

Baseline severity:
More severe

Mean age
(years): 67.7

Sex (% female):
55

Ethnicity (%
BME): 6

Secondary care
N=77

Baseline severity:
More severe

Mean age
(years): 45.2

Sex (% female):
92

Ethnicity (%
BME): NR
Secondary care
N=164

Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
61

Ethnicity (%
BME): NR

Secondary care
N=314

Baseline severity:
More severe
Mean age
(years): 40

Sex (% female):
71

Ethnicity (%
BME): 46
Secondary care
N=309

Baseline severity:
More severe
Mean age
(years): 37.9

Sex (% female):
NR

Intervention Comparison
Fluoxetine Placebo
maximum
20mg/day
Sertraline 50- Placebo
200mg/day
Paroxetine Placebo
20mg/day
Escitalopram 10-  Placebo
20mg/day
Fluoxetine 20- Placebo
60mg/day
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Comments

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
10

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):
Depression
symptoms
change score
Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Wernicke 1987
RCT
us

Wernicke 1988
RCT
us

Population

Ethnicity (%
BME): NR

Secondary care
N=356

Baseline severity:

More severe

Mean age
(years): 39.8

Sex (% female):
57

Ethnicity (%
BME): NR

Secondary care
N=267

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention Comparison

Fluoxetine Placebo
20mg/day,
40mg/day, or

60mg/day

Fluoxetine Placebo
20mg/day or

40mg/day

Comments

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

b Four-armed trial but where possible the demographics reported here are for only the two relevant

arms.

BME: black, minority, ethnic; K: number of studies; mg: milligrams; N: number of participants; NR: not
reported; RCT: randomised controlled trial.

Summaries of the studies included in the primary care versus secondary care
subgroup analysis of the SSRIs versus tricyclic antidepressants (TCAs) comparison
are presented in Table 14.

There were no significant subgroup differences between primary care and secondary
care for the comparison SSRIs versus TCAs on: depression symptoms endpoint
(Test for subgroup differences: Chi? = 0.09, df = 1, p = 0.76); depression symptoms
change score (Test for subgroup differences: Chi? = 1.46, df = 1, p = 0.23); remission
(Test for subgroup differences: Chiz = 2.19, df = 1, p = 0.14); response (Test for
subgroup differences: Chi? = 2.22, df = 1, p = 0.14).

Table 14: Summary of included studies for primary care versus secondary care

subgroup analysis for comparison 1c SSRIs versus tricyclic

antidepressants (TCAs)

Study

Population

Primary care (K=10, N=2,014)

Christiansen
1996

RCT

Primary care
N=144

Intervention Comparison

Paroxetine 20-

40mg/day 150mg/day
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Amitriptyline 75-

Comments

Treatment
duration (weeks):
8



FINAL
Service delivery

Study
Denmark

Freed 1999
RCT
Australia

Hutchinson 1992

RCT
UK

Kyle 1998
RCT
UK

Moon 1994
RCT
UK

Population

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Primary care
N=375

Baseline severity:

More severe
Mean age
(years):

48

Sex (% female):
65

Ethnicity (%
BME): NR

Primary care
N=90

Baseline severity:

More severe

Mean age
(years): 71.8

Sex (% female):
77

Ethnicity (%
BME): NR
Primary care
N=365

Baseline severity:

More severe

Mean age
(years): 73.8

Sex (% female):
73

Ethnicity (%
BME): NR
Primary care
N=106

Baseline severity:

More severe
Mean age
(years): 43.7
Sex (% female):
52

Ethnicity (%
BME): NR

Intervention Comparison
Paroxetine Amitriptyline
20mg/day 75mg/day
Paroxetine Amitriptyline
30mg/day 100mg/day

Citalopram 20- Amitriptyline 50-

40mg/day 100mg/day
Sertraline 50- Clomipramine 50-
150mg/day 150mg/day

90
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Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

¢ Response

Treatment
duration (weeks):
9

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response



FINAL
Service delivery

Study
Moon 1996
RCT

UK

PAR 29060/281
RCT
Europe

PAR MDUK 032
RCT
Country NR

Rosenberg 1994
RCT

Denmark,
Norway, Sweden
& Finland

Serrano-Blanco
2006

RCT
Spain

Population

Primary care
N=138

Baseline severity:

More severe

Mean age
(years): 43.7

Sex (% female):
71

Ethnicity (%
BME): NR
Primary care
N=162

Baseline severity:

More severe

Mean age
(years): 38.8

Sex (% female):
77

Ethnicity (%
BME): NR

Primary care
N=59

Baseline severity:

More severe
Mean age
(years):

444

Sex (% female):
NR

Ethnicity (%
BME): NR

Primary care
N=472

Baseline severity:

More severe
Mean age
(years):

47.6

Sex (% female):
69

Ethnicity (%
BME): NR
Primary care
N=103

Baseline severity:

More severe

Mean age
(years): 43.5

Sex (% female):
73

Intervention Comparison
Paroxetine 20- Lofepramine 70-
30mg/day 210mg/day
Paroxetine Amitriptyline 75-
30mg/day 150mg/day

Paroxetine 20-
30mg/day

Amitriptyline 100-
150mg/day

Imipramine 50-
150mg/day

Citalopram 10-
30mg/day or 20-
60mg/day

Fluoxetine 10-
40mg/day

Imipramine 25-
125mg/day
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Comments

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
24

Outcomes (for
primary versus
secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Population

Ethnicity (%
BME): NR

Secondary care (K=47, N=5,482)

29060 07 001a
RCT
us

29060/299
RCT
Europe

Akhondzadeh
2003

RCT
Iran

Arminem 1992
RCT
Finland

Beasley 1993b
RCT
us

Secondary care
N=26

Baseline severity:
More severe

Mean age
(years): 42.3

Sex (% female):
65

Ethnicity (%
BME): NR

Secondary care
N=217

Baseline severity:
More severe

Mean age
(years): 40.4

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=48

Baseline severity:
More severe

Mean age
(years): 35.8

Sex (% female):
40

Ethnicity (%
BME): NR

Secondary care
N=57

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
54

Ethnicity (%
BME): NR

Secondary care
N=136

Intervention

Paroxetine 10-
60mg/day

Paroxetine 20-
50mg/day

Fluoxetine
60mg/day

Paroxetine 20-
40mg/day

Fluoxetine 40-
80mg/day
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Comparison

Amitriptyline
(dose NR)

Amitriptyline 100-
250mg/day

Nortriptyline
150mg/day

Imipramine 100-
200mg/day

Amitriptyline 150-
300mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

12

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

Treatment

duration (weeks):

5



FINAL
Service delivery

Study

Bersani 1994
RCT
Italy

Bhargava 2012
RCT
India

Bremner 1984
RCT
us

Byerley 1988a
RCT
us

Population

Baseline severity:

More severe

Mean age
(years): 44.8

Sex (% female):
70

Ethnicity (%
BME): 4

Secondary care
N=68

Baseline severity:

More severe

Mean age
(years): 47.1

Sex (% female):
63

Ethnicity (%
BME): NR

Secondary care
N=60

Baseline severity:

More severe

Mean age
(years): 36.2

Sex (% female):
52

Ethnicity (%
BME): NR

Secondary care
N=40

Baseline severity:

More severe

Mean age
(years): 42.6

Sex (% female):
51

Ethnicity (%
BME): NR
Secondary care
N=66

Baseline severity:

More severe

Mean age
(years): 39.1

Intervention Comparison
Sertraline 50- Amitriptyline 50-
150mg/day 150mg/day
Sertraline 50- Imipramine 75-
150mg/day 150mg/day

Fluoxetine 60-
80mg/day

Imipramine 125-
300mg/day

Fluoxetine 40-
80mg/day

Imipramine 150-
300mg/day
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Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

12

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

5

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care



FINAL
Service delivery

Study

Chiu 1996
RCT
Taiwan

Cohn 1984b
RCT
us

Cohn 1990b
RCT
us

Danish University
Antidepressant
Group 1986

RCT
Denmark

Population

Sex (% female):
68

Ethnicity (%
BME): NR

Secondary care
N=40

Baseline severity:

More severe

Mean age
(years): 45.7

Sex (% female):
63

Ethnicity (%
BME): NR

Secondary care
N=66

Baseline severity:

More severe
Mean age
(years): 42

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=241

Baseline severity:

More severe

Mean age
(years): 70.3

Sex (% female):
49

Ethnicity (%
BME): NR

Secondary care
N=114

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
70

Ethnicity (%
BME): NR

Intervention Comparison

Paroxetine 20-
30mg/day

Imipramine 125-
150mg/day

Fluoxetine (dose  Imipramine (dose

NR) NR)
Sertraline 50- Amitriptyline 50-
200mg/day 150mg/day
Citalopram Clomipramine
40mg/day 150mg/day
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Comments

subgroup

analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
5

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission



FINAL
Service delivery

Study

Danish University

Antidepressant
Group 1990

RCT
Denmark

De Ronchi 1998
RCT
Italy

Demyttenaere
1998

RCT
Belgium

Deuschle 2003
RCT
Germany

Population

Secondary care
N=120

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
66

Ethnicity (%
BME): NR
Secondary care
N=65

Baseline severity:
More severe

Mean age
(years): 68.9

Sex (% female):
72

Ethnicity (%
BME): NR

Secondary care
N=66

Baseline severity:
More severe

Mean age
(years): 41.7

Sex (% female):
55

Ethnicity (%
BME): NR

Secondary care
N=126

Baseline severity:
More severe

Mean age
(years): 54 .1

Sex (% female):
67

Ethnicity (%
BME): NR

Intervention
Paroxetine

30mg/day

Fluoxetine
20mg/day

Fluoxetine
20mg/day

Paroxetine

40mg/day
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Comparison

Clomipramine
150mg/day

Amitriptyline 50-
100mg/day

Amitriptyline
50mg/day

Amitriptyline
150mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

Treatment
duration (weeks):
10

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
9

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
5

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score



FINAL
Service delivery

Study
Fabre 1991
RCT

us

Fabre 1992a
RCT
us

Fawcett 1989
RCT
us

Feighner 1993a
RCT
us

Forlenza 2001
RCT
Brazil

Population

Secondary care
N=205

Baseline severity:

More severe
Mean age
(years): 37

Sex (% female):
57

Ethnicity (%
BME): NR
Secondary care
N=80

Baseline severity:

More severe

Mean age
(years): 35.4

Sex (% female):
61

Ethnicity (%
BME): NR

Secondary care
N=40

Baseline severity:

More severe
Mean age
(years): 42.2
Sex (% female):
65

Ethnicity (%
BME): NR

Secondary care
N=477

Baseline severity:

More severe

Mean age
(years): 40.4

Sex (% female):
53

Ethnicity (%
BME): NR
Secondary care
N=55

Baseline severity:

More severe

Mean age
(years): 68.5

Intervention Comparison
Fluoxetine Nortriptyline
40mg/day 100mg/day

Paroxetine 10-
50mg/day

Imipramine 65-
275mg/day

Fluoxetine 20-
60mg/day

Amitriptyline 50-
200mg/day

Paroxetine 10- Imipramine 65-

50mg/day 275mg/day

Sertraline Imipramine

50mg/day 150mg/day
96
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Comments

Treatment
duration (weeks):
5

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care



FINAL
Service delivery

Study

Geretsegger
1995

RCT

Austria &
Germany

GSK_29060/103
RCT
UK

Hashemi 2012
RCT
Iran

Keegan 1991
RCT
Canada

Population
Sex (% female):
69

Ethnicity (%
BME): NR

Secondary care
N=91

Baseline severity:
More severe

Mean age
(years): 71.2

Sex (% female):
86

Ethnicity (%
BME): NR
Secondary care
N=106

Baseline severity:
More severe

Mean age
(years): 75.3

Sex (% female):
74

Ethnicity (%
BME): NR

Secondary care
N=120

Baseline severity:
More severe

Mean age
(years): 34.8

Sex (% female):
53

Ethnicity (%
BME): NR

Secondary care
N=42

Baseline severity:
More severe

Intervention

Paroxetine 20-
30mg/day

Paroxetine 20-
30mg/day

Fluoxetine
maximum
60mg/day

Fluoxetine 20-
80mg/day
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Comparison

Amitriptyline 100-
150mg/day

Lofepramine 70-
210mg/day

Nortriptyline
maximum
150mg/day

Amitriptyline 100-
250mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments

subgroup

analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
26

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for
primary versus



FINAL
Service delivery

Study

Laakmann 1988
RCT
Germany

Laakmann 1991
RCT
Germany

Levine 1989
RCT
UK

Marchesi 1998
RCT
Italy

Population
Mean age
(years): 43.8
Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=128

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
72

Ethnicity (%
BME): NR

Secondary care
N=174

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=60

Baseline severity:

More severe

Mean age
(years): 45.8

Sex (% female):
70

Ethnicity (%
BME): NR
Secondary care
N=142

Baseline severity:

More severe
Mean age
(years): 43.6
Sex (% female):
74

Ethnicity (%
BME): NR

Intervention Comparison

Fluoxetine 20-
60mg/day

Amitriptyline 50-
150mg/day

Fluoxetine (dose
NR)

Amitriptyline 100-
200mg/day

Fluoxetine 40- Imipramine 75-

60mg/day 150mg/day
Fluoxetine Amitriptyline 75-
20mg/day 225mg/day
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Comments
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
5

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Remission

Treatment
duration (weeks):
10

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study
MDF/29060/111/07
0/88/MC
RCT
Europe

Miura 2000
RCT
Japan

Moller 1993
RCT

Germany and
Hungary

Moller 1998
RCT

Germany,
Hungary, &
Czech Republic

Population

Secondary care
N=62

Baseline severity:

More severe
Mean age
(years): 73

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=228

Baseline severity:

More severe

Mean age
(years): 46.5

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=223

Baseline severity:

More severe

Mean age
(years): 47.1

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=160

Baseline severity:

More severe
Mean age
(years): 48.6
Sex (% female):
70

Ethnicity (%
BME): NR

Intervention Comparison
Paroxetine 20- Clomipramine 60-
30mg/day 75mg/day

Paroxetine 20-
40mg/day

Amitriptyline 50-
150mg/day

Paroxetine 30- Amitriptyline 150-

50mg/day 250mg/day
Sertraline 50- Amitriptyline 75-
150mg/day 150mg/day
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Comments

Treatment
duration (weeks):
5

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study
Mulsant 1999
RCT

us

Navarro 2001
RCT
Spain

Ontiveros
Sanchez 1998

RCT
South America

Peselow 1989aa
RCT
us

Peselow 1989ba
RCT
us

Population

Secondary care
N=80

Baseline severity:

More severe
Mean age
(years): 65

Sex (% female):
74

Ethnicity (%
BME): 15

Secondary care
N=58

Baseline severity:

More severe

Mean age
(years): 70.7

Sex (% female):
64

Ethnicity (%
BME): NR
Secondary care
N=42

Baseline severity:

More severe

Mean age
(years): 37.6

Sex (% female):
53

Ethnicity (%
BME): NR

Secondary care
N=66

Baseline severity:

More severe

Mean age
(years): 45.9

Sex (% female):
35

Ethnicity (%
BME): NR
Secondary care
N=80

Baseline severity:

More severe

Mean age
(years): NR

Intervention Comparison
Paroxetine 20- Nortriptyline
30mg/day (Mean dose

51.4mg/day)

Citalopram 30- Nortriptyline 50-

40mg/day 100mg/day
Fluoxetine Amitriptyline 150-
20mg/day 250mg/day

Paroxetine 10-
50mg/day

Imipramine 65-
275mg/day

Paroxetine 20-
50mg/day

Imipramine 65-
275mg/day
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Comments

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

Treatment
duration (weeks):
12

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care



FINAL
Service delivery

Study

Peters 1990
RCT
Germany

Preskorn 1991
RCT
us

Reimherr 1990a
RCT
US & Canada

Ropert 1989
RCT
France

Population

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=102

Baseline severity:
More severe

Mean age
(years): 44.5

Sex (% female):
63

Ethnicity (%
BME): NR

Secondary care
N=61

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): 2

Secondary care
N=298

Baseline severity:
More severe

Mean age
(years): 38.4

Sex (% female):
55

Ethnicity (%
BME): 10

Secondary care
N=143

Baseline severity:
More severe
Mean age
(years): 43.8

Sex (% female):
64

Ethnicity (%
BME): NR

Intervention

Fluoxetine
20mg/day

Fluoxetine 20-
60mg/day

Sertraline 20-
200mg/day

Fluoxetine
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Comparison

Amitriptyline
100mg/day

Amitriptyline 50-
200mg/day

Amitriptyline 50-
150mg/day

Clomipramine

Depression in adults: Evidence review A FINAL (June 2022)

Comments

subgroup
analysis):
e Response

Treatment
duration (weeks):
5

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):
Depression
symptoms
change score
Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score



FINAL
Service delivery

Study

SER 315 (FDA)a

RCT
Europe

Staner 1995
RCT
Belgium

Stark 1985a
RCT
us

Suleman 1997
RCT
Zimbabwe

Population

Secondary care
N=162

Baseline severity:

More severe

Mean age
(years): 42.4

Sex (% female):
69

Ethnicity (%
BME): NR

Secondary care
N=40

Baseline severity:

More severe

Mean age
(years): 42.1

Sex (% female):
83

Ethnicity (%
BME): NR

Secondary care
N=371

Baseline severity:

More severe

Mean age
(years): 41.0

Sex (% female):
69

Ethnicity (%
BME): NR

Secondary care
N=30

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention

Sertraline 50-
200mg/day

Comparison

Amitriptyline 50-
200mg/day

Amitriptyline
150mg/day

Fluoxetine 60- Imipramine 100-

300mg/day

Amitriptyline
100mg/day

Comments

Treatment

duration (weeks):

8

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
5

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

a Three-armed trial but where possible the demographics reported here are for only the two relevant
arms.
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FINAL
Service delivery

BME: black, minority, ethnic; K: number of studies; mg: milligrams; N: number of participants; NR: not
reported; RCT: randomised controlled trial.

Summaries of the studies included in the primary care versus secondary care
subgroup analysis of the TCAs versus placebo comparison are presented in Table
15.

There were no significant subgroup differences between primary care and secondary
care for the comparison TCAs versus placebo on: depression symptoms endpoint
(Test for subgroup differences: Chi2 = 0.49, df = 1, p = 0.49); depression symptoms
change score (Test for subgroup differences: Chi2 = 0.32, df = 1, p = 0.57); response
(Test for subgroup differences: Chi? = 2.87, df =1, p = 0.09).

Table 15: Summary of included studies for primary care versus secondary care
subgroup analysis for comparison 1d TCAs versus placebo

Study Population Intervention Comparison Comments
Primary care (K=6, N=597)
Barge- Primary care Imipramine Placebo Treatment
Schaapveld 2002 N=63 200mg/day duration (weeks):
RCT Baseline severity: 6
Netherlands More severe Outcomes (for
Mean age primary versus
(years): 43.4 secondary care
Sex (% female): subgrqup_
73 analysis):
Ethnicity (% e Depression
BME) NR Symptoms
i endpoint
Blashki 1971 Primary care Amitriptyline Placebo Treatment
RCT N=45 75mg/day or duration (weeks):
Australia Baseline severity: 190mg/day 4
More severe Outcomes (for
Mean age primary versus
(years): 36.7 secondary care
Sex (% female): subgro_up_
100 analysis):
TN e Depression
Ethm(?lty (% symptoms
ERIEE IR endpoint
e Depression
symptoms
change score
Lecrubier 1997a Primary care Imipramine 75- Placebo Treatment
RCT N=151 150mg/day duration (weeks):
France, Italy & Baseline severity: 13
UK More severe Outcomes (for
Mean age primary versus
(years): 40.6 secondary care
Sex (% female): subgro_up
66 analysis):
R
Ethnicity (% * Response
BME): NR
Mynors-Wallis Primary care Amitriptyline Placebo Treatment
1995a N=61 maximum duration (weeks):
RCT 150mg/day 12
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Service delivery

Study
UK

Philipp 1999
RCT
Germany

Schweizer 1998
RCT
us

Population

Baseline severity:

More severe
Mean age
(years): 37.1
Sex (% female):
74

Ethnicity (%
BME): 5

Primary care
N=157

Baseline severity:

More severe

Mean age
(years): 46.5

Sex (% female):
75

Ethnicity (%
BME): NR

Primary care
N=120

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care (K=30, N=3,444)

29060 07 001a
RCT
us

Amsterdam 1986

RCT
us

Secondary care
N=25

Baseline severity:

More severe

Mean age
(years): 44.8

Sex (% female):
52

Ethnicity (%
BME): NR

Secondary care
N=109

Baseline severity:

More severe
Mean age
(years): 41

Sex (% female):
33

Intervention

Imipramine
100mg/day

Imipramine 50-
150mg/day

Amitriptyline
(dose NR)

Amitriptyline 200-
600mg/day
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Comparison

Placebo

Placebo

Placebo

Placebo

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

4

Outcomes (for

primary versus

secondary care
subgroup
analysis):



FINAL
Service delivery

Study

Bakish 1992b
RCT
Canada

Bremner 1995a
RCT
us

Byerley 1988a
RCT
us

Cassano 1986
RCT

US, Canada, UK,
& France

Elkin 1989/Imber
1990b

RCT
us

Population

Ethnicity (%
BME): NR

Secondary care
N=115

Baseline severity:
More severe
Mean age
(years): 43

Sex (% female):
43

Ethnicity (%
BME): NR
Secondary care
N=100

Baseline severity:
More severe

Mean age
(years): 38.0

Sex (% female):
72

Ethnicity (%
BME): NR
Secondary care
N=63

Baseline severity:
More severe

Mean age
(years): 38.5

Sex (% female):
61

Ethnicity (%
BME): NR

Secondary care
N=314

Baseline severity:
More severe

Mean age
(years): 41.7

Sex (% female):
62

Ethnicity (%
BME): NR
Secondary care
N=125

Baseline severity:
More severe

Intervention Comparison
Amitriptyline Placebo
150mg/day
Amitriptyline 40- Placebo
280mg/day
Imipramine 150- Placebo
300mg/day
Imipramine 50- Placebo
300mg/day
Imipramine Placebo
(mean final dose
185mg/day)
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Comments

e Depression
symptoms
endpoint

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
4

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
16



FINAL
Service delivery

Study

Escobar 1980a
RCT
Colombia

Fabre 1992a
RCT
us

Feiger 1996
RCT
us

Feighner 1982
RCT
us

Population
Mean age
(years): 35

Sex (% female):
70

Ethnicity (%
BME): 11

Secondary care
N=27

Baseline severity:
More severe

Mean age
(years): 46.1

Sex (% female):
59

Ethnicity (%
BME): NR
Secondary care
N=80

Baseline severity:
More severe

Mean age
(years): 35.5

Sex (% female):
66

Ethnicity (%
BME): NR

Secondary care
N=81

Baseline severity:
More severe

Mean age
(years): 39.7

Sex (% female):
56

Ethnicity (%
BME): 11
Secondary care
N=139
Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
71

Ethnicity (%
BME): NR

Intervention

Imipramine 100-
300mg/day

Imipramine 65-
275mg/day

Imipramine 50-
300mg/day

Lofepramine 105-
280mg/day or
Imipramine 75-
200mg/day
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Comparison

Placebo

Placebo

Placebo

Placebo
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Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
4

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Response



FINAL
Service delivery

Study
Feighner 1989b
RCT

us

Fontaine 1994
RCT
Canada

Goldberg 1980a
RCT
us

Kusalic 1993
RCT
Canada

McCallum 1975
RCT
us

Population

Secondary care
N=30

Baseline severity:
More severe
Mean age
(years): 44

Sex (% female):
50

Ethnicity (%
BME): NR
Secondary care
N=90

Baseline severity:
More severe

Mean age
(years): 43.1

Sex (% female):
58

Ethnicity (%
BME): NR
Secondary care
N=122

Baseline severity:
More severe
Mean age
(years): 36.1

Sex (% female):
74

Ethnicity (%
BME): NR
Secondary care
N=28

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=24

Baseline severity:
More severe

Mean age
(years): 41.5

Sex (% female):
83

Ethnicity (%
BME): NR

Intervention

Imipramine 50-
250mg/day

Imipramine 50-
250mg/day

Amitriptyline 75-
200mg/day

Amitriptyline
(mean final dose
109.93mg/day)

Amitriptyline
150mg/day
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Comparison
Placebo

Placebo

Placebo

Placebo

Placebo
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Comments

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
3

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
endpoint



FINAL
Service delivery

Study

MIR 003-020
(FDA)a

RCT

us

Peselow 1989aa
RCT
us

Peselow 1989ba
RCT
us

Reimherr 1990a
RCT
US & Canada

Rickels 1982e
RCT
us

Population

Secondary care
N=86

Baseline severity:
More severe

Mean age
(years): 44.0

Sex (% female):
55

Ethnicity (%
BME): NR

Secondary care
N=71

Baseline severity:
More severe

Mean age
(years): 44.7

Sex (% female):
35

Ethnicity (%
BME): NR
Secondary care
N=82

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=299

Baseline severity:
More severe

Mean age
(years): 39.0

Sex (% female):
54

Ethnicity (%
BME): 9

Secondary care
N=97

Baseline severity:
More severe

Mean age
(years): NR

Intervention

Amitriptyline 40-
280mg/day

Imipramine 65-
275mg/day

Imipramine 65-
275mg/day

Amitriptyline 50-
150mg/day

Imipramine 150-
200mg/day
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Comparison

Placebo

Placebo

Placebo

Placebo

Placebo
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Comments

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
4

Outcomes (for
primary versus
secondary care



FINAL
Service delivery

Study

Rickels 1991
RCT
us

Rickels
1995 Study 006-
1

RCT
us

Rickels
1995 Study 006-
2

RCT
us

Schweizer 1994a
RCT
us

SER 315 (FDA)a
RCT
Europe

Population Intervention

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=131

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care Imipramine 100-
N=77 300mg/day
Baseline severity:

More severe

Mean age

(years): NR

Sex (% female):

NR

Ethnicity (%

BME): NR

Secondary care Imipramine 100-
N=80 300mg/day
Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=151

Baseline severity:
More severe
Mean age
(years): 42.5

Sex (% female):
64

Ethnicity (%
BME): NR

Comparison

Imipramine Placebo
minimum

150mg/day

Placebo

Placebo

Imipramine 75- Placebo

225mg/day

Secondary care Amitriptyline 50- Placebo

N=157 200mg/day
Baseline severity:
More severe
Mean age
(years): 43.5
109
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Comments

subgroup
analysis):
e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care



FINAL
Service delivery

Study

Silverstone 1994

RCT
UK

Smith 1990a
RCT
us

Stark 1985a
RCT
us

White 1984
RCT
us

Population

Sex (% female):
75

Ethnicity (%
BME): NR

Secondary care
N=166

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

Secondary care
N=100

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=355

Baseline severity:
More severe

Mean age
(years): 41.5

Sex (% female):
68

Ethnicity (%
BME): NR

Secondary care
N=120

Baseline severity:
More severe
Mean age
(years): 37.1

Sex (% female):
48

Ethnicity (%
BME): NR

Intervention

Imipramine
150mg/day

Amitriptyline 80-
280mg/day

Imipramine 100-
300mg/day

Nortriptyline 75-
150mg/day

Comparison

Placebo

Placebo

Placebo

Placebo

Comments

subgroup

analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

primary versus

secondary care
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

primary versus

secondary care

subgroup

analysis):

e Depression
symptoms
change score

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.
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Service delivery

BME: black, minority, ethnic; K: number of studies; mg: milligrams; N: number of participants; NR: not
reported; RCT: randomised controlled trial.

Summaries of the studies included in the primary care versus secondary care
subgroup analysis of the serotonin—norepinephrine reuptake inhibitors (SNRIs)
versus SSRIs comparison are presented in Table 16.

There were no significant subgroup differences between primary care and secondary
care for the comparison SNRIs versus SSRIs on: remission (Test for subgroup
differences: Chi? = 1.55, df = 1, p = 0.21); response (Test for subgroup differences:
Chiz=0.62, df =1, p = 0.43).

Table 16: Summary of included studies for primary care versus secondary care
subgroup analysis for comparison 1e Serotonin—norepinephrine
reuptake inhibitors (SNRIs) versus SSRIs

Study Population Intervention Comparison Comments
Primary care (K=2, N=634)
Montgomery Primary care Venlafaxine 75- Escitalopram 10-  Treatment
2004 N=293 150mg/day 20mg/day duration (weeks):
RCT Baseline severity: 8
Denmark, More severe Outcomes (for
Finland, France, Mean age primary versus
Germany, (years): 48 sect;ondary care
Ireland, Spain, & gay (% female): subgroup
Switzerland 71 (% ) analysis):
Remission
Ethnicity (% * Remiss|
BME): NR e Response
Tylee 1997 Primary care Venlafaxine Fluoxetine Treatment
RCT N=341 75mg/day 20mg/day duration (weeks):
UK Baseline severity: 12
More severe Outcomes (for
Mean age primary versus
(years): 44.5 secondary care
Sex (% female): subgrqup_
21 analysis):
Remissi
Ethnicity (% * nemission
BME): NR e Response
Secondary care (K=29, N=5,484)
Allard 2004 Secondary care Venlafaxine 75- Citalopram 10- Treatment
RCT N=151 150mg/day 20mg/day duration (weeks):
Sweden & Baseline severity: 22
Denmark More severe Outcomes (for
Mean age primary versus
(years): 73 secondary care
o . subgroup
:gx (% female): analysis):
Remission
Ethnicity (% ® nemisst
BME): NR e Response
Alves 1999 Secondary care Venlafaxine 75- Fluoxetine 20- Treatment
RCT N=87 150mg/day 40mg/day duration (weeks):
Portugal Baseline severity: 12
More severe Outcomes (for

primary versus
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Service delivery

Study

Bielski 2004
RCT
us

Clerc 1994
RCT
France & Belgium

Costa 1998
RCT

Argentina, Brazil,
Chile, Colombia,
Uruguay, &
Venezuela

DeNayer 2002
RCT
Belgium

Detke 2004a
RCT
us

Population
Mean age
(years): 43.7

Sex (% female):
92

Ethnicity (%
BME): NR
Secondary care
N=202

Baseline severity:
More severe

Mean age
(years): 37.4

Sex (% female):
58

Ethnicity (%
BME): 25
Secondary care
N=68

Baseline severity:
More severe
Mean age
(years): 51.3

Sex (% female):
68

Ethnicity (%
BME): NR
Secondary care
N=382

Baseline severity:
More severe

Mean age
(years): 40.2

Sex (% female):
79

Ethnicity (%
BME): NR
Secondary care
N=146

Baseline severity:
More severe

Mean age
(years): 42.8

Sex (% female):
68

Ethnicity (%
BME): NR
Secondary care
N=274

Baseline severity:
More severe

Mean age
(years): 43.3

Intervention

Venlafaxine
225mg/day

Venlafaxine
200mg/day

Venlafaxine 75-
150mg/day

Venlafaxine 75-
150mg/day

Duloxetine
80mg/day or
120mg/day
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Comparison

Escitalopram
20mg/day

Fluoxetine
40mg/day

Fluoxetine 20-
40mg/day

Fluoxetine 20-
40mg/day

Paroxetine
20mg/day
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Comments
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
12

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care



FINAL
Service delivery

Study

Diaz-Martinez
1998

RCT
Mexico

Dierick 1996
RCT

Belgium, Italy,
Switzerland &
France

Eli Lilly HMAT-Aa
RCT
us

Goldstein 2002a
RCT
us

Goldstein 2004a
RCT
us

Population

Sex (% female):
72

Ethnicity (%
BME): 0
Secondary care
N=145

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
72

Ethnicity (%
BME): NR
Secondary care
N=314

Baseline severity:
More severe

Mean age
(years): 43.4

Sex (% female):
65

Ethnicity (%
BME): NR
Secondary care
N=173

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=103

Baseline severity:
More severe

Mean age
(years): 41.5

Sex (% female):
61

Ethnicity (%
BME): 17
Secondary care
N=178

Baseline severity:
More severe
Mean age
(years): 40.5

Sex (% female):
63

Intervention

Venlafaxine 75-
150mg/day

Venlafaxine 75-
150mg/day

Duloxetine
80mg/day

Duloxetine 40-
120mg/day

Duloxetine
80mg/day
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Comparison

Fluoxetine 20-
40mg/day

Fluoxetine
20mg/day

Paroxetine
20mg/day

Fluoxetine
20mg/day

Paroxetine
20mg/day
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Comments
subgroup
analysis):
e Remission
¢ Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission



FINAL
Service delivery

Study

Hao 2014
RCT
China

Higuchi 2009a
RCT
Japan

Hwang 2004
RCT
Taiwan

Jiang 2017
RCT
China

Khan 2007
RCT
us

Population
Ethnicity (%
BME): 21
Secondary care
N=281

Baseline severity:

More severe

Mean age
(years): 38.5

Sex (% female):
59

Ethnicity (%
BME): NR
Secondary care
N=223

Baseline severity:

More severe

Mean age
(years): 38.3

Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=105

Baseline severity:

More severe

Mean age
(years): 65.1

Sex (% female):
58

Ethnicity (%
BME): NR
Secondary care
N=26

Baseline severity:

More severe

Mean age
(years): 45.5

Sex (% female):
73

Ethnicity (%
BME): NR
Secondary care
N=278

Baseline severity:

More severe
Mean age
(years): 42.4
Sex (% female):
61

Ethnicity (%
BME): 20

Intervention

Duloxetine
60mg/day

Duloxetine
60mg/day

Venlafaxine 75-
150mg/day

Duloxetine (mean
final dose
60mg/day)

Duloxetine
60mg/day
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Comparison

Paroxetine
20mg/day

Paroxetine 20-
40mg/day

Paroxetine 20-
40mg/day

Escitalopram
(mean final dose
13.13mg/day)

Escitalopram 10-
20mg/day
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Comments
e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
4

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response



FINAL
Service delivery

Study
Kornaat 2000
RCT

Country NR

Mehtonen 2000
RCT
Finland

Nemeroff 2007a
RCT
us

Nierenberg
2007a

RCT
us

Perahia 2006a
RCT

Bulgaria, Croatia,
Hungary, Poland,
Romania, Russia,
& Slovakia

Rickels 2000
RCT

Population

Secondary care
N=156

Baseline severity:

More severe

Mean age
(years): NR

Sex (% female):
64

Ethnicity (%
BME): NR
Secondary care
N=147

Baseline severity:

More severe

Mean age
(years): 42.6

Sex (% female):
66

Ethnicity (%
BME): NR
Secondary care
N=206

Baseline severity:

More severe
Mean age
(years): 39

Sex (% female):
65

Ethnicity (%
BME): 11
Secondary care
N=547

Baseline severity:

More severe
Mean age
(years): 42.2
Sex (% female):
66

Ethnicity (%
BME): 24
Secondary care
N=293

Baseline severity:

More severe

Mean age
(years): 45.4

Sex (% female):
71

Ethnicity (%
BME): 0
Secondary care
N=51

Intervention Comparison
Venlafaxine 75- Fluoxetine 20-
225mg/day 40mg/day
Venlafaxine 75- Sertraline 50-
150mg/day 100mg/day

Venlafaxine 75- Fluoxetine 20-

225mg/day 60mg/day
Duloxetine Escitalopram
60mg/day 10mg/day
Duloxetine Paroxetine
80mg/day or 20mg/day
120mg/day

Fluoxetine 20-
40mg/day

Venlafaxine 150-
225mg/day
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Comments

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response
Treatment

duration (weeks):
6



FINAL
Service delivery

Study
Country NR

Rudolph 1999a
RCT
us

Sheehan 2009ba

RCT
us

Shelton 2006
RCT
us

Sir 2005
RCT

Australia &
Turkey

Study F1J-MC-
HMAQ- Study
Group Ba

RCT
us

Population

Baseline severity:

More severe

Mean age
(years): 37.4

Sex (% female):
75

Ethnicity (%
BME): NR
Secondary care
N=203

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
72

Ethnicity (%
BME): NR
Secondary care
N=194

Baseline severity:

More severe

Mean age
(years): 39.7

Sex (% female):
59

Ethnicity (%
BME): NR
Secondary care
N=160

Baseline severity:

More severe

Mean age
(years): 39.3

Sex (% female):
53

Ethnicity (%
BME): 17
Secondary care
N=163

Baseline severity:

More severe
Mean age
(years): 37

Sex (% female):
69

Ethnicity (%
BME): 2
Secondary care
N=119

Baseline severity:

More severe

Intervention Comparison

Fluoxetine 20-
60mg/day

Venlafaxine 75-
225mg/day

Venlafaxine 225-  Fluoxetine 60-

375mg/day 80mg/day
Venlafaxine 75- Sertraline 50-
225mg/day 150mg/day
Venlafaxine 75- Sertraline 50-
225mg/day 150mg/day
Duloxetine 40- Fluoxetine
120mg/day 20mg/day
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Comments

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
10

Outcomes (for
primary versus



FINAL
Service delivery

Study

Tzanakaki 2000
RCT
Greece & Italy

Population
Mean age
(years): 39.8
Sex (% female):
NR

Ethnicity (%
BME): NR
Secondary care
N=109

Baseline severity:
More severe
Mean age
(years): 48

Sex (% female):
79

Ethnicity (%
BME): NR

Intervention Comparison
Venlafaxine Fluoxetine
225mg/day 60mg/day

Comments
secondary care
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
primary versus
secondary care
subgroup
analysis):

e Remission

e Response

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

BME: black, minority, ethnic; K: number of studies; mg: milligrams; N: number of participants; NR: not
reported; RCT: randomised controlled trial.

Comparison 2. Crisis resolution team care versus standard care (for adults with
non-psychotic severe mental iliness)

Summary of the study included in the crisis resolution team care and standard care
comparison is presented in Table 17.

Table 17: Summary of included studies for comparison 2 Crisis resolution
versus standard care

Study
Johnson 2005
RCT

UK

Population
N=260
Non-psychotic
severe mental
illness
Diagnosis: 25%
schizophrenia or
schizoaffective
disorder; 10%
bipolar affective
disorder; 7%
other psychosis;
30% unipolar
depression; 13%
personality
disorder; 4%
other non-
psychotic
disorder; 5%
substance
misuse only (data
only reported for
123/135 of
experimental
group so
percentages do

Intervention

Crisis resolution
team augmented
existing acute

Comparison

Standard care
included care

services and unit, crisis
aimed to assess houses, and
all patients and community
manage them at mental health
home if feasible. teams

Staff were

available 24

hours but on call
from home after
10pm
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from the inpatient

Comments

Outcomes

assessed at 8

weeks and 6

months after

crisis

Outcomes:

e Symptom
severity (BPRS)
8 weeks after
crisis

e Admission as
inpatient 6
months after
crisis

e Bed days in
hospital 6
months after
crisis

o Patient
satisfaction
(CSQ-8) 8
weeks after
crisis



FINAL
Service delivery

Study

BME: black, minority, ethnic; BPRS: brief psychiatric rating scale; CSQ-8: client satisfaction

Population Intervention

not add up to
100%)

Mean age
(years):

37.9

Sex (% female):
49

Ethnicity (%
BME): 22

Comparison

Comments

e Quality of life
(MANSA) 8
weeks after
crisis

e Social
functioning
(LSP) 8 weeks
after crisis

e Social
functioning
(LSP) 6 months
after crisis

questionnaire - 8 item version; LSP: life skills profile; MANSA: Manchester short assessment of quality
of life; N: number of participants; RCT: randomised controlled trial

Comparison 3. Inpatient versus outpatient settings

Summaries of the studies included in the inpatient versus outpatient subgroup
analysis of the selective serotonin reuptake inhibitors (SSRIs) versus placebo
comparison are presented in Table 18Table 38.

There were no significant subgroup differences between inpatient and outpatient
settings for the comparison SSRIs versus placebo on: depression symptoms change
score (Test for subgroup differences: Chi? = 2.47, df = 1, p = 0.12); response (Test
for subgroup differences: Chi2 = 0.11, df =1, p = 0.74).

Table 18: Summary of included studies for inpatient versus outpatient

subgroup analysis for comparison 3a Selective serotonin reuptake
inhibitors (SSRIs) versus placebo

Study

Population Intervention

Inpatient setting (K=3, N=272)

29060 07 001a
RCT
us

Katz 2004
RCT
us

Inpatient Paroxetine 10- Placebo
N=25 60mg/day

Baseline severity:

More severe

Mean age
(years): 42.5

Sex (% female):
56

Ethnicity (%
BME): NR

Inpatient Paroxetine 20- Placebo
N=53 60mg/day

Baseline severity:

More severe

Mean age

(years): NR

Sex (% female):

NR

Ethnicity (%
BME): NR
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Comparison

Comments

Treatment

duration (weeks):

6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response



FINAL
Service delivery

Study

Sheehan 2009ba
RCT

us

Population
Inpatient

N=194

Baseline severity:
More severe

Mean age
(years): 38.8

Sex (% female):
66

Ethnicity (%
BME): NR

Outpatient setting (K=74, N=16,736)

Baune 2018
RCT

Estonia, Finland,
Germany, &
Lithuania

Binnemann 2008
RCT

US, Serbia and
Montenegro, &
the Russian
Federation

Bjerkenstedt
2005

RCT
Sweden

Blumenthal
2007/Hoffman
2011b

RCT
us

Outpatient

N=104

Baseline severity:
More severe

Mean age
(years): 45.7

Sex (% female):
64

Ethnicity (%
BME): 2

Outpatient

N=82

Baseline severity:
More severe
Mean age
(years): 49

Sex (% female):
39

Ethnicity (%
BME): NR

Outpatient
N=115

Baseline severity:
More severe

Mean age
(years): 50.9

Sex (% female):
79

Ethnicity (%
BME): 0

Outpatient

N=98

Baseline severity:
More severe

Mean age
(years): 52

Intervention Comparison
Fluoxetine 60- Placebo
80mg/day
Paroxetine Placebo
20mg/day
Sertraline Placebo
100mg/day
Fluoxetine Placebo
20mg/day
Sertraline 50- Placebo
200mg/day
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Comments

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
4

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
16

Outcomes (for
inpatient versus
outpatient



FINAL
Service delivery

Study

Bose 2008
RCT
us

Burke 2002
RCT
us

Byerley 1988a
RCT
us

Claghorn 1992a
RCT
us

Claghorn 1992b
RCT
us

Population
Sex (% female):
77

Ethnicity (%
BME): 33

Outpatient

N=267

Baseline severity:
More severe

Mean age
(years): 68.3

Sex (% female):
59

Ethnicity (%
BME): 11

Outpatient

N=491

Baseline severity:
More severe

Mean age
(years): 40.1

Sex (% female):
65

Ethnicity (%
BME): NR

Outpatient

N=61

Baseline severity:
More severe
Mean age
(years): 38.2

Sex (% female):
68

Ethnicity (%
BME): NR
Outpatient

N=59

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient

N=72

Baseline severity:
More severe

Intervention Comparison

Escitalopram 10-  Placebo

20mg/day

Escitalopram Placebo
10mg/day or

20mg/day, or

citalopram

40mg/day

Fluoxetine 40- Placebo

80mg/day

Paroxetine 10- Placebo

50mg/day

Paroxetine 10- Placebo

50mg/day
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Comments

subgroup

analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

12

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):
6



FINAL
Service delivery

Study

Clayton
2006_study 1

RCT
us

Clayton
2006_study 2

RCT
us

Detke 2004a
RCT
us

Doogan 1994
RCT
UK

Population
Mean age
(years): 35

Sex (% female):
32

Ethnicity (%
BME): NR

Outpatient
N=283

Baseline severity:
More severe
Mean age
(years): 35

Sex (% female):
61

Ethnicity (%
BME): 35

Outpatient

N=286

Baseline severity:
More severe

Mean age
(years): 36.5

Sex (% female):
56

Ethnicity (%
BME): 27

Outpatient

N=179

Baseline severity:
More severe

Mean age
(years): 42.9

Sex (% female):
71

Ethnicity (%
BME): 0

Outpatient

N=200

Baseline severity:
More severe

Mean age
(years): 45.7

Sex (% female):
68

Intervention

Escitalopram 10-

20mg/day

Escitalopram 10-

20mg/day

Paroxetine
20mg/day

Sertraline 50-

100mg/day
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Comparison

Placebo

Placebo

Placebo

Placebo
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Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response



FINAL
Service delivery

Study

Dube 2010
RCT

India, US, Mexico
& Romania

Dunbar 1993
RCT
us

Eli Lilly HMAT-Aa
RCT
us

Emsley 2018
RCT

Bulgaria, Estonia,
Finland, France,
Republic of
Korea, Malaysia,
Mexico, Poland,
Romania, &
Slovakia

Fabre 1992a
RCT
us

Population
Ethnicity (%
BME): NR
Outpatient
N=200
Baseline severity:
More severe
Mean age
(years): 36.5
Sex (% female):
44

Ethnicity (%
BME): NR

Outpatient

N=341

Baseline severity:
More severe
Mean age
(years): 41

Sex (% female):
51

Ethnicity (%
BME): NR
Outpatient
N=179

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=206

Baseline severity:
More severe
Mean age
(years): 70.6

Sex (% female):
75

Ethnicity (%
BME): NR

Outpatient

N=80

Baseline severity:
More severe

Intervention Comparison
Escitalopram 10-  Placebo
20mg/day

Paroxetine 10- Placebo
50mg/day

Paroxetine Placebo
20mg/day

Escitalopram Placebo
10mg/day

Paroxetine 10- Placebo
50mg/day
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Comments

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient



FINAL
Service delivery

Study

Fava 1998a
RCT
us

Fava 2005
RCT
us

FDA 245 (EMD
68 843-010)

RCT
us

Forest
Laboratories
2000

RCT
us

Population Intervention

Mean age
(years): 35.8

Sex (% female):
59

Ethnicity (%
BME): NR
Outpatient
N=128

Baseline severity:
More severe

Mean age
(years): 41.3

Sex (% female):
51

Ethnicity (%
BME): NR

Comparison

Paroxetine 20- Placebo
50mg/day or
fluoxetine 20-

80mg/day

Outpatient Fluoxetine Placebo
N=90 20mg/day

Baseline severity:

More severe

Mean age

(years): 37.2

Sex (% female):

59

Ethnicity (%

BME): NR

Outpatient Fluoxetine Placebo
N=191 20mg/day

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Outpatient Placebo
N=386

Baseline severity:
More severe
Mean age
(years): 42

Sex (% female):
52

Ethnicity (%
BME): NR

Escitalopram 10-
20mg/day or
citalopram 20-
40mg/day
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Comments

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
12

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

Response

Treatment

duration (weeks):

12

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study

Forest Research
Institute 2005
RCT

us

Golden 2002_448
RCT
us

Golden 2002_449
RCT
us

Goldstein 2002a
RCT
us

Goldstein 2004a
RCT
us

Population

Outpatient
N=409

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
56

Ethnicity (%
BME): NR

Outpatient
N=315

Baseline severity:

More severe
Mean age
(years): 39

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=330

Baseline severity:

More severe

Mean age
(years): 41.2

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=103

Baseline severity:

More severe

Mean age
(years): 40.9

Sex (% female):
65

Ethnicity (%
BME): 21
Outpatient
N=176

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
64

Ethnicity (%
BME): 22

Intervention Comparison

Escitalopram 10-  Placebo
20mg/day or
sertraline 50-

200mg/day

Paroxetine 20- Placebo

62.5mg/day

Paroxetine 20- Placebo

62.5mg/day

Fluoxetine Placebo

20mg/day

Paroxetine Placebo

20mg/day
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Comments

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment

duration (weeks):

12

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

12

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response



FINAL
Service delivery

Study
Gual 2003
RCT
Spain

Hirayasu 2011a
RCT
Japan

Hirayasu 2011b
RCT
Japan

Hunter
2010 _study 1

RCT
us

Hunter 2011
RCT
us

Population

Outpatient

N=83

Baseline severity:
More severe

Mean age
(years): 46.7

Sex (% female):
47

Ethnicity (%
BME): NR
Outpatient
N=310

34.6

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=485

Baseline severity:
More severe

Mean age
(years): 36.2

Sex (% female):
NR

Ethnicity (%
BME): NR
Outpatient

N=28

Baseline severity:
More severe

Mean age
(years): 42.4

Sex (% female):
68

Ethnicity (%
BME): NR
Outpatient
N=24

Baseline severity:
More severe
Mean age
(years): 40.4
Sex (% female):
65

Ethnicity (%
BME): NR

Intervention

Sertraline 50-
150mg/day

Comparison
Placebo

Escitalopram Placebo
10mg/day or

20mg/day

Escitalopram Placebo
10mg/day or

20mg/day, or

paroxetine 20-

40mg/day

Fluoxetine Placebo

20mg/day

Fluoxetine Placebo

20mg/day
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Comments

Treatment
duration (weeks):
24

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study
Jefferson 2000
RCT

us

Keller
2006_Study 062

RCT
Cross-continental

Komulainen 2018
RCT
Finland

Kramer 1998
RCT
us

Kranzler
2006_Group A

RCT
us

Population

Outpatient
N=415

Baseline severity:
More severe

Mean age
(years): 39.9

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=325

Baseline severity:
More severe
Mean age
(years): 41

Sex (% female):
67

Ethnicity (%
BME): 43

Outpatient

N=37

Baseline severity:
More severe

Mean age
(years): median
251

Sex (% female):
44

Ethnicity (%
BME): NR
Outpatient
N=142

Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR
Outpatient
N=189

Baseline severity:
More severe
Mean age
(years): 42.9
Sex (% female):
35

Ethnicity (%
BME): 10

Intervention Comparison

Paroxetine Placebo
25mg/day, or

citalopram

20mg/day or

40mg/day

Paroxetine Placebo

20mg/day

Escitalopram Placebo

10mg/day

Paroxetine Placebo

20mg/day

Sertraline 50-
200mg/day

Placebo
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Comments

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):
Depression
symptoms
change score

Treatment
duration (weeks):
1

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
10

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):



FINAL
Service delivery

Study

Lam 2016b
RCT
Canada

Lepola 2003
RCT

Belgium, Canada,
Finland, France,

Norway, Sweden,
Switzerland & UK

Macias-Cortes
2015

RCT
Mexico

Mathews 2015
RCT
us

Mendels 1999
RCT
us

Population

Outpatient

N=61

Baseline severity:
More severe

Mean age
(years): 36.8

Sex (% female):
72

Ethnicity (%
BME): NR

Outpatient

N=469

Baseline severity:
More severe

Mean age
(years): 43.3

Sex (% female):
72

Ethnicity (%
BME): NR
Outpatient
N=89

Baseline severity:
More severe
Mean age
(years): 49

Sex (% female):
100

Ethnicity (%
BME): 100

Outpatient

N=579

Baseline severity:
More severe

Mean age
(years): 42.3

Sex (% female):
57

Ethnicity (%
BME): 32

Outpatient

N=180

Baseline severity:
More severe

Intervention

Fluoxetine Placebo

20mg/day

Escitalopram 10-  Placebo
20mg/day or
citalopram 20-

40mg/day

Fluoxetine Placebo

20mg/day

Citalopram Placebo

40mg/day

Citalopram 20- Placebo

80mg/day
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Comparison

Comments

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
10

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
4



FINAL
Service delivery

Study

Miller 1989a
RCT
UK

Mundt 2012
RCT
us

MY-1042/BRL-
029060/CPMS-
251

RCT
us

MY-1045/BRL-
029060/1 (PAR
128)

RCT
us

Population
Mean age
(years): 43

Sex (% female):
33

Ethnicity (%
BME): 13
Outpatient
N=47

Baseline severity:
More severe

Mean age
(years): 42.5

Sex (% female):
68

Ethnicity (%
BME): NR

Outpatient
N=165

Baseline severity:
More severe

Mean age
(years): 37.8

Sex (% female):
63

Ethnicity (%
BME): 24

Outpatient
N=254

Baseline severity:
More severe

Mean age
(years): 41.9

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=848

Baseline severity:
More severe
Mean age
(years): 41.8

Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention Comparison

Paroxetine Placebo

30mg/day

Sertraline 50-
100mg/day

Placebo

Paroxetine 20-
50mg/day

Placebo

Paroxetine 20- Placebo
50mg/day or
fluoxetine 20-

80mg/day
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Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

¢ Response

Treatment
duration (weeks):
4

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
4

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
12

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response



FINAL
Service delivery

Study

Nemeroff 2007a
RCT

us

Nierenberg
2007a

RCT
us

NKD20006
(NCT00048204)

RCT
us

Olie 1997
RCT
France

PAR 01 001
(GSK & FDA)

RCT
us

Population

Outpatient

N=206

Baseline severity:
More severe

Mean age
(years): 39.1

Sex (% female):
61

Ethnicity (%
BME): 10
Outpatient
N=411

Baseline severity:
More severe
Mean age
(years): 43

Sex (% female):
66

Ethnicity (%
BME): 21

Outpatient
N=250

Baseline severity:
More severe
Mean age
(years): 38

Sex (% female):
60

Ethnicity (%
BME): NR

Outpatient

N=258

Baseline severity:
More severe

Mean age
(years): 43.8

Sex (% female):
63

Ethnicity (%
BME): 1
Outpatient

N=50

Baseline severity:
More severe
Mean age
(years): 43.1

Sex (% female):
35

Intervention Comparison
Fluoxetine 20- Placebo
60mg/day
Escitalopram Placebo
10mg/day
Paroxetine Placebo
20mg/day
Sertraline 50- Placebo
200mg/day
Paroxetine 10- Placebo
50mg/day
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Comments

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):



FINAL
Service delivery

Study

Perahia 2006a
RCT

Bulgaria, Croatia,
Hungary, Poland,
Romania, Russia,
& Slovakia

Peselow 1989aa
RCT
us

Peselow 1989ba
RCT
us

Rapaport 2009
RCT
us

Ratti 2011_study
096

RCT

11 countries in
Europe and Latin
America

Population

Ethnicity (%
BME): NR

Outpatient

N=196

Baseline severity:
More severe

Mean age
(years): 68.4

Sex (% female):
68

Ethnicity (%
BME): 0
Outpatient

N=73

Baseline severity:
More severe

Mean age
(years): 46.1

Sex (% female):
38

Ethnicity (%
BME): NR
Outpatient

N=82

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR
Outpatient
N=357

Baseline severity:
More severe

Mean age
(years): 67.5

Sex (% female):
62

Ethnicity (%
BME): 17

Outpatient

N=236

Baseline severity:
More severe

Mean age
(years): 44

Intervention Comparison
Paroxetine Placebo
20mg/day

Paroxetine 10- Placebo
50mg/day

Paroxetine 10- Placebo
50mg/day

Paroxetine Placebo
25mg/day

Paroxetine 20- Placebo
30mg/day
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Comments

Depression
symptoms
change score
¢ Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
10

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient



FINAL
Service delivery

Study

Ravindran 1995
RCT
Canada

Reimherr 1990
RCT
US & Canada

Rickels 1992
RCT
us

Roose 2004
RCT
us

Rudolph 1999a
RCT
us

Population

Sex (% female):
72

Ethnicity (%
BME): NR
Outpatient

N=66

Baseline severity:
More severe

Mean age
(years): 38.9

Sex (% female):
62

Ethnicity (%
BME): NR
Outpatient
N=299

Baseline severity:
More severe

Mean age
(years): 39.6

Sex (% female):
53

Ethnicity (%
BME): 8

Outpatient

N=111

Baseline severity:
More severe

Mean age
(years): 44.7

Sex (% female):
48

Ethnicity (%
BME): NR
Outpatient
N=178

Baseline severity:
More severe

Mean age
(years): 79.6

Sex (% female):
58

Ethnicity (%
BME): NR
Outpatient
N=200

Baseline severity:
More severe

Mean age
(years): 40

Intervention

Sertraline 50-
200mg/day

Sertraline 20-
200mg/day

Paroxetine (dose
NR)

Citalopram 20-
40mg/day

Fluoxetine 20-
60mg/day
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Comparison

Placebo

Placebo

Placebo

Placebo

Placebo
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Comments

subgroup
analysis):
e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient



FINAL
Service delivery

Study

SER 315 (FDA)a

RCT
Europe

Smith 1992
RCT
us

Stark 1985a
RCT
us

Study 62b (FDA)

RCT
Country NR

Study F1J-MC-

HMAQ — Study
Group Ba

RCT

us

Population

Sex (% female):
66

Ethnicity (%
BME): NR
Outpatient
N=165

Baseline severity:

More severe
Mean age
(years): 42.0
Sex (% female):
72

Ethnicity (%
BME): NR

Outpatient
N=77

Baseline severity:

More severe

Mean age
(years): 44.8

Sex (% female):
50

Ethnicity (%
BME): NR
Outpatient
N=354

Baseline severity:

More severe

Mean age
(years): 40.5

Sex (% female):
68

Ethnicity (%
BME): NR

Outpatient
N=356

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
57

Ethnicity (%
BME): NR

Outpatient
N=112

Baseline severity:

More severe

Mean age
(years): 40.8

Intervention Comparison

Sertraline 50-
200mg/day

Placebo

Paroxetine 10- Placebo

50mg/day

Fluoxetine 60- Placebo

80mg/day

Fluoxetine Placebo
20mg/day,
40mg/day, or

60mg/day

Fluoxetine Placebo

20mg/day
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Comments

subgroup
analysis):
e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):
Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

10

Outcomes (for

inpatient versus

outpatient



FINAL
Service delivery

Study

Tollefson
1993/1995

RCT
us

Valle-Cabrera
2018

RCT
Cuba

VEN XR 367
(FDA)a

RCT

Europe

Wade 2002
RCT

Canada, Estonia,

France,
Netherlands &
UK

Wang 2014c
RCT

Population

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient

N=671

Baseline severity:
More severe

Mean age
(years): 67.7

Sex (% female):
55

Ethnicity (%
BME): 6

Outpatient

N=77

Baseline severity:
More severe

Mean age
(years): 45.2

Sex (% female):
92

Ethnicity (%
BME): NR
Outpatient
N=164

Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
61

Ethnicity (%
BME): NR

Outpatient
N=380

Baseline severity:
More severe

Mean age
(years): 40.5

Sex (% female):
76

Ethnicity (%
BME): 3

Outpatient
N=314

Intervention

Fluoxetine
maximum
20mg/day

Sertraline 50-

200mg/day

Paroxetine
20mg/day

Escitalopram
10mg/day

Escitalopram 10-

20mg/day
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Comparison

Placebo

Placebo

Placebo

Placebo

Placebo
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Comments

subgroup

analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
10

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
8



FINAL
Service delivery

Study

Canada, China,
Finland, South

Korea, Malaysia,

Mexico, The
Philippines,
South Africa, &
Spain

WELL AK1A4006

RCT
us

Wernicke 1987
RCT
us

Wernicke 1988
RCT
us

Population

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
71

Ethnicity (%
BME): 46
Outpatient
N=309

Baseline severity:

More severe

Mean age
(years): 37.9

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=356

Baseline severity:

More severe

Mean age
(years): 39.8

Sex (% female):
57

Ethnicity (%
BME): NR

Outpatient
N=267

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention Comparison

Fluoxetine 20- Placebo

60mg/day

Fluoxetine Placebo
20mg/day,
40mg/day, or

60mg/day

Fluoxetine Placebo
20mg/day or

40mg/day

Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

¢ Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

b Four-armed trial but where possible the demographics reported here are for only the two relevant

arms

BME: black, minority, ethnic; mg: milligrams; N: number of participants; NR: not reported; RCT:
randomised controlled trial.

Summaries of the studies included in the inpatient versus outpatient subgroup
analysis of the SSRIs versus tricyclic antidepressants (TCAs) comparison are
presented in Table 19.
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There were no significant subgroup differences between inpatient and outpatient
settings for the comparison SSRIs versus TCAs on: depression symptoms endpoint
(Test for subgroup differences: Chi? = 1.08, df = 1, p = 0.30); remission (Test for
subgroup differences: Chi2 = 2.11, df = 1, p = 0.15); response (Test for subgroup
differences: Chi* = 1.03, df = 1, p = 0.31). There was a statistically significant
subgroup difference between inpatient and outpatient settings for depression change
score (Test for subgroup differences: Chiz = 7.03, df = 1, p = 0.008). In inpatient
settings TCAs showed a small benefit over SSRIs (SMD 0.27 [0.08, 0.47]), whereas
in outpatient settings SSRIs showed a small benefit over TCAs (SMD -0.05 [-0.19,
0.09]), however, in both inpatient and outpatient settings the difference between
TCAs and SSRIs was non-significant.

Table 19: Summary of included studies for inpatient versus outpatient
subgroup analysis for comparison 3b SSRIs versus tricyclic
antidepressants (TCAs)

Study Population Intervention Comparison Comments
Inpatient setting (K=11, N=1,347)
29060/299 Inpatient Paroxetine 20- Amitriptyline 100- Treatment
RCT N=217 50mg/day 250mg/day duration (weeks):
Europe Baseline severity: 8
More severe Outcomes (for
Mean age inpatient versus
(years): 40.4 outpatient
Sex (% female): subgro_up_
NR analysis):
Ethnicity (% 2 RELEERl
BME): NR AYhnpeTs
change score
29060 07 001a Inpatient Paroxetine 10- Amitriptyline Treatment
RCT N=26 60mg/day (dose NR) duration (weeks):
us Baseline severity: 6
More severe Outcomes (fOI’
Mean age inpatient versus
(years): 42.3 outpatient
Sex (% female): subgro_up_
65 analysis):
Ethnicity (% RDERiesion
BME): NR symptoms
’ change score
Arminen 1992 Inpatient Paroxetine 20- Imipramine 100-  Treatment
RCT N=57 40mg/day 200mg/day duration (weeks):
Finland Baseline severity: 6
More severe Outcomes (for
Mean age inpatient versus
(years): NR outpatient
o . subgroup
gjr;x (% female): analysis):
Ethnicity (% 0 LRSS 2
BME): NR symptoms
’ endpoint
Danish University Inpatient Citalopram Clomipramine Treatment
Antidepressant N=114 40mg/day 150mg/day duration (weeks):
Group 1986 Baseline severity: S
RCT More severe Outcomes (for
Denmark inpatient versus
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Service delivery

Study

Danish University
Antidepressant
Group 1990

RCT
Denmark

Deushle 2003
RCT
Germany

Geretsegger
1995

RCT

Austria &
Germany

Laakmann 1991
RCT
Germany

Moller 1993
RCT

Population
Mean age
(years): NR
Sex (% female):
70

Ethnicity (%
BME): NR
Inpatient
N=120

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
66

Ethnicity (%
BME): NR
Inpatient
N=126

Baseline severity:

More severe

Mean age
(years): 54.1

Sex (% female):
67

Ethnicity (%
BME): NR

Inpatient
N=91

Baseline severity:

More severe

Mean age
(years): 71.2

Sex (% female):
86

Ethnicity (%
BME): NR
Inpatient
N=174

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Inpatient
N=222

Intervention Comparison
Paroxetine Clomipramine
30mg/day 150mg/day
Paroxetine Amitriptyline
40mg/day 150mg/day

Paroxetine 20-
30mg/day

Amitriptyline 100-
150mg/day

Fluoxetine (dose
NR)

Amitriptyline 100-
200mg/day

Paroxetine 30-
50mg/day

Amitriptyline 150-
250mg/day
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Comments

outpatient
subgroup
analysis):
e Remission

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
5

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

Treatment

duration (weeks):
6



FINAL
Service delivery

Study

Germany &
Hungary

Moller 1998
RCT

Germany,
Hungary, &
Czech Republic

Staner 1995
RCT
Belgium

Population

Baseline severity:

More severe

Mean age
(years): 47.1

Sex (% female):
NR

Ethnicity (%
BME): NR

Inpatient
N=160

Baseline severity:

More severe

Mean age
(years): 48.6

Sex (% female):
70

Ethnicity (%
BME): NR

Inpatient
N=40

Baseline severity:

More severe
Mean age
(years): 42.1
Sex (% female):
83

Ethnicity (%
BME): NR

Outpatient setting (K=40, N=5,774)

Akhondzadeh
2003

RCT
Iran

Outpatient
N=48

Baseline severity:

More severe
Mean age
(years): 35.8
Sex (% female):
40

Ethnicity (%
BME): NR

Intervention Comparison
Sertraline 50- Amitriptyline 75-
150mg/day 150mg/day
Paroxetine Amitriptyline
30mg/day 150mg/day
Fluoxetine Nortriptyline
60mg/day 150mg/day

137

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
5

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score



FINAL
Service delivery

Study

Beasley 1993b
RCT

us

Bersani 1994
RCT
Italy

Bhargava 2012
RCT
India

Bremner 1984
RCT
us

Byerley 1988a
RCT
us

Population

Outpatient
N=136

Baseline severity:

More severe

Mean age
(years): 44.8

Sex (% female):
70

Ethnicity (%
BME): 4

Outpatient
N=68

Baseline severity:

More severe

Mean age
(years): 47.1

Sex (% female):
63

Ethnicity (%
BME): NR

Outpatient
N=60

Baseline severity:

More severe

Mean age
(years): 36.2

Sex (% female):
52

Ethnicity (%
BME): NR

Outpatient
N=40

Baseline severity:

More severe

Mean age
(years): 42.6

Sex (% female):
51

Ethnicity (%
BME): NR
Outpatient
N=66

Intervention Comparison
Fluoxetine 40- Amitriptyline 150-
80mg/day 300mg/day
Sertraline 50- Amitriptyline 50-
150mg/day 150mg/day
Sertraline 50- Imipramine 75-
150mg/day 150mg/day

Fluoxetine 60-
80mg/day

Imipramine 125-
300mg/day

Fluoxetine 40-
80mg/day

Imipramine 150-
300mg/day
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Comments

Treatment
duration (weeks):
5

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
12

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
5

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6



FINAL
Service delivery

Study

Christiansen
1996

RCT
Denmark

Cohn 1984b
RCT
us

Cohn 1990b
RCT
us

De Ronchi 1998
RCT
Italy

Population

Baseline severity:

More severe

Mean age
(years): 39.3

Sex (% female):
68

Ethnicity (%
BME): NR

Outpatient
N=144

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=66

Baseline severity:

More severe
Mean age
(years): 42

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient N=241

Baseline severity:

More severe

Mean age
(years): 70.3

Sex (% female):
49

Ethnicity (%
BME): NR

Outpatient
N=65

Baseline severity:

More severe
Mean age
(years): 68.9
Sex (% female):
72

Ethnicity (%
BME): NR

Intervention Comparison

Paroxetine 20-
40mg/day

Amitriptyline 75-
150mg/day

Fluoxetine (dose  Imipramine (dose

NR) NR)
Sertraline 50- Amitriptyline 50-
200mg/day 150mg/day
Fluoxetine Amitriptyline 50-
20mg/day 100mg/day
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Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

¢ Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment

duration (weeks):

6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
10

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
endpoint



FINAL
Service delivery

Study

Demyttenaere
1998

RCT
Belgium

Fabre 1991
RCT
us

Fabre 1992a
RCT
us

Fawcett 1989
RCT
us

Population

Outpatient
N=66

Baseline severity:

More severe

Mean age
(years): 41.7

Sex (% female):
55

Ethnicity (%
BME): NR

Outpatient
N=205

Baseline severity:

More severe
Mean age
(years): 37

Sex (% female):
57

Ethnicity (%
BME): NR
Outpatient
N=80

Baseline severity:

More severe

Mean age
(years): 35.4

Sex (% female):
61

Ethnicity (%
BME): NR

Outpatient
N=40

Baseline severity:

More severe
Mean age
(years): 42.2
Sex (% female):
65

Ethnicity (%
BME): NR

Intervention Comparison
Fluoxetine Amitriptyline
20mg/day 50mg/day
Fluoxetine Nortriptyline
40mg/day 100mg/day

Paroxetine 10-
50mg/day

Imipramine 65-
275mg/day

Fluoxetine 20-
60mg/day

Amitriptyline 50-
200mg/day
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Comments

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
9

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
5

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score
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Service delivery

Study

Feighner 1993a
RCT
us

Forlenza 2001
RCT
Brazil

Freed 1999
RCT
Australia

Hashemi 2012
RCT
Iran

Population

Outpatient
N=477

Baseline severity:
More severe

Mean age
(years): 40.1

Sex (% female):
53

Ethnicity (%
BME): NR
Outpatient

N=55

Baseline severity:
More severe

Mean age
(years): 68.5

Sex (% female):
69

Ethnicity (%
BME): NR

Outpatient
N=375

Baseline severity:
More severe
Mean age
(years): 48

Sex (% female):
65

Ethnicity (%
BME): NR

Outpatient
N=120

Baseline severity:
More severe
Mean age
(years): 34.8

Sex (% female):
53

Ethnicity (%
BME): NR

Intervention

Paroxetine 10-
50mg/day

Sertraline
50mg/day

Paroxetine
20mg/day

Fluoxetine
maximum
60mg/day
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Comparison

Imipramine 65-
275mg/day

Imipramine
150mg/day

Amitriptyline
75mg/day

Nortriptyline
maximum
150mg/day
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Comments
¢ Remission
¢ Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
9

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
26

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
endpoint
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Service delivery

Study

Hutchinson 1992
RCT
UK

Kyle 1998
RCT
UK

Laakmann 1988
RCT
Germany

Marchesi 1998
RCT
Italy

MDF/29060/111/07
0/88/MC

RCT

Population

Outpatient
N=90

Baseline severity:

More severe

Mean age
(years): 71.8

Sex (% female):
77

Ethnicity (%
BME): NR
Outpatient
N=365

Baseline severity:

More severe

Mean age
(years): 73.8

Sex (% female):
73

Ethnicity (%
BME): NR
Outpatient
N=128

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
72

Ethnicity (%
BME): NR

Outpatient
N=142

Baseline severity:

More severe

Mean age
(years): 43.6

Sex (% female):
74

Ethnicity (%
BME): NR

Outpatient
N=62

Intervention Comparison
Paroxetine Amitriptyline
30mg/day 100mg/day

Citalopram 20-
40mg/day

Amitriptyline 50-
100mg/day

Fluoxetine 20- Amitriptyline 50-

60mg/day 150mg/day
Fluoxetine Amitriptyline 75-
20mg/day 225mg/day

Paroxetine 20-
30mg/day

Clomipramine 60-
75mg/day
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Comments

e Depression
symptoms
change score

Treatment

duration (weeks):

26

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
5

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Response

Treatment
duration (weeks):
10

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
5
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Service delivery

Study
Europe

Moller 2000
RCT
Germany

Moon 1994
RCT
UK

Moon 1996
RCT
UK

Ontiveros
Sanchez 1998

RCT
South America

Population

Baseline severity:

More severe
Mean age
(years): 73

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=240

Baseline severity:

More severe

Mean age
(years): 47.9

Sex (% female):
67

Ethnicity (%
BME): NR

Outpatient
N=106

Baseline severity:

More severe
Mean age
(years): 43.7
Sex (% female):
52

Ethnicity (%
BME): NR
Outpatient
N=138

Baseline severity:

More severe
Mean age
(years): 43.7
Sex (% female):
71

Ethnicity (%
BME): NR
Outpatient
N=42

Baseline severity:

More severe
Mean age
(years): 37.6
Sex (% female):
53

Ethnicity (%
BME): NR

Intervention Comparison
Sertraline 50- Amitriptyline 75-
100mg/day 150mg/day
Sertraline 50- Clomipramine 50-
150mg/day 150mg/day

Paroxetine 20- Lofepramine 70-

30mg/day 210mg/day
Fluoxetine Amitriptyline 150-
20mg/day 250mg/day
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Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Response
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Study

PAR 29060/281
RCT

Europe

PAR MDUK 032
RCT
Country NR

Peselow 1989aa
RCT
us

Peselow 1989ba
RCT
us

Peters 1990
RCT
Germany

Population

Outpatient

N=162

Baseline severity:
More severe

Mean age
(years): 38.8

Sex (% female):
77

Ethnicity (%
BME): NR

Outpatient

N=59

Baseline severity:
More severe

Mean age
(years): 44.4

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient

N=66

Baseline severity:
More severe

Mean age
(years): 45.9

Sex (% female):
35

Ethnicity (%
BME): NR
Outpatient
N=80

Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR
Outpatient
N=102

Baseline severity:
More severe
Mean age
(years): 44.5
Sex (% female):
63

Ethnicity (%
BME): NR

Intervention

Paroxetine
30mg/day

Paroxetine 20-
30mg/day

Paroxetine 10-
50mg/day

Paroxetine 20-
50mg/day

Fluoxetine
20mg/day
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Comparison

Amitriptyline 75-
150mg/day

Amitriptyline 100-
150mg/day

Imipramine 65-
275mg/day

Imipramine 65-
275mg/day

Amitriptyline
100mg/day
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Comments

Treatment

duration (weeks):

6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment

duration (weeks):

6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
5

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Response



FINAL
Service delivery

Study
Preskorn 1991
RCT

us

Reimherr 1990a
RCT
US & Canada

Ropert 1989
RCT
France

Rosenberg 1994
RCT

Denmark,
Norway, Sweden
& Finland

SER 315 (FDA)a
RCT
Europe

Population

Outpatient

N=61

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): 2

Outpatient

N=298

Baseline severity:
More severe

Mean age
(years): 38.4

Sex (% female):
55

Ethnicity (%
BME): 10

Outpatient

N=143

Baseline severity:
More severe

Mean age
(years): 43.8

Sex (% female):
64

Ethnicity (%
BME): NR

Outpatient

N=472

Baseline severity:
More severe

Mean age
(years): 47.6

Sex (% female):
69

Ethnicity (%
BME): NR
Outpatient
N=162

Baseline severity:
More severe

Mean age
(years): 42.4

Intervention

Fluoxetine 20-

60mg/day

Sertraline 20-
200mg/day

Fluoxetine
20mg/day

Citalopram 10-
30mg/day or 20-

60mg/day

Sertraline 50-
200mg/day
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Comparison

Amitriptyline 50-
200mg/day

Amitriptyline 50-
150mg/day

Clomipramine
75mg/day

Imipramine 50-
150mg/day

Amitriptyline 50-
200mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Treatment

duration (weeks):

6

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient



FINAL
Service delivery

Study

Serrano-Blanco
2006

RCT
Spain

Stark 1985a
RCT
us

Suleman 1997
RCT
Zimbabwe

Population

Sex (% female):
69

Ethnicity (%
BME): NR

Outpatient

N=103

Baseline severity:
More severe

Mean age
(years): 43.5

Sex (% female):
73

Ethnicity (%
BME): NR

Outpatient

N=371

Baseline severity:
More severe

Mean age
(years): 41.0

Sex (% female):
69

Ethnicity (%
BME): NR

Outpatient

N=30

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention

Fluoxetine 10-
40mg/day

Fluoxetine 60-
80mg/day

Fluoxetine
20mg/day

Comparison

Imipramine 25-
125mg/day

Imipramine 100-
300mg/day

Amitriptyline
100mg/day

Comments

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
24

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

BME: black, minority, ethnic; mg: milligrams; N: number of participants; NR: not reported; RCT:
randomised controlled trial.

Summaries of the studies included in the inpatient versus outpatient subgroup
analysis of the serotonin—norepinephrine reuptake inhibitors (SNRIs) versus placebo

comparison are presented in Table 20.
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Service delivery

There were no significant subgroup differences between inpatient and outpatient
settings for the comparison SNRIs versus placebo on: depression symptoms
endpoint (Test for subgroup differences: Chi? = 0.03, df = 1, p = 0.87); depression
symptoms change score (Test for subgroup differences: Chi?=3.12, df =1, p =
0.08); remission (Test for subgroup differences: Chi? = 0.25, df = 1, p = 0.62).

Table 20: Summary of included studies for inpatient versus outpatient
subgroup analysis for comparison 3¢ Serotonin—-norepinephrine
reuptake inhibitors (SNRIs) versus placebo

Study Population Intervention Comparison Comments
Inpatient setting (K=2, N=283)
Guelfi 1995 Inpatient Venlafaxine 150-  Placebo Treatment
RCT N=93 375mg/day duration (weeks):
France Baseline severity: 4
More severe Outcomes (for
Mean age inpatient versus
(years): 56 outpatient
Sex (% female): subgro_up_
85 analysis):
Ethnicity (% - Bzl el
BME): NR SIS
endpoint
e Depression
symptoms
change score
e Remission
Sheehan 2009ba  Inpatient Venlafaxine 225-  Placebo Treatment
RCT N=190 375mg/day duration (weeks):
us Baseline severity: 6
More severe Outcomes (for
Mean age inpatient versus
(years): 40.8 outpatient
Sex (% female): subgro_up_
56 analysis):
Ethnicity (% e Depression
BME): NR symptoms
’ endpoint
e Depression
symptoms
change score
e Remission
Outpatient setting (K=26, N=6,784)
Brannan 2005 Outpatient Duloxetine Placebo 2 Treatment
RCT N=282 60mg/day capsules/day duration (weeks):
us Baseline severity: 7
More severe Outcomes (for
Mean age inpatient versus
(years): 40.6 outpatient
Sex (% female): subgroup
65 analysis):
Ethnicity (% e Depression
BME) 20 Symptoms
; change score
e Remission
147
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Service delivery

Study
Cutler 2009
RCT

us

Detke 2002a
RCT
us

Detke 2002b
RCT
us

Detke 2004a
RCT
us

Eli Lilly HMAT-Aa
RCT
us

Population

Outpatient
N=308

Baseline severity:

More severe

Mean age
(years): 41.3

Sex (% female):
63

Ethnicity (%
BME): 28
Outpatient
N=267

Baseline severity:

More severe
Mean age
(years): 41

Sex (% female):
69

Ethnicity (%
BME): 22
Outpatient
N=245

Baseline severity:

More severe

Mean age
(years): 42.4

Sex (% female):
67

Ethnicity (%
BME): 14
Outpatient
N=281

Baseline severity:

More severe

Mean age
(years): 43.8

Sex (% female):
74

Ethnicity (%
BME): 0

Outpatient
N=174

Baseline severity:

More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention Comparison
Duloxetine Placebo
60mg/day

Duloxetine Placebo 3
60mg/day capsules/day

Placebo 2-3
capsules/day

Duloxetine 40-
60mg/day

Duloxetine Placebo
80mg/day or

120mg/day

Duloxetine Placebo
80mg/day or

120mg/day
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Comments

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
9

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
9

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score
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Service delivery

Study

Goldstein 2002a
RCT
us

Goldstein 2004a
RCT
us

Hewett 2009
RCT
Country NR

Hewett 2010
RCT
Country NR

Higuchi 2016
RCT
Japan

Population

Outpatient

N=140

Baseline severity:
More severe

Mean age
(years): 41.9

Sex (% female):
66

Ethnicity (%
BME): 15
Outpatient
N=180

Baseline severity:
More severe

Mean age
(years): 40.5

Sex (% female):
63

Ethnicity (%
BME): 16
Outpatient
N=384

Baseline severity:
More severe

Mean age
(years): 42.2

Sex (% female):
70

Ethnicity (%
BME): 3
Outpatient
N=385

Baseline severity:
More severe
Mean age
(years): 44.3
Sex (% female):
68

Ethnicity (%
BME): 5

Outpatient
N=538

Baseline severity:
More severe
Mean age
(years): 38.4

Sex (% female):
NR

Ethnicity (%
BME): 100

Intervention Comparison
Duloxetine 40- Placebo
120mg/day
Duloxetine Placebo
80mg/day
Venlafaxine 75- Placebo
150mg/day
Venlafaxine 75- Placebo
150mg/day
Venlafaxine Placebo
75mg/day or 75-
225mg/day
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Comments
¢ Remission

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):



FINAL
Service delivery

Study

Khan 1998
RCT
us

Levin 2013
RCT
us

Mendels 1993
RCT
us

Nemeroff 2007a
RCT
us

Nierenberg
2007a

RCT
us

Population

Outpatient

N=403

Baseline severity:
More severe

Mean age
(years): 41.7

Sex (% female):
63

Ethnicity (%
BME): NR

Outpatient

N=103

Baseline severity:
More severe

Mean age
(years): 35.1

Sex (% female):
26

Ethnicity (%
BME): 54
Outpatient
N=157

Baseline severity:
More severe

Mean age
(years): 38.5

Sex (% female):
65

Ethnicity (%
BME): NR

Outpatient

N=204

Baseline severity:
More severe

Mean age
(years): 40.2

Sex (% female):
59

Ethnicity (%
BME): 10
Outpatient
N=410

Baseline severity:
More severe
Mean age
(years): 41.6

Sex (% female):
63

Intervention Comparison

Venlafaxine Placebo
75mg/day,
150mg/day or

200mg/day

Venlafaxine Placebo
maximum

375mg/day

Venlafaxine 150-  Placebo

200mg/day

Venlafaxine 75- Placebo

225mg/day

Duloxetine Placebo

60mg/day
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Comments

e Depression
symptoms
change score

Treatment

duration (weeks):

12

Outcome (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

Treatment
duration (weeks):
12

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
6

Outcome (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):



FINAL
Service delivery

Study

Perahia 2006a
RCT

Bulgaria, Croatia,
Hungary, Poland,
Romania, Russia,
& Slovakia

Raskin 2007
RCT
us

Robinson 2014
RCT

France, Mexico,
Puerto Rico, &
us

Rudolph 1999a
RCT
us

Schweizer 1994a
RCT
us

Population Intervention

Ethnicity (%
BME): 22

Comparison

Duloxetine Placebo
80mg/day or

120mg/day

Outpatient
N=295

Baseline severity:
More severe
Mean age
(years): 45

Sex (% female):
69

Ethnicity (%
BME): 0
Outpatient

N=311

Baseline severity:
More severe

Mean age
(years): 72.8

Sex (% female):
59

Ethnicity (%
BME): 22
Outpatient
N=370

Baseline severity:
More severe
Mean age
(years): 72.9
Sex (% female):
63

Ethnicity (%
BME): 22

Duloxetine Placebo

60mg/day

Duloxetine Placebo

60mg/day

Venlafaxine 75- Placebo

225mg/day

Outpatient
N=192

Baseline severity:
More severe
Mean age
(years): 40

Sex (% female):
71

Ethnicity (%
BME): NR

Venlafaxine 75- Placebo

225mg/day

Outpatient

N=151

Baseline severity:
More severe
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Comments

e Depression
symptoms
change score

e Remission

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
12

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Remission

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient



FINAL
Service delivery

Study

Study F1J-MC-
HMAQ-Study
Group Ba

RCT
us

Thase 1997
RCT
us

VEN 600A-303
(FDA)

RCT

us

VEN 600A-313
(FDA)

RCT

us

Population
Mean age
(years): 41.5

Sex (% female):
69

Ethnicity (%
BME): NR
Outpatient
N=157

Baseline severity:
More severe

Mean age
(years): 40.6

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient
N=197

Baseline severity:
More severe
Mean age
(years): 41

Sex (% female):
61

Ethnicity (%
BME): NR

Outpatient
N=165

Baseline severity:
More severe

Mean age
(years): 38.5

Sex (% female):
69

Ethnicity (%
BME): NR

Outpatient
N=237

Baseline severity:
More severe
Mean age
(years): 38.4

Sex (% female):
67

Ethnicity (%
BME): NR

Intervention

Duloxetine 40-
120mg/day

Venlafaxine 75-
225mg/day

Venlafaxine 150-
225mg/day

Venlafaxine
75mg/day or
200mg/day

152

Comparison

Placebo

Placebo 1-3
capsules/day

Placebo

Placebo
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Comments

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
10

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Remission

Treatment

duration (weeks):

6

Outcome (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcome (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score
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Service delivery

Study Population Intervention Comparison Comments
VEN XR 367 Outpatient Venlafaxine Placebo Treatment
(FDA)a N=248 75mg/day or duration (weeks):
RCT Baseline severity: 190mg/day 8
Europe More severe Outcome (for
Mean age inpatient versus
(years): NR outpatient
Sex (% female): subgro_up_
66 analysis):
Ethnicity (% e Depression
BME): NR symptoms

change score

a Three-armed trial but where possible the demographics reported here are for only the two relevant
arms.

BME: black, minority, ethnic; mg: milligrams; N: number of participants;, NR: not reported; RCT:
randomised controlled trial.

Summaries of the studies included in the inpatient versus outpatient subgroup
analysis of the SNRIs versus SSRIs comparison are presented in Table 21.

There were no significant subgroup differences between inpatient and outpatient
settings for the comparison SNRIs versus SSRIs on: depression symptoms endpoint
(Test for subgroup differences: Chi? = 2.03, df = 1, p = 0.15); remission (Test for
subgroup differences: Chi? = 1.08, df = 1, p = 0.30); response (Test for subgroup
differences: Chi? = 0.49, df = 1, p = 0.48). There was a statistically significant
subgroup difference between inpatient and outpatient settings for depression change
score (Test for subgroup differences: Chi? = 8.03, df = 1, p = 0.005). SNRIs showed a
benefit over SSRIs in both settings, although this effect was larger in inpatient
settings (SMD -0.48 [-0.73, -0.23]) relative to outpatient settings (SMD -0.09 [-0.19,
0.01]), however, this was a difference in magnitude rather than direction and even in
inpatient settings the difference was not clinically important.

Table 21: Summary of included studies for inpatient versus outpatient
subgroup analysis for comparison 3d SNRIs versus SSRIs

Study Population Intervention Comparison Comments
Inpatient setting (K=4, N=476)

Clerc 1994 Inpatient Venlafaxine Fluoxetine Treatment

RCT N=68 200mg/day 40mg/day duration (weeks):

France & Belgium

Hwang 2004
RCT
Taiwan

Baseline severity:
More severe
Mean age
(years): 51.3

Sex (% female):
68

Ethnicity (%
BME): NR

Paroxetine 20-
40mg/day

Venlafaxine 75-
150mg/day

Inpatient

N=105

Baseline severity:
More severe
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6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Response

Treatment
duration (weeks):
4

Outcome (for
inpatient versus
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Service delivery

Study

Sheehan 2009ba
RCT
us

Tzanakaki 2000
RCT
Greece & Italy

Population
Mean age
(years): 65.1

Sex (% female):
58

Ethnicity (%
BME): NR
Inpatient
N=194

Baseline severity:

More severe

Mean age
(years): 39.7

Sex (% female):
59

Ethnicity (%
BME): NR

Inpatient
N=109

Baseline severity:

More severe
Mean age
(years): 48

Sex (% female):
79

Ethnicity (%
BME): NR

Outpatient setting (K=32, N=6,238)

Allard 2004
RCT

Sweden &
Denmark

Alves 1999
RCT
Portugal

Outpatient
N=151

Baseline severity:

More severe
Mean age
(years): 73

Sex (% female):
80

Ethnicity (%
BME): NR

Outpatient
N=87

Baseline severity:

More severe

Intervention Comparison
Venlafaxine 225-  Fluoxetine 60-
375mg/day 80mg/day
Venlafaxine Fluoxetine
225mg/day 60mg/day

Venlafaxine 75-
150mg/day

Citalopram 10-
20mg/day

Fluoxetine 20-
40mg/day

Venlafaxine 75-
150mg/day
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Comments

outpatient
subgroup
analysis):
¢ Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
22

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
12



FINAL
Service delivery

Study

Bielski 2004
RCT
us

Casabona 2004
RCT
Country NR

Chang 2015
RCT
Taiwan

Costa 1998
RCT

Argentina, Brazil,
Chile, Colombia,

Uruguay, &
Venezuela

Population
Mean age
(years): 43.7

Sex (% female):
92

Ethnicity (%
BME): NR

Outpatient

N=202

Baseline severity:
More severe

Mean age
(years): 37.4

Sex (% female):
58

Ethnicity (%
BME): 25

Outpatient
N=114

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
77

Ethnicity (%
BME): NR

Outpatient
N=112

Baseline severity:
More severe
Mean age
(years): 39.7

Sex (% female):
73

Ethnicity (%
BME): NR

Outpatient

N=382

Baseline severity:
More severe

Mean age
(years): 40.2

Intervention

Venlafaxine
225mg/day

Venlafaxine
75mg/day

Venlafaxine 75-
225mg/day

Venlafaxine 75-
150mg/day

155

Comparison

Escitalopram
20mg/day

Paroxetine
20mg/day

Fluoxetine 20-
80mg/day

Fluoxetine 20-
40mg/day
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Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
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Service delivery

Study

DeNayer 2002
RCT
Belgium

Detke 2004a
RCT
us

Diaz-Martinez
1998

RCT
Mexico

Dierick 1996
RCT

Belgium, Italy,
Switzerland &
France

Population

Sex (% female):
79

Ethnicity (%
BME): NR

Outpatient

N=146

Baseline severity:
More severe

Mean age
(years): 42.8

Sex (% female):
68

Ethnicity (%
BME): NR

Outpatient

N=274

Baseline severity:
More severe

Mean age
(years): 43.3

Sex (% female):
72

Ethnicity (%
BME): 0

Outpatient
N=145

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
72

Ethnicity (%
BME): NR
Outpatient
N=314

Baseline severity:
More severe

Mean age
(years): 43.4

Intervention

Venlafaxine 75-

150mg/day 40mg/day
Duloxetine Paroxetine
80mg/day or 20mg/day
120mg/day

Venlafaxine 75-

150mg/day 40mg/day

Venlafaxine 75- Fluoxetine

150mg/day 20mg/day
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Comparison

Fluoxetine 20-

Fluoxetine 20-

Comments

subgroup

analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
12

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):
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Service delivery

Study

Eli Lilly HMAT-Aa
RCT
us

Goldstein 2002a
RCT
us

Goldstein 2004a
RCT
us

Hackett 1996
RCT
Europe

Population

Sex (% female):
65

Ethnicity (%
BME): NR

Outpatient
N=173

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient

N=103

Baseline severity:
More severe

Mean age
(years): 41.5

Sex (% female):
61

Ethnicity (%
BME): 17
Outpatient
N=178

Baseline severity:
More severe
Mean age
(years): 40.5
Sex (% female):
63

Ethnicity (%
BME): 21
Outpatient
N=241

Baseline severity:
More severe
Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention

Duloxetine
80mg/day

Duloxetine 40-

120mg/day

Duloxetine
80mg/day

Venlafaxine
150mg/day

157

Comparison

Paroxetine
20mg/day

Fluoxetine
20mg/day

Paroxetine
20mg/day

Paroxetine (dose
NR)
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Comments

e Depression
symptoms
endpoint

e Depression
symptoms
change score

¢ Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment

duration (weeks):

8

Outcome (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
endpoint
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Service delivery

Study
Heller 2009
RCT

us

Jiang 2017
RCT
China

Khan 2007
RCT
us

Kornaat 2000
RCT
Country NR

Mehtonen 2000
RCT
Finland

Population

Outpatient

N=29

Baseline severity:
More severe

Mean age
(years): 31.9

Sex (% female):
55

Ethnicity (%
BME): NR

Outpatient

N=26

Baseline severity:
More severe

Mean age
(years): 45.5

Sex (% female):
73

Ethnicity (%
BME): NR
Outpatient
N=278

Baseline severity:
More severe

Mean age
(years): 42.4

Sex (% female):
61

Ethnicity (%
BME): 20

Outpatient
N=156

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
64

Ethnicity (%
BME): NR
Outpatient
N=147

Baseline severity:
More severe

Mean age
(years): 42.6

Intervention

Venlafaxine 75-
300mg/day

Duloxetine (dose
NR)

Duloxetine
60mg/day

Venlafaxine 75-
225mg/day

Venlafaxine 75-
150mg/day
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Comparison

Fluoxetine 20-
80mg/day

Escitalopram
(dose NR)

Escitalopram 10-
20mg/day

Fluoxetine 20-
40mg/day

Sertraline 50-
100mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Treatment
duration (weeks):
26

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment

duration (weeks):

8

Outcome (for

inpatient versus

outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
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Service delivery

Study

Montgomery
2004

RCT

Denmark,
Finland, France,
Germany,

Ireland, Spain, &

Switzerland

Mowla 2016
RCT
Iran

Nemeroff 2007a
RCT
us

Nierenberg
2007a

RCT
us

Population

Sex (% female):
66

Ethnicity (%
BME): NR
Outpatient
N=293

Baseline severity:
More severe
Mean age
(years): 48

Sex (% female):
71

Ethnicity (%
BME): NR
Outpatient

N=63

Baseline severity:
More severe

Mean age
(years): 41.2

Sex (% female):
60

Ethnicity (%
BME): NR

Outpatient
N=206

Baseline severity:
More severe
Mean age
(years): 39

Sex (% female):
65

Ethnicity (%
BME): 11
Outpatient
N=547

Baseline severity:
More severe
Mean age
(years): 42.2

Sex (% female):
66

Ethnicity (%
BME): 24

Intervention

Venlafaxine 75-
150mg/day

Duloxetine 20-
60mg/day

Venlafaxine 75-
225mg/day

Duloxetine
60mg/day

159

Comparison

Escitalopram 10-
20mg/day

Sertraline 50-
200mg/day

Fluoxetine 20-
60mg/day

Escitalopram
10mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments
subgroup
analysis):
e Remission
¢ Response

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response
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Service delivery

Study
Perahia 2006a
RCT

Bulgaria, Croatia,
Hungary, Poland,
Romania, Russia,
& Slovakia

Rickels 2000
RCT
Country NR

Rudolph 1999a
RCT
us

Shelton 2006
RCT
us

Sir 2005
RCT

Australia &
Turkey

Population

Outpatient
N=293

Baseline severity:

More severe

Mean age
(years): 45.4

Sex (% female):
71

Ethnicity (%
BME): 0
Outpatient
N=51

Baseline severity:

More severe

Mean age
(years): 37.4

Sex (% female):
75

Ethnicity (%
BME): NR
Outpatient
N=203

Baseline severity:

More severe
Mean age
(years): 40

Sex (% female):
72

Ethnicity (%
BME): NR

Outpatient
N=160

Baseline severity:

More severe

Mean age
(years): 39.3

Sex (% female):
53

Ethnicity (%
BME): 17

Outpatient
N=163

Baseline severity:

More severe

Intervention

Duloxetine
80mg/day or
120mg/day

Venlafaxine 150-
225mg/day

Venlafaxine 75-
225mg/day

Venlafaxine 75-
225mg/day

Venlafaxine 75-
225mg/day

160

Comparison

Paroxetine
20mg/day

Fluoxetine 20-
40mg/day

Fluoxetine 20-
60mg/day

Sertraline 50-
150mg/day

Sertraline 50-
150mg/day

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

Treatment
duration (weeks):
8

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Remission

e Response

Treatment
duration (weeks):
8

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
endpoint

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
8
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Service delivery

Study

Study F1J-MC-
HMAQ-Study
Group Ba

RCT
us

Tylee 1997
RCT
UK

VEN XR 367
(FDA)a

RCT

Europe

Wade 2007

RCT

Belgium, Canada,
the Czech
Republic, France,
Germany, ltaly,
Spain, Sweden &
UK

Population
Mean age
(years): 37

Sex (% female):
69

Ethnicity (%
BME): 2

Outpatient
N=119

Baseline severity:
More severe

Mean age
(years): 39.8

Sex (% female):
NR

Ethnicity (%
BME): NR

Outpatient

N=341

Baseline severity:
More severe

Mean age
(years): 44.5

Sex (% female):
71

Ethnicity (%
BME): NR
Outpatient
N=246

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
59

Ethnicity (%
BME): NR

Outpatient
N=295

Baseline severity:
More severe
Mean age
(years): 43.9

Sex (% female):
72

Ethnicity (%
BME): 4

Intervention Comparison
Duloxetine 40- Fluoxetine
120mg/day 20mg/day
Venlafaxine Fluoxetine
75mg/day 20mg/day
Venlafaxine Paroxetine
75mg/day or 20mg/day
150mg/day
Duloxetine Escitalopram
60mg/day 20mg/day
161
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Comments

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
10

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Depression
symptoms
change score

e Remission

e Response

Treatment
duration (weeks):
12

Outcomes (for
inpatient versus
outpatient
subgroup
analysis):

e Remission

e Response

Treatment
duration (weeks):
8

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

24

Outcomes (for

inpatient versus

outpatient
subgroup
analysis):

e Remission

e Response
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Service delivery

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

BME: black, minority, ethnic; mg: milligrams; N: number of participants;, NR: not reported; RCT:
randomised controlled trial.

Summaries of the studies included in the inpatient versus outpatient subgroup
analysis of the mirtazapine versus TCAs comparison are presented in Table 22Table

38.

There was not a significant subgroup difference between inpatient and outpatient
settings for the comparison mirtazapine versus TCAs on response (Test for subgroup
differences: Chi* = 0.19, df = 1, p = 0.66).

Table 22: Summary of included studies for inpatient versus outpatient

subgroup analysis for comparison 3e Mirtazapine versus TCAs

Study Population
Inpatient setting (K=2, N=425)
Richou 1995 Inpatient
RCT N=174
France Baseline severity:
More severe
Mean age
(years): 50.7
Sex (% female):
67
Ethnicity (%
BME): NR
Zivkov 1995 Inpatient
RCT N=251
Former Baseline severity:
Yugoslavia More severe

Mean age
(years): 46.9
Sex (% female):
78

Ethnicity (%
BME): NR

Outpatient setting (K=4, N=387)

Bremner 1995a
RCT
us

MIR 003-020
(FDA)a

RCT

us

Outpatient
N=100

Baseline severity:

More severe

Mean age
(years): 39.0

Sex (% female):
67

Ethnicity (%
BME): NR
Outpatient
N=87

Baseline severity:

More severe

Mean age
(years): 43.5

Intervention Comparison

Mirtazapine 20-

80mg/day 200mg/day

Mirtazapine 20- Amitriptyline 75-

60mg/day 225mg/day
Mirtazapine 5- Amitriptyline 40-
35mg/day 280mg/day
Mirtazapine 5- Amitriptyline 40-
35mg/day 280mg/day
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Clomipramine 50-

Comments

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
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Service delivery

Study

MIR 003-021
(FDA)a

RCT

us

Smith 1990a
RCT
us

Population

Sex (% female):
45

Ethnicity (%
BME): NR
Outpatient
N=100

Baseline severity:
More severe

Mean age
(years): 44.5

Sex (% female):
55

Ethnicity (%
BME): NR
Outpatient
N=100

Baseline severity:
More severe
Mean age
(years): NR

Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention

Mirtazapine 5-
35mg/day

Mirtazapine 10-
35mg/day

Comparison

Amitriptyline 40-

280mg/day

Amitriptyline 80-
280mg/day

Comments

subgroup
analysis):
e Response

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Response

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Response

a Three-armed trial but where possible the demographics reported here are for only the two relevant

arms.

BME: black, minority, ethnic; mg: milligrams; N: number of participants;, NR: not reported; RCT:
randomised controlled trial.

Summaries of the studies included in the inpatient versus outpatient subgroup
analysis of the acupuncture + antidepressants versus antidepressants comparison
are presented in Table 23Table 38.

There was not a significant subgroup difference between inpatient and outpatient
settings for the comparison acupuncture + antidepressants versus antidepressants
on depression symptoms change score (Test for subgroup differences: Chi = 1.18,

df =1, p = 0.28).

Table 23: Summary of included studies for inpatient versus outpatient
subgroup analysis for comparison 3f Acupuncture + antidepressants
versus antidepressants

Study Population Intervention Comparison Comments
Inpatient setting (K=2, N=119)

Wang 2014a Inpatient Traditional Any SSRI (dose Treatment

RCT N=77 acupuncture (30 NR) duration (weeks):
China Baseline severity: S€SSions) + any 6

SSRI (dose NR) Outcome (for

inpatient versus

More severe

Mean age )
(years): NR outpatient

) . subgroup
?;x (% female): analysis):
Ethnicity (% e Depression
BME): NR symptoms

change score

163
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Study

Zhang 2007a
RCT

China

Population

Inpatient
N=42

Baseline severity:

More severe
Mean age
(years): 36.8
Sex (% female):
50

Ethnicity (%
BME): NR

Outpatient setting (K=2, N=637)

Qu 2013
RCT
China

Zhao 2019a
RCT
China

Outpatient
N=160

Baseline severity:

More severe

Mean age
(years): 33.3

Sex (% female):
59

Ethnicity (%
BME): NR

Outpatient
N=477

Baseline severity:

More severe
Mean age
(years): 41.5
Sex (% female):
65

Ethnicity (%
BME): NR

Intervention

Electroacupunctu
re (36x 30-min
sessions) +
paroxetine 10-
40mg/day

Traditional
acupuncture or
electroacupunctur
e (18 sessions) +
paroxetine 20-
40mg/day

Traditional
acupuncture or
electroacupunctur
e (18x 30-min
sessions) + any
SSRI (most
commonly
paroxetine
20mg/day)

Comparison

Paroxetine 10-
40mg/day

Paroxetine 20-
40mg/day

Any SSRI (most
commonly
paroxetine
20mg/day)

Comments

Treatment

duration (weeks):

6

Outcome (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

Treatment
duration (weeks):
6

Outcome (for
inpatient versus
outpatient
subgroup
analysis):

e Depression
symptoms
change score

Treatment

duration (weeks):

6

Outcome (for

inpatient versus

outpatient

subgroup

analysis):

e Depression
symptoms
change score

BME: black, minority, ethnic; mg: milligrams; N: number of participants; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor.

adults with depression and non-psychotic severe mental iliness)

Comparison 4. Acute psychiatric day hospital care versus inpatient care (for

Table 24: Summary of included studies for comparison 4 acute psychiatric day
hospital versus inpatient care

Study
Creed 1990
RCT

UK

Population
N=102
Non-psychotic
severe mental
iliness
Diagnosis: 27%
schizophrenia;
20% depression;
9% mania; 27%
neurotic disorder;
9% personality
disorder; 8%

Intervention

Acute day
hospital care.
Teaching hospital
serving small
socially deprived
inner city area.
Day hospital
designed to take
acute admissions
because of few
beds (8 nurses, 3
OTs)

164

Comparison

Inpatient care
(routine inpatient)

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Duration of
follow-up: 12
months
Outcomes:

e Duration of
index
admission

e Readmission at
12 months
post-admission
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Study

Creed 1997
RCT
UK

Dick 1985
RCT
UK

Population

addiction/organic
disorder

Mean age
(years): 42.5

Sex (% female):
51

Ethnicity (%
BME): NR

N=187
Non-psychotic
severe mental
illness
Diagnosis: 43%
schizophrenia;
34% depression;
23% neurosis

Mean age
(years): 38.0

Sex (% female):
43

Ethnicity (%
BME): 18

N=91
Non-psychotic
severe mental
illness
Diagnosis:
Neurosis (56%
depressive
neurosis),
personality
disorder, or
adjustment
reaction

Mean age
(years): ~35
Sex (% female):
68

Ethnicity (%
BME): NR

Intervention

Acute day
hospital care.
Teaching hospital
serving small
socially deprived
inner city area.
Day hospital
designed to take
acute admissions
because of few
beds (CPN out of
hours).

Acute day
hospital care. 2
trained staff +
OT, patient/staff
ratio: 12.5:1,
individual
counselling,
groups, activities
and medication

165

Comparison

Inpatient care
(routine inpatient)

Inpatient care.
Mixed sex and
female wards

Depression in adults: Evidence review A FINAL (June 2022)

Comments

¢ Social
functioning
response at 12
months post-
admission

Duration of
follow-up: 12
months
Outcomes:

e Psychiatric
symptom
severity at 3
months post-
admission

e Psychiatric
symptom
severity at 12
months post-
admission

e Duration of
index
admission

e Readmission at
12 months
post-admission

e Carer distress
at 3 months
post-admission

e Carer distress
at 12 months
post-admission

Duration of
follow-up: 12
months
Outcomes:

e Readmission at
4 months post-
admission

e Emergency
contacts at 4
months post-
admission

o Outpatient
contact at 4
months post-
admission

e Satisfaction at 4
months post-
admission
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Study
Dinger 2014
RCT
Germany

Kallert 2007
RCT

Germany, UK,
Poland, Slovakia
and Czech
Republic

Schene 1993
RCT

Population
N=44
Depression
Diagnosis: 97.7%
had a major
depressive
episode, 2.3%
had primary
dysthymia
Mean age
(years): 35.1

Sex (% female):
50

Ethnicity (%
BME): NR

N=1117
Non-psychotic
severe mental
illness
Diagnosis: 27%
schizophrenia,
schizotypal,
delusional, and
other non-mood
psychotic
disorders (ICD-10
F20-F29); 41%
mood [affective]
disorders (ICD-10
F30-F39); 22%
anxiety,
dissociative,
stress-related,
somatoform and
other
nonpsychotic
mental disorders
(ICD-10 F40-
F49); 9%
disorders of adult
personality and
behaviour (ICD-
10 F60-F69)

Mean age
(years): ~38
Sex (% female):
56

Ethnicity (%
BME): NR

N=222

Intervention

Acute day
hospital care.
Therapeutic staff
were the same
for both treatment
arms. Both
groups received
equal amounts of
psychotherapeuti
c interventions.
Day-clinic
patients attended
therapy on 5
weekdays from 8
a.m.to4 p.m. (8
weeks of
treatment)

Acute day
hospital care.
Provided
between 15 and
35 places, mean
staff hours per
week per
treatment place
ranged from 8.8
to 16.0. Staff
patient ratios not
reported

Acute day
hospital care.
Provided 24

166

Comparison

Inpatient care.
Therapeutic staff
were the same
for both treatment
arms. Both
groups received
equal amounts of
psychotherapeuti
c interventions.
Inpatients were
free to leave the
unit outside of
night hours and
therapy sessions
and spent 6
weekends at
home (8 weeks of
treatment)

Inpatient care
(routine inpatient)

Inpatient care.
Open inpatient
ward with 20

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Duration of
follow-up: 3
months

Outcomes:

e Depression
symptomatolog
y at 3 months
post-admission

e Remission at 3
months post-
admission

e Response at 3
months post-
admission

Duration of
follow-up: 14
months
Outcomes:

e Psychiatric
symptom
severity at 2
months post-
admission

e Psychiatric
symptom
severity at 14
months post-
admission

e Duration of
index
admission

e Quality of life at
2 months post-
admission

e Quality of life at
14 months
post-admission

¢ Social
functioning at 2
months post-
admission

¢ Social
functioning at
14 months
post-admission

e Satisfaction at 2
months post-
admission

Duration of
follow-up: 13
months
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Study
Netherlands

Population
Non-psychotic
severe mental
illness
Diagnosis: 21%
psychosis; 38%
mood disorders;
24% anxiety
disorders; 10%
eating disorders;
8% other

Mean age
(years): 31.9

Sex (% female):
58

Ethnicity (%
BME): NR

Intervention

places. For each
day treatment
patient, a 0.08
full-time
equivalent social
psychiatric nurse
was available

Comparison
beds. For each
inpatient, a 0.40
full-time
equivalent
psychiatric nurse
was available

Comments
Outcomes:

e Remission at
13 months
post-admission

e Duration of
index
admission

¢ Social
functioning
response at 13
months post-
admission

BME: black, minority, ethnic; CPN: community psychiatric nurse; ICD: International Classification of
Diseases; N: number of participants; NR: not reported; OT: occupational therapist; RCT: randomised

controlled trial

Comparison 5. Non-acute day hospital care versus outpatient care (for adults with

depression and non-psychotic severe mental iliness)

Table 25: Summary of included studies for comparison 5 non-acute day

hospital versus outpatient care

Study
Dick 1991
RCT

UK

Population
N=96
Depression
Diagnosis: 92%
DSM-IIl major
depressive
disorder; 8%
dysthymic
disorder

Mean age
(years): NR
Sex (% female):
75

Ethnicity (%
BME): NR

Intervention

Non-acute day
hospital care.
Places for up to
40 patients.
Treatment is
eclectic, with a
focus on time
structuring and
socialisation, and
a problem-
orientated
supportive/behavi
oural rather than
a psychodynamic
approach.
Staffing
comprises three
sessions per
week of
consultant time,
three sessions
per week of
support medical
time, three full-
time trained
nurses, and one
full-time
occupational
therapist. Mean

167

Comparison

Outpatient care.
Patients allocated
to continued
outpatient
treatment were
seen
approximately
monthly and
given advice on
relaxation,
anxiety
management,
and alternative
approaches to
time structuring
and handling
relationships

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Duration of
follow-up: 6
months

Outcomes:

e Admission as
an inpatient 6
months post-
admission

e Satisfaction at 6

months post-
admission
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Study

Glick 1986
RCT
us

Tyrer 1979
RCT
UK

Population

N=79
Non-psychotic
severe mental
illness
Diagnosis: 47%
schizophrenia;
53% maijor
affective disorder
Mean age
(years): 35

Sex (% female):
63

Ethnicity (%
BME): NR

N=106
Non-psychotic
severe mental
illness
Diagnosis:
Neurotic disorder
(severe enough
for day hospital
treatment)

Mean age
(years): NR
Sex (% female):
NR

Ethnicity (%
BME): NR

Intervention
duration of day
treatment was
10.7 weeks

Non-acute day
hospital care.
Transitional day
care following
inpatient
admission (about
15 hours/week
and limited to 6-
12 weeks)
involving milieu,
family, supportive
& group therapy,
medication, care
management,
recreation &
dance therapy,
and discharge
planning

Non-acute day
hospital care.
Two different
types of day
hospital: one
specialising in
neurotic disorders
(well-staffed with
psychotherapeuti
c orientation) and
the other a
standard day
hospital
(psychiatrists,
nurses,
occupational &
art therapists)

168

Comparison

Outpatient care.
Outpatient follow-
up post-inpatient
admission
involving 6-12
weeks in
outpatient group
therapy (90
mins/week),
medication
management and
24 hour crisis
intervention

Outpatient care
(routine
outpatient)

Depression in adults: Evidence review A FINAL (June 2022)

Comments

Duration of
follow-up: 12
months
Outcomes:

e Psychiatric
symptom
severity at 6
months post-
admission

e Psychiatric
symptom
severity at 12
months post-
admission

o Admission as
an inpatient 12
months post-
admission

¢ Social
functioning at 6
months post-
admission

e Social
functioning at
12 months
post-admission

e Global
functioning at 6
months post-
admission

¢ Global
functioning at
12 months
post-admission

Duration of
follow-up: 24
months
Outcomes:

e Psychiatric
symptom
severity at 4
months post-
admission

e Psychiatric
symptom
severity at 8
months post-
admission

e Admission as
an inpatient 8
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Study

Population

Intervention

Comparison

Comments

months post-
admission

¢ Social
functioning at 4
months post-
admission

e Social
functioning at 8
months post-
admission

e Satisfaction at 4
months post-
admission

BME: black, minority, ethnic; DSM Diagnostic and Statistical Manual of Mental Disorders; N: number of
participants; NR: not reported; RCT: randomised controlled trial

Comparison 6. Community mental health teams versus standard care (for adults
with non-psychotic severe mental iliness)

Table 26: Summary of included studies for comparison 6 community mental
health teams versus standard care

Study
Merson 1992
RCT

UK

Population
N=100
Non-psychotic
severe mental
iliness
Diagnosis: 38%
ICD-10
schizophrenia
and related
disorders; 32%
mood disorder;
25% neurotic and
stress-related
disorders; 4%
substance
misuse; 1%
personality
disorder only
Mean age
(years): NR
(median 32)
Sex (% female):
60

Ethnicity (%
BME): 32

Intervention

Community
mental health
team (CMHT).
Early intervention
from a
multidisciplinary
community-based
team, open
referral, in-home
assessments,
collaboration
maintained with
already involved
agencies, clinical
decisions by
team consensus
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Comparison

Standard care
included
conventional
hospital-based
psychiatric
services, usually
outpatient clinic
assessments with
occasional home
visits
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Comments

Duration of
follow-up: 3
months

Outcomes:

e Psychiatric
symptom
severity at 3
months post-
entry

e Admission as
an inpatient 3
months post-
entry

e Admission as
an inpatient for
>10 days at 3
months post-
entry

o Satisfaction
(number of
participants
satisfied with
their treatment)
at 3-months
post-entry

o Satisfaction
(service
satisfaction
score) at 3-
months post-
entry
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BME: black, minority, ethnic; ICD: International Classification of Diseases; N: number of participants;
NR: not reported; RCT: randomised controlled trial

See the full evidence tables in appendix D and the forest plots in appendix E.

Quality assessment of clinical outcomes included in the evidence review

See the clinical evidence profiles in appendix F.
Economic evidence

Included studies

A single economic search was undertaken for all topics included in the scope of this
guideline but no economic studies were identified which were applicable to this
review question. See the literature search strategy in appendix B and economic study
selection flow chart in appendix G.

Excluded studies

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

Economic model

No economic modelling was undertaken for this review because the committee
agreed that other topics were higher priorities for economic evaluation.

Evidence statements
Clinical evidence statements

Comparison 1. Primary care versus secondary care

Primary care versus secondary care subgroup analysis for Comparison 1a
Cognitive and cognitive behavioural therapies individual + antidepressant
versus antidepressant

Critical outcomes

Depression symptomatology

e Subgroup analysis of primary care and secondary care, for the comparison of
combined individual CBT and antidepressant versus antidepressant-only,
shows no statistically significant subgroup difference in depression
symptomatology at endpoint for adults receiving first-line treatment for
depression.
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Primary care versus secondary care subgroup analysis for Comparison 1b.
Selective serotonin reuptake inhibitors (SSRIs) versus placebo

Critical outcomes

Depression symptomatology
e Subgroup analysis of primary care and secondary care, for the comparison of
SSRIs versus placebo, shows no statistically significant subgroup difference in
depression symptomatology at endpoint, or change from baseline to endpoint,
for adults receiving first-line treatment for depression.

Response

e Subgroup analysis of primary care and secondary care, for the comparison of
SSRIs versus placebo, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Primary care versus secondary care subgroup analysis for Comparison 1c. SSRIs
versus tricyclic antidepressants (TCAs)

Critical outcomes

Depression symptomatology
e Subgroup analysis of primary care and secondary care, for the comparison of
SSRIs versus TCAs, shows no statistically significant subgroup difference in
depression symptomatology at endpoint, or change from baseline to endpoint,
for adults receiving first-line treatment for depression.

Remission

e Subgroup analysis of primary care and secondary care, for the comparison of
SSRIs versus TCAs, shows no statistically significant subgroup difference in
the rate of remission for adults receiving first-line treatment for depression.

Response

e Subgroup analysis of primary care and secondary care, for the comparison of
SSRIs versus TCAs, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Primary care versus secondary care subgroup analysis for Comparison 1d. TCAs
versus placebo

Critical outcomes

Depression symptomatology
e Subgroup analysis of primary care and secondary care, for the comparison of
TCAs versus placebo, shows no statistically significant subgroup difference in
depression symptomatology at endpoint, or change from baseline to endpoint,
for adults receiving first-line treatment for depression.
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Response

e Subgroup analysis of primary care and secondary care, for the comparison of
TCAs versus placebo, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Primary care versus secondary care subgroup analysis for Comparison 1e.
Serotonin—norepinephrine reuptake inhibitors (SNRIs) versus SSRIs

Critical outcomes

Remission

e Subgroup analysis of primary care and secondary care, for the comparison of
SNRIs versus SSRIs, shows no statistically significant subgroup difference in
the rate of remission for adults receiving first-line treatment for depression.

Response

e Subgroup analysis of primary care and secondary care, for the comparison of
SNRIs versus SSRIs, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Comparison 2. Crisis resolution team care versus standard care (for adults with
non-psychotic severe mental iliness)

Critical outcomes

Psychiatric symptom severity

e Very low quality evidence from 1 RCT (N=211) shows a statistically significant
but not clinically important benefit of crisis resolution team care relative to
standard care on psychiatric symptom severity 8 weeks after crisis, for adults
with non-psychotic severe mental illness.

Important outcomes

Service utilisation

e Very low quality evidence from 1 RCT (N=258) shows a clinically important and
statistically significant benefit of crisis resolution team care relative to standard
care on the rate of inpatient admission 6 months after crisis, for adults with non-
psychotic severe mental iliness.

e Very low quality evidence from 1 RCT (N=257) shows a statistically significant
but not clinically important benefit of crisis resolution team care relative to
standard care on the number of bed days in hospital 6 months after crisis, for
adults with non-psychotic severe mental iliness.

Psychological functioning

e Very low quality evidence from 1 RCT (N=217) shows neither a clinically
important nor statistically significant difference between crisis resolution team
care and standard care on quality of life 8 weeks after crisis, for adults with
non-psychotic severe mental iliness.
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Social functioning

o Very low quality evidence from 1 RCT (N=255-257) shows neither a clinically
important nor statistically significant difference between crisis resolution team
care and standard care on social functioning at 8 weeks or 6 months after
crisis, for adults with non-psychotic severe mental illness.

Satisfaction

e Very low quality evidence from 1 RCT (N=226) shows neither a clinically
important nor statistically significant difference between crisis resolution team
care relative and standard care on patient satisfaction ratings 8 weeks after
crisis, for adults with non-psychotic severe mental illness.

Comparison 3. Inpatient versus outpatient settings

Inpatient versus outpatient subgroup analysis for Comparison 3a Selective
serotonin reuptake inhibitors (SSRIs) versus placebo

Critical Outcomes

Depression symptomatology

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SSRIs versus placebo, shows no statistically significant subgroup difference in
depression symptomatology change score for adults receiving first-line
treatment for depression.

Response

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SSRIs versus placebo, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Inpatient versus outpatient subgroup analysis for Comparison 3b SSRIs versus
Tricyclic Antidepressants (TCAs)

Critical Outcomes

Depression symptomatology

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SSRIs versus TCAs, shows no statistically significant subgroup difference in
depression symptomatology at endpoint for adults receiving first-line treatment
for depression.

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SSRIs versus TCAs, shows a statistically significant subgroup difference in
depression symptomatology change score for adults receiving first-line
treatment for depression. In inpatient settings TCAs show a small benefit over
SSRIs, and in outpatient settings SSRIs show a small benefit over TCAs,
however, in both inpatient and outpatient settings the difference between TCAs
and SSRIs is non-significant.

Remission

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SSRIs versus TCAs, shows no statistically significant subgroup difference in
the rate of remission for adults receiving first-line treatment for depression.
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Response

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SSRIs versus TCAs, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Inpatient versus outpatient subgroup analysis for Comparison 3c Serotonin—
norepinephrine reuptake inhibitors (SNRIs) versus placebo

Critical Outcomes

Depression symptomatology

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus placebo, shows no statistically significant subgroup difference in
depression symptomatology at endpoint for adults receiving first-line treatment
for depression.

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus placebo, shows no statistically significant subgroup difference in
depression symptomatology change scores for adults receiving first-line
treatment for depression.

Remission

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus placebo, shows no statistically significant subgroup difference in
the rate of remission for adults receiving first-line treatment for depression.

Inpatient versus outpatient subgroup analysis for Comparison 3d SNRIs versus
SSRIs

Critical Outcomes

Depression symptomatology

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus SSRIs, shows no statistically significant subgroup difference in
depression symptomatology at endpoint for adults receiving first-line treatment
for depression.

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus SSRIs, shows a statistically significant subgroup difference in
depression symptomatology change score for adults receiving first-line
treatment for depression. In both inpatient and outpatient settings SNRIs show
a benefit over SSRIs however this effect is larger in inpatient relative to
outpatient settings, although this is a difference in magnitude rather than
direction and even in inpatient settings the difference is not clinically important.

Remission

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus SSRIs, shows no statistically significant subgroup difference in
the rate of remission for adults receiving first-line treatment for depression.
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Response

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
SNRIs versus SSRIs, shows no statistically significant subgroup difference in
the rate of response for adults receiving first-line treatment for depression.

Inpatient versus outpatient subgroup analysis for Comparison 3e Mirtazapine
versus TCAs

Critical Outcomes

Response

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
mirtazapine versus TCAs, shows no statistically significant subgroup difference
in the rate of response for adults receiving first-line treatment for depression.

Inpatient versus outpatient subgroup analysis for Comparison 3f Acupuncture +
antidepressants versus antidepressants

Critical Outcomes

Depression symptomatology

e Subgroup analysis of inpatient and outpatient settings, for the comparison of
combined acupuncture and antidepressant versus antidepressants-only, shows
no statistically significant subgroup difference in depression symptomatology
change score for adults receiving first-line treatment for depression.

Comparison 4. Acute psychiatric day hospital care versus inpatient care (for
adults with depression and non-psychotic severe mental illness)

Critical outcomes

Psychiatric symptom severity

e Very low quality evidence from 2-3 RCTs (N=1249-1281) shows neither
clinically important nor statistically significant differences between acute day
hospital care compared to inpatient care on psychiatric symptom severity at 2-3
months or 12-14 months post-admission, for adults with depression or non-
psychotic severe mental iliness.

Remission

e Very low quality evidence from 2 RCTs (N=151) shows neither clinically
important nor statistically significant effects differences between acute day
hospital care compared to inpatient care on the rate of remission at 3 or 13

months post-admission, for adults with depression or non-psychotic severe
mental iliness.

Response

e Very low quality evidence from 1 RCT (N=44) including only adults with
depression shows a clinically important but not statistically significant benefit of

inpatient care relative to acute day hospital care on the rate of response at 3
months post-admission.
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Important outcomes

Service utilisation

o Very low quality evidence from 4 RCTs (N=1535) shows a clinically important
and statistically significant benefit of inpatient care, relative to acute day
hospital care, on the duration of index admission for adults with depression or
non-psychotic severe mental iliness.

e Very low quality evidence from 3 RCTs (N=372) shows a clinically important
but not statistically significant benefit of acute day hospital care relative to
inpatient care on readmission at 4 months or 12 months post-admission, for
adults with depression or non-psychotic severe mental illness.

¢ Very low quality evidence from 1 RCT (N=83) shows clinically important but not
statistically significant benefits of inpatient care relative to acute day hospital
care on the number of emergency contacts and the number of outpatient
contacts, for adults with non-psychotic severe mental illness.

Psychological functioning

e Very low quality evidence from 1 RCT (N= 1117) shows neither clinically
important nor statistically significant differences between acute day hospital
care compared to inpatient care on quality of life at 2 or 14 months post-
admission, for adults with non-psychotic severe mental illness.

Social functioning

¢ Very low quality evidence from 1 RCT (N= 1117) shows a statistically
significant but not clinically important benefit of acute day hospital care relative
to inpatient care on social functioning impairment at 2 and 14 months post-
admission, for adults with non-psychotic severe mental illness.

e Very low quality evidence from 2 RCTs (N=181) shows a clinically important
but not statistically significant benefit of acute day hospital care relative to
inpatient care on the number of people achieving significant improvement in
social functioning at 12-13 months post-admission, for adults with non-
psychotic severe mental iliness.

Satisfaction

e Very low quality evidence from 1 RCT (N= 83) shows a clinically important and
statistically significant benefit of acute day hospital care relative to inpatient
care in the number of people who are satisfied or very satisfied with their
treatment, for adults with non-psychotic severe mental illness.

e Very low quality evidence from 1 RCT (N=1117) shows neither clinically
important nor statistically significant differences between acute day hospital
care compared to inpatient care on patient satisfaction ratings at 2 months
post-admission, for adults with non-psychotic severe mental iliness.

Carer distress

e Very low quality evidence from 1 RCT (N=55-77) shows neither clinically
important nor statistically significant differences between acute day hospital
care compared to inpatient care on carer distress at 3 or 12 months post-
admission, for adults with non-psychotic severe mental iliness.
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Comparison 5. Non-acute day hospital care versus outpatient care (for adults with
depression and non-psychotic severe mental iliness)

Critical outcomes

Psychiatric symptom severity

¢ Low to very low quality evidence from 2 RCTs (N=139-144) shows neither
clinically important nor statistically significant differences between non-acute
day hospital care compared to outpatient care on psychiatric symptom severity
at 4-6 months and 8-12 months post-admission, for adults with non-psychotic
severe mental iliness.

Important outcomes

Service utilisation

¢ Very low quality evidence from 3 RCTs (N=281) shows a clinically important
but not statistically significant benefit of outpatient care relative to non-acute
day hospital care on the number of people admitted as an inpatient at 6-12
months post-admission, for adults with non-psychotic severe mental illness.

Social functioning

o Very low quality evidence from 2 RCTs (N=141) shows neither clinically
important nor statistically significant differences between non-acute day
hospital care compared to outpatient care on social functioning at 4-6 or 8-12
months post-admission, for adults with non-psychotic severe mental illness.

e Very low quality evidence from 1 RCT (N=51-52) shows neither clinically
important nor statistically significant differences between non-acute day
hospital care compared to outpatient care on global functioning at 6 and 12
months post-admission, for adults with non-psychotic severe mental illness.

Satisfaction

e Very low quality evidence from 2 RCTs (N=198) shows neither clinically
important nor statistically significant differences between non-acute day
hospital care compared to outpatient care on the number of people satisfied or
very satisfied with their treatment at 4-6 months post-admission, for adults with
non-psychotic severe mental iliness.

Comparison 6. Community mental health teams versus standard care (for adults
with non-psychotic severe mental iliness)

Critical outcomes

Psychiatric symptom severity

e Low quality evidence from 1 RCT (N=100) shows neither a clinically important
nor statistically significant difference between community mental health team
care compared to standard care on psychiatric symptom severity at 3 months
post-entry, for adults with non-psychotic severe mental illness.
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Important outcomes

Service utilisation

o Very low quality evidence from 1 RCT (N=100) shows a clinically important but
not statistically significant benefit of community mental health team care
relative to standard care on the number of people admitted to inpatient care,
and a clinically important and statistically significant benefit on the number of
people admitted to inpatient care for longer than 10 days, for adults with non-
psychotic severe mental iliness.

Satisfaction

o Very low quality evidence from 1 RCT (N=87) shows clinically important and
statistically significant benefits of community mental health team care, relative
to standard care, on both continuous and dichotomous measures of satisfaction
for adults with non-psychotic severe mental iliness.

Economic evidence statements

No economic evidence was identified which was applicable to this review question.
The committee’s discussion of the evidence

Interpreting the evidence
The outcomes that matter most

The aim of this review was to determine if different settings for the delivery of care
improved outcomes for people with depression so the committee identified
depression symptomatology, response, remission and relapse to be the critical
outcomes for this question. If the evidence specific to depression was limited, it was
pre-defined in the protocol that the inclusion criteria would be expanded to include
those with non-psychotic severe mental iliness, and for these populations psychiatric
symptom severity was a critical outcome. Service utilisation and resource use were
identified as important outcomes, as a measure of uptake and persistence with
treatment. Psychological functioning, social functioning, satisfaction, and carer
distress were also considered important outcomes, in order to assess the broader
impact of setting on the person with depression and their family or carer.

For all comparisons there was evidence for at least one critical outcome — most
commonly symptom severity — and at least one important outcome. Carer distress
was rarely reported and this outcome was only available for comparison 4.

The quality of the evidence

The committee noted that all outcomes had been assessed as either very low or low
in GRADE. Most outcomes were downgraded due to imprecision and/or risk of bias.
A number of the comparisons also included people with non-psychotic severe mental
illness, and so were not specific to the population of people with depression, and
these comparisons were downgraded again due to indirectness.

Benefits and harms

The comparisons included in this review included a number of different settings such
as the primary care setting (where people are living in their own home and are cared

178
Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Service delivery

for by their GPs), and a number of different secondary care or specialist services,
where care is provided to people in their own homes, as outpatients, or as inpatients.

During the protocol development, the committee had noted that the best evidence to
examine the benefits and harms associated with settings would require randomised
controlled trials (RCTs) that randomised the same population to different settings for
the delivery of care. However, trials of interventions delivered in certain settings will
recruit populations considered to be relevant to that setting. Evidence is particularly
limited where the comparison includes inpatient care, as the large majority of people
with depression are never admitted to hospital. The committee therefore agreed to
consider a wider evidence base for settings where there was limited direct RCT
evidence by including evidence on the care of people with severe, non-psychotic
mental illness as well as or instead of, those with depression. The committee also
agreed that where specific RCT evidence was limited for particular comparisons,
indirect evidence in the form of subgroup analyses of the NMA dataset (Evidence
report B: Treatment of a new episode of depression) may be informative.

For crisis resolution team care, no RCT evidence was identified that specifically
addressed this setting for adults with depression, and only 1 RCT was identified that
included people with severe non-psychotic mental illness. The evidence showed a
small but statistically significant benefit of crisis resolution team care (relative to
standard care) on psychiatric symptom severity, and benefits in terms of service
utilisation (on the number of people admitted as an inpatient, and bed days in
hospital). Based on their experience, the committee recognised the potential benefits
that crisis resolution team care may bring to adults with severe depression
(particularly those at significant risk of harming themselves through suicide attempts
or self-neglect) in providing an alternative to inpatient treatment and thus potentially
avoiding the stigma and costs associated with hospital admission. They also
recognised that crisis resolution and home treatment team care may have an
important role in supporting people at home after an inpatient stay and so facilitate an
early discharge, reducing the likelihood of a readmission to hospital. The committee
therefore included in their recommendations some guidance on the type of people
with depression who should be seen by crisis resolution teams, and what that care
should involve. However, given the limited and indirect evidence base, the committee
agreed that a ‘consider’ rather than ‘offer’ recommendation was appropriate.

There was no specific RCT evidence for inpatient settings. Therefore the committee
considered indirect evidence in the form of subgroup analyses of the NMA dataset
(acute treatment of depressive episodes). Differences between delivery in inpatient
and outpatient settings were explored for depression symptomatology, remission,
and response for all treatment comparisons with at least 2 studies in each subgroup
(SSRIs versus placebo; SSRIs versus TCAs; SNRIs versus placebo; SNRIs versus
SSRIs; mirtazapine versus TCAs; acupuncture + antidepressant versus
antidepressant). Most subgroup differences were non-significant. There was,
however, a statistically significant subgroup difference between inpatient and
outpatient settings for depression change score for the SSRIs versus TCAs
comparison, with TCAs showing a small benefit over SSRIs in inpatient settings and
SSRIs showing a small benefit over TCAs in outpatient settings, however, the
difference between TCAs and SSRIs was non-significant in both inpatient and
outpatient settings. There was also a statistically significant subgroup difference
between inpatient and outpatient settings for depression change score for the SNRIs
versus SSRIs comparison, however, this was a difference in magnitude rather than
direction with a benefit of SNRIs relative to SSRIs shown in both inpatient and
outpatient settings but larger effects shown in inpatient settings. Despite the lack of
evidence for clear clinical benefits associated with inpatient care, the committee drew
on their clinical knowledge and expertise, and recognised that inpatient care may be
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necessary for people with more severe depression who could not be adequately
supported by a crisis resolution and home treatment team, particularly if they were
socially isolated, and so they made a recommendation to this effect.

For primary care compared to secondary care, no RCT evidence was identified that
specifically addressed this setting. Therefore the committee considered indirect
evidence in the form of subgroup analyses of the NMA dataset (acute treatment of
depressive episodes). For all valid treatment comparisons (at least 2 studies per
subgroup), subgroup analyses compared whether different outcomes were
associated with delivery of treatment in primary compared to secondary care. For all
comparisons (combined individual CBT and antidepressant versus antidepressant-
only; SSRIs versus placebo; SSRIs versus TCAs; TCAs versus placebo; SNRIs
versus SSRIs) there was no good evidence to show any difference between delivery
in primary care or secondary care on depression symptomatology, response, or
remission. Based on this evidence and their knowledge and experience, the
committee agreed that there was no need to add a recommendation that specified
whether interventions should be delivered in primary or secondary care, except
where there were safety concerns for certain pharmacological interventions but this
was captured in the specific treatment recommendations.

For all other comparisons, very few RCTs were identified that included only adults
with depression (only 2 RCTs across 2 separate comparisons of non-acute day
hospital versus outpatient care, and acute psychiatric day hospital versus inpatient
care), and a wider evidence base including those with non-psychotic severe mental
illness was considered. For acute psychiatric day hospital care (relative to inpatient
care), non-acute day hospital care (relative to outpatient care), and community
mental health team care (relative to standard care) no significant (both clinically
important and statistically significant) differences were shown for the critical
outcomes of psychiatric symptom severity, remission or response. No eligible
evidence was identified for specialist tertiary affective disorders settings or residential
settings. On the basis of the limited evidence base, the committee agreed that there
were no grounds (including their clinical knowledge and experience) on which to
base a recommendation that care for people with depression should be delivered in
these specific settings.

The committee raised the importance of equity of access to interventions in inpatient
care that is equivalent to those available in community settings. They therefore
recommended that the full range of psychological interventions available in
community settings should also be available in inpatient settings. They also
recognised that the intensity and/or duration of these interventions may need to be
altered commensurate with the level of severity and need in inpatient settings.

Cost effectiveness and resource use

No evidence on the cost-effectiveness of different settings for the delivery of care for
adults with depression was identified and no further economic analysis was
undertaken. The committee considered the costs associated with crisis resolution
and home treatment and estimated that these are higher than routine primary care
but significantly lower than inpatient care. The committee expressed the opinion that,
compared with routine primary care, crisis resolution treatment is often more
appropriate for people with more severe depression who are at significant risk of
suicide, harm to self or to others, self-neglect or complications in response to their
treatment, leading to better outcomes and reduced need for more costly inpatient
care.
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The committee took into account the high costs associated with inpatient care, and
decided to recommend inpatient treatment only for people with more severe
depression who cannot be adequately supported by a crisis resolution and home
treatment team.

Considering the benefits and costs of crisis resolution and home treatment teams
(CRHT teams) relative to other care settings, the committee expressed the opinion
that CRHT comprises an effective and likely cost-effective model of care for people
with depression who would benefit from early discharge from hospital after a period
of inpatient care.

The committee took into account the cost effectiveness of psychological treatments
in the acute treatment of people with depression based on the results of the
economic analysis undertaken for this guideline (Evidence report B: Treatment of a
new episode of depression), and expressed the view that the full range of such
treatments should also be available in inpatient settings, to allow provision of
clinically and cost-effective care in populations treated in such settings. The
committee acknowledged the fact that increasing the intensity and duration of
psychological interventions for people with depression in inpatient settings has
resource implications, but expressed the view that the benefits of more intensive
treatment in this group would outweigh the additional intervention costs. Moreover, if
improved outcomes result in earlier discharge, then cost-savings may outweigh the
intervention costs of more intensive psychological treatment.

Recommendations supported by this evidence review

This evidence review supports recommendations 1.16.11 to 1.16.14 in the NICE
guideline.
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Appendices

Appendix A — Review protocols

Review protocol for review question 1.1: For adults with depression, what are the relative benefits and harms associated
with different models for the coordination and delivery of services?

Table 27: Review protocol for different models of care

Field (based on PRISMA-P)
Review question

Type of review question
Objective of the review

Population

Exclude

Content

For adults with depression, what are the relative benefits and harms associated with different models for the
coordination and delivery of services?

Intervention review
To identify the optimal model of delivery of services for adults with an acute episode of depression, or adults
whose depression has responded fully or partially to treatment.

o Adults with 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)

For studies on relapse prevention:

o Adults whose depression has responded to treatment (in full or partial remission) according to DSM, ICD or
similar criteria, or indicated by below clinical threshold depression symptom scores on validated scales

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
o Trials of women with antenatal or postnatal depression

e Trials of children and young people (mean age under 18 years)

o Trials of people with learning disabilities

o Trials of adults in contact with the criminal justice system (not solely as a result of being a witness or victim)
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Field (based on PRISMA-P)

Intervention

Comparison

Outcomes and prioritisation

Content

o Trials that specifically recruit participants with a physical health condition in addition to depression (e.g.
depression in people with diabetes)

Models for the coordination and delivery of services:

e Collaborative care (simple and complex)

e Stepped care

¢ Medication management

o Attached professional model

¢ Care coordination

¢ Integrated care pathways (including primary care liaison or shared care)

¢ Measurement-based care

e Treatment as usual

o Waitlist

¢ Any other service delivery model

Critical outcomes:

Depression symptomatology (mean endpoint score or change in depression score from baseline)
Response (usually defined as at least 50% improvement from the baseline score on a depression scale)
Remission (usually defined as a score below clinical threshold on a depression scale)

Relapse (number of people who returned to a depressive episode whilst in remission)

The following depression scales will be included in the following hierarchy:
o MADRS

¢ HAMD

e QIDS

e PHQ

e CGil (for dichotomous outcomes only)

e CES-D

e BDI

e HADS-D (depression subscale)
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Field (based on PRISMA-P)

Study design

Include unpublished data?

Restriction by date?

Minimum sample size

Study setting

Review strategy

Content

Important outcomes:
o Antidepressant use
e Discontinuation due to any reason

Outcomes will be assessed at 6 months and 12 months.

¢ 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. No restriction on date for the updated search, studies published between database
inception and the date the searches are run will be sought.

e Minimum sample size 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).

Coding Strategy

For this review, a coding system for classifying the complexity and type of service delivery model has been
developed specifically for the purpose of this guideline. The service delivery model described in each study
will be rated on this 17-item coding system which will generate an overall rating between 0-20 (see Table 1).
Service delivery models which score above 6 will be considered a collaborative care intervention; those
scoring 13+ will be coded as complex collaborative care and those scoring 6-12 will be coded as simple
collaborative care. Service delivery models that score below 6 will be classified as an alternative service
delivery model (e.g. care coordination) or a stand-alone psychological intervention (e.g. self-help with
support).

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-
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Field (based on PRISMA-P) Content
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
A meta-analysis using a random-effects model will be conducted to combine results from similar studies.

An intention to treat (ITT) approach will be taken where possible.

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 1>>50%, twice if 1>>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 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.

Coding system for service delivery models
Collaborative Care Component Score Method
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Field (based on PRISMA-P)

Content

Item

Score

1. Active and integrated case
recognition/identification*

(Systematic identification- from a clinical

database or screened positive for depression)

2. Collaborative assessment and plan included
(Collaborative assessment with the patient)

3. Case Management
(Case manager present- can include pharmacist
for medication management)

4. Active liaison with primary care and other
services

(System set up for structured liaison/ regular

meetings)

5. Case Manager has MH background
(A prior mental health background, not just
training in mental health)

6. Supervision provided for case manager

7. Senior MH professional
consultation/involvement
(Broad definition- just need to be available)

8. Psychoeducation delivered

9. Algorithm(s) used to determine care*

10. Integration with physical health care where
necessary

o|Oo(o
— | —

11. Social/psychosocial interventions provided

12. Case manager delivers intervention

13. Medication management provided

14. Routine outcome monitoring
(Scheduled, using a tool)

oo |Oo|O
LN UK IS\ IR

15. Psychological interventions provided
None
Low intensity
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High intensity 2
16. Duration of programme contact
<6 months 0
7-12months 1
1year plus 2
17. Number of sessions (F-t-F and Telephone)
<6 sessions 0
6 — 12 sessions 1
13 + sessions 2
Total (maximum 20)
*Including stepped care
Rating
<5 — not collaborative care
6-12 - simple collaborative care
13+ — complex collaborative care
Heterogeneity Where possible, the influence of the following subgroups will be considered:

(sensitivity analysis and subgroups)
For the review of collaborative care only:
o Type of collaborative care (simple vs complex)
e Stepped care component included in collaborative care intervention
e Case manager background
e Psychological interventions delivered as part of the model of care

o Number of contacts/sessions/follow-up visits provided as part of intervention (less than 13 sessions, 13+
sessions)

For all reviews:

e Chronic depression

Depression with coexisting personality disorder
Psychotic depression

Older adults

BME populations
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Field (based on PRISMA-P)

Data management (software)

Notes

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

Content
e Men
Endnote was used to sift through the references identified by the search, Excel was used for data extraction

Pairwise meta-analyses and production of forest plots was done using Cochrane Review Manager
(RevMan5).

‘GRADEpro’ was used to assess the quality of evidence for each outcome.

The committee identified one good quality systematic review of RCTs (Coventry et al., 2014) which reviewed
collaborative care interventions. The review was used as a source to identify any additional eligible studies

Coventry PA, Hudson JL, Kontopantelis E, Archer J, Richards DA, et al. (2014) Characteristics of Effective
Collaborative Care for Treatment of Depression: A Systematic Review and Meta-Regression of 74
Randomised Controlled Trials. PLoS ONE 9(9): e108114.

Separate reviews (if applicable) will be conducted for service delivery models which were aimed at:
e Treating an episode of depression
¢ Preventing relapse of a future episode of depression

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.
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Field (based on PRISMA-P)

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
Name of sponsor

Roles of sponsor

PROSPERQO registration number

Content

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.

The NGA is funded by NICE and hosted by the Royal College of Obstetricians and Gynaecologists.

NICE funds NGA to develop guidelines for those working in the NHS, public health and social care in England
CRD42019151323

BDI: Beck Depression Inventory; BME: black, minority, ethnic; 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 of Mental Disorders; GRADE: Grading of Recommendations Assessment, Development and Evaluation; HADS-D: Hospital Anxiety and
Depression Scale (-Depression); HAMD: Hamilton Depression Rating Scale ; ICD: International Statistical Classification of Diseases;ITT: intention to treat; MADRS:
Montgomery—-Asberg Depression Rating Scale; N: number; NGA: National Guideline Alliance; NHS: National health service; NICE: National Institute for Health and Care
Excellence; PHQ: Patient Health Questionnaire; QIDS: Quick Inventory of Depressive Symptomatology; RCT: randomised controlled trial; RoB: risk of bias; SMD:
standardised mean difference;
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Review protocol for review question 1.2 For adults with depression, what are the relative benefits and harms associated with
different settings for the delivery of care?

Table 28: Review protocol for different settings for the delivery of care

Field (based on PRISMA-P)
Review question

Type of review question
Objective of the review
Population

Exclude

Intervention

Content

For adults with depression, what are the relative benefits and harms associated with different settings for the
delivery of care?

Intervention review
To identify the optimal settings for the delivery of care for adults with depression
o Adults with 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)

o |If the evidence specific to depression is limited then the inclusion criteria may be expanded to include those
with non-psychotic severe mental iliness.

¢ If some, but not all, of a study’s participants are eligible for the review, then we will include a study if the
majority (at least 51%) of its participants are eligible for this review.

¢ Trials of women with antenatal or postnatal depression

e Trials of children and young people (mean age under 18 years)

o Trials of people with learning disabilities

o Trials of adults in contact with the criminal justice system (not solely as a result of being a witness or victim)

o Trials that specifically recruit participants with a physical health condition in addition to depression (e.g.
depression in people with diabetes)

Settings for the delivery of care, which may include:
e Primary care

o Crisis resolution and home treatment teams

¢ Inpatient setting

o Acute psychiatric day hospital care

¢ Non-acute day hospital care and recovery centres
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Field (based on PRISMA-P)

Comparison
Outcomes and prioritisation

Study design

Include unpublished data?

Restriction by date?

Minimum sample size

Content

o Specialist tertiary affective disorders settings
o Community Mental Health Teams

¢ Residential services

Any other setting for the delivery of care

Critical outcomes:

¢ Depression symptomatology (mean endpoint score or change in depression score from baseline)

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

¢ Relapse (number of people who returned to a depressive episode whilst in remission)

Important outcomes:

¢ Service utilisation/resource use (e.g. antidepressant use)

e Psychological functioning

¢ Social functioning

o Satisfaction

o Carer distress

Outcomes will be assessed at endpoint and follow-up.

Only published full-text papers of the following types of studies: systematic reviews of RCTs; RCTs

If no RCT evidence is identified that specifically addresses the following settings: primary care, and inpatient
care, then indirect evidence will be considered in the form of sub-analyses of the NMA dataset (first-line
treatment of depressive episodes)

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. No restriction on date for the updated search, studies published between database
inception and the date the searches are run will be sought.

o Minimum sample size N = 10 in each arm
o Studies with <50% completion data (drop out of >50%) will be excluded
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Field (based on PRISMA-P)
Study setting

Review strategy

Heterogeneity
(sensitivity analysis and subgroups)

Content

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

A meta-analysis using a random-effects model will be conducted to combine results from similar studies.

An intention to treat (ITT) approach will be taken where possible.

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% CI is imprecise i.e. crosses the line of no effect and the threshold for clinical benefit/harm,
0.8 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 Chronic depression

e Depression with coexisting personality disorder

o Psychotic depression
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Field (based on PRISMA-P)

Data management (software)

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

Content
e Older adults

STAR was used to sift through the references identified by the search, and for data extraction

Pairwise meta-analyses and production of forest plots was done using Cochrane Review Manager
(RevMan5).

‘GRADEpro’ was used to assess the quality of evidence for each outcome.

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
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Field (based on PRISMA-P)
Rationale/context — what is known

Describe contributions of authors and
guarantor

Sources of funding/support
Name of sponsor

Roles of sponsor

PROSPERQO registration number

Content
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.

The NGA is funded by NICE and hosted by the Royal College of Obstetricians and Gynaecologists.

NICE funds NGA to develop guidelines for those working in the NHS, public health and social care in England
Not applicable

CDSR: Cochrane Database of Systematic Reviews; CENTRAL: Cochrane Central Register of Controlled Trials; Cl: confidence interval; DARE: Database of Abstracts of
Reviews of Effects; DSM: Diagnostic and Statistical Manual of Mental Disorders; GRADE: Grading of Recommendations Assessment, Development and Evaluation; ICD:
International Statistical Classification of Diseases;ITT: intention to treat; N: number; NGA: National Guideline Alliance; NHS: National health service; NICE: National Institute
for Health and Care Excellence; NMA: network meta-analysis; RCT: randomised controlled trial; RoB: risk of bias; SMD: standardised mean difference;
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Appendix B — Literature search strategies

Literature search strategies for review question 1.1: For adults with depression,
what are the relative benefits and harms associated with different models for the
coordination and delivery of services?

Clinical search

Database(s): Embase 1974 to 2019 March 04, Ovid MEDLINE(R) and Epub Ahead of Print, In-
Process & Other Non-Indexed Citations and Daily 1946 to March 04, 2019, PsycINFO 1806 to
February Week 4 2019

Date of search: 05/03/2019
Search updated: 02/03/2021

# Searches

1 (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
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

3 ("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 Case Management/

7 (collaboration or teamwork™*).tw.

8 Intersectoral Collaboration/

9 collaboration/ use psyh

10  collaborative care team/ use oemezd

11 integrated health care system/ use oemezd

12 Delivery of Health Care, Integrated/ use ppez

13  (interdisciplinary treatment approach/ or integrated services/) use psyh

14  (Community-Institutional Relations/ or Hospital-Patient Relations/ or Hospital-Physician Relations/ or Interdepartmental
Relations/ or Interinstitutional Relations/ or exp Interprofessional Relations/) use ppez

15  public relations/ use oemezd

16  (multidisciplinary care team* or MDT*1).tw.

17  patient care planning/ use oemezd

18  (Patient-Centered Care/ or exp Patient Care Planning/) use ppez

19  ((collaborat* or coordinat* or co ordinat* or integrat* or shared or stepped or systematic) adj2 (care or effort* or health*
or interven® or liais* or manag* or model* or pathway* or service* or work*)).tw.

20 (case manag® or disease manag* or enhanced care or managed care or multi-component or multicomponent).tw.

21 (care manag* or chronic care* or complex intervention* or cooperative behav* or co-operative behav* or joint working
or interprofessional or inter-professional or interdisciplinary or inter-disciplinary or multidisciplin* or mulit-disciplin* or
multiprofession* or multi-profession* or transdisciplin® or trans-disciplin* or multifacet* or multi-facet* or multiple
intervention* or multi-intervention* or organi?ational intervention* or interpersonal relation* or inter-personal relation* or
interinstitutional relation* or inter-insitutional relation* or consultation liais* or algorithm*).tw.

22  ((drug* or medication* or therap* or treatment*) adj (guideline* or protocol* or manag* or model or adherence or
complian* or concordance)).tw.

23  (patient care team or patient care management or patient care planning or managed care program* or (healthcare adj3
delivery) or (continuity adj3 care) or (measur* adj2 care) or professional-patient relations or interprofessional relations
or inter-professional relations).tw.

24 or/6-23

25 5and 24

26  Letter/ use ppez

27  letter.pt. or letter/ use oemezd

28 note.pt.

29  editorial.pt.
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66
67

68
69
70
71
72
73
74
75
76
77
78
79
80
81
82

84
85
86
87
88
89
90
91

Searches

Editorial/ use ppez

News/ use ppez

exp Historical Article/ use ppez

Anecdotes as Topic/ use ppez

Comment/ use ppez

Case Report/

case study/ use oemezd

(letter or comment*).ti.

or/26-37

randomized controlled trial/

random®.ti,ab.

39 or 40

38 not 41

(animals/ not humans/) use ppez

(animal/ not human/) use oemezd

nonhuman/ use oemezd

exp animals/ use psyh

"primates (nonhuman)"/ use psyh

exp Animals, Laboratory/ use ppez

exp Animal Experimentation/ use ppez

exp animal experiment/ use oemezd

exp experimental animal/ use oemezd

exp Models, Animal/ use ppez

animal model/ use oemezd

animal models/ use psyh

animal research/ use psyh

exp Rodentia/ use ppez

exp rodent/ use oemezd

exp rodents/ use psyh

(rat or rats or mouse or mice).ti.

or/42-59

25 not 60

limit 61 to english language

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.

63 use ppez

(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.

65 use ppez

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.

67 use oemezd

clinical trials/ or (placebo or randomi?ed or randomly).ab. or trial.ti.

69 use psyh

64 or 66

68 or 70 or 71

Meta-Analysis/

Meta-Analysis as Topic/

systematic review/

meta-analysis/

(meta analy* or metanaly* or metaanaly*).ti,ab.

((systematic or evidence) adj2 (review* or overview?*)).ti,ab.

((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

(reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.
(search strategy or search criteria or systematic search or study selection or data extraction).ab.
(search* adj4 literature).ab.

(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.

cochrane.jw.

((pool* or combined) adj2 (data or trials or studies or results)).ab.

(or/73-75,77,79-84) use ppez

(or/75-78,80-85) use oemezd

(or/73,77,79-84) use psyh

or/86-88

72 or 89

62 and 90
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The Cochrane Library: Cochrane Database of Systematic Reviews, Issue 3 of 12, March 2019;
Cochrane Central Register of Controlled Trials, Issue 3 of 12, March 2019

Date of search: 05/03/2019
Search updated: 04/03/2021

ID Search
#1 MeSH descriptor: [Depression] this term only
#2 MeSH descriptor: [Depressive Disorder, Major] explode all trees

#3 MeSH descriptor: [Adjustment Disorders] this term only
#4 MeSH descriptor: [Affective Disorders, Psychotic] this term only

#5 MeSH descriptor: [Factitious Disorders] this term only
#6 MeSH descriptor: [Premenstrual Dysphoric Disorder] this term only
#7 (depress* or dysphori* or dysthym* or melanchol* or seasonal affective disorder* or ((affective or mood) next

disorder®))

#8 {or #1-#7}

#9 MeSH descriptor: [Case Management] this term only

#10 (collaboration or teamwork*):ti,ab

#11 MeSH descriptor: [Delivery of Health Care, Integrated] this term only

#12 MeSH descriptor: [Community-Institutional Relations] this term only

#13 MeSH descriptor: [Hospital-Patient Relations] this term only

#14 MeSH descriptor: [Hospital-Physician Relations] this term only

#15 MeSH descriptor: [Interdepartmental Relations] this term only

#16 MeSH descriptor: [Interdepartmental Relations] this term only

#17 MeSH descriptor: [Interprofessional Relations] explode all trees

#18 (multidisciplinary care team* or MDT or MDTs):ti,ab

#19 MeSH descriptor: [Patient-Centered Care] this term only

#20 MeSH descriptor: [Patient Care Planning] explode all trees

#21 ((collaborat* or coordinat* or “co ordinat*” or integrat* or shared or stepped or systematic) near/2 (care or effort* or
health* or interven* or liais* or manag* or model* or pathway* or service* or work*)):ti,ab

#22 (“case manag*” or “disease manag*” or “enhanced care” or “manag* care” or “multi component” or
multicomponent):ti,ab

#23 (“care manag*” or “chronic care*” or “complex intervention*” or “cooperative behav*” or “co operative behav*” or “joint
working” or interprofessional or "inter professional" or interdisciplinary or “inter disciplinary” or multidisciplin® or “mulit
disciplin®” or multiprofession* or “multi profession*” or transdisciplin* or “trans disciplin*” or multifacet* or “multi
facet*” or “multiple intervention*” or “multi intervention*” or “organi?ational intervention*” or “interpersonal relation*” or
“inter personal relation*” or “interinstitutional relation*” or "inter insitutional relation*” or “consultation liais*” or
algorithm*):ti,ab

#24 ((drug* or medication* or therap* or treatment*) NEXT (guideline* or protocol* or manag* or model* or adherence or
complian* or concordance)):ti,ab

#25 (“patient care team*” or “patient care manag*” or “patient care plan*” or “managed care program*” or (healthcare
near/3 delivery) or (continuity near/3 care) or (measur* near/2 care) or “professional-patient relations” or
“interprofessional relations” or “inter professional relations”):ti,ab

#26 {or #9-#25}

#27 #8 and #26 in Cochrane Reviews, Cochrane Protocols, Trials

*9 *9 %7 *

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 1806
to February Week 1 2019

Searched: 27/02/2019
Search updated: 02/03/2021

# Searches

1 (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
dysphoric disorder/ or reactive depression/ or recurrent brief depression/ or seasonal affective disorder/ or treatment
resistant depression/) use oemezd

198
Depression in adults: Evidence review A FINAL (June 2022)



FINAL
Settings of care

# Searches
2 ((Depression/ or exp Depressive Disorder/ or Adjustment Disorders/ or Affective Disorders, Psychotic/ or Factitious
Disorders/ or Premenstrual Dysphoric Disorder/) use ppez

3 ("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.
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# Searches

66 cost*.ti.

67 (economic* or pharmaco?economic®).ti.

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.

7 (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 (galy* or gal or gqald* or qale* 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 eurqol* 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 gol).tw. and cost benefit analysis/ use oemezd
94 (quality of life or gol).tw. and "costs and cost analysis"/ use psyh
95 ((gol or hrgol or quality of life).tw. or *quality of life/) and ((qol or hrqol* 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 gol).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 or104
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  #1 or#2 IN HTA FROM 2016 TO 2019

Database(s): CINAHL Plus (Cumulative Index to Nursing and Allied Health Literature) 1937-
current, EBSCO Host

Searched: 26/02/2019
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Search updated: 02/03/2021

S31

S30
S29

S28
S27
S26

525

S24
5§23

S22
S21
S20

S19

S18
S17

s16
s15
S14
s13
s12

S11
S10

S9
S8
S7

S6
S5

S4

S3

S2

S1

Query
S4 AND S30

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 ((gol or hrqol or quality of life) AND ((qol or hrgol* 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 qol) 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 gol) 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 (eq-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 eurqol* or eur
gol5d* or eurgol5d* or eur?qul* or eur?qul5d* or euro* quality of life or
european qol)

Tl 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 gal 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 OR 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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Exclude MEDLINE records; Language:

English
Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
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Search modes - Boolean/Phrase
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Search modes - Boolean/Phrase
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Search modes - Boolean/Phrase
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Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
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Search modes - Boolean/Phrase
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Language: English

Search modes - Boolean/Phrase
Search modes - Boolean/Phrase
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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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Literature search strategies for review question 1.2 For adults with depression, what
are the relative benefits and harms associated with different settings for the
delivery of care?

Clinical search

Database(s): Embase 1974 to 2019 March 13, Ovid MEDLINE(R) and Epub Ahead of Print, In-
Process & Other Non-Indexed Citations and Daily 1946 to March 13, 2019, PsycINFO 1806 to
March Week 1 2019

Searched: 14/03/2019
Search updated: 03/03/2021

# 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

2 (Depression/ or Depressive Disorder/ or Depressive Disorder, Major/ or Depressive Disorder, Treatment-Resistant/
or Disorders, Psychotic/ or Dysthymic Disorder/) use ppez

5 ("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 ((severe or serious or persistent or major or critical or clinical 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 Primary Health Care/
8 Physicians, Family/

9 Family Practice/

10 General Practice/

11 General Practitioners/

12 Primary Care Nursing/
13 Family Nursing/

14 Mental Health Services/

15 Community Mental Health Services/

16 Community Health Nursing/

17 exp Community Health Centers/

18 Home Care Services/ or Home Care Services, Hospital-Based/ or Home Care Agencies/ or Home Health Nursing/ or
exp Home Nursing/

19 Crisis Intervention/

20 Emergency Services, Psychiatric/

21 Psychiatric Department, Hospital/ or Psychiatric Hospitals/

22 Residential Facilities/

23 Hospitalization/

24 Ambulatory Care/ or Ambulatory Care Facilities/ or Outpatients Clinics, Hosptial/
25 Day Care, Medical/

26 Adult Day Care Centers/

27 Assisted Living Facilities/

28 Psychiatric Rehabilitation/ or Mental Health Recovery/

29 Tertiary Care Centers/

30 (or/7-29) use ppez

31 exp primary health care/
32 general practitioner/
33 community care/ or community health nursing/ or community psychiatric nursing/
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#

34
85
36
37

38
39
40
41
42
43
44
45
46

47
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
77
78
79

Searches

home care/ or home mental health care/ or visiting nurse service/
crisis intervention/

psychiatric emergency service/

mental health center/ or mental health service/ or mental hospital/ or psychiatric department/ or psychiatric intensive
care unit/

residential care/ or residential home/

ambulatory care/ or ambulatory care nursing/ or outpatient care/ or outpatient department/
adult day care/

rehabilitation center/ or mental health recovery/

tertiary care center/

(or/31-42) use oemezd

primary health care/

family medicine/ or family physicians/ or general practitioners/

community mental health/ or community mental health centers/ or community mental health services/ or community
psychiatry/ or community psychology/

home care/ or home visiting programs/ or homebound/

crisis intervention services/ or suicide prevention centers/

psychiatric units/ or psychiatric hospitals/ or exp psychiatric hospitalization/
exp hospitalization/

exp residential care/ or residential home/ or exp residential care institutions/
psychiatric clinics/ or outpatient treatment/ or partial hospitalization/

adult day care/ or day care centers/

deinstitutionalization/ or rehabilitation centers/

or/44-54) use psyh

primary adj2 (care or health*)).tw.

GP or GPs).tw.

(family or community or practice*) adj (centre* or center*1 or clinic* or doctor* or health* or medic* or nurs* or
physician* or service* or setting* or team*)).tw.

(
(
((general or family) adj (practice* or practitioner*)).tw.
(
(

(communit* adj2 (care or centre* or center*1 or facilit* or hospital* or service* or setting* or team* or unit*)).tw.
(home adj2 (based or care or service* or setting* or team*)).tw.
((crisis or emergency) adj2 (centre* or center*1 or department* or facilit* or service* or setting* or team* or unit*)).tw.

((acute or inpatient” or mental health or psychiatric) adj2 (care or centre* or center*1 or department* or facilit* or
hospital* or institution* or service* or setting* or team* or unit*)).tw.

((assisted living or housing or residential) adj2 (care or centre* or center*1 or facilit* or home* or hospital* or
institution* or service* or setting* or support* or team* or unit*)).tw.

(((day or drop-in) adj2 (centre* or center*1 or care* or hospital* or unit*)) or community mental health cent* or
CMHC).tw.

((rehabilitat* or recovery) adj2 (centre* or center*1 or facilit* or hospital* or service* or setting* or team* or unit*)).tw.

((specialist or tertiary) adj2 (care or centre* or center*1 or facilit* or hospital or service* or setting* or team* or
unit*)).tw.

or/56-67

30 or 43 or 55 or 68

5 and 69

limit 70 to english language
Letter/ use ppez

letter.pt. or letter/ use oemezd
note.pt.

editorial.pt.

Editorial/ use ppez

News/ use ppez

exp Historical Article/ use ppez
Anecdotes as Topic/ use ppez
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# Searches

80 Comment/ use ppez

81 Case Report/

82 case study/ use oemezd

83 (letter or comment*).ti.

84 or/72-83

85 randomized controlled trial/

86 random®*.ti,ab.

87 85 or 86

88 84 not 87

89 (animals/ not humans/) use ppez

90 (animal/ not human/) use oemezd
91 nonhuman/ use oemezd

92 exp animals/ use psyh

93 "primates (nonhuman)"/ use psyh
94 exp Animals, Laboratory/ use ppez
95 exp Animal Experimentation/ use ppez
96 exp animal experiment/ use oemezd
97 exp experimental animal/ use oemezd
98 exp Models, Animal/ use ppez

99 animal model/ use oemezd

100 animal models/ use psyh

101 animal research/ use psyh

102 exp Rodentia/ use ppez

103 exp rodent/ use oemezd

104 exp rodents/ use psyh

105 (rat or rats or mouse or mice).ti.
106 or/88-105

107 71 not 106

108 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.

109 108 use ppez

110 (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.

111 110 use ppez

112 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.

113 112 use oemezd

114 clinical trials/ or (placebo or randomi?ed or randomly).ab. or trial.ti.
115 114 use psyh

116 109 or 111

117 113 or 115 or 116

118 Meta-Analysis/

119 exp Meta-Analysis as Topic/

120 systematic review/

121 meta-analysis/

122 (meta analy* or metanaly* or metaanaly*).ti,ab.

123 ((systematic or evidence) adj2 (review* or overview*)).ti,ab.

124 ((systematic* or evidence*) adj2 (review* or overview*)).ti,ab.

125 (reference list* or bibliograph* or hand search* or manual search* or relevant journals).ab.

126 (search strategy or search criteria or systematic search or study selection or data extraction).ab.
127 (search* adj4 literature).ab.
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128 (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.

129 cochrane.jw.

130 ((pool* or combined) adj2 (data or trials or studies or results)).ab.
131 (or/118-120,122,124-129) use ppez

132 (or/120-123,125-130) use oemezd

133 (or/118,122,124-129) use psyh

134 or/131-133

135 117 or 134

136 107 and 135

The Cochrane Library: Cochrane Database of Systematic Reviews, Issue 3 of 12, March 2019; Cochrane Central Register of
Controlled Trials, Issue 3 of 12, March 2019

Searched: 14/03/2019

Search updated: 04/03/2021

#1 MeSH descriptor: [Depression] this term only

#2 MeSH descriptor: [Depressive Disorder] this term only

#3 MeSH descriptor: [Depressive Disorder, Major] this term only

#4 MeSH descriptor: [Depressive Disorder, Treatment-Resistant] this term only

#5 MeSH descriptor: [Affective Disorders, Psychotic] this term only
#6 MeSH descriptor: [Dysthymic Disorder] this term only
#7 (depress* or dysphori* or dysthym* or melanchol* or ((affective or mood) next disorder*)):ti,ab

#8 ((sever* or serious* or resist* or persist* or major or endur* or chronic or acute or complex) next/2 anxiet* 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
#9 {or #1-#8}
#10 MeSH descriptor: [Primary Health Care] explode all trees
#11 MeSH descriptor: [Physicians, Family] this term only
#12 MeSH descriptor: [Family Practice] this term only
#13 MeSH descriptor: [General Practice] this term only
#14 MeSH descriptor: [General Practitioners] this term only
#15 MeSH descriptor: [Primary Care Nursing] this term only
#16 MeSH descriptor: [Family Nursing] this term only
#17 MeSH descriptor: [Mental Health Services] this term only
#18 MeSH descriptor: [Community Mental Health Services] this term only
#19 MeSH descriptor: [Community Health Nursing] this term only
#20 MeSH descriptor: [Community Health Centers] explode all trees
#21 MeSH descriptor: [Home Care Services] this term only
#22 MeSH descriptor: [Home Care Services, Hospital-Based] this term only
#23 MeSH descriptor: [Home Care Agencies] this term only
#24 MeSH descriptor: [Home Health Nursing] this term only
#25 MeSH descriptor: [Home Nursing] explode all trees
#26 MeSH descriptor: [Crisis Intervention] this term only
#27 MeSH descriptor: [Emergency Services, Psychiatric] this term only
#28 MeSH descriptor: [Psychiatric Department, Hospital] this term only
#29 MeSH descriptor: [Hospitals, Psychiatric] this term only
#30 MeSH descriptor: [Residential Facilities] this term only
#31 MeSH descriptor: [Hospitalization] this term only
#32 MeSH descriptor: [Ambulatory Care] this term only
#33 MeSH descriptor: [Ambulatory Care Facilities] this term only
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#34 MeSH descriptor: [Outpatient Clinics, Hospital] this term only
#35 MeSH descriptor: [Day Care, Medical] this term only

#36 MeSH descriptor: [Adult Day Care Centers] this term only
#37 MeSH descriptor: [Assisted Living Facilities] this term only
#38 MeSH descriptor: [Psychiatric Rehabilitation] this term only
#39 MeSH descriptor: [Mental Health Recovery] this term only
#40 MeSH descriptor: [Tertiary Care Centers] this term only

#41 (primary next (care or health*)):ti,ab

#42 ((general or family) next (practice* or practitioner*)):ti,ab
#43 (GP or GPs):ti,ab

#44 ((family or community or practice*) next (centre* or center or centers or clinic* or doctor* or health* or medic* or
nurs* or physician* or service* or setting* or team*)):ti,ab

#45 (communit* next/2 (care or centre* or center or centers or facilit* or hospital* or service* or setting* or team* or
unit*)):ti,ab

#46 (home next (based or care or service* or setting* or team*)):ti,ab

#47 ((crisis or emergency) near (centre* or center or centers or department* or facilit* or service* or setting* or team* or
unit*)):ti,ab

#48 ((acute or inpatient* or "mental health" or psychiatric) next (care or centre* or center or centers or department* or
facilit* or hospital* or institution* or service* or setting* or team* or unit*)):ti,ab

#49 ("assisted living" or ((residential or housing) next (care or centre* or center or centers or facilit* or home* or hospital*
or institution* or service* or support or setting* or team* or unit*))):ti,ab

#50 (((day or drop-in) near (centre* or center or centers or care* or hospital* or unit*)) or "community mental health cent*"
or CMHC):ti,ab

#51 ((rehabilitat* or recovery) next (centre* or center or centers or facilit* or hospital* or service* or setting* or team* or
unit*)):ti,ab

#52 ((specialist or tertiary) near (care or centre* or center or centers or facilit* or hospital or service* or setting* or team*
or unit*)):ti,ab

#53 {or #10-#52}

#54 #9 and #53 in Cochrane Reviews, Cochrane Protocols, Trials

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 1806 to February Week 1 2019

Date of initial search: 27/02/12019

Search updated: 02/03/2021

1 (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 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
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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

85 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
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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.

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/
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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 qale* 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 gol* or
euroqol*or euro quol* or euroquol* or euro quol5d* or euroquol5d* or eur qol* or eurqol* 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 qol) 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 qol).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 hrgol or quality of life).tw. or *quality of life/) and ((qol 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
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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

#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  #1 or#2 INHTA FROM 2016 TO 2019
Database(s): CINAHL Plus (Cumulative Index to Nursing and Allied Health Literature) 1937-current, EBSCO Host
Date of initial search: 26/02/2019
Search updated: 02/03/2021

Limiters - Publication Year: 2016-2019;
Exclude MEDLINE records; Language:
English

Search modes - Boolean/Phrase

S31 S4 AND S30

S30 S10 OR S29 Search modes - Boolean/Phrase

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

Limiters - Exclude MEDLINE records;
Language: English
Search modes - Boolean/Phrase

S28 (MH "Quality of Life") AND TX (health-related quality of life) Search modes - Boolean/Phrase

S27 (MH "Quality of Life") AND TI (quality of life or qol) Search modes - Boolean/Phrase

S26 AB ((qol or hrgol or quality of life) AND ((qol or hrqol* or quality of life) N2~ Search modes - Boolean/Phrase
(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*)))

S25 (MH "Cost Benefit Analysis") AND TX ((quality of life or qol) or (cost- Search modes - Boolean/Phrase
effectiveness ratio* and (perspective* or life expectanc*))
S24 (MH "Quality of Life") TX (health N3 status) Search modes - Boolean/Phrase
S23 (MH "Quality of Life") AND TX ((quality of life or qol) N (score*1 or Search modes - Boolean/Phrase
measure*1))
S22 TX (time trade off*1 or time tradeoff*1 or tto or timetradeoff*1) Search modes - Boolean/Phrase
S21 TX (sf36 or sf 36 or sf thirty six or sf thirtysix) Search modes - Boolean/Phrase
S20 TX (euro* N3 (5 d* or 5d* or 5 dimension* or 5dimension* or 5 domain* Search modes - Boolean/Phrase
or 5domain*))
S19 TX (eq-5d* or eq5d* or eg-5* or eq5* or euroqual® or euro qual* or Search modes - Boolean/Phrase
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 eurgol5d* or eur?qul* or eur?qul5d* or euro* quality of life or
european qol)
S18 TI utilities Search modes - Boolean/Phrase

210

Depression in adults: Evidence review A FINAL (June 2022)



FINAL

Settings of care

S17

S16

S15

S14

S13

S12

S11

S10

S9

S8

S7

S6

S5

S4

S3

S2

S1

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 gal or qald*
or qale* 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+")

S10ORS2OR 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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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
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Appendix C — Clinical evidence study selection

Clinical study selection review question 1.1 For adults with depression, what are the
relative benefits and harms associated with different models for the coordination
and delivery of services?

Figure 2: Study selection flow chart

Titles and abstracts identified, N=33,098

v ¥
Excluded, N=32,673

Full copies retrieved and

assessed for eligibility, (not relevant population

N=425 ) .
design, comparison,
outcomes, unable to retrieve)
( )
Additional articles identified
- from 2004/2009 guidelines,
N=9
\. J
s ~\
B Additional articles identified
) through handsearch, N=14
\. J
e
Publications included in Publlcatlo_ns exc_luded from
review. N=56 review, N=392
(refer to excluded studies list)
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Clinical study selection review question 1.2 For adults with depression, what are the
relative benefits and harms associated with different settings for the delivery of
care?

Figure 3: Study selection flow chart (does not include studies analysed as a sub-set of
the NMA data for comparisons 1 and 3)

Titles and abstracts identified, N=20,247

¥ v
Excluded, N=20,032

Full copies retrieved and

assessed for eligibility, (not relevant population

N=215 ) -
design, comparison,
outcomes, unable to retrieve)
( Full text RCTs identified
< through other sources such as
L Cochrane SRs, N=26
Publications included in Publlcatlo.ns exc_luded from
review. N=11 review, N=230
(refer to excluded studies list)
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Appendix D — Clinical evidence tables

Clinical evidence tables for review question 1.1 For adults with depression, what are the relative benefits and harms
associated with different models for the coordination and delivery of services?

Please refer to the clinical evidence tables in supplement A1 — Clinical evidence tables for review 1.1

Clinical evidence tables for review question 1.2 For adults with depression, what are the relative benefits and harms
associated with different settings for the delivery of care?

Please refer to the clinical evidence tables in supplement A2 — Clinical evidence tables for review 1.2

Depression in adults: Evidence review A FINAL (June 2022)
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Appendix E — Forest plots

Forest plots for review question 1.1 For adults with depression, what are the
relative benefits and harms associated with different models for the coordination
and delivery of services?

Comparison 1: Collaborative care versus standard care/enhanced standard care

Critical outcomes

Figure 4: Depression symptomatology at 6 months

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Simple collaborative care
Aragones 2012 TO7 722 OAFT 1046 T2 134 1ME% -0.34 057, -012]
Buszewicz 2016 58 127 201 288 138 167 1M17% -0.23[0.43,-0.02] -
Chen 2014 a 3 184 1441 49 162 11.4% -1.80[1.75,-1.248] -
Curth 2020 133 547  2¥2 182 1288 a3 11.0% -082F1.12,-0.52] -
Harter 2018 1121 582 &S89 119 537 168 11.9% -0.12 [0.28, 0.04] =
Huang 2018 g8 F1 139 104 T4 1A% -0.23 F0.46, 0.01] =
Landis 2007 144 G4 3 124 T8 22 8.5% 0.28 [-0.31, 0.86] T
Mg 2020 66 B.17 49 7.8 807 99 11.2% -0.20 F0.47, 0.08] b
Oladeji 2014 41 44 137 55 A2 G4 111% -0.30 [-0.60, -0.00] -
Subtotal (95% CI) 1781 1010 100.0% -0.40 [-0.71, -0.09] [

Heterogeneity: Tau?=0.20; Chi®=107.05, df= 8 (P = 0.00001), F=93%

Testfor overall effect £=2.94 (P=0.01)

Testfor subaroup differences: Mot applicable

-10

Figure 5: Depression symptomatology at 12 months

-5

0 5

10

Fawvours CC Favours standard care

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.2.1 Simple collaborative care
Aragones 2012 715 71172 878 599 130  TE% -0.23[-0.46,-0.00] -
Bosanguet 2017 1081 3.280735 249 1074 3056782 236  8.0% -0.07 [-0.25,0.11]
Bruce 2004 9.77 728 320 1035 678 278 81% -0.08 [-0.24, 0.08] b
Buszewicz 2016 25.2 128 201 279 136 166  7.8% -0.20 [-0.41, 0.00] “
Chen 2015 6.1 26 164 1286 52 162 75% -1.58[1.83,-1.33] -
Gensichen 2008 10,72 543 267 1213 56 288 8.0% -0.261[-0.42,-0.09] -
Gilbody 201 7iLewis 2017 6.01 2767891 344 726 2568878 361 8.1% -0.47 [[0.62,-0.32] -
Harter 2018 10.33 .03 5F9 1212 563 168 8.0% -0.30[-0.47,-0.13] -
Ny 2020 72 7.06 91 6.4 7.02 a0 7% 0.04 [0.25,0.33] T
Richards 2013/2016 10 71235 1T 6.8 263 8.0% -0.24[-0.42,-0.07] *
Swindle 2003 17.9 107 113 189 1089 106 7.3% -0.18 [-0.45, 0.08] -
Subtotal (95% CI) 2725 2248 B5.5% -0.32 [-0.53,-0.11] []
Heterogeneity: Tau®= 0.11; Ghi®=127.56, df= 10 (P < 0.00001); F= 92%
Testfor overall effect: 2= 3.04 (P = 0.002)
1.2.2 Complex collaborative care
Holzel 2018 813 215044 139 938 1558056 108 74% -0.65[-0.91,-0.39] -
Mortiss 2016 14.8 74 93 172 7.3 94 TA% -0.31 [-0.60,-0.03] -
Subtotal (95% CI) 232 203 14.5% 0.49[-0.82, -0.16] 4
Heterogeneity, Tau®=0.04, Chi®=2.92 df=1 (P = 0.08), F=66%
Testfor overall effect: 2= 291 (P = 0.004)
Total (95% CI) 2957 2451 100.0% -0.35 [-0.53, -0.16] []
Heterogeneity: Tau®=0.11; Chi®=134.38, df= 12 (F = 0.00001); F= 91% fo =5 5 % 1D=
Testfor overall effect: 2= 362 (P =0.0003) Favours CC Favours standard care
Testfor subgroup differences: Chi*= 0.69, df=1 (P=041), F=0%
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Figure 6: Response at 6 months

Experimental Control

Study or Subgroup  Events Total Events Total Weight M-H,

Risk Ratio
Random, 95% CI

Risk Ratio
M-H, Random, 95% Cl

1.3.1 Simple collaborative care

Aragones 2012 108 198 61 162 145E6%
Araya 2003 81 120 34120 147%
Berghofer 2012 B 18 14 14 8.45%
Chen 2014 7 164 14 162 117%
Mg 2020 46 135 260 138 133%
Yeung 2010 33 a5 23 45 141%
Yeung 2016 41 93 16 97 121%
Subtotal (95% CI) 784 769 89.9%
Total events 386 188

Heterogeneity: Tauw®=017; Chi*= 3241 df=6 (P = 0.0001); F= 81%
Test for overall effect 2= 370 (P =0.0002)

1.3.2 Complex collaborative care

Huijbregts 2013 28 101 10 43 101%
Subtotal (95% CI) 101 49 10.1%
Total events 25 10

Heterogeneity: Mot applicahle
Test for overall effect £= 058 (P =0.496)

Total (95% CI) 885 818 100.0%
Total events 411 1498

Heterogeneity: Tau®= 0.16; Chi*= 33.54, df=7 (P = 0.0001); F= 79%
Test for overall effect £=3.71 (P =0.0002}

Testfor subaroup differences: Chi®=1.85, df=1 (P =0.21), F=35.4%

Figure 7: Response at 12 months

Experimental Control

1.45[114,183]
238 [1.75, 3.26]
0.99 [0.45, 2.19]
5.01 [2.85, 8 51]
1.82[1.20,2.77]
1.47 [0.62, 1.68]
267 [1.62, 4.42]
1.94 [1.36, 2.75]

1.21 [0.63, 2.32]
1.21 [0.63, 2.32]

1.85[1.34, 2.56]

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

\ 4

0.01 0.1 10
Favours standard care Favours CC

Risk Ratio
M-H, Random, 95% Cl

100

1.4.1 Simple collaborative care

Aragones 2012 115 198 67 162 116%
Berghofer 2012 ] 19 19 44 2.7%
Bruce 2004 113 320 87 1MA1%
Chen 2015 T3 164 22 162 B.9%
Ell 2007 36 155 28 146 6.6 %
Gensichen 2009 100 3B 74 30 10E6E%
Harter 2018 196 G110 25 1649 A%
Katzelnick 2000 108 218 a8 189 107%
Mg 2020 42 135 32 1349 TA%
Richards 201372016 115 276 93 305 11E6%
Subtotal {95% CI) 2411 1914 B7.0%
Total ewents an3 97

Heterogeneity: Tau®=0.05; Chi®= 2657, df= 9 (F=0.002), F= 66%
Testfor overall effect £=4.62 (P = 0.000013%

1.4.2 Complex collaborative care

Halzel 2018 il 139 11 109 4.1%
Huijbregts 2013 23 101 g 49 3.3%
Marriss 2016 27 93 19 a4 5.5%
Subtotal {95% CI) 333 252  13.0%
Total ewents x| KL

Heterogeneity: Tau®=0.00; Chi®=1.28, df= 2 (P =0.53); F= 0%
Testfor overall effect: 2= 2.71 (P = 0.007)

Total (95% CI) 2744 2166 100.0%
Total events 934 535

Heterogeneity: Tau®=0.04; Chi*= 2822 df=12 (P=0.005); F=57%
Testfor overall effect; £=5.36 (P = 0.00001)

Testfor subgroup differences: Chif= 017, df=1 (P = 0.68), F=0%

1.40[1.13,1.79]
061 [0.27,1.39]
1.24[0.98,1.58]
328214, 5.01]
1.2810.83, 2.01]
1.33[1.03,1.71]
217[1.49,3.18]
1.61 [1.245, 2.08]
1.35[0.91, 2.00]
1.37[1.10,1.70]
1.49 [1.26, 1.77]

221 [1.16, 4.19]
1.39[0.67, 2.89]
1.44 [0.96, 2.40]
1.62 [1.14, 2.30]

1.51 [1.30, 1.76]
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Figure 8: Remission at 6 months

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CIl

Risk Ratio
M-H, Random, 95% Cl

1.5.1 Simple collaborative care

Aragones 2012 80 198 32 162 9.6% 2.05[1.44, 291]
Araya 2003 73 120 32 120 9.49% 228164, 317
Bjorkelund 2018 98 196 T2 188 112% 1.31[1.04,1.65)
Chen 2015 38 164 4 162 34% §.381[3.43, 25.69]
Jeang 2013 16 28 a8 28 a.8% 1.93[0.99, 378
Katon 1999 50 114 3m 114 9.7% 1.43[1.01, 2.02)
Mg 2020 62 135 46 138 103% 1.39[1.03, 1.87]
Srmit 2006 109 195 42 T2 112% 096 [0.76,1.21]
Wells 2000 343 913 137 443 11.9% 1.21[1.03,1.43]
Yeung 2010 26 a5 17 45 a2.0% 1.25[0.78, 2.00]
Yeung 2016 30 93 10 97 a.9% 313162, 603
Subtotal (95% CI) 2212 1571  96.8% 1.62 [1.30, 2.03]
Total events 925 435

Heterogeneity: Tau®=0.10; Chi*=48.79 df=10 (P < 0.00001); F=80%
Test for overall effect. £=4.24 (P = 000013

1.5.2 Complex collaborative care

Huijbregts 2013 14 101 4 49 32% 1.82 [0.64,5.15]
Subtotal (95% CI) 101 49 3.2% 1.82 [0.64, 5.19]
Total events 14 4
Heterogeneity: Mot applicahle
Test for overall effect Z=112 (P =0.26)
Total (95% ClI) 2313 1620 100.0% 1.63 [1.31, 2.02]
Total events 940 434
Heterogeneity: Tau®=0.10; Chi*= 4510, df=11 (P = 0.00001); F= 78%
Testfor overall effect: Z=4.38 (P = 0.0001)
Testfor subgroup differences: Chi*=0.04, df=1{F=083) F=0%
Figure 9: Remission at 12 months
Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

*

0.01 0.1 10
Favours standard care Favours CC

Risk Ratio
M-H, Random, 95% Cl

100

1.6.1 Simple collaborative care

Aragones 2012 a4 198 46 162 91% 1.49[1.11, 2.00]
Bruce 2004 a7 320 f2 278 92% 1.22[0.92,1.62]
Chen 2014 63 164 9 162 48% 6.91 [3.56,13.43]
Ell 2007 32 165 37 186 T4% 0.87[0.57,1.32]
Gensichen 2008 3B 316 29 30 BY9% 1.29[0.81, 2.03]
Harter 2018 114 610 12 169  47% 2.66 [1.50, 4.69]
Katzelnick 2000 92 218 49 189 9.2% 16E3[1.22,217]
Ludman 2007 13 26 14 26 BA4% 0.87[0.52,1.44]
Mg 2020 a5 138 47 139 839% 1.20[0.88,1.64]
Richards 201372016 131 276 106 305 103% 1.37[1.12,1.66]
Wells 2000 342 913 144 443 107% 1.145[0.98,1.359]
Subtotal {95% CI) 333 2339 88.5% 1.42 [1.16,1.73]
Total events 10482 a56

Heterogeneity: Tau®=0.08; Chi*= 4371, df=10 (P = 0.00001);, F=77%
Testfor overall effect: £=3.41 (F=0.0007)

1.6.2 Complex collaborative care

Holzel 2018 36 139 12109 53% 2.35[1.29, 4.30)
Huijhreagts 2013 12 101 2 48 1.5% 291 [0.68,12.50]
Marriss 2016 18 93 11 94 416% 1.75(0.88, 3.46]
Subtotal {95% CI) 333 252 11.5% 213 [1.38, 3.28]
Total events 67 25

Heterogeneity: Tau®=0.00; Chi*= 061, df=2(P=074); F= 0%
Testfor overall effect: 2= 3.42 (P = 0.0008)

Total (95% CI) 3664 2591 100.0% 1.49 [1.23, 1.80]
Total events 1119 481

Heterogeneity: Tau®= 0.08; Chi*= 49.24 df=13 (P = 0.00001); F= 74%

Test for overall effect: 2= 4.08 (P = 0.0001)

Testfor subgroup differences; Chif= 2.79, df=1 (P = 0.0, F=64.2%
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Important outcomes

Figure 10:

Experimental
Study or Subgroup Events Total

Control

Antidepressant use at 6 months

Events Total Weight M-H, Random, 95% Cl

1.7.1 Simple collaborative care

Aragones 2012 138 177 88 134 10.0%
Araya 2003 44 120 41 120 9.2%
Bjorkelund 2018 7h 146 92 152 897%
Finley 2003 a0 Ta 24 50 B.E%
Jeong 2013 14 29 5 28 41%
katan 19949 83 114 58 114 49.6%
Simon 2004 (Ch) 106 195 74 90 9.5%
Simon 2006 63 98 53 97 9.4%
Smit 2006 94 164 ar 62 93%
Subtotal (95% CI) 1118 847 T9.8%
Total events 14 4732

Heterogeneity: Tau*=0.14; Chi*=9287, df=8 (P = 0.00001); F=91%
Testfor overall effect Z=1.48 (P =0.14)

1.7.2 Complex collaborative care

Sirnon 2004 {CM + payeh) =1 1849 T4 Q0 9.9%
Unutzer 200254 rean 2004 618 aar 461 831 10.2%
Subtotal (95% CI) 1086 971 20.2%
Total events 713 534

Heterageneity: Tau®= 0.249; Chi*= 64,80, df=1 (P = 0.00001); F= 98%
Testfor overall effect Z=0.27 (P =0.73)

2204 1818 100.0%

1007

Total (95% Cl)

Total events 1432

Heterogeneity: Tau®= 013, Chi*=159.18, df=10{P = 0.00001);, F=94%

Test for overall effect Z=1.17 (P =0.24)
Testfor subgroup differences: Chi*= 054, df=1 (P = 0.46), F= 0%

Figure 11: Antidepressant use at 12 months

Risk Ratio Risk Ratio
M-H, Random, 95% ClI
1.19[1.03, 1.37] o
2.32[1.78, 3.07] -
0.85 [0.68, 1.04] -
1.391.00, 1.83] —-—
2.90[1.22, 6.91] —_—
1.43[1.16,1.77] -
0.66 [0.56, 0.78] -
1.180.93, 1.49] ™
0.96 [0.75, 1.23] -
1.22 [0.94, 1.58] »
0.61[0.52, 0.73] -
1.32[1.22,1.43] -
0.90 [0.42, 1.92] -l
1.14 [0.91, 1.43] *
0.01 01 10 100

Risk Ratio

Total Weight M-H, Random, 95% CI

Favours standard care Favours CC

Risk Ratio
M-H, Random, 95% Cl

Experimental Control

Study or Subgroup Events Total Events

1.8.1 Simple collaborative care

Aragones 2012 107 172 T3 130 1%
Bosanguet 2017 61 173 68 185 6.5%
Bruce 2004 142 320 29 2v8 8.4%
Capoceia 2004 24 41 19 33 4.3%
Dobscha 2006 180 188 129 186 116%
Ell 2007 ez} 185 TE 156 8%
Gensichen 2009 142 246 188 274 106%
Gilbody 201 FiLewis 2017 23 234 44 I 33%
Jarjoura 2004 il 33 4 28 1.0%
Ludman 2007 13 26 4 26 1.3%
Richards 20132016 164 235 182 263 1.7%
Subtotal {95% CI) 1824 1840 T76.6%
Total events 946 248

Heterogeneity Tau®= 0.02; Chi®= 2957 df=10 (P =0.001); F= GE%
Testfor overall effect: Z=1.88 (P=0.08)

1.8.2 Complex collaborative care

Fortney 2007 a4 10 88 133 10.2%
Unutzer 20027Arean 2005 649 584 497 8r0 13.2%
Subtotal (95% CI) 999 1003 23.4%
Total events 733 585

Heterogeneity: Tau®= 0.00; Chi®=1.32 df=1 (P = 0.28), F=24%
Test for overall effect: Z=5.03 (P = 0.00001)

Total (95% CI) 2843 100.0%
Total events 1679 1433

Heterogeneity, Tau®= 0.02; Chi*= 39.98, df= 12 (P < 0.0001}; F= 70%
Testfor averall effect: 2= 2.69 (P =0.007)

Test for subgroun differences: Chif=2.08, df=1 (P=015), F=52.0%

2823

1.11[0.91,1.34]
0.6 [0.73, 1.26]
1.39[1.12,1.71]
1.02[0.68, 1.50]
1.14[1.01,1.29]
1.31 [1.07, 1.50]
1.00[0.88, 1.16]
0.63[0.38, 1.01]
4.45[1.73,11.44]
217 [0.97, 4.82]
1.01[0.90,1.13]
1.12 [0.99, 1.26]

1.151(0.98,1.39]
1.281(1.19,1.37]
1.25[1.14, 1.36]

1.14 [1.04, 1.26]
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Figure 12: Discontinuation at 6 months

Experimental Control

Study or Subgroup Events  Total

Risk Ratio

Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

1.9.1 Simple collaborative care

Aragones 2012 21 198 28 162 54%
Araya 2003 16 120 13 120 4.2%
Bjorkelund 2018 49 196 37 183 B6%
Buszewicz 2016 31 282 108 376 T7%
Chen 2015 42 164 45 162  BT%
Curth 2020 o=} 272 10 53 4.58%
Finley 2003 16 75 25 50 54%
Harter 2018 2449 610 55 163  TT%
Huang 2018 34 1349 39 14 B.4%
Jeong 2013 1 29 2 28 07%
Mg 2020 36 135 40 139 B5%
Oladeji 2015 28 165 5 I 31%
Siman 2004 (Ch) 12 207 16 88 41%
Siman 2006 14 103 10 104 3.8%
Srnit 2006 il 195 10 T2 44%
Wells 2000 143 913 57 443 T7.3%
Subtotal (95% CI) 3803 2265 B84.8%
Total events 41 a01

Heteroganeity: Tau®= 0.09; Chi*=44.03, df=15 (P = 00001}, F = 66%
Testfor averall effect: £=0.61 (F =0.54)

1.9.2 Complex collaborative care

Huijbregts 2013 g 101 10 48 48%
Simon 2004 (CM + psych) g 198 16 88 37%
Unutzer 2002f4rean 2005 B4 OO0 49 895 BT%
Subtotal (95% CI) 1205 1032 15.2%
Total events 111 75

Heterogeneity: Tau®= 0.64; Chi*=17.49, df= 2 (F=0.0002; F= 89%
Testfor overall effect Z=0.26 (P =079

Total (95% CI) 5008 3297 100.0%

Total events 952 ATH

Heterogeneity: Tau®= 012, Chi*=82.44, df= 18 (P = 0.00001); F=71%

Testfor averall effect 2= 0.56 (P = 0.87)
Testfor subgroup diferences: Chi= 002, df=1 (P= 089, F=0%
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0.61 [0.36, 1.04]
1.23 [0.62, 2.45]
1.28 [0.88, 1.56]
0.73 [0.58, 0.87]
0.92 [0.64, 1.37]
1.32[0.73, 2.40]
0.43[0.25, 0.71]
1.25[0.99, 1.58]
0.88 [0.60, 1.31]
0.4% [0.05, 5.03]
0.93 [0.63, 1.36]
2.34 [0.94, 5.81]
0.32 [0.16, 0.55]
1.41 [0.66, 3.04]
1.14[0.59, 2.21]
1.22[0.92,1.57]
0.94 [0.77, 1.14]

1.84 [1.00, 3.38]
0.25 (011, 0.54]

1.29[0.90, 1.85]
0.88 [0.33, 2.31]

0.94 [0.77, 1.15]
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Figure 13: Discontinuation at 12 months

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI|
1.10.1 Simple collaborative care

Aragones 2012 26 1598 32 182 3.9% 0.66 [0.41,1.07] -
Bosangueat 2017 TH 249 a1 236 5.6% 1.41[1.04,1.93] —
Bruce 2004 99 320 ar  Zrg 6.5% 0.99[0.78, 1.26] -
Buszewicz 2016 A 282 110 276 6.5% 072047, 0.91] -
Capoccia 2004 4 41 3 33 0.7% 1.07 [0.26, 4.46] e E—
Chen 2014 a4 164 88 182 5.7 % 0.92 068, 1.24] -
Dobscha 2006 25 184 32 186 38% 077 (047, 1.29] T

Ell 2007 T4 154 TH 1586 6.6% 0.94 [0.75,1.18] -T
Gensichen 2009 38 G 61 310 4.9% 0.61[0.42,0.89] -

Gilhody 201 Filewis 2017 104 344 T¥ 361 6.3% 1480116, 1.91] -
Harter 2018 271 610 Bl 1649 6.7 % 1.23[0.98,1.53] -
katzelnick 2000 15 218 121849 2.3% 1.08[0.52, 2.26] T
Ludrman 2007 3 26 3 25 0.9% 2.00([0.486, 7.16] 7

Mg 2020 44 134 44 1349 a.3% 0.92 [0.66, 1.29] -
Richards 201372016 41 276 42 305 4.6% 1.08[0.72, 1.61] -1
Swindle 2003 M 134 28 134 3.5% 0758045, 1.29] T

Wells 2000 161 913 BY 443 6.2% 1.13[0.87,1.47] ™
Subtotal (95% CI) 4570 3565 T9.9% 0.98 [0.86,1.12] 4

Taotal events 1145 854

Heterogeneity: Tau®= 0.04, Chi®= 40.20, df= 16 (F = 0.0007); F= 60%

Testfor overall effect Z=029{F=0.78)

1.10.2 Complex collaborative care

Fortney 2007 H 177 28 218 39% 1.32[0.83, 210 T
Halzel 2018 30 1349 a 109 2.3% 294 1.41,6.14] E—
Huijbreats 2013 43 101 17 45 4.1% 1.23[0.78,1.92] T
Marriss 2016 35 93 18 44 38% 1.86([1.15, 3.01] —
Unutzer 20020Arean 2005 a7 Q06 88 884 G.0% 1.08[0.83,1.43] T
Subtotal (95% CI) 1416 1365 20.1% 1.44 [1.07,1.92] &
Taotal events 236 161

Heterogeneity: Tau®= 0.06; Chi*=8.91, df=4 (P=0.07); F=53%

Test for overall effect 2= 242 (F=0.02)

Total (95% CI) 5086 4930 100.0% 1.06 [0.93, 1.20] [ ]

Total events 13 1015

Heteragenaeity: Tau®= 0.05; Chi®= 5594, df=21 (F = 0.0001); F=62% :D 0 051 150 1DD:

Testfor overall effect Z=0.85 (P =0.40)
Test for subaroup differences: Chi*= 538, df=1{P=002), F=81.4%

Favours CC Favours standard care

Comparison 2: Collaborative care versus standard care for relapse prevention

Critical outcomes

Figure 14: Relapse at 12 months

Risk Ratio
Weight M-H, Fixed, 95% CI

Control
Events Total

Experimental
Study or Subgroup Events Total

Risk Ratio
M-H, Fixed, 95% CI

2.1.1 Simple collaborative care

Katon 2001 68 154 66 192 1000% 1.02[0.78,1.34]
Subtotal {95% CI) 194 192 100.0% 1.02 [0.78, 1.34]
Total events 5] i3]

Heterogeneity: Mot applicahle
Testfor overall effect Z=014 (P =0.89)

Testfor suboroup differences: Mot applicable
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Important outcomes

Figure 15: Antidepressant use at 6 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
2.2.1 Simple collaborative care
Katon 2001 1349 184 112 192 100.0% 1.23[1.06,1.43]
Subtotal {95% CI) 194 192 100.0%  1.23[1.06,1.43]
Total events 1349 112
Heterogeneity: Mot applicable
Test for overall effect: Z= 271 (P=0.007)
0.01 01 1 10 100
. . Favours standard care Favours CC for RP
Testfor suboroup differences: Mot applicable
Figure 16: Antidepressant use at 12 months
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

2.3.1 Simple collaborative care

Katon 2001 123 194 95 192 100.0% 1.28[1.07,1.53]

Subtotal {95% CI) 194 192 100.0%  1.28[1.07,1.53]

Total events 123 95

Heterogeneity: Mot applicable

Test for overall effect Z= 272 (P = 0.00B)

0.m 0.1 1 10 100
. . Favours standard care Favours CC for RP
Testfor subgroup differences: Mot applicable
Figure 17: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

2.4.1 Simple collaborative care

Katon 2001 20 184 40 1592 1000% 0.481[0.30, 0.81] t

Subtotal {95% CI) 194 192 100.0%  0.49 [0.30,0.81]

Total events 20 40

Heterogeneity: Mot applicahble

Test for overall effect, 2= 277 (P = 0.008)

0.01 01 10 100

. . Favours CC for RP Favours standard care
Testfor suboroup differences: Mot applicable

Comparison 3: Stepped care versus standard care/enhanced standard care

Critical outcomes

Figure 18: Depression symptomatology endpoint score at 6 months

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
Gureje 2019 38 41 542 4.3 45 456 EB64% -0.12 [-0.24, 0.01]
Knapstad 2020 745 438 M7 1115 45 189 336% -0.84 [-1.01, -0.66] L]
Total (95% CI) 959 655 100.0% -0.36 [-0.46, -0.26] |
Heterageneity: Chi*= 43.03, df=1 (P = 0.00001}; F= 98% 1_1 0 % b é 10:
Testfor overall effect Z=6.91 (F = 0.00001) Favours stepped care Favours standard care
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Figure 19: Depression symptomatology change score at 6 months

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Knapstad 2020 -B37 319 M7 -442 0 33199 6BI% -1 A8 1,37, -1.01] [ ]
an DerWeele 2012 -1.1 6.31 107 -29 589 103 30.8% 0.29[0.02, 0.47]
Total {95% Cl) 524 302 100.0% 0.73 [0.89, -0.58] L]
Heterogeneity: Chi®= T9.26, df=1 (P = 0.00001); F=99% :-10 5 4 5 10:
Testfor overall effect Z=8.53 (P < 0.00001) Favours stepped care Favours standard care
Figure 20: Depression symptomatology endpoint score at 12 months
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
Gureje 2019 36 49 842 34 38 456 100.0% 0.02 [010,0.115]
Total (95% CI) 542 456  100.0% 0.02 [-0.10, 0.15]
Heterogeneity: Mot applicakle 1_1 0 % p é 10:
Testfor overall efiect 2= 0.35 (P = 0.73) Favours stepped care Favours standard care
Figure 21: Depression symptomatology change score at 12 months
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
Wan Derveele 2012 -3 613 101 -4B BAT 93 100.0% 0.24 [-0.04, 0.53]
Total {95% CI) 101 93 100.0% 0.24 [-0.04, 0.53]
Heterogeneity, Mot applicable 1 P 5 5 5 1D:
Testfor overall effect Z=1.68 (F = 0.09) Favours stepped care Fawvours standard care
Figure 22: Response at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Wan DerWeele 2012 17 121 23 18 100.0% 072[0.41,1.28] I~
Total {95% CI) 121 118 100.0%  0.72 [0.41, 1.28] e
Total events 17 23
. B I | | ]
estforoverall effect: Z=1.12 (F = 0.26) Favours standard care Favours stepped care
Figure 23: Response at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Yan DervWeele 2012 21 121 3118 100.0% 0.66 [0.40,1.08]
Total (95% CI) 121 118 100.0%  0.66 [0.40, 1.08] AP
Total events il Kl
Heterogeneity: Mot applicable I f f {
- _ 0.01 0.1 10 100
Testfor overall effect: 2=1.65 (P =0.10) Fawours standard care Favours stepped care
Figure 24: Remission at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Adewiya 2019 249 456 118 451 928% 2.008([1.75, 2.49]
Callahan 1594 10 100 g Ta T2% 0.94 [0.39, 2.26] . .
Total (95% CI) 556 526 100.0%  2.00[1.69, 2.38] L
Total events 259 126
. . - - T I 1 Il 1
Heterogeneity: Chi®= 3.06, df=1 (P = 0.08);, F=67% 'D.E|1 EI:1 1'0 mu.

Test for overall effect: Z=7.91 (P = 0.00001)
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Figure 25: Remission at 12 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Adewrya 2019 274 456 82 451 497% 3.32[2.69, 4.09] L 3
Gureje 2018 481 B31 420 547 B03% 0.89[0.93, 1.08]
Total (95% CI) 1087 998 100.0% 1.81 [0.45, 7.28]
Total events TaE 502
ity == S Chif= = R= } } T } |
_Il-_iet?;ngeneltyl.lT?ru ;;Pglgghlp_—1galh84' df=1 (P = 0.00001); F=99% 0o 0 ] 10 100
estfor overall effect. 2= 0.83 (P = 0.40) Favours standard care Favours stepped care
Important outcomes
Figure 26: Antidepressant use at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Callahan 1994 27 100 T TS 100.0% 2.89[1.33, 6.29]
Total {95% CI) 100 75 100.0%  2.89[1.33,6.28] e
Total events 27 ¥
it i } } } |
o
estfor overall effect 2= 2.88 (P = 0. ] Favours standard care Favours stepped care
Figure 27: Discontinuation at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Adewiya 2019 38 456 63 451 1897% 0.54 [0.37,0.78] —
Callahan 1934 21 100 12 TR 94% 1.31[0.64, 2.50] I
Gureje 20149 849 B3 91 547 2B9% 0.85 [0.65,1.11] —&
Knapstad 2020 172 463 120 M8 3/55% 067 [0.57,0.80] =
Wan Derieele 2012 14 121 1% 118  85% 0.91 [0.45, 1.80] e
Total (95% Cl) 1771 1409 100.0% 0.75 [0.60, 0.94] L 3
Total events 334 307
Heterogeneity, Tau®= 0.03; Chi*= 7.99, df= 4 (P = 0.09); F= 50% lu o 051 150 le
Testfor overall effect. Z= 2.53 (P = 0.01) Favours stepped care Favours standard care
Figure 28: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Adeveuya 2019 G5 456 95 481 4B0% 0.67 [0.50, 0.84)] b
Gureje 2019 69 631 T4 84T 394% 0.81[0.59,1.10] -
Wan Dereele 2012 20 121 25 118 126% 0.78[0.48, 1.33] —_ T
Total (95% Cl) 1208 1116 100.0%  0.74 [0.61, 0.90] *
Total events 154 14945
Heterogeneity: Chi®= 082, df= 2 (P = 0.6A), F=0% o o 0 P

Testfor overall effect: £= 3.05 (F = 0.002)
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Comparison 4: Stepped care versus standard care for relapse prevention

Critical outcomes

Figure 29: Relapse at 12 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Apil 2012 19 74 q 61 100.0% 1.74 [0.84, 3.56] N
Total (95% CI) T4 61 100.0%  1.74 [D.85, 3.56] e
Total events 19 q
Heterogeneity: Mot applicahble hm Df'l 1'0 1DEI'

Test for averall effect Z=1.91 (P=0.13)

Important outcomes

Figure 30: Antidepressant use at 12 months

Favours stepped care Favours standard care

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Apil 2012 25 49 24 45 100.0% 0.96 [0.64, 1.41]
Total {(95% CI) 49 45 100.0%  0.96 [0.65, 1.41]
Total events 25 24
b —m
estfor overall effect 7= 0.22 (P = 0.82) Favours standard care Favours stepped care
Figure 31: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Apil 2012 35 74 30 B2 100.0% 0.98 [0.69, 1.349]
Total (95% CI) 74 62 100.0%  0.98[0.69,1.39]
Total events 35 kK]
Heterogeneity: Mot applicable o 01 1 10 o0

Testfor overall effect Z=013 (F=0.90)

Favours stepped care Favours standard care

Comparison 5: Pure medication management versus standard care

Critical outcomes

Figure 32: Depression symptomatology at 6 months

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Aljumah 20145 20.65 11.97 110 2086 1284 110 552% -0.02 [-0.28,0.29]
Ruhio-Yalera 2013a .4 3807093 ar 45 42818492 97 448% 012 [F017, 0.43]
Total (95% Cl} 197 202 100.0% 0.05 [-0.15, 0.24]
Heterogeneity, Tau®= 0.00; Chi*= 0.48, df=1 (P = 0.49); F= 0% 5_1 P % ) é 1D=
Testfor overall effect Z= 0.45 (F = 0.65) Favours MM Favours standard care
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Figure 33: Response at 6 months

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio

M-H, Fixed, 95% CI

Sirey 2010 14 33 8 37 100.0% 1.96 [0.94, 4.08]
Total {95% CI) 33 37 100.0%  1.96 [0.94, 4.08]
Total events 14 a8

Heterageneity: Mot applicable
Testfor overall effect. £=1.81 (P =0.07)

Important outcomes

Figure 34: Antidepressant use at 6 months

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total Weight M-H, Random, 95% Cl

-

oo

01

10 100

Fawvours standard care Favours MM

Risk Ratio

M-H, Random, 95% Cl

Akerblad 2003 139 326 124 339 562% 117 [0.97,1.41]
Rickles 2005 20 28 16 32 127% 1.43[0.94, 217]
Ruhio-Valera 2013a a9 a7 43 92 31.0% 1.45([1.12,1.89]
Total (95% CI) 441 463 100.0% 1.28 [1.10, 1.49]
Total events M8 133

Heterogeneity, Tauw®*=0.00; Chif=214 di= 2 (F=0.34),F=7%
Testfor overall effect; £=3.20 (P = 0.001}

Figure 35: Discontinuation at 6 months

Experimental Control Risk Ratio

Study or Subgroup

Events Total Events Total Weight M-H, Random, 95% Cl

-

¢

0.01

0.1

i 11 100

Favours standard care Favours MM

Risk Ratio

M-H, Random, 95% Cl

Akerblad 2003 73 326 90 339 BEO% 0.84 [0.64,1.10]
Aljumah 2015 ] 119 10 120 B.5% 0.91 [0.38, 2.15]
Rickles 2005 3 il 1] 32 06% T.22[0.39,134.25]
Ruhio-Valera 2013a 26 a7 26 92 23.0% 1.06 [0.67, 1.67]
Sirey 2010 3 33 7 kn 3.0% 0.43[0.14,1.71]
Total (95% CI) 596 620 100.0% 0.89 [0.71, 1.11]
Total events 114 133

Heterageneity: Tau®= 0.00; Chi®= 3.58 df=4 (P=047), F=0%
Test for overall effect: £=1.05 (P = 0.29)

*

0.0

0

i 100

Favours MM Favours standard care

Comparison 6: Care coordination versus standard care/enhanced standard care

Critical outcomes

Figure 36: Depression symptomatology at 6 months

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

hdchahon 2007 13.2 12 300 143 124 32 100.0% -0.09 [-0.59, 0.41]

Total (95% Cl) 30 32 100.0% -0.09 [0.59, 0.41]

Heterogeneity: Mot applicable =-1D T t 105

Test for overall effiect Z=0358(F=073)
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Figure 37: Depression symptomatology at 12 months

Std. Mean Difference

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Salishury 2016 116 B2 255 119 64 261 1000% -0.058[-0.22,013]
Total (95% ClI) 255 261 100.0% -0.05[-0.22,0.13]
Heterogeneity: Mot applicable o '5 ﬁ é 10'

Test for averall effect: Z=0.54 (P = 0.98)

Figure 38: Remission at 12 months

Favours care coordination Favours standard care

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Salisbury 2016 45 307 86 302 100.0% 1.09[0.85, 1.39]
Total {95% Cl) 307 302 100.0%  1.09 [0.85, 1.30]
Total events 95 36
Heterogeneity: Mot applicable I f T f {
i _ 0.01 0.1 1 10 100
Testfor overall effect. Z= 0.67 (P = 0.51) Favours standard care Favours care coordination
Important outcomes
Figure 39: Discontinuation at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Mchlahon 2007 12 30 16 32 100.0% 0.80 [0.46, 1.40]
Total (95% CI) 30 32 100.0%  0.80 [0.46, 1.40]
Total events 12 16
Heterogeneity; Mot applicable ) t T t |
e B 0.01 oA 1 10 100
Testfor overall effect Z=0.78 (P = 0.43) Favours care coordination Favours enhanced standard
Figure 40: Discontinuation at 12 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Salisbury 2016 a2 3ar 41 302 100.0% 1.24[0.86, 1.83]
Total (95% CI) 307 302 100.0%  1.25[0.86,1.82]
Total events 52 41
Heterogeneity: Mot applicable I } T } {
e _ 0.01 0 1 10 100
Testfor overall effect Z=1.15 (P = 0.25) Favours care coordination Favours standard care
Comparison 7: Attached professional model versus enhanced standard care
Critical outcomes
Figure 41: Depression symptomatology at 6 months
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% Cl
EBedoya 2014 11.5 T 63 138 54 55 100.0% -0.36 [F0.73, 0.00]
Total (95% CI) 63 55 100.0% -0.36 [-0.73, 0.00]
Heterageneity: Mot applicable 5_1 A 55 ] é 10:
Testfor overall effect: £=1.95 (P =0.0%) Favours APM  Favours ESC
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Important outcomes

Figure 42: Discontinuation at 6 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl WM-H, Fixed, 95% Cl
Bedoya 2014 ] liti] 11 a5 100.0% 0659 [0.31, 1.55] —
Total (95% Cl) 65 55 100.0% 0.69 [0.31, 1.55] -~
Total events g 1

10

Heterageneity: Mot applicahle n07 051 100
Test for averall effect Z=0890 (P =0.37) ' Févours APM Favours ESC
Comparison 8: Shared care versus standard care
Critical outcomes
Figure 43: Depression symptomatology at 6 months
Experimental Control 5td. Mean Difference §td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CIl
Banetrjee 1996 -18.3  B5 33 -116 B4 36 100.0% -1.03[1.583,-0.52]
Total (95% CI) 33 36 100.0% -1.03 [1.53, -0.52] L 2
Heterogeneity: Mot applicable I_1 0 =5 ) % 10:
Testfor overall effect 2= 3.99 (P = 0.0001) Favours shared care Favours standard care
Figure 44: Remission at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Banerjee 1996 149 33 9 36 100.0% 2.301[1.22, 4.36]
Total (95% CI} 33 36 100.0%  2.30 [1.22,4.36] -
Total events 19 ]
estfor overall effect. 7= 257 (F=0.01) Favours standard care Favours shared care
Important outcomes
Figure 45: Antidepressant use at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% CI M-H, Fixed, 95% C|
Banerjee 1996 20 33 5 36 1000% 4.36[1.85 10.30]
Total (95% CI) 33 36 100.0% 4.36 [1.85,10.30] i
Taotal events 20 i}
Heterogeneity: Mot applicahle 'D.D1 Df1 1'IJ 1EID'

Test for overall effect: Z= 3.36 (P = 0.0008)
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Figure 46: Discontinuation at 6 months

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Banerjee 1995 4 33 4 36 100.0% 1.09[0.30, 4.01]
Total (95% Cl) 33 36 100.0%  1.09[0.30,4.01]

Total events 4 4

10

Heterogeneity: Mot applicakle .Y D:1 1 o0

Testforoverall effect: £=0.13 (F=0.30) Favours shared care Favours standard care
Comparison 9: Measurement-based care versus standard care
Critical outcomes
Figure 47: Depression symptomatology at 6 months

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% Cl

Guo 2015 48 36 44 86 36 37 1000%  -1.05[F1.51,-0.58]

Total {95% CI} 44 37 100.0%  -1.05[-1.51,-0.58] *

Heterogeneity: Mot applicable I—1D ES ] é 1D=

Testfor overall effect £=4.39 (P = 0.0001)

Figure 48: Response at 6 months

Favours MBC Favours standard care

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Guo 2015 53 £ v 55 100.0% 1.3901111,1.73]
Total (95% CI) 61 59 100.0%  1.39[1.11,1.73] &
Total events a3 ar
Heterogeneity: Mot applicable f t T t {
. _ 0.01 0.1 1 10 100
Testfor overall effect: 2= 2.81 (F = 0.004) Favours standard care Favours MBC
Figure 49: Remission at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Guo 2015 45 fi1 17 59 100.0% 256 [1.67,3.93]
Total (95% CI) 61 59 100.0%  2.56 [1.67, 3.93] <
Total events 45 17
Heterogeneity: Mot applicable f t t {
0.0 01 10 100
Testfor ovarall effect: 2= 4.30 (F < 0.0001) Favours standard care Favours MBC
Important outcomes
Figure 50: Discontinuation at 6 months
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Guo 2015 17 A1 22 a9 100.0% 0.75[0.44, 1.26]
Total (95% CI) 61 59 100.0%  0.75[0.44, 1.26]
Total events 17 22
Heterogeneity: Mot applicahle 00 D:1 1- 1'IZI 1DIZI'

Testfar averall effect Z=1.09{P=0.27)
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Forest plots for review question 1.2 For adults with depression, what are the relative
benefits and harms associated with different settings for the delivery of care?

Comparison 1. Primary care versus secondary care

Primary care versus secondary care subgroup analysis for Comparison 1a Cognitive and
cognitive behavioural therapies individual + antidepressant versus antidepressant

Critical outcomes

Figure 51: Depression symptomatology at endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
22.1.1 Primary care
Magem 2011 af 27 17 948 24 17 152% -1.36 211, -0.60] -
Scott 19497 135 A3 18 165 &8 16 161% -048 117,020 —
Subtotal (95% CI) 35 33 M.3% -0.91 [1.76, -0.05] <

Heterogeneity, Tau®= 025, Chi®= 283, df=1 (P = 0.09), F= 65%
Test for averall effect: 2= 2.07 (F=0.04)

22.1.2 Secondary care

Ashouri 2013 17.2 379 20 2565 3.45 13 1358% -2.20[-3.10,-1.30] —

Hautzinger 1996 8 424h 32 88 68 24 18.0% -0.13 F0.66, 0.40] -
Hollon 1982 105 10 25 142 10 57 187% -0.37 F0.84, 0.11] ™
Zu 2014 59 4.2 43 65 45 25 185% -0.14 [0.63, 0.36] -
Subtotal (95% CI) 120 119 B68.7% -0.61 [-1.30, 0.07] L J

Heterogeneity: Tau®= 0.40; Chi®=17.45, df=3 (P = 00005}, F=83%
Testfor averall effect. £=1.75 (P =0.08)

Total {95% CI) 155 152 100.0% -0.70 [1.23, -0.17] L 2
Heterogeneity: Tau®= 0.34; Chi®= 23.00, df=5 (P = 0.0003), F=72% :-1D 55 b é 1E|:
Testfor overall effect 2= 2587 (P =0.01) Favours CBT + AD  Favours AD

Testfor subgroup differences: Chit= 027 df=1 (P = 0.60), F= 0%
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Primary care versus secondary care subgroup analysis for Comparison 1b. Selective
serotonin reuptake inhibitors (SSRIs) versus placebo

Critical Outcomes

IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

-0.08 F0.45, 0.30]
-0.89 F1.82, 0.04]
-0.26 [-0.47,-0.06]
0.25 [-0.49, 0.01]

-0.94 [1.63,-0.24]
-0.32 [0.55, -0.08]
-0.20 F0.44, 0.04]
-0.11 FO.34, 0.11]
-0.59 [0.87,-0.31]
0.04 F0.45, 0.53]
040 F0.21, 0.61]
-0.41 FO.36, 0.14]
-0.18 F0.38, 0.04]
0.00 F0.24, 0.24]
-0.24 [0.45,-0.04]
-0.88 [1.32,-0.45]
-0.26 [0.42,-0.09]
-0.39 [-0.78, -0.00]
-0.46 [-0.89,-0.02]
-0.45 F0.42,0.13]
-0.03 F0.32, 0.24]
-0.22 [0.38,-0.07]
0.23[0.32, 0.14]

20.23[-0.31, 0.15]

Figure 52: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight
76.1.1 Primary care
Bjerkenstedt 2005 149 8.4 54 144 6.7 a5 34%
Lopez-Rodriguez 2004 6 8458 10 14 B854 10 0.7%
Wade 2002 143 9.1 188 167 91 189 6.9%
Subtotal (95% CI) 252 254 10.9%
Heterogeneity: Tau®=0.01, Chi*= 2,65, df= 2 (P= 027}, F= 24%
Testfor overall effect 2= 2.01 (P =0.04)
76.1.2 Secondary care
Byerley 1988 128 7.7 20 197 6.4 16 1.2%
CL3-20098-022 133 7B 133 158 8.6 147 6.0%
CL3-20098-023 122 a1 137 138 a 137 5.9%
CL3-20098-024 128 74 146 134 84 158 6.2%
Emsley 2018 131 6.6 98 171 B9 106 4.9%
Fava 19983 126 1042 108 122 ] 19 22%
Fava 2005 133 7.3 47 126 64 43 29%
FDA 246 (SB 659746-003) 123 7582 118 131 752 128 86%
Forest Laborataries 2000 1561 10038 243 175 1086 125 6.5%
Hirayasu 2011a 932 715 197 9.3 6.6 100 5.8%
Hirayasu 2011hb 158 1035 360 183 101 124 6.8%
Macias-Cones 20145 1.7 ar 46 15 aT 43 27%
Mathews 20145 156 1004 280 182 1006 231 8.0%
Mundt 2012 11.8 5.8 55 1349 6.4 50 3.2%
Fyth 1952 131 10 60 17.5 8248 2 IT%
Rudaolph 1999 142 414 103 148 402 a7 5.0%
Sheehan 2008h 18.09 888 95 184 9.2 95 4.9%
Tollefsan 199371995 14 7738 1587 7.4 329 8.4%
Subtotal {95% CI) 2574 2030 B89.1%
Heterogeneity: Tau®=0.02; Chi®= 3293, df=17 (P=0.01); *= 48%
Testfor overall effect £= 513 (P = 0.00001)
Total (95% CI) 2826 2284 100.0%
Heterogeneity: Tau® = 0.01; Chi*= 35 64, df= 20 (P = 0.02}; P= 44%
Test far overall effect Z= 564 (P = 0.00001)
Testfor subgroup diferences: Chi*=0.01, df=1 (P = 0.91), F= 0%
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Figure 53:

Experimental

Depression symptomatology change score

Control

$td. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
76.2.1 Primary care
Bierkenstedt 2005 -84 8 54 a7 785 1.5% 041 [0.27,0.48] r
Wade 2002 -14.9 B.56658206 188 -12 B.78196137 189 2.4% -0.43 [-0.64,-0.23] -
Subtotal (95% CI) 242 244 3.9% 019 [-0.71, 0.34] L 3
Heterogeneity Taus= 0.12; ChF= 6.11, df= 1 (P = 0.01); F= 4%
Testfor overall effect Z=0.70 (P = 0.48)
76.2.2 Secondary care
29060 07 001 -13.08 10,219 12 -109 9386048 11 0.5% -0.21 -1.03, 0.81] -
Andreoli 2002/Dubini 1997Massana 1998 _study 1 -13.3 46 127 -B.6 447 128 21% -1.03[1.29,-0.77] -
Baune 2018 -15.96 8.58 52 -8 8.8 48 1.4% -0.93 [-1.34,-0.52] -
Einnemann 2008 -13.42 761 30 -1018 7.57 Kl 1.1% -0.42 [-0.93, 0.09] T
Eose 2008 -121 1022 129 -106 1042 134 2.2% -0.14 [-0.39, 0.10] T
Burke 2002 -12.8 925 366 -84 982 119 2.4% -0.37 [0.58,-0.16] -
Claghorn 1992a -10.72 939 32 -459 935 27 1.0% -0.B5 [1.17,-0.12] -
Clagharn 1992k -11.44 832 32 549 8 27 1.0% -0.71 [-1.23,-0.18] -
Clayton 2006_stucty 1 -14.2 807 133 1241 798 130 22% -0.26 [-0.50,-0.02] 1
Clayton 2006_study 2 -12.8 go07 133 -1148 TBE 126 2.2% -013[0.37,0.12] i
Detke 2004 -11.7 461 a5 -8.8 482 a3 1.9% -0.61 [0.91,-0.31] -
Dube 2010 -18 .82 a4 -13 a.84 122 1.8% -0.23[-0.55, 0.10] =
Eli Lilly HWAT-A -4 b.44 a7 -478 642 a9 1.8% -0.41 [0.70,-0.11] =
Emsley 2018 -13.6 470319041 et} -89.5 482804308 108 1.89% -0.86 [1.14,-0.57] -
Fabre 1982 -9.13 2.14 3| 306 a.1 36 1.2% -0.74F1.21,-0.27] -
Fabre 1995a -9.89 8.57 261 -76 74 BB 22% -0.27 [-0.52,-0.03] 1
Fava 1998a -10.85 941 109 -11.6 8.9 19 1.1% 0.07 [-0.42, 0.56] T
Fava 2005 -6.3 538098504 47 -7.3 46400431 43 1.4% 0.20[-0.22, 0.61] T
FDA 245 (EMD B8 843-010) -1 TET 932 -10.2 T.96 a9 2.0% -0.41 [-0.40,0.17] N
Forest Laborataries 2000 -12.85 9.89 243 -11.2 1035 125 2.3% -0.17 [-0.39, 0.04] N
Forest Research Institute 2005 -16.26 10037 266 -12.4 1034 133 2.4% -0.37 [0.58,-0.16] -
Golden 2002_448 -11.89 819 208 -9.9 204 1M 2.2% -0.24 [0.48,-0.00] N
Golden 2002_449 -12.69 82 1§ -102 818 110 2.3% -0.30 [-0.53,-0.07] -
Higuchi 2009 -9.4 69 148 -B3 5.8 145 23% -0.17 [-0.40, 0.08] 1
Jefferson 2000 -14.7 1056 296 121 11.06 101 2.3% -0.24 [0.47,-0.02] 1
Kasper 2012 -149 1061 139 -134 927 il 1.89% -0.85 [-0.84, -0.26] -
Keller 2006_Study 063 -17.25 8.05 161 -14 887 154 2.3% -0.38 [-0.61,-0.16] -
Kranzler 2006_Group A -10.8 6.5 a9 -8.6 7.8 100 1.8% -0.17 045, 0.12] -
Lam 2016 -g.8 949 N -6.8 9.6 30 1.1% -0.23[0.74,0.27] -T
Macias-Cortes 2015 -8.9 2.4505910148 46 -6.7 2.46880538 43 1.2% -1.28[1.75,-0.83] -
Mathews 2015 -15.9 1004 280 -136 1006 281 26% -0.23[-0.39,-0.06] 1
Miller 19892 -6 59 19 62 72000220 08% 0.03 [-0.58, 0.64] T
Maontgormery 1992 -12.36 881 129 -1056 776 G4 1.89% -0.21 [-0.51, 0.09] T
Mundt 2012 -13.4 a7 a5 -10.7 6.6 a0 1.5% -0.44 [-0.82,-0.09] T
Wfv-104 2/BRL-029060/CPME-251 -10.23 TET 120 -8325 TAHE 123 21% -0.26 [-0.51,-0.01] N
Mv-1045/BRL-029060/1 (PAR 128) -12.39 877 694 -8 863 136 2.8% -0.38 [-0.57,-0.20] -
Mierenberg 2007 -7.22 BE2 274 -6507 679 137 2.4% -0.18 [0.39, 0.02] "
MKD20006 (MCTO0048204) -1 78 M¥ 108 e 21% -0.03 [0.28, 0.23] T
Myth 1992 -13.1 707106781 G0 -G.7 597570447 32 1.2% -0.95 [-1.40,-0.49] -
FAR 01 001 (GEK & FDA) -13.36 793 22 -11.33 793 1 0.8% -0.25[-0.85, 0.35] -1
Rapaport 2008 -12.11 g0 173 -885 g 178 2.4% -0.41 [0.62,-0.19] -
Reimherr 19490 -11.66 824 142 -816 TS 14 2.1% -0.43 [0.67,-0.20] e
SER 315 (FDA) -84 452 TB -r.e 8 73 1.8% -0.17 [-0.49,0.14] -
Sheehan 2008k -11.42 B.46107963 99 -11.02 6.96603233 a5 2.0% -0.06 [-0.34, 0.22] 7
Stark 19845 -1 100 189 -8.2 9 169 2.4% -0.28 [-0.50,-0.089] N
Study 62b (FDA) -8.82 871 297 -5E9 865 48 1.8% -0.36 [-0.66,-0.05] !
Study F1.J-MC-HMAG - Study Group B -T.B3 FA AT | BI6 72 1.4% -0.08 -0.47,0.32] T
Tallefson 18931995 -B.1 TE 328 -6.4 71334 27% -0.23 [-0.38,-0.08] N
WVEM KR 367 (FDA) -11.26 10.55 a0 -1341 1063 a1 1.8% 047 [-0.14,0.48] r
WELL Al1A40068 -13.9 1087 146 122 973 148 2.3% -0.16 [-0.39, 0.08] 7
‘Warnicke 1987 -8.83 867 297 -AT 8.6 43 1.8% -0.36 [-0.67,-0.04] -
‘Wernicke 1988 -10.6 2.3 183 -7 8.6 En 2.0% -0.43[0.70,-0.16] -
Subtotal (95% CI) 7571 5029 96.1% -0.33 [-0.39, -0.26] |
Heterogeneity Tau®= 0.03; Chi®= 14090, df=51 (P = 0.00001); F= 64%
Testfor overall effect Z=9.74 (P = 0.00001)
Total (95% Cl) 7813 5273 100.0% -0.32[-0.39, -0.26] |
Heterageneity: Tau®= 0.03; Ch®=147.01, df= 53 (P = 0.00001); F= 64% =-1D 15 é 1D=
Testfor overall effect Z=9.82 (P < 0.00001}) Favours SSRI Favours placebo
Testfor suboroun diferences: Chi*= 0.26. df= 1P =081 F=0%
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Figure 54: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
76.4.1 Primary care
Ejerkenstedt 2005 20 a7 21 58 0.8% 0.97 [0.59,1.58] i
Dioogan 18494 50 ele] 0 1M 1.6% 1.28[0.94,1.74] ™
Lepala 2003 183 e il 74 184 28% 1.21 [1.00,1.46] ™
Wade 2002 103 191 79 189 28% 1.29[1.04, 1.60] ~
Subtotal (95% CI) 662 502 T.T% 1.23[1.09, 1.39] +
Total events 356 214
Heterogengity Tau?= 0.00; Chi*=1.18, df=3 (P= 0.76) F= 0%
Testfor overall effect 2= 3.25 (P =0.001)
76.4.2 Secondary care
Andreali 2002/Dubini 1997/Massana 1998_stuchy 1 T2 127 43 128 1.8% 1.69[1.27,2.249] -
Einnemann 2003 25 43 17 39 1.0% 1.33[0.86, 2.07] T
Eose 2008 59 132 51 135 1.8% 1.18[0.89,1.58] T
Burke 2002 178 379 33 127 1.6% 1.82[1.33, 2.48] -
Byerley 1988 14 3z 4 29 02% 317 [1.18, 8.55]
CL3-20098-022 77 137 69 149 23% 1.21 [0.97,1.52] ™
CL3-20098-024 g9 148 91 148 28% 1.04 [0.87,1.26] T
Clagharn 1992k 18 36 G i3} 0.3% 250[01.08,871]
Clayton 2006_study 1 90 142 BI 141 2.5% 1.30[1.05, 1.60] —
Clayton 2006_study 2 32 143 B4 137 2.3% 1.18[0.94, 1.48] —
Detke 2004 B4 86 41 93 2.0% 1.69[1.30,2.149] -
Dube 2010 29 62 59 138 1.8% 1.09[0.79,1.52] T
Dunbar 1993 T2 170 o 1T 1.3% 241 [1.67,3.449] I
Eli Lilly HMAT-A 38 89 24 40 1.1% 1.60[1.05, 2.43] —
Emsley 2018 54 a8 36 107 1.6% 162[1.18,2.24] -
Fahbre 19953 128 78 32 91 1.7% 1.31[0.96,1.78] "—
Fava 19983 B3 109 10 18 0.9% 1.10[0.70,1.73] T
Forest Laboratories 2000 118 287 51 128 21% 1.16 [0.90,1.49] .
Forest Research Institute 2005 162 T4 g6 135 2.4% 1.43[1.14,1.78] -
Goldstein 2002 17 33 33 70 1.1% 1.09[0.72,1.65] T
Goldstein 2004 34 ar 27 a9 11% 1.29[0.86,1.94] T
Gual 2003 19 44 14 39 0.8% 112 [0.67,1.89] I
Higuchi 2009 78 148 6 146 21% 1.37 [1.06,1.78] —
Hirayasu 2011a 133 205 66 105 29% 1.03 [0.86,1.23] T
Hirayasu 2011k 179 361 45 124 21% 1.37 [1.08,1.76] —'—
Jefferson 2000 145 Mo a6 105 1.8% 1.36[1.02,1.82] —'—
Kasper 2012 96 140 33 71 1.9% 1.48[1.12,1.94] -
Katz 2004 11 28 G 25 0.3% 1.64 [0.71,3.78] T
Kramer 1958 33 72 20 70 1.0% 1.60[1.03, 2.51] —
Kranzler 2006_Group A 33 28 26100 1.0% 1.43[0.93,2.19] —
Lam 2016 e H 10 30 0.4% 0.87 [0.41,1.84] I
Macias-Caortes 2015 19 46 ] 43 0.3% 3.55[1.45, 8.69]
Mathews 20145 176 289 142 2490 33% 1.24 1.07,1.44] ™
Mendels 1999 37 89 24 91 1.1% 1.58[1.03,2.41] —
Mundt 2012 33 80 20 85 0.9% 1.75[1.10, 2.79] —
I-104 2/BRL-029060fCPMS-251 56 125 44 124 1.7% 1.31 [0.96, 1.79] "—
My-1045/BRL-02906001 (PAR 128) 461 Tog 69 140 29% 1.32[1.11,1.58] —
Mermeroff 2007 45 104 ar 102 1.5% 1.19[0.85,1.67] T
Mietenberg 2007 94 T4 36 137 1.6% 1.31 [0.94,1.87] "_
NKD20006 (NCTO0048204) a7 125 59 125 2.0% 0.97 [0.74,1.26] -
Myth 1992 32 98 ] i1 0.5% 1.85[0.96, 3.57] "*
Olie 1997 71 128 45 129 1.8% 1.58[1.19, 2.09] -
FPAR 01 001 {GSK & FDA) 11 25 g 25 0.4% 1.38 [0.67, 2.83] e
Perahia 2006 59 97 51 99 21% 1.18[0.92,1.51] ™
Peselow 1989a 17 34 14 39 0.7% 1.39[0.81, 2.39] T
Peselow 19890 19 40 14 42 0.7% 1.43[0.83, 2.44] T
Rapaport 2009 100 177 71180 2.4% 1.43[1.15,1.79] -
Ratti 2011_study 096 65 113 73123 28% 0.97 [0.78,1.20] T
Ravindran 1995 17 40 7 28 0.4% 1.58[0.76, 3.27] I
Reimherr 18490 7 148 49 1480 1.9% 1.58[1.20, 2.09] -
Rickels 1992 a2 1) 10 56 0.5% 2240117, 4.29] I—
Rudalph 1999 52 103 41 98 1.7% 1.21 [0.89,1.63] T
Sheehan 200%h a7 99 23 45 0.9% 1.13[0.70,1.82] I
Stmith 1992 15 39 8 38 0.4% 1.83[0.88, 3.80] T
Stark 1985 77 185 38 164 1.6% 1.80[1.30, 2.49] -
Study F1J-mMC-HMAG - Study Group B 15 ar 28 75 0.8% 1.09 [0.67,1.77] I
Tollefson 199311995 121 336 g0 335 2.3% 1.34 1.07,1.68] "‘
Walle-Cabrera 2018 28 39 12 38 0.8% 22737, 378 I
Wang 2014c 91 1a7 T8 187 2.6% 147 [0.95,1.43] .
WELL Ak A4006 g8 185 T8 154 2.8% 112[0.91,1.38] .
Wernicke 1987 112 308 ] 48 0.6% 1.94 [1.06, 3.56] e
Wernicke 1988 g9 189 18 78 1.0% 204 1.32,3.14] —
Subtotal (95% CI) 8741 6373  92.3% 1.35[1.28,1.42] ]
Total events 4400 2370
Heterogeneity: Tau?= 0.02; Chi*=102.18, df = 61 (P = 0.0008); = 40%
Testfor averall effect Z=10.95 {P = 0.00001)
Total (95% CI) 9403 6875 100.0% 1.33[1.27,1.40] [}
Total events 4756 2584
Heterogeneity: Tau?= 0.01; Chi*= 104.09, df = 65 (P = 0.001); F= 38% 1001 011 1=u o0
Testfor overall effect Z=11.37 {P = 0.00001) Favours placebo  Favours SSRI
Testfor suboroup differences: Chi*=1.75 df=1 (P =019, F= 42.9%
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Primary care versus secondary care subgroup analysis for Comparison 1c. SSRIs versus

Tricyclic Antidepressants (TCAs)

Critical outcomes

Figure 55: Depression symptomatology at endpoint
Experimental Control Std. Mean Difference $td. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
77.1.1 Primary care
Christiansen 1996 8.1 5.8 1] 6.9 G.2 57 44% 0.20[-0.17,0.57] T
Freed 1998 137 1024 148 1658 1088 157 BO0% -0.27 [-0.50,-0.05] -
FAR 290607281 161 8.89 TG 124 8.489 94 A0% 0.43[0.11,0.749] -
PAR MO 032 12 807 29 122 807 o 3% -0.02 [-0.53, 0.49] 7
Serranc-Blanco 2006 95 8.2 449 aB a2 a 41% 0.08[-0.32 0.449] T
Subtotal (95% CI) 3590 368 22.8% 0.08 [-0.21, 0.36] 4
Heterogeneity Tau®=0.07, Chi*=13.76, df= 4 (P = 0.008), F=T1%
Testfor averall effect 7= 052 (P = 0.61)
77.1.2 Secondary care
Arrninen 19892 876 563 21 1131 845 29 8% -0.30 [-0.86, 0.27] -
Eersani 19534 16 6.5 31 16 G.1 0 33% 0.00[-0.50,0.50] T
Bhargava 2012 1423 351 30 1367 474 o 3% 0.13[-0.37, 0.64] T
Byerley 19588 128 7T 0 137 a5 4 2T% -0.11 [-0.70, 0.44] -
Chiu 1956 7.4 9.6 19 117 2.1 19 2.0% -0.47 [-1.20, 0.26] -
Cohn 1984h 1472 881 35 1454 B85 31 34% 0.02 [-0.46, 0.50] T
Derryttenaere 1995 98 5.3 35 T2 4.5 31 34% 0.48[-0.01, 0.97] .
De Ronchi 1598 1422 831 32 1384 9.4 33 34% 0.03[-0.46,052] T
Deushle 2003 127 8.2 40 104 A am 3E% 0.28[-016, 077 T
Fawcett 15849 128 5.5 19 146 T8 19 4% -0.24 [-0.88, 0.39] -
Farlenza 2001 1444 1235 aFr 1271 118 | 3% 0.14[-0.358 0.67] s
GEk_28060/103 135 114 45 138 a4 36 3E% -0.03 [-0.47, 0.41] T
Hasherni 2012 1616 402 48 1971 4. 49 40% -0.B6[-1.27,-0.44] -
Laakmann 1988 586 752 36 6539 7.A2 43 3T% 0.31[-013 078 I
Laakmann 19591 947 7B f2 9F5 T.B6 62  4E% -0.02 [-0.38,0.33] T
Marchesi 19498 8.9 6.6 g7 a1 6.9 A 489% 0.12[-0.21,0.459] T
Moller 1593 1.5 8.3 72 9.3 6.3 8 48% 0.30[-0.04 0.63] -
Mulsant 1959 9.6 4.6 29 aB 3 FEEECA T 0.20[-0.32 073 T
Ontiveros Sanchez 1998 78 B 21 58 545 21 2E% 0.34[-0.27, 0.949] T
Peters 1990 10 g 41 11 ] m 38% -013[-0.57,0.31] -
Ropert1984 9.4 T 54 118 ] 46 4.3% -0.32 [-0.71,0.08] -
Staner 1995 178 1.3 21107 T8 19 24% 0.71[0.07,1.349] —
Sulernan 1597 72 25 15 7 26 18 20% 0.08[-0.64, 0.79] -
Subtotal (95% CI) 816 811 T7.2% 0.03 [-0.11, 0.16]
Heterogeneity, Tau®=0.05; Chi*= 3986, df=22 (P =0.01); F=45%
Testfor overall effect 7= 039 (P = 0.69)
Total (95% CI) 1175 1179 100.0% 0.04 [-0.08, 0.16]
Heterogeneity: Taw®=0.05, Chi*= 5363, df=27 (P=0.002);, F=50% 5_1 0 ; 10

Testfar averall effect 2= 061 (P =054)
Testfor subgroup differences: Chi®=0.09, df=1 (P =076}, F=0%
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Figure 56: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
77.2.1 Primary care
Freed 1959 -17.7 B.B1452126 149 -15.08 7.H1073912 147 4. 7% -0.36 [-0.59,-014] -
Serrano-Elanco 2006 -12.7 BAT413962 43 129 B.22253967 45 34% 0.03 [0.37,0.44] T
Subtotal (35% CI) 198 202 8.1% -0.20 [-0.58, 0.18] *
Heterogeneity: Tau®*= 005 Chi*= 277, df=1 (F=010); F=64%
Testfor overall effect: Z=1.05 (P=0.30)
77.2.2 Secondary care
290607299 -14.3 935 102 -14.39 833 100 43% 0.01 F0.27,0.29] T
29080 07 001 -13.08 10,2191 12 -13.1 11.1051 13 1.7% 0.02 [0.76,0.81] -
Akhondzadeh 2003 -16.82 11.08 17 -203 812 200 21% 0.36 [0.30,1.01] T
Beasley 1893b -12.4 949 65 -116 10.3 71 3.9% -0.13 [0.46,0.21] =
Bersani 1994 -7 43328187 kil -16 4.04103947 30 2.8% -0.24 [-0.74,0.27] -T
Bhargava 2012 -7 2F22T835 30 -13.33 326046009 30 2.8% 0.54 [0.02, 1.04] "—
Chiu 1996 -20.2 91 15 -183 a4 149 1.8% -0.54 [1.28,0.149] 7
Cohn 1980b -13.3 TTE 121 142 776 64 41% 012[0.19, 047 T
Detmyttenaere 1998 -15 4.21366824 35 -16.7 289416098 Ell 2.9% 0.45[0.04,0.94] ™
De Ronchi 1998 -11.38 5.50653605 32 -1256 63688225 33 29% 0.20 [-0.29, 0.68] T
Deushle 2003 -10.9 5993325863 40 138 47042534 40 32% 0.48 [0.03, 0.92] r
Fabre 1952 -9.13 8.14 I\ -T2 g.049 v 3% -0.18 [-0.64,0.27] =T
Fawcett 1989 -10.8 469041576 19 -89 5594011784 19 2.2% -0.35 [-0.99,0.29] -T
Farlenza 2001 -15.848 11.89 27 -18.03 10.46 28 I7% -0.07 [0.60, 0.46] T
GE8K_29060/103 -17.8 10.73 45 171 96 3/ 2% -0.07 [0.51,0.37] =T
Hashemi 2012 -16.96 4.96 48 -13.14 4.68 44 34% -0.79[1.20,-0.37] -
Marchesi 1998 -16.6 437264222 BY -17.2 459401785 Ta 4.0% 0.13 [0.20, 0.48] T
MO F2A060MIM070M3EMC -20 8.49 24 -18 8.22 20 23% -0.88 [1.19,0.02] -
Miura 2000 -9.2 118 102 -106 1M1 114 44% 012 [0.14,0.39] B
Maller 1983 -18.7 549271246 72204 449110232 68 3.9% 0.34 [0.00, 0.67] ™
Maller 1998 -136 9.3 62 -165 9.4 59 3.8% 0.31 [0.05, 0.67] -
hulsant 1999 -11.3 3.0528675 28 -136 2530689758 27 2.6% 0.80[0.25,1.39] -
Preskarn 1991 -10.1 T8 28 -7.9 6.1 3 2.8% -0.31 [0.82,0.20] 7
Reimherr 1930 -11.66 8.24 142 1264 7A7 144 465% 012 [F011,0.39] T
Ropert 1989 -18.2 477074418 54 -166 538516481 46 35% -0.31 F0.71,0.08] -
SER 315 (FD&) -8.9 442 THO-116 11.48 o 4.0% 0.31 [0.01, 0.64] ™
Staner 1995 -8.2 783851372 21 133 556866232 19 22% 0.72[0.08,1.37] —
Stark 1985 -1 101 185 -12 101 185 4.8% 010 [F0.11, 0,300 *
Suleman 1997 -18.2 1.68522596 18 -158 231516738 15 1.7% -1.11 [1.88,-0.33] -
Subtotal (95% CI) 1555 1489  91.9% 0.04 [-0.08,0.17]
Heterogeneity: Tau®= 0.06; Chi®= 72.04, df= 28 (P =< 0.00001); F= 61%
Testfor overall effect Z=070(P=0.49)
Total {95% CI) 1753 1691 100.0% 0.02 [-0.10, 0.14]
Heterogeneity: Tau®= 0.07; Chi*= 84.60, df= 30 (P = 0.00001); F= 65% =_1 P 5 5 5 T
Testfor overall effect Z=038(P=0.70) Favours SSRI Favours TCA
Testfor subaroup differences: Chi*=1.46,df=1 (P =023, F=31.7%
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Figure 57: Remission

Experimantal Controd Fisk Ratio Feisk Ratho
Stisdly of Subgroup Events  Total Ewents Total Weight M.H, Random, 95% CI M3, Random, 95% C1
¥7.3.1 Primary care
Hufehingan 19032 k] L] 18 31 Te% 116081, 167 -+
kyte 1998 9% 179 93 185 12.7% 1.01 [0.83,1.22] +
Moon 1956 33 0 R’OoE 7% 1.00000.70, 1.43] T
Subdotal (95% CIy or 285 28.3% 1.03 [0.88, 1.20] L 3
Total evants 167 148
Heterogengity Tau®= 0000, Chi"= 053, 8= 2 (P = 0I7TLP=0%
Tast for ovavall efect I= 042 (P = 0ET)
T7.3.2 Secondary cars
Beasley 19930 1 5 LTI S I R 0.20[0.40, 1.63) —
Danish Universiy Antidepressar Group 1986 WoOET W ST 4% 0.4500.27,0.78) —
Danish University Antidegressant Groug 1990 12 62 % 58 41 043[0.24,0.77] —_—
Fawef 1989 4 mn £ W 1% 0.8000.25, 2.55) s
Feighner 1993 58 241 63 241 91% 0.94 [0.69,1.27] -
Forlenza 2001 13 Fig " 2 1% 1.23 0067, 2.4] 1T
Cerelsepger 1995 77 44 18 &7  556% 1.31 [0.82, 2.08) T
Heegan 1991 14 i 13 12 55% 118075, 1.88] T
Lenine 1989 i 30 15 0 40% 0.73[0.41,1.33) —r
MDFF2 306 0L TOERME 17 2 11 30 4% 1450082, 257] T
Modler 1993 43 112 54 110 4™ 083 0ET, 1.15] .
Mutsant 1999 19 43 n W B 0.78[0.50,1.21] —
Marranro 2001 20 9 P B R 0.30[0.ED, 1.06] ™
Subitotal (95% CI) TE T8O T1.7% 057 (073, 1.03] +
Total evenls 265 308
Hederogenaity Tau®= 0U04; Chi*= 2212 df =12 (P = 0.04); P = 45%
Tesd Tor oredvall effect I=1.59(P=011)
Total (95% CI) 1080 1065 100.0% 0.92 [(.80, 1.05] *
Total everis 437 457
Heterogeneity Tau"= 0.03; Chit= 2567, df=15 (F= 004y, F= 42% e oh T 00
Testfor overall effect 2= 1.28 (P = 0020) : .
Tas! for suboroup diferences: Ch'= 219, df= 1 1P =0,14), P= 54 4% Fawours TCA  Favours SSRI
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Figure 58: Response

Risk Ratio

Wiright M-H, Random, 85% Cl

Risk Ratio
M-H, Random, 35% C1

Experimental Control
Study or Subgroup Evenis  Tolal Events Total
T74.1 Primary care
Christiansen 1996 46 T 48 T3 TO0%
Hutchinson 1992 35 58 18 32 19%
Moon 1994 7 51 27 85 9%
Moon 1996 32 T0 30 B8 29%
Rosanbarg 1994 20 380 45 a2 TE%
Subtotal (95% CI) 630 320 I3.%
Tolal events 341 163
Heterogeneity, Tau® = 0.00; Chi#= 0,37, df= 4 (P = 0.93); F = 0%
Test for overall effect 2= 0065 (F= 0.51)
T7.4.2 Secondary care
Baasley 19930 28 B5 35 71 30%
Eremner 1984 16 20 17 0 4.9%
Eerley 1988 14 32 14 34 1.3%
Chiu 1996 12 20 11 0 1.4%
Cahn 19900 B4 161 40 B0 57T%
D& Ronchi 1998 16 32 18 33 1.8%
Drarryitenaare 1998 22 5 17 | 14%
Fabra 1991 42 103 41 102 36%
Fawicett 1989 a 20 T 0 DT
Fodenza 2001 14 27 14 I8 1.65%
Garatsagger 1995 18 44 13 a7 1.65%
GSK_29060M1 03 26 57 22 49 13%
Kaegan 1931 12 20 16 12 1%
Laakmann 1988 £ 63 ar B5 3I7T%
Marchesi 1998 40 67 a1 i BI%
MOFR290E0A0T UERMC 22 a2 12 30 1.6%
Moller 1993 53 12 59 110 58%
Moller 1998 a2 81 40 Fi 33%
Qritvenos Sanchez 1998 T 21 ] 21 05%
Feselow 19892 17 34 Kl 32 13%
Feselow 19890 18 40 23 40 :3%
Paters 1990 18 51 2 5 1%
Felmherr 1930 T7 149 86 149 93%
Staner 1995 7 21 g 19 07%
Stark 1985 T 185 B5 186 T4%
Subtotal [95% CI) 1452 1414  TE8%
Total events Fa k| ™

Heterogeneity, Tau® = 0.00; Chi*=14.03, di= 24 (P = 0.95), F= 0%
Test for overall effect Z=1.91 (P = 0.0&)

Taostal (35% CI) 2122

Tolal events 1054 Baa
Heterogeneity, Tau®= 000, Chi®= 1661, di= 26 (=097, F= 0%
Test for overall effect =135 (F=018)

Testfor subaroup differences: Chi*= 222 df=1 (P =0.14), F= 54 9%

1734 100.0%
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0.5 [0.78, 1.25]
1.07 [0.74, 1.55]
1,08 [0.74, 1.57]
1.04 [0.72, 1.50]
1.08 |0.86, 1.26]
1.04 [0.92, 1.19]

087 [0.61, 1.26]
0,94 [0.71, 1.25]
1,06 [0.61, 1.86]
1.08 [0.64, 1.66]
1,04 [0.30, 1.36]
0,82 [0.58, 1.46]
1.15[0.76, 1.73]
101 [0.73, 1.41]
1.29[0.60, 2.77]
1.04 [0.62, 1.74]
1.07 [0.64, 1.77]
1.02 [0.67, 1.55]
062 [0.53, 1.28]
086 [0.62, 1.20]
068 [0.68,1.13]
1.72[1.05, 283
0.88 [0.68,1.15]
0.78 [0.55, 1.10]
1.17[0.47, 2.89)
0.76 [0.50,1.16]
083 [0.54,1.26]
0.82[0.50,1.33]
(.90 [0.73,1.10]
0.70[0.33,1.52]
0.91 [0.72,1.15]
0.93 [0.87, 1.00]

0.96 [0.90, 1.02]
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Critical outcomes

Figure 59: Depression symptomatology at endpoint

Expernimental Control Std. Mean Difference 5td. Mean Difference
Study of Subgroup Maan 5D Tedal Mean  SD Total Weight IV, Random, 95% CI IV, Randem, 85% CI
B2.1.1 Primary care
Bamga-Schaapveld 2002 849 B2 23 125 B3 B BA% -0.57 [1.14, 0001] ==
Blashki 1971 5.73 509 2T 114 46 18 i.3% -0.77 [1.39,-0.15] -
Myniors-¥Wallis 1995 a1 71 27 M8 73 W 1% -0.51 [-1.05, 0.04] =
Subdtotal (95% CI) T 0 24.8% ALE0 [0.94, -0.27] L
Heterageneity, Taw™= 0.00; Chi*= 042, &= 2 (F = 0.81),F = 0%
Test for overall effect 2= 3.55 (P = 0.0004)
B82.1.2 Secondary cang
Amsierdam 1986 121 8539 55 177 BSS 5S4 1623% -065 [1.03,-0.28] -
Erreriey 1988 137 B85 24 197 B5 16 6% 076 F1.41,-0010] =
Elkin 198%Imber 1990 a8 T4 5T 132 T8 B2 17.7% -0.43 080, -0,07] -
Feighner 1962 1186 724 68 1586 B42 21 108% -0.53 F1.02,-0.03] ™
MeCallum 1975 13 ea 12 168 78 12 421% -0.79 [-1.63, 0.05] —
Sitverstone 1994 135 74 66 138 71T B9 198% -0.04 [-0.38, 0.30] +
Subtotal (95% CI) 282 234 75.2% 0,46 [-0.70, -0.21] L]
Haetaroganaity, Taw® = 0.03; Chi*= 819, &= 5 {F = 0.15); F= 30%
Tiesd for overall efect 2= 3,70 (F=0.0002)
Total (95% CI) 3549 J04  100.0% 0,48 [-0.66, -0.30] i
Heterageneity, Taw™= 007, Chi*= 951, @f= 8 (F = 0.30), F = 16% :_1 b 5 ) t p U:
Test for overall effect 2= 5.31 (P < 0.00001) Favours TCA Favours placebo
Testfor subgroup diferences: Chi*= 049, df=1{F=049), F=0%
Figure 60: Depression symptomatology change score
Exporimental Control S1d. Mean Difference Std, Mean Difference
Siudy of Sul Kbaan 50 Toial Mean S0 Todsd Wweight IV, Random, §5% CI v, Random, &5% CI
82.2.1 Pramary care
Blaghki 1971 -11.83 155 T -7.5 G6.78E2251 18 4.9% -0.84 [1.48,-0.21] -
WhTIOrS-Valls 19395 A1 ATISAEI84 3T BB SATTESI4 26 S4% 085 |1.44,-0.31) -
Philipp 1909 -14.2 T3 15 121 T4 A6 T -0.29 F0UGE, 0.06] =
‘Subioial (25% CN 158 20 170N 061 [-1.03, -0.18] L
Heterogenaity Tau®= 00T, Chi*= 426, df= 2(F =011, = 53%
Tesd for overall effect £= 2.81 (F = 0.005)
82.2.3 Secondary care
8060 OF 001 =133 111051 13 10091 S 3e6048 1 16% =0 2ZF1.03, 0.58) -
Arrisberdarm 1586 124 G026 &5 5T SERTAI0E  S4 TO0% <110 1.8, -0.70] -
Elkin 18850miber 1590 =87 530848378 aF -6.3 53084837 L TAS -0.64 [1.00,-0.27] -
Fabre 1992 -7 B2 209 37 -30B6 g1 16 B3% -0,56 1,03, -0.04] =
McCallum 1975 36 542862782 12 55 SMBS3EEEZ 11X 3% <M 29, -0.40] —
MIR 003-020 {FORp -11.5 a1 40 -4 B B4 10 A% -0.84 |1.20,-0.38] -
Reatirnfgar 1990 264 TAT 144 BB TES 141 BA% =056 [-0.80,-0.23) =
Schvwaizar 1994 -131 89 M -0z 96 TE T9% -0031 0B, 0. =
SER 315 (FDw) 116 11.49 O T8 a ] 7% -0, 38 F0.71, -0.05] 1
Siversione 1594 1148 425 B6 108 434 B9 TE% 0028 062, 0.06] =
Stark 1985 -12 101 185 -8.2 9 168 8.2% -0.40 0.6, -0.18] -
Witiftis 1924 11,7 42 40 a7 B2 45 BTH 0E2 012, 1,06 -
Subiotal (95% CI) 750 TES  BLAN 04T [-0.88, -0.25) L
Heberopenaity Tau"= D10 Chif= 4382 df= 11 (P < 000001 ), = 75%
Testfar overall afect 2= 4,25 (P = 0.0001)
Taotal [05% Clj 40 8BTS  100U0% 0,49 [-0uBE, -0.31] L]
Hetarogenety Tau® s 005 Chi®s 4829, df = 14 (F < 00001 #= T1% 5_“] :,’ i Iﬁ 1[;'
Tesd for overall efect Z=5.14 (P < 0.00001)
Tostfor subaroun fferences: Chi*= 0.32. df= 1 (P = 0.4T), P'= D% Fmim TCA Fainam piacsbn
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Figure 61: Response

Exparimantal Controd Risk Ratio Rizk Ratio
Study or Subgroup Evenis  Total Evenis Total Weight M-H, Random. 95% CI M-H, Random, 5% Cl
82.4.1 Primary care
Lecrubier 1997 49 75 48 TE 59% 1.03[0.82, 1.31]
Fhilipp 1933 Ta 110 i ] 47  56% 1.03 0,79, 1.35)
Schweizer 19398 a7 B0 M OB0 43% 1.76[1.18, 263 —
Subtotal (95% CI) 245 183 15.7% 1.19 [0.89, 1.50]
Tatal evenis 156 98
Heterogeneaity: Tav® = 0.04; ChP= 588, ¢f= 2 (P = 0,05); F= 67%
Testfor overall effact 2=1.15(F =025
82.4.2 Secondary cang
Amslerdam 1996 N 55 15 54  315% 2.031.24, 3.31) —
Bakish 1992k 34 58 0 56 41% 1.61[1.07, 2.44) =
Bramner 1995 29 50 17 50 3E8% 1.71 [1.0%, 2.68] —
Everley 1988 14 3 4 1@ 13% 2.9901.10,8.07)
Cassano 1986 65 165 51 148 53% 1.15[0.86, 1.54] T
Escobar 1980 14 15 B 12 149% 187 [1.04, 3.34] —
Feiger 1946 5 41 17 40 3% 203119, 3.48] —_—
Feighner 1982 53 G4 | 45 27% 2821153 519 e
Feighner 13390 8 15 5 15 1.7% 160|068, 3.77) -
Famaine 1994 22 45 14 45 3131% 1.587 |0.93, 2.66) T
Goldoery 1980 27 L] i 62 43% 1.03 069, 1.54) =T
Kusalic 1993 10 13 B 15 23% 1.82[097, 3.83] |
MIR 003-020 (FO&) 14 43 5 43 15% 280(1.11, 7.08]
FPeselow 19895 n a2 14 38 315% 1.83[1.12, 2.96] —
Feselow 19880 2 40 14 43 34% 1.73[1.04, 2.86] —
Reimher 1990 BE 149 49 150 S56% 1.7711.35, 2.31] -
Rickels 1982 23 L1 ] 19 46 3E8% 1.09 |06, 1.73) -
Rickals 1991 26 [i1] 14 BT  31% 1.94 112, 3.38) —
Rickels 1995_Study 0061 6 4 3 36 48% 0.99 0,71, 1.35) -t
Rickels 1995_Study D062 4 38 15 42 36% 1FT (110, 2.84] e
Schvweiner 1994 6 73 % TE 318% 101071, 1.74] -
Sivarslone 1934 k] B3 5 B3 46% 0.94 |065, 1.36] -
Srnith 1990 4 &0 12 50 30% 2000113 354 —
Stark 1985 BS  1EB W 188 5% 1.981.44, 2.72) —
Sublotal (95% CI) 1486 1417 B4.3% 1.57 [1.38, 1.79] ¥
Total evanis T43 450
Heterogeneity. Tav® = 0.04; Chif= 42.00, df = 23 (P = 0.009);, P = 45%
Test for overall effect 2= 6.79 (P = 0.00001)
Total (95% CI) 1741 1600 100.0% 1.51 [1.33, 1.71] L]
Tatal evans £94 548
Heterogenaity Tau® = 006, Chi®= 58,74, df = 26 (P = 0.0002); *= 56% =u o1 u’.l ] 1’,‘.. mtﬁ

Testfor overall effect 2= 634 (F < 0.00001)
Testfor subgroup differences: Chi®= 287, df=1 (P = 0.09), P=651%
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Primary care versus secondary care subgroup analysis for Comparison 1e. Serotonin—

norepinephrine reuptake inhibitors (SNRIs) versus SSRIs

Critical outcomes

Figure 62: Remission

Expenimenial Controd Rizk Ratio Hisk Ratio
Study or Subgroup Events Tolal Events Total Weight M.H,Random,95%Cl M.H, Random, 95% CI
87.3.1 Primary care
Montgomery 2004 99 145 102 148 14.5% 0.90 |0.85, 1.16] +
Tylee 1997 52 1T 83 170 43% 0.88(0.71,1.34] -
Subtotal (95% C1) 316 e 188%  0.99 [0.86,1.14] +
Taotal evants 151 155
Heterogeneity, Tau*= 000, Chi*= 0.01, df= 1 (F = 0.83); F= 0%
Test for overall efect Z= 0.17 (P = 0.86)
87.3.2 Secondary care
Altard 2004 1T 14 75 09% 0.78 10,38, 1.60] —t
Alves 1999 15 40 16 4T 15% 110|063, 1.94]
Bielskd 2004 ® 101 40 101 35% 0.90 0,63, 1.28) —
Costa 1998 M8 196 112 186 134% 1.00 {0.85, 1.18] +
DeNayer 2002 w73 W Tr 1% 1.41 |0.97, 2.04] -
Diglke 2004 a2 188 i3 EB 55% 1171 |0g4, 1 46] T
Eli Lilty HMAT-A 3 a4 W oEd 23% 0.79 1050, 1.23) i
Goldstein 2002 ¥ oo™ W 3 15% 1.74 10,99, 3.08] —
Goldstein 2004 4 8 M BT 35% 1.330.93, 1.89] I
Hao 2014 51 140 42 14 39% 122|087, 1.74] -
Higuchi 2009 W75 49 4B 30% 1.05J0.71, 1.54] -
Khan 2007 46 138 B4 140 44% 0.66 0,63, 1.18) —
Komaat 2000 w78 18 7T 16% 133081, 2 26] e
Mehtonen 2000 w75 W 72 1% 1.42 |0.99, 2.05] -
Memearof 2007 n 102 28 104 7 4% 113|073, 1.74] -T—
Nierenberg 2007 75273 B9 14 54% 1.08|0.82, 1.44] -
Perahia 2006 82 195 42 9T 54% 0.97 |0.73,1.28] -
Ritkels 2000 9 27 10 M 09% 0.80 039, 1.63] e
Rudolgh 1939 3400 13 103 13% 1.57 11 .00, 2 45 —
Sheehan 2008b M85 15 68 13% 1.45 |0.80, 2 B8] +——
Shelon 2006 w78 W B 1% 134 [0.92, 1.95) —
Sir 2005 43 84 4T T8 6% 0.66{0.65,1.14) -
Study F1-MC-HMAG - Study Group B 1 82 1 3T 15% 1.31 {075, 2.31) —_——
Tzanakaks 2000 18 55 15 54 1.4% 1,18 |0U6S, 2.09] =
Subtotal (95% C1) 2518 2308 81.P% 1.09 [1.01, 1.18]
Total evants 985 799
Heterogensity: Tau®= 0.00; ChP = 25.46, df= 23 (P = 0.33); F'= 10%
Test for overall efect Z= 223 (P = 0.03)
Total (95% C1) 2834 2626 100.0% 1.07 [1.00, 1.15]
Total events 1136 G54
Heterogeneity: Tau®= 0.00; Chi*= 26.98, df= 25 (P = 0.36) = 7% bt - -
Testor ovarall effect Z= 194 (P =005) . .
Test for subaroup diflerences: Chi*= 1 55, di= 1 (P=0.21), F= 35.7% Frvours SER1 Favours St
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Figure 63: Response

Expanimental Contned Ri=sk Ratio Hisk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 35% Cl
B7.4.1 Primary cang
Monbgorm eny 2004 113 145 113 148 T.I1% 107|080, 1.16) T
Tyles 1947 1 171 8 1Th 1% &2 0BT, 1.01) -
Subtotal (95% CI) ] HME 113% 0.93 [0.74, 1.16] *
Total events 194 m
Helerogenegily: Tau®= 002, Chi*= 362, df =1 (F=0.06); F= 71%
Tastfor ovérall effect Z= 065 (F =052}
B87.4.2 Secondary care
Allard 2004 54 TE M 75 41% 097|079, 1.14) T
Abes 1999 16 40 M 4T 1.9% 108|079, 1.51) T
Bielski 2004 47 101 5 101 1T 0E2 (063, 1.08] =
Clerc 1994 73 4 17 3 1.3% 1.35 (0080, 204 T
Costa 1998 158 196 156 186 G91% 096 (0UES, 1.06) b
DeMayer 2002 ir Fa 7 I3 1.5% 137|084, 1.949| B
Dietke 2004 128 188 64 -1 57% 0.9 [07E, 1.07] -
Diaz-Martingz 1998 w 7o 45 75 14% DEE [0UEE, 1.78] =T
Digrick 19946 107 153 95 161 54% 149100, 1.40] =
Eli Lilty HMAT-A 8 a4 B BR 14% DTe|0S3,1.19] =T
Goldstein 2002 42 7O 17 32 1.5% 16 079, 1.71] -
Golddstein 2004 44 a M BT 18% 1.24 |088, 1.73) T
Hao 2014 it 140 14 40% 1AT |08, 1.44) =
Higuchi 2004 kE:| (] T8 148 IT% 096 J0T3, 1.26) T
Hwang 2004 43 52 48 53  540% 081 jOuTE, 1.06) -
Jiang 2007 10 10 16 16 5.9% 1.000LES, 1.17] N
Ehan 2007 62 138 83 140 4% 0,76 |0UBD, 0.95] —
Komaat 2000 kx| 79 1B IT 1% 0.97 |0UES, 1.41] T
Mightonen 2000 49 75 1 72 18% 115 |88, 1.49) ™
Nemarefl 2007 51 102 45 104 13% 116|086, 1.55) ™
Higranberg 2007 a2 FiE] 4 T4 33% 0U%E 078, 1.24) T
Perahia 2006 129 196 5 8T 45% 108 (0080, 1.31] T
Rudolph 1993 54 a0 52 103 1E% 1.07 j082,1.39) T
Sheehan 20050 i5 a5 T84 1.3% 1.35 j0ug9, 2.05) T
Sheton 2006 48 (3} | BrX I14% 1.200087,1.72) —
Sir 2005 56 84 56 Ta 4.0% 094 |07, 1.16] -
Shudy F1.J-MC-HMAD - Study Group B 40 |z 15 ar 11% 1. 200|077, 1.84) T—
Tzanakaki 2000 0 55 B 5 1T% 105074, 1.50] T
Subtodal (95% CI) 2810 2623 B8 1.02 [0.97, 1.07]
Tatal events 1587 1421
Hederogeneity. Taw®= 000 Chi*= 3667, df= 27 (P = 010), = 26%
Teast for cwarall effect Z= 0.70 (P = 0.45)
Total (35% CI) 26 2941 100.0% 1.0 [0.98, 1.08]
Total events 178 1632
Helerogeneity, Tau®= 000 Chi*= 40.08, df = 29 (P = 0.08); F= 26% ’U m l]I'1 .".;. 1.:..;.’
Testfor overall effect Z= 040 (P = 0.69) ' Fii-\:urs SER1 Favours SHRI

Testfor subaroup diferences: Chif= 082, df=1 (P=043), F=0%

Comparison 2. Crisis resolution team care versus standard care (for adults with non-
psychotic severe mental iliness)

Critical outcomes

Figure 64: Mental health symptomatology: Symptom severity (BPRS) 8 weeks after crisis

Experimental Caontrol Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Johnson 2005 36.1 9 107 38 108 104 100.0% -0.29 [0.56,-0.02]
Total (95% CI) 107 104 100.0% -0.29 [-0.56, -0.02] [}

o ; } } ) t |
Heterogeneity: Mot applicable 10 5 0 5 10

Favours crisis rescolution  Favours standard care

Testfor overall effect: Z=2.10 (P =0.04)
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Important outcomes

Figure 65: Service utilisation: Admission as inpatient 6 months after crisis

Exparimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Tofal Events Todlal Weight M-H, Fixed, 95% Cl M-H, Fixed, 5% CI

Johnson 2005 39 134 B4 124 1000% 043 [0.32, 0.57]

Total (85% CI) 134 124 1000% 043 [0.32, 0.57] -

Tolal evants £k B4

Haterogeneity. Mot applicable E t t {
_ 0. 0 10 100

Testfor overall effect Z= 568 (F = 0.00001) Fawours crisis resolulion Favours standard care

Figure 66: Service utilisation: Bed days in hospital 6 months after crisis

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
Johnson 2005 161 365 134 35 479 123 1000% -0.45 [0.68,-0.20]
Total (95% ClI) 134 123 100.0% -0.45 [-0.69, -0.20] ¢+
Heterogeneity: Mot applicable |_1 0 '5 ﬁ é 10.

Testfor overall effect: 7= 3.52 (P = 0.0004) Favours crisis resolution Favours standard care

Figure 67: Psychological functioning: Quality of life (MANSA) 8 weeks after crisis

Experimental Controd 51d, Mean Difference 51d, Mean Difference
Study or Subgrowp  Mean S0 Total Mean 50 Tolal Weight IV, Fined, 55% C1 IV, Fimed, 5% CI
Johnson 2005 456 132 114 471 147 103 10000% <001 F0.37, 018
Todal [85% C1) 114 103 100.0% 0,19 [037, L1E)
Herterogenaity: Mot applicable :-1I] 5 b 5 1I:|:
Testfor overall effect 2= 0.79 (P = 0.43) Favours standard care  Favours oisis resolution

Figure 68: Social functioning: Social functioning (LSP) 8 weeks after crisis

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
Johnson 2005 132 132 133 129 17 134 1000% 0.20 [-0.05, 0.44]
Total (95% CI) 133 124 100.0% 0.20 [-0.05, 0.44]
Heterogeneity: Mat applicakle =—1D 55 p % 1D=
Testfor overall effect Z=1.58 (P =0.11) Favours crisis resolution Favours standard care

Figure 69: Social functioning: Social functioning (LSP) 6 months after crisis

Experimental Control $td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Johnson 2005 1332 147 133 1322 161 122 100.0% 0.06 [-0.18, 0.31]
Total (95% ClI) 133 122 100.0% 0.06 [-0.18, 0.31]
Heterogeneity: Not applicable o £ B i ey

Testior overall effect: 7= 0.5 (F = 0.61) Favours crisis resolution Favours standard care

Figure 70: Satisfaction: Patient satisfaction (CSQ-8) 8 weeks after crisis

Experimental Controd Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 50 Tolal Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
Johngon 2005 2B BE 118 M2 73 108 100.0% 023003, 045
Total {95% CI) 118 108 100.0% 0.23 [-0.03, 0.49)
" ' . .
e e e T s L0 TR ; 3
gt ror preralemect 2= F= ) Favours standard care  Fawours crisis resolution
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Comparison 3. Inpatient versus outpatient settings

Inpatient versus outpatient settings subgroup analysis for Comparison 3a. Selective
serotonin reuptake inhibitors (SSRIs) versus placebo

Critical outcomes

Figure 71: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
76.1.1 Inpatient
28060 07 001 -13.08 10.2191 12 -10.91 9386048 11 05% -0.21 [-1.03, 0.61] -
Sheehan 2009k -11.42 646107963 99 -11.02 6.86603233 95 22% -0.06 [-0.34, 0.22] b
Subtotal {95% ClI) 106 2.6% -0.08 [-0.34, 0.19] *
Heterogeneity: Tau®= 0.00; Chi*= 012, df=1{P=073) F=0%
Test for averall effect 2= 056 (P = 0.58)
76.1.2 Outpatient
Eaune 2018 -15.96 8.58 52 -8 8.38 48 1.4% -0.93 [-1.34,-0.52] -
Einnemann 2008 -13.42 T.61 30 -10.18 TAT 3 1.0% -0.42 [-0.93, 0.09] 7
Ejerkenstedt 2005 -84 g 54 -9.7 T a5 1.6% 0.11 [-0.27, 0.48] T
Elumenthal 2007/Hoffman 2011 -6.1 6.7 49 -6.1 7.3 44 1.5% 0.00 [-0.40, 0.40] T
Bose 2008 =124 1022 129 -106 1042 134 2.5% -0.14 [-0.39, 0.10] 7
Burke 2002 -12.9 9.26 366 -9.4 9.82 1149 27% -0.37 [-0.58,-0.16] -
Claghorn 19923 -10.72 9.39 32 -4.488 9.35 27 1.0% -0.68 [-1.17,-0.12] -
Claghorn 1992k -11.44 8.32 32 -5.484 8.31 27 1.0% -0.71 [-1.23,-0.148] -
Clayton 2006_study 1 -14.2 807 133 1241 T.H8 130 2.5% -0.26 [-0.50,-0.02] 1
Clayton 2006_study 2 -12.9 807 133 -1148 TEE 126 4% -013 037, 017] -
Detke 2004 -11.7 4,61 85  -B8 482 893 20% -0.61 [0.91,-0.31] -
Cube 2010 -15 882 54 -13 8.84 122 1.8% -0.23 [-0.55, 0.10] -
Eli Lilly HMAT-A -7.4 644 87 -478 642 89 20% -0.41 F0.70,-0.11] e
Ermsley 2018 -13.6 470319041 98 -85 482804308 106 21% -0.86 [1.14,-0.57] -
Fabre 1992 -8.13 814 38 -3.06 8.1 36 1.2% -0.74 F1.21,-0.27] -
Fava 19983 -10.85 941 109 -116 88 19 1% 0.07 [-0.42, 0.56] T
Fava 2005 -6.3 538098504 47 T3 46400431 43 14% 0.20 [0.22, 0.61] T
FDA 245 (EMD 68 843-010) -1 FET 82 -102 TO96 99 21% -0.11 [0.40,0.17] N
Forest Laboratories 2000 -12.95 989 243 -1.2 1035 125 27% -0.17 [-0.39, 0.04] =
Forest Research Institute 2005 -16.26 10,37 2686 -12.4 1034 132 27% -0.37 [-0.58,-0.16] -
Golden 2002_448 -11.88 819 206 -9.9 g.04 101 2.5% -0.24 [-0.48,-0.00] -
Goalden 2002_449 -12.69 8.2 218 -10.2 818 110 2.6% -0.30 [-0.53,-0.07] =
Hunter 2011 -9.67 578727915 12 -0.64 599548163 11 0.5% -0.17 [-0.99, 0.65] -
Jefferson 2000 -14.7 1086 296 -121 11.08 101 26% -0.24 [-0.47,-0.02] -
Keller 2006_Study 062 -17.25 808 181 -14 8.87 184 26% -0.38 [-0.61, -0.16] -
Kamulainen 2018 -1.9 3.05569959 17 -2.2 3.29146624 15 0.6% 0.09 [-0.60, 0.749] T
Kranzler 2006_Group A -10.8 6.5 89 -96 T8 100 21% -017 [-0.45,0.13] -
Larn 2016 -8.8 99 3 -B.5 96 30 1% -0.23 [-0.74,0.27] =
Macias-Cortes 2015 -8.9 245051015 46 -57 246880538 43 1.2% -1.29 [1.75,-0.83] -
Mathews 2015 -15.49 10.04 280 -136 1006 281 31% -0.23 [-0.38,-0.08] -
Miller 19893 -6 59 19 -B2 7200022 08% 0.03 [0.58, 0.64] T
Mundt 2012 -13.4 57 55 -107 BE 50 1.5% -0.44 [-0.82,-0.05] -
MY-1042/BRL-029060/CPMS-251 -10.23 FET 120 -8.25 TEE 123 24% -0.26 [-0.51,-0.01] -
MY-1045/BRL-029060/1 (PAR 128) -12.39 877 694 -9 863 136 30% -0.39 [0.57,-0.20] -
Mierenbery 2007 =722 662 274 -5497 679 137 28% -0.19 [-0.39, 0.02] -
MNKD20006 (NCTO0048204) -11.1 9 117 -1048 T8 1mg 2.4% -0.03 [-0.28, 0.23] 7
PAR 01 001 (G5 & FDA) -13.36 T893 22 -11.33 T.493 21 0.8% -0.25 [-0.845, 0.35] -T
Rapaport 2009 -12.11 g.02 173 -8.85 g 178 27% -0.41 [-0.62,-0.149] -
Reimherr 1990 -11.66 8.24 142 -816 T.Es 14 2.5% -0.43 [-0.67,-0.20] e
SER 315 {FDA) -89 4.52 TE =78 g 73 1.9% -0.17 [-0.49, 0.15] -
Stark 1985 -1 101 185 -8.2 9 1689 27% -0.29 [-0.50,-0.08] ~
Study 62b (FDA) -g.82 871 297 -5.569 8.65 48 2.0% -0.36 [-0.66, -0.04] =
Study F1J-MC-HMAQ - Study Group B -T63 7 37 -7 6.496 T2 1.5% -0.08 [-0.47, 0.32] T
Taollefzon 1993719495 -8.1 TE 316 -6.4 71 329 3.2% -0.23[-0.38,-0.08] =
WEMN ¥R 367 (FDA) -11.26 10.55 80 -131 10.63 a1 2.0% 017 [-0.14, 0.48] .
Wade 2002 -14.9 656658206 188 -12 B78196137 189 2.8% -0.43 [0.64,-0.23] -
WELL AK1A4006 -13.4 1087 1468 -122 973 148 25% -0.16 [-0.39, 0.06] -
Wernicke 1987 -8.83 867 297 57 86 48 20% -0.36 [-0.67,-0.05] -
Wernicke 1988 -10.6 8.3 183 -7 86 7T 23% -0.43 [0.70,-0.16] -
Subtotal {95% ClI) 6916 4716 97.4% -0.29 [-0.36, -0.23]
Heterageneity: Tau®= 0.02; Chi*= 10528, df= 48 (P = 0.00001); *= 54%
Test for averall effect: 2= 9.46 (P = 0.00001)
Total (95% CI) T027 4822 100.0% -0.29 [-0.35, -0.23] |
Heterogeneity: Tau®= 0.02; Chi*= 107 .84, df= 50 (P = 0.000013; F= 54% o 5 5 |

Testfor overall effect: Z=9.44 (P = 0.00001)
Testfor subaroup differences: Chi®= 247 di=1({P=012), F=594%
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Figure 72: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
76.2.1 Inpatient
Katz 2004 1" 28 6 28 04% 1.64[0.71,3.78] I
Sheehan 20090 27 eke] 23 95 1.0% 1.13[0.70,1.82] T
Subtotal {95% CI) 127 120 1.4% 1.24 [0.82,1.87] "
Total events 38 29
Heterogeneity: Tau®= 0.00; Chi®= 0.8, df=1 (P=0.48), F=0%
Testfor overall effect Z=1.00 {F =0.32)
76.2.2 Outpatient
Einnemann 2008 25 43 17 34 1.1% 1.33[0.86, 2.07] T
Bjerkenstedt 2005 20 57 21 58 049% 0.97[0.59,1.58] -
Bose 2008 a9 132 81 135 2.0% 1.18[0.89, 1.58] T
Burke 2002 1749 3rg 33 127 1.8% 1.82[1.33,2.48] -
BEyerley 1988 14 32 4 29 0.3% 317[1.18,8.89]
Clagharn 1992k 15 36 4 I/ 04% 2480[1.09,5.71]
Clayton 2006_study 1 a0 142 B9 141 2.8% 1.30[1.058, 1.60] "‘
Clayton 2006_study 2 a2 1449 64 137 2 6% 1.18[0.94,1.48] ™
Detke 2004 G4 a6 41 93 2.3% 1.69[1.30,2.149] -
Doogan 1994 a0 eke] 40 1M 1.9% 1.28[0.94,1.74] ™
Dube 2010 28 62 89 138 1.7% 1.08[0.79,1.562] T
Dunhar 1993 72 170 I | 1.5% 241 [1.67,3.449] -
Eli Lilly HMAT-A 38 89 24 a0 1.2% 1.60[1.05 2.43] —
Emsley 2018 a4 eke] 36107 1.8% 1.62[1.18, 2.24] -
Fava 19982 63 109 10 19 11% 1.10[0.70,1.73] T
Forest Laboratories 2000 118 257 a1 124 2.4% 1.16[0.90,1.459] e
Forest Research Institute 2005 162 274 56 135 27% 1.43[1.14,1.78] -
Goldstein 2002 17 33 33 ¥a 1.2% 1.08[0.72,1.65] T
Goldstein 2004 34 ar 27 a4 1.3% 1.28[0.86, 1.94] T
Gual 2003 18 44 15 34 0.9% 1.12[0.67,1.849] T
Hirayasu 2011a 133 205 BE 105 32% 1.03[0.86,1.23] T
Hirayasu 2011h 178 361 45 124 2.3% 1.37 [1.08, 1.76] —'—
Hunter 2010_study 1 B 14 B 14 0.4% 1.00[0.43, 2.35] 1T
Hunter 2011 [ 13 [ 11 0.4% 0.85[0.38,1.88] T
Jefferson 2000 145 Mo 36105 2.0% 1.36[1.02,1.82] —'—
Kramer 1998 33 72 20 1% 1.60([1.03, 2.51] —
Kranzler 2006_Group A 33 a9 26 100 1.2% 1.43[0.93,2.19] I
Lam 2016 L] kil 10 o 05% 0.87[0.41,1.84] T
Lepaola 2003 183 M5 T4 154 3% 1.21[1.00, 1.46] ~
Macias-Cortes 2015 18 46 g 43 0.3% 3.85[1.45 8.68]
Mathews 2015 176 284 142 290 6% 1.241.07,1.44] ™
Mendels 1999 ar a9 24 91 1.2% 1.58[1.03, 2.41] —
Mundt 2012 33 a0 20 a5 1.0% 1.75[1.10,2.74] —
My-1042ERL-029060/CPMS-251 a6 125 44 129 1.9% 1.31 [0.96, 1.749] "—
MY-1045BRL-029060M (PAR 128) 461 708 69 140  33% 1.32[11.11,1.58] -
Memeroff 2007 45 104 ar o102 1.7% 1.18[0.85, 1.67] T
Mierenberg 2007 94 274 36137 17% 1.31[0.94,1.81] "—
MKD20006 (NCTOO048204) ar 125 89 125 23% 0.97 [0.74,1.26] T
Qlie 1997 71 129 45 129 21% 1.88([1.19,2.09] -
PAR 01 001 {(GEK & FDA) 11 25 g 25 0.5% 1.38[0.67,2.83] T
FPerahia 2006 a9 a7 a1 eke] 2.4% 1.18[0.92, 1.81] e
FPeselow 198593 17 34 14 34 0.8% 1.38[0.81, 2.38] T
FPeselow 1985k 18 40 14 42 0.8% 1.43[0.83, 2.44] T
Rapapoart 2009 100 177 71180 2T7% 1.4311.15,1.749] -
Ratti 2011_study 096 65 113 T3 123 2.8% 0.97 [0.78,1.20] T
Ravindran 1995 17 40 7 26 0.5% 1.58 [0.78, 3.27] T
Reimherr 1930 7T 1449 49 1580 21% 1.58[1.20, 2.09] -
Rickels 1992 22 55 10 56 0.6% 2241117, 4.28] —_—
Roose 2004 32 a4 34 a0 1.4% 1.01 [0.69, 1.47] T
Fudalph 1999 52 103 41 98 1.49% 1.21[0.89,1.63] T
Smith 1992 15 k] g 38 0.5% 1.83[0.88, 3.80] T
Stark 1985 77 185 39 169 1.8% 1.801[1.30,2.49] -
Study F1J-MC-HMAD - Study Group B 15 ar 28 Ta 1.0% 1.08[0.67,1.77] -
Tollefson 199319595 121 336 90 335 2 6% 1.34 [1.07, 1.68] "—
Walle-Cabrera 2018 28 k] 12 38 0.9% 227 [1.37,3.78] I
Wade 2002 103 181 T4 184 2.8% 1.28[1.04,1.60] "‘
Wang 2014¢c 91 1a7 Ta 1av 2.9% 1.17[0.95,1.43] .
WELL AK1A4006 a8 185 T8 154 2.9% 1.12[0.91,1.38] ™
Wernicke 1987 112 308 ] 48 07% 1.94 [1.06, 3.56] —
Wernicke 1988 a9 1849 18 Ta 1.2% 204[1.32,3.14] e
Subtotal (95% Cl) 8311 6076 98.6% 1.33[1.26, 1.40] |
Total events 41490 2268
Heterogeneity: Tau®= 0.01; Chi®= 95.40, df = 59 (P = 0.002); = 38%
Testfor overall effect Z=10.33 {P = 0.00001}
Total (95% CI) 8438 6196 100.0% 1.33[1.26, 1.40] L
Total events 4228 2287
Heterogeneity: Tau®= 0.01; Chi®= 96.08, df= 61 (P = 0.003); #= 37% ID o 011 110 o0
Testfor overall effect 2= 1046 (F = 0.00001) ’ Favours placebo Favours SSRI
Testfor subaroup differences: Chif= 011 df=1{P=074 F=0%
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Inpatient versus outpatient settings subgroup analysis for Comparison 3b. SSRIs versus
tricyclic antidepressants (TCAs)

Critical outcomes

Figure 73: Depression symptomatology endpoint

Experimental

Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 50 Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
77.1.1 Inpatient
Arminen 1992 876 563 21 1121 945 29 3% -0.30 [-0.86, 0.27] -7
Deushle 2003 127 8.2 40 104 A am 41% 0.28[-016,0.77) ™
Laakmann 1951 947  T.86 62 Q.65 T.86 62 5.0% -0.02 [-0.38,0.33] T
Moller 1593 1.5 8.3 72 9.3 B.3 68 A% 0.30[-0.04, 0.63] -
Stanar 1995 178 113 21107 T8 19 27% 0.71[0.07,1.359] —
Subtotal (95% CI) 216 218 20.2% 0.17 [-0.09, 0.44] ]
Heterogeneity Tau®=0.04, Chi*=7.30,df= 4 (F=012); F= 45%
Testfor overall effect: 7=1.28 (P =0.20)
77.1.2 Qutpatient
Bersani 1954 16 5.5 31 16 .1 0 3E% 0.00[-0.50,0.50] -
Ehargava 2012 1423 3.51 30 1367 474 30 3E% 0.13[-0.37, 0.64] T
Byerley 19588 128 T 20 137 a5 24 30% -0.11 [-0.70, 0.449] -
Christiansen 1995 8.1 58 56 6.5 6.2 57 48% 0.20[-017,0.57] T
Cohn 19384h 1472 881 35 1454 885 31 38% 0.02[-0.46, 0,500 T
Derryttenaere 1995 99 5.3 35 T2 4.5 31 IT® 0.48[-0.01,0.97] ™
De Ronchi 1898 1422 831 32 1394 9.4 33 3T% 0.03[-0.46, 0,57 -
Fawcett 13849 128 6.5 19 1406 T8 19  27% -0.24 [-0.88, 0.39] -1
Farlenza 2001 1444 1235 27 1271 118 28 34% 0.14[-0.35 0.67] T
Freed 1998 137 1024 148 16458 1088 1587 BA4A% -0.27 [-0.50,-0.04] =
Hashemi 2012 1616 402 48 1471 4. 19 44% -0.86[-1.27,-0.44] -
Laakmann 1988 886 7.A2 36 659 F.A2 43 41% 0.31 [-0.13,0.76] -
Marchesi 19498 8.9 6.6 g7 a1 6.9 A A3% 0.12[-0.21,0.459] T
Ontiveros Sanchez 1998 T8 BN 21 A8 545 21 28% 0.34[-0.27, 098] T
PAR 290607281 161 859 ¥6 124 B.A4 T Ad% 0.43[0.11,0.75] ™~
FAR MOUK 032 12 8.07 29 122 807 0 3a% -0.02 [-0.53, 0.44] T
Peters 1990 10 g 41 11 ] m 42% -013[-0.57,0.31] -
Ropert1984 9.4 T 54 118 ] 46 4E% -0.32 [-0.71,0.08] -
Serranc-Blanco 2006 445 8.2 49 a8 8.2 45 458% 0.08[-0.32, 0.49] T
Sulernan 1597 72 25 15 7 26 18 23% 0.08[-0.64, 0.79] -
Subtotal (95% CI) 870 883 79.8% 0.01 [-0.13, 0.16]
Heterogeneity: Taw®= 0.06; Chi*=41.35, df =18 (P = 0.002); F= 94%
Testfor overall effect Z=018 (P =086
Total (95% CI) 1086 1101 100.0% 0.05 [-0.08, 0.18]
Heterogeneity: Taw®=0.05; Chi*=51.35, df= 24 (P = 0.0010); F=53% =—1D ;3 b % 10
Testfor averall effect Z= 070 (P = 0.48) Favours SSRI Favours TOA
Testfor subgroup differences: Chi*=1.08, df=1 (P =030}, F=7.3%
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Figure 74: Depression symptomatology change score

Experimental Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
77.2.1 Inpatient
290600299 -14.3 935 102 -14.39 8.3% 100 4. 7% 0.01 [F0.27, 0.29] T
29060 07 001 -13.08 10,2191 12 -13.3 11.1051 13 1.8% 0.02 [0.76,0.81] -
Deushle 2003 -10.9 599332963 40 135 47042534 0 34% 0.48[0.03, 092 .
Maller 1993 -18.7 549272246 72204 449110232 68 4.3% 0.34 [0.00, 0.67] ™
Maoller 1988 -136 9.3 62 -165 9.4 a9 41% 0.31 [0.05, 0.67] -
Staner 1995 -8.2 7.893851372 21 -13.3 556866232 149 2.3% 0.72[0.08,1.37] —'—
Subtotal (95% CI) 309 299 20.6% 0.27 [0.08, 0.47] ]
Heterogeneity: Tau®= 0.01; Chi®= 6.68, df= 8 (F=0.29), F=25%
Testfor overall effect £=2.74 (P =0.006)
77.2.2 Outpatient
Akhondzadeh 2003 -16.82 11.08 17 -20.3 812 20 2.3% 0.36 [0.30,1.01] T
Eeasley 1993k -12.49 949 65 -116 10.3 71 4.2% -0.13 [F0.46,0.21] -
Eersani 1994 S17 4331281587 kil -16 4.04103947 o 3% -0.24 [0.74,0.27] =T
Bhargava 2012 -7 2TF227835 30 -13.33 3.26046009 0 30% 0.54 [0.02,1.08] e
Cohn 1980k -13.3 TIE 12 142 776 G4 45% 012[019, 042 T
Demyttenaere 1998 -15 421366824 34 -16.7 299416098 3 3% 0.45 [0.04, 0.94] ™
De Ronchi 1998 -11.38 5.50659605 32 -12586 63688225 33 32% 0.20 [0.29, 0.68] T
Fahre 1992 -3.13 2.14 | -TE2 209 ar 4% -0.18 [0.64,0.27] -T
Fawcett 1989 -10.8 469041576 19 -89 5594011784 19 23% -0.35 [-0.99,0.249] -T
Farlenza 2001 -15.85 11.89 27 -15.03 10.46 28 29% -0.07 [0.60, 0.45] T
Freed 1999 177 B.81452M26 149 1508 7E1073912 157 51% -0.36 [-0.59,-0.14] e
Hashemi 2012 -16.96 4.96 48 -13.14 4.68 44 3T% -0.79[1.20,-0.37] -
Marchesi 1998 -16.6 437264222 BY -17.2 459401785 Ta 4.3% 0.13 [0.20, 0.48] T
MO F2O060MIF070MBEMC -20 8.489 24 -15 822 20 25% -0.88 [1.19,0.02] -
Maller 2000 -13.8 72100 -1583 71108 4T7% 0.21 [0.07, 0.45] I~
Preskarn 1991 -10.1 78 29 -78 6.1 Ell 3.0% -0.31 [0.82,0.20] =
Reimherr 19390 -11.66 824 142 1264 747 144 51% 012 [F0.11,0.35] r
Ropert 1989 -18.2 477074418 84 166 538516431 46 3.8% -0.31 [0.71,0.08] -
SER 315 (FDA) -84 482 TE  -116 11.45 Ta 4.3% 0.31 [0.01, 0.64] ™
Serrano-Elanco 2006 -12.7 BAT413962 43 129 B.22253967 45 37% 0.03 [0.37,0.44] T
Stark 1985 -1 101 184 -12 101 185 43% 0.10F011,0.30] r
Sulerman 1997 -18.2 1.68522996 15 -1589 231516738 15  1.8% -1 [1.88,-0.33] -
Subtotal (95% CI) 1353 1305 79.4% -0.05 [-0.19, 0.09] 1
Heterogeneity: Tau®= 0.06; Chi®= 59.87, df=21 (P = 0.0001}), F=65%
Testfor overall effect Z=0.72 (P =0.47)
Total {95% CI) 1662 1604 100.0% 0.02 [-0.10, 0.14]
Heterageneity: Tau®= 0.06; Chi®= 7557, df= 27 (P = 0.00001); F= 64% ' t } {
. -10 -5 a ] 10
Testfor averall effect Z=032 (P=0.75) Favours SSRI Favours TCA
Testfor subgroup differences: Chi*=7.03, df=1 (P = 0.008), F=85.8%
Figure 75: Remission
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
77.3.1 Inpatient
Danish University Antidepressant Group 1586 14 a7 31 a7 T1% 046 [0.27,0.748] —
Danish University Antidepressant Group 15490 12 B2 26 a8 6.0% 0.43[0.24,0.77] I
Geretsegger 1995 22 44 18 47 TE% 1.31[0.82, 2.08] T
Maoller 1993 49 112 84 110 125% 0.89[0.67,1.18] =
Subtotal (95% CI) 275 272 33.5% 0.71[0.44,1.15] <
Total events ar 128
Heterogeneity: Tau®=019; Chi®=14.05, df= 3 {P=0.003);, F=79%
Testfor averall effect Z=1.39 (P =017
77.3.2 Outpatient
Beasley 1993k 1" 65 15 Eal 16% 0.80[0.40,1.62] — T
Fawcett 1999 4 20 5 20 20% 0.80[0.25, 2.59] — T
Feighner 1993 59 241 B3 241 11.8% 0.94 [0.69,1.27] =
Forlenza 2001 13 27 11 28 57% 1.23[0.67, 2.24] T
Hutchingon 1992 a8 a8 18 32 10.4% 1.16[0.81, 1.67] T
kiyle 1998 96 178 99 186 15.4% 1.01 [0.83,1.22] +
MOFZ9060011407 038 17 32 11 0 B1% 1.451[0.82, 2.57] T
Moon 1996 33 70 32 68 10.5% 1.00[0.70,1.43] -
Subtotal (95% CI) 692 676 66.5% 1.03 [0.91,1.17] ]
Total events 271 244
Heterogeneity: Tau®= 0.00; Chi®=3.29, df=7 (P= 0.86), F= 0%
Testfor overall effect: £=10.44 (P = 0.66)
Total (95% CI) 967 948 100.0% 0.93 [0.78, 1.11] 4
Total events 368 383
Heterogeneity: Tau = DPd, Chi -_22.1 B, df=11 {P=0.02; F=50% 'D.D1 0!1 1'0 1DD'
Testfor overall effect Z=0.80 (F=043) Favours TCA Favours SSRI
Test for subaroup diferences: Chi= 211, df=1 (P =015}, F= 52 6%
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Figure 76: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
77.4.1 Inpatient
Geretsegger 19595 18 44 18 47 1.5% 1.07 [0.64,1.77] -1
Maller 1993 a3 112 a3 110 a.8% 0.88[0.68,1.158] -
Maller 1993 32 a1 40 79 3.3% 0.78[0.55 1.10] -7
Staner 1935 7 2 g 19 0.7% 0.701[0.33,1.52] T
Subtotal (95% CI) 258 255 11.3% 0.86 [0.71, 1.04] #
Total events 110 126
Heterogeneity: Tau®= 000, Chi*=1.30, df= 3 (P=0.73), F= 0%
Testfor overall effect Z=156 (P =012
77.4.2 Qutpatient
Beasley 1593h 28 65 35 71 30% 087 [0.61, 1.26] -
Eremner 1584 16 20 17 20 4.8% 094 [0.71,1.28] -
Eyerley 1988 14 32 14 34 1.3% 1.06 [0.61, 1.88] T
Christiansen 1996 46 71 48 T3 7.0% 0.991[0.78,1.25] -
Cohn 19900 a4 161 40 30 8.7% 1.04[0.80, 1.36] -
Demyttenaere 1998 22 35 17 H 2.4% 115[0.76,1.72] T
De Raonchi 19498 16 a2 18 33 1.8% 0.592[0.58, 1.48] "
Fahre 14981 42 103 41102 3E6% 1.011[0.73,1.41] -1
Fawcett 1989 g 20 7 20 0.7% 1.29[0.60, 2.77] -
Forlenza 2001 14 7 14 8 1.58% 1.04[062 1.74] -1
Hutchingon 1992 35 L] 18 32 2.9% 1.07[0.74,1.558] -
Laakmann 1938 il 63 a7 65 3IT% 086 [0.62,1.20] -1
Marchesi 1938 40 BT 51 75 6.3% 088[0E8, 1.13] -T
MOF/2806 01007 0/88IMT 22 32 12 30 1.6% 1.72[1.05, 2.82] —
Maller 2000 a1 116 71124 G.1% 0.77[0.59, 0.99] -
Maoon 1994 7 a1 27 55 2.8% 1.08[0.74,1.57] -
Maoon 1996 32 To 30 63 2.9% 1.04[0.72, 1.50] -
Ontiveros Sanchez 1958 7 2 B 21 0.5% 117 [0.47, 2.88] I —
Peselow 15859a 17 34 21 32 2.3% 076 [0.50,1.18] T
Peselow 15850 19 40 23 40 2.2% 0.83[0.54, 1.26] e
Feters 1930 18 a1 22 a1 1.7% 0.821[0.50,1.33] T
Reimherr 1990 7 149 86 148 9.2% 0890[0.73,1.10] -
Rosenberg 1994 201 380 45 92 7.5% 1.08[0.86, 1.36] T
Stark 1985 7 185 85 186 7.4% 0591[0.72,1.158] -
Subtotal (95% CI) 1883 1512 88.T% 0.96 [0.89, 1.02] L
Total events 945 f=ldl
Heterogeneity: Tau®= 0.00; Chi*=16.22, df= 23 (P=0.89), F=0%
Testfor overall effect Z=1.33 (P=0.18)
Total (95% CI) 2141 1767 100.0% 0.94 [0.89, 1.01] L
Total events 1055 911
Heterogeneity: Taw®= 0.00; Chi®= 18.55, df= 27 (P = 0.89); F= 0% ID o 051 150 00

Testfor overall effect Z2=1.78 (P =0.08)
Test for subgroup differences: Chi=1.03, df=1 (P =0.31), "= 3.3%

Inpatient versus outpatient settings subgroup analysis for Comparison 3c. Serotonin—

norepinephrine reuptake inhibitors (SNRIs) versus placebo

Critical outcomes
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Figure 77: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std, Mean Differenc

Study or Subgroup  Mean 50 Total Mean SO Total Webght IV, Random. 95% Cl IV, Random, 85% CI
£5.1.1 inpatient

Gueli 1995 14 aF 46 238 114 47 468% -0.94 [1.37,-0.51] -

Sheehan 20090 1559 981 9 184 92 895 537%  -0.29[0.58-0.01] |

Sublotal (95% CI) 137 142 100.0% 0,60 [-1.22, 0.03] &
Heterogeneity Tau®= 017, Chi*= 593, df= 1 (P = 0.01), P = £3%

Tasl for ovarall efect Z=1.86 (P = 0.0G)

£5.1.2 Qutpatient

Khan 10983 1349 TH4 253 1752 TE2 43 418% 0530770249 |

Rudalph 19349 125 &1 95 148 402 97 291% 056085 -0.28] L

Thase 1997 1174 8z M 168 81 100 29.0% «0.54 [-0.83,-0.25] o

Subtotal (95% CI) 430 200 100.0%  J0.54 [10.70, .0.39] ]
Heterogeneity, Tau®= 0.00; Chi®= 0,04, df= 2 (P = 0,98); #= 0%

Test for overall affect £= 680 (F = 0.00001)

A0 5 i 10
Fawours SMRI Fawours placeba
Testfor subaroup differences: Chif= 0.03, df=1 (F=08N. F=0%
Figure 78: Depression symptomatology change score
Experimental Control %1d. ibean Difference %1d. Mean Difterence

Study of Subgroup Uzan 5D Totsl Mean SO Total Weight IV, Rasdom, 9% C1 I, Random, $5% CI
$5.2.1 lpabeal

Cuel 1995 182 B #E 4B 11 47 30% 080 33,-047)

Shegphan 10000 83 TIIN00T44 91 1107 BESBE03IIY 95 B2%  -D4BEOTS.0UT) -
Sukilotal (5% CI) 137 142 1A% DS [-1.08, 0.22) L
Helerogensity Tau® s Q06 Chi's 2.80, 6f= 1 (P = 009 = 64%

Test for owirall efact = 282 ¢P=0003)

£5.2.2 Dutpatiest

Brannas 2005 RLET TA3 132 1007 TEL AT TS 007 ROH, DT =

Dathe 2004 1155 184 186 68 482 93 1% -QSTHOBZ-03) -

Ell Livy HMAT-A 31 B3 B -4t B4z BB B0® 024 PO, U8 -

Hewes 2000 A7 1056 193 137 1066 165 B6%  -0.36 FD.56,-005 -

Higuehi 2016 RTEH 1008 388 1281 1A 183 03% 037 H048, 005 E
Mandets 1993 148 984 77 1053 98 75 56% DB HDTE,-0UE -
Hiprgnibarg 2007 TH Bg4 273 a7 78 137 BS% 034044003 .
Robingon 2014 -TA2 L A T 7S 95 Ta% 004 b0 D) 1
Sehwezer 1994 156 98 B4 103 96 78 53%  -055H089,-0.3H =

Sty F1-ME-HMAL - Study Group B " 3 T A 686 T2 APE 03p045 008 .

WEM BODA- 303 (FLW) BUET B45 B3 -9.83 45 78 S56%  -D0IF0IS, 008 .

WER BO0A313 (FOW) 4138 B39 148 049 B2 TS BS% 023R0S1 005 -

WEM ¥R JET (FDA) 1513 1065 157 134 1063 @1 BA% 010046 00 "
Sublodal {95% C1) 2011 1378 BOS% OIS [0I5, 0AT] i
Heterogenaity Tau®= 001, Ch= 19.43, af= 13 (P = 008, P= 30%

Test for pvarsll effect I= 553 4P < QLODO0T)

Totad [#5% C1} 1148 1520 100.0% 029 038, 019) i
Hetprogenaity Tau®= 002, Chi'= 29.44, af= 14 (F = 0008); = 51% b + ) ! i
st far evarall et 2= 577 4P < L0000

Test tor subamus dffarences; Chits 312 dfs 1 P = 0,08 P s 63.0% P SHRL P s
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Figure 79: Remission

Exparimenial Contnd Risk Ratio Hisk Ratio
Stuly or Subgroup Events  Tofal Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C1
85.3.1 Inpatient
Guel 1995 12 46 6 4T 1.1% 2004 084, 4.98) +—
Sheeshan 2005b Fa| a5 14 85 1d% 1 500k, 2.77) +—
Subtotal (95% CI1) 141 147 36% 1.66 [1.00, 2.75] -
Total events 13 20

Helerogeneity Tau®= 000, Ch*= 0.3, df'= 1 (P = 0.58), P= 0%
Testfor cverall effect Z= 1,96 (P = 0.05)

£5.3.2 Dutpatient
Brannan 2005 30 141 31 4.1% 091 |05, 1.41] -T
Cutler 2008 & 151 42 15T B1% 1.36 0,98, 1.90] —
Detke 20023 55 128 ¥l 138 61% 1531110, 2.14] [~
Detke 20020 53 123 18 122 iT% 282182, 4649 I
Detke 3004 a2 188 W 83 50% 163115, 2.29) -
Eli Lilty HMAT-A 13 a4 18 a0 0% 1.37 j0ug0, 2.35) T—
Golgstein 2002 7 70 77T 46% 168112, 254] ——
Goldstein 2004 a3 a1 W BR 49% 1.62(1.10, 2.39] —
Hewetl 2009 a4 1a7 B3 197 B5% 1.571.23, 2.02] -
Mt 2010 w8 198 18T 94% 144115, 1.80] -
Lewin 2013 ol 51 W 5T 56% DUEE 0062, 1.26] —-T
Hemarofl 2007 £h| 102 2 102 3T 141|088, 2.26] T
Hisranberg 2007 15 FrE] T 13T 4.9% 1390004, 2.08] [
FPerahia 2006 2 196 i3 48 6.3% 1206|0081, 1.74) ™
Raskin 2007 55 207 15 104 33% 184110, 3.10) ——
Robinson 2014 T4 249 AN s5% 1,16 (081, 1 66 .
Rudolph 1958 100 17 88 13% 20211, 335 —
Stuicty F1J-MC-HMAG - Study Group B 1?2 M TS 40% 1.39|0.89, 2.19] ™
Thase 1997 32 a5 19 107 34% 1.811.10, 2.98] [——
Subtotal (95% C1) 718 275 064% 1.45 [1.30, 1.62] L]
Tatal evants 1032 575

Heterogeneity. Tau®= 0002, Chf= 27.899, df'= 18 (P = 0LDE), P= 35%
Tast for evarall effect Z= & 77 (P < 0.00001)

Total [(55% CI) 2857 23T 100.0% 1.46 [1.32, 1.62] L]
Total events 1065 585
Heterogeneity, Tau®= 00X Ch*= 38,49, df = 20 (P = 0.10); "= 30% 'n 0 n=1 'ln 1tu:|:

Tesgtfor cverall effect Z=7.20 (P < 0.00001)

Favours placeba  Favours SHRI
Testfor subaroup diferences: Chi"= 0.25, df= 1 (P=062), "= 0% e ’

Inpatient versus outpatient settings subgroup analysis for Comparison 3d. SNRIs versus
SSRIs

Critical outcomes
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Figure 80: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
87.1.1 Inpatient
Clerc 1994 12 123 33 20 14 34 4.59% -0.58 [-1.06, -0.09] -
Sheehan 2009b 1558 9. 91 1808 &89 99 9.9% -0.27 [-0.55,0.02] N
Subtotal {95% Cl) 124 133 14.4% -0.35[-0.63, -0.08] [ ]
Heterogeneity: Tau®= 001, Chif=1.14,df =1 (P=029); F=12%
Testfor overall effect: Z=2.54 (F=0.01)
87.1.2 Outpatient
Allard 2004 4.6 7y 73 9.6 8.3 78 8.9% 0.00[-0.32,0.32] T
Casabaona 2004 121 T a8 14 a7 A6 T.0% -0.24 061, 013] -
Chang 2015 8.7 a3 a4 a T a8 T.0% 0.09[-0.258, 0.4K8] T
Costa 1998 ] a4 196 9.1 TE 185 144% -0.01 021, 019] b
Dierick 1996 107 949 183 124 888 161 131% -018[-0.40,0.04] =
Hackett 1996 1074 1019 161 1345 1048 a0 10.7% -0.26 [-0.53, 0.01] N
Heller 2008 a 367 15 733 442 14 2.2% -0.82 127,023 7
Mawla 2016 18.66 32 26 17.43 31 28 3.8% 0.39[-0.15,0.92] ™
Rudalph 1998 124 4.1 95 142 414 103 101% -0.41 [-0.BY, -0.13] -
Shelton 2006 97 6.4 7E 108 6.4 a2 9.8% -07 [-0.48,0.14] -
Subtotal (95% Cl) 907 842 B85.6% -0.14 [-0.26, -0.02] |
Heterogeneity: Tau®=0.01; Chi*=1318, df =9 (P =0.18); *= 32%
Testfor overall effect: Z=2.24 (F=0.03)
Total (95% CI) 1031 975 100.0% -0.17 [-0.28, -0.06] b
Heterogeneity: Tau?= 0.01; Chi*= 16.70, df=11 (P =012}, = 34% I—1D |5 p :IS 1D=

Testfor overall effect Z=2.91 (F=0.004)

Test for subgroup differences: Chif= 203, df=1 (P=015, F=508%

Favours SNRI

Figure 81: Depression symptomatology change score

Favours 3SR

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
87.2.1 Inpatient
Clerc 1994 -22.8 91673333 33 187 11.7260384 34 33% -0.67 [1.16,-017] -
Sheehan 2009k -14.3 7.32900744 91 -11.42 646107963 99  61% -0.42 [-0.70,-0.13) =
Subtotal {95% Cl) 133 94% -0.48 [-0.73, -0.23] +
Heterogeneity: Tau®= 0.00; Chi®*=0.73, df=1 (P =0.34); F=0%
Test for averall effect: 2= 3.78 (P = 0.0002)
87.2.2 Outpatient
Allard 2004 -18 571926569 T3 -17.4 6.08522802 75 5.5% -0.10 [-0.42, 0.22] -
Bielski 2004 -13.6 9.6 98 1549 10.3 a7 6.2% 0.23 [-0.05, 0.51] r
Chang 2015 -17.2 549454275 54 -16.3 5.09362347 a8 4.7% -017 [-0.54, 0.20] 1
Costa 1993 -21.4 55569776 1896 -20.6 518844871 1835 T.A% -0.148 [-0.345, 0.05] N
DeMayer 2002 -14.4 7.6 B4 -10.4 4.6 67 2.1% -0.49 [-0.84,-0.14] -
Detke 2004 -11.85 484 186 -11.7 4.51 85 B.7% 0.03 [-0.23, 0.29] T
Dietick 1996 -16.3 728931504 183 -14.2 640721468 161 TA% -0.31 [-0.53,-0.08] -
Eli Lilly HMAT-A -6.31 6.3 g1 -7 G.44 a7 5.8% 017 [-0.13,0.47] T~
Heller 2009 -15.07 255884374 15 -14.03 3.39863208 14 1.8% -0.34 [-1.07, 0.40] -1
Khan 2007 -18.3 9.1 91 -18.2 86 110  B3% -0.01 [-0.29, 0.27] b
Maowla 2016 -8.3 248394847 26 -9.97 24885367 28 29% 0.26 [-0.28, 0.80) T
Mierenberg 2007 -7.61 6.94 273 -7.22 662 274 BE% -0.06 [-0.23, 0.11] T
Shelton 2006 -127 46400431 76113 46400431 82  56% -0.30 [-0.61, 0.01] -
Sir 2004 -14.3 8.3 78 -154 844 79 A6% 0.19[-0.12, 0.40) o
Study F1.J-MC-HMAD - Study Group B -8 6.75 81 -7.63 737 48% -0.05 [-0.44, 0.34] T
WEM R 367 (FDA) -1813 10,65 187 -11.26 1085 80 6.4% -0.36 [-0.63, -0.09] -
Subtotal (95% CI) 1703 1519 90.6% -0.09 [-0.19, 0.01] [
Heterogeneity: Tau®=0.02; Chi*= 2907, df=15(FP=0.0%; F= 48%
Testfor overall effect £=1.73 (F = 0.08)
Total (95% CI) 1827 1652 100.0% -0.13 [-0.24, -0.02] [
Heterogeneity: Tau?= 0.03; Chi*= 38.36, df= 17 (P = 0.002%; F= 56% 1_1 7 5 5 0
Testfor overall effect: Z=2.36 (P =0.02) Favours SNRI Favours SSRI
Testfor subgroup differences: Chi®= 8.03, df=1 (P = 0.005), *= 87.5%
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Figure 82: Remission

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
87.3.1 Inpatient
Sheehan 2009k 21 45 15 49 1.3% 1.46 [0.80, 2.66] T
Tzanakaki 2000 18 a5 15 54 1.4% 1.18 [0.66, 2.09] I
Subtotal (95% Cl) 150 153 2.T% 1.30 [0.86, 1.97] <&
Total events 38 30
Heterogeneity: Tau*=0.00; Chi*= 026, df=1 (P =061}, F=0%
Testfor owerall effect Z=1.26 (F =021}
87.3.2 Outpatient
Allard 2004 11 7B 14 A 049% 0.78[0.38,1.60] T
Alves 1999 15 40 16 47 1.4% 1.10[0.63,1.94] -1
Bielski 2004 36 101 40 101 3.4% 0.80([0.63,1.28] -
Casabona 2004 18 a8 20 86 1.7% 0.87[0.52,1.48] i
Costa 1998 118 196 112 186 11.4% 1.00([0.85,1.18] I
DeMayer 2002 38 T3 27 T3 O31% 1.41[0.97, 2.04] ~
Detke 2004 92 188 38 86 51% 1.11[0.54, 1.48] T
Eli Lilly HMAT-A 23 a4 Kl 89 2.2% 0.79[0.50,1.23] e
Goldstein 2002 ar 7o 10 33 1.4% 1.74[0.99, 3.08] |
Goldstein 2004 43 91 Kl 87 34% 1.33[0.93,1.89] ™
Khan 2007 46 138 a4 140 42% 0.86[0.63,1.18] -T
Karnaat 2000 26 T4 19 TT1.8% 1.33[0.81, 2.20] T
hfehtonen 2000 40 Ta 27 T2 32% 1.42[0.99, 2.08] —
tontgomery 2004 ek} 145 102 148 12.2% 0.99[0.85, 1.18] 3
Mermeroff 2007 kil 102 28 104 24% 113[0.73,1.74] T
Mierenberg 2007 7h 273 63 274 G1% 1.09[0.82, 1.44] T
Perahia 2006 g2 196 42 87 51% 0.87[0.73,1.28] -
Rickels 2000 ] 27 10 24 0.49% 0.801([0.39,1.63] T
Rudolph 1999 35 100 23103 23% 1.57 [1.00, 2.45] —
Shelton 2006 a7 78 28 82 31% 1.34[0.92,1.95] T
Sir 2005 43 a4 47 74 51% 0.86 [0.658,1.14] ™
Study F1J-MC-HMAG - Study Group B 32 a2 11 7T 14% 1.31[0.75, 2.31] T
Tylee 1997 52 171 83 170 41% 0.88[0.71,1.34] -
Wade 2007 102 141 103 144 126% 0.54[0.81,1.10] -
Subtotal (95% Cl) 2678 2384 97.3% 1.04 [0.97,1.12]
Tatal events 1140 956
Heterogeneity: Tau®= 0.00; Chi*= 2722 df=23 (P =0.29); F=15%
Testfor overall effect Z=119{P=0.23)
Total (95% CI) 2828 2537 100.0% 1.05[0.98,1.12]
Tatal events 1179 986
Heterogeneity Tau®=0.00; Chi*= 2879, df= 25 (P = 0.27); F=13% :D o 051 150 o
Testfor overall effect Z=1.36 (P =017} ' Favours SSRI Favours SMRI
Testfor subgroup diferences: Chif=1.08, df=1 (P=0.300, F=7.4%
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Figure 83: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
87.4.1 Inpatient
Clerc 1984 23 34 17 34 1.4% 1.35[0.90, 2.04] e
Hwang 2004 43 a2 48 53 5E6% 0.1 [0.78, 1.08] -
Sheehan 2009k 35 45 27 49 1.3% 1.35[0.89, 2.058] i
Tzanakaki 2000 30 a5 28 54 1.8% 1.05([0.74,1.50] T
Subtotal (95% Cl) 236 240 10.1% 1.11 [0.85, 1.43] >
Total events 131 120
Heterogeneity: Tau*=0.04; Chi*=2.03, df=3 (P =005} F=63%
Testfor overall effect Z= 0.76 {P = 0.45)
87.4.2 Outpatient
Allard 2004 54 7B a5 A 40% 0897 [0.79,1.18] T
Alves 1999 26 40 28 47 2.0% 1.09[0.79,1.51] T
Bielski 2004 a7 101 a7 1M 2.7% 0.82[0.63, 1.08] T
Casabona 2004 43 a8 29 56 2.4% 1.43[1.07,1.82] —
Costa 1988 158 196 186 186  8.0% 0.96 [0.58, 1.08] 1
DeMayer 2002 ar T3 27 73 1E% 1.37[0.94,1.59] —'—
Detke 2004 128 188 G4 86 5.4% 081078, 1.07] -
Diaz-Martinez 1998 ar 7o 45 A 28% 0.88[0.68,1.18] -T
Dierick 1996 107 183 95 161 5.1% 1.19[1.00, 1.40] ™~
Eli Lilly HMAT-A 28 a4 38 89 1.8% 0.78[0.53,1.158] -
Goldstein 2002 42 7o 17 33 1.8% 1.16[0.79,1.71] T
Goldstein 2004 44 91 34 87 1.49% 1.24[0.88,1.73] T
Jiang 2017 10 10 16 16 5.8% 1.00[0.86,1.17] T
Khan 2007 62 138 83 140 3.4% 0.76 [0.60, 0.958] -~
Karnaat 2000 33 T4 33 TOO1T% 0.97 [0.68, 1.41] -1
hfehtonen 2000 49 Ta 41 T2 249% 1.15[0.88, 1.49] T
tontgomery 2004 113 145 113 148  6.6% 1.02 [0.90, 1.18] T
Mermeroff 2007 51 102 45 104 2.4% 1.16 [0.86, 1.558] T
Mierenberg 2007 42 273 94 274 33% 058078, 1.24] T
Perahia 2006 129 196 a8 47 44% 1.08[0.90,1.31] T
Rudolph 1999 54 100 52 103 28% 1.07 [0.82,1.39] T
Shelton 2006 48 78 38 82 2.4% 1.29[0.97,1.72] -'—
Sir 2005 56 a4 a6 79 3.4% 0.94 [0.786, 1.16] T
Study F1J-MC-HMAG - Study Group B 40 a2 15 a7 1.I% 1.20[0.77,1.88] T
Tylee 1997 a1 171 98 170 4.0% 082067, 1.01] ]
Wade 2007 112 1481 115 144  B.6% 0.493[0.82, 1.08] T
Subtotal (95% Cl) 2884 2612 89.9% 1.01 [0.95, 1.06]
Tatal events 1681 1504
Heterogeneity: Tau®= 0.01; Chi*= 35.88, df= 25 (P = 0.04); F= 36%
Testfor overall effect Z=0.24 {P = 0.81)
Total (95% CI) 3120 2852 100.0% 1.01 [0.96, 1.06]
Total events 1812 1624
Heterogeneity, Tau®=0.01; Chi*= 44 87, df= 20 (P = 0.03); F= 35% ID o 051 150 1DD=
Testfor overall effect: Z=0.38 (P = 0.70) ' Favours SSRI Favours SMRI

Testfor subgroup diferences: Chif= 049, df=1 (P=048), F= 0%

Inpatient versus outpatient settings subgroup analysis for Comparison 3e. Mirtazapine
versus TCAs

Critical outcomes
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Figure 84: Response

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
90.3.1 Inpatient
Richou 1995 a0 ar a1 87 226% 0.98[0.76, 1.26]
Zivkoy 1995 el 125 80 126 37.3% 1.02[0.85,1.23]
Subtotal (95% CI) 212 213 59.9% 1.01 [0.87,1.17]
Total events 131 13

Heterogeneity: Tau®=0.00; ChiF= 0.06, df=1 (F=0.80); F=0%
Testfar averall effect £=0.08 {P=0.93)

90.3.2 Outpatient

Eremner 1995 34 a0 28 a0 165% 117 [0.87,1.59] ™
MIR 003-020 (FOA) 17 44 14 43 a81% 119[0.67, 2.10] I
MIR 003-021 (FDA) 22 a0 H a0 10.9% 0.711[0.49,1.04] 1
Srmith 1990 18 a0 24 a0 TT% 0.79[0.50,1.29] T
Subtotal (95% CI) 194 193 40.1% 0.94 [0.71,1.23] &
Total events 92 e b

Heterogeneity: Tau®= 003, Chif=534, di=3(FP=018); F=44%
Test far averall effect 2= 0.45 (P = 0.69)

Total (95% CI) 406 406 100.0% 0.98 [0.86,1.12] L

Total events 223 229

Heterogeneity: Tau = 0.00; Chif=549, di=58{(P=038), F=11% 'D.IZH IZI:1 1-0 1DIZI'
Testfar averall effect £= 0,26 (P =0.79) Favours TCA Favours mirtazapine

Testfor subgraup differences: Chir= 019, df=1 {P = 0.66), F= 0%

Inpatient versus outpatient settings subgroup analysis for Comparison 3f. Acupuncture +
antidepressants versus antidepressants

Critical outcomes

Figure 85: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
115.2.1 Inpatient
Wang 20143 -15.85 267316292 45 -13.87 1.22686593 26 9.9% -0.87 [1.37,-0.36] -
Zhang 20073 -22 42626283 22 186 3.84447656 20 B3% -0.82[1.45,-0.19] -
Subtotal {95% CI) 67 46 16.2% -0.85[-1.24, 0.45] L 2

Heterogeneity: Taw®=0.00; Chi*=0.01, df=1 (P=091) F=0%
Test for overall effect. Z=4.22 (P = 0.0001)

115.2.2 Oupatient

Quz2013 -14.88 608 100 -11.2 LY 43 18.9% -0.63 [-0.99,-0.26] -
Zhao 20193 -15.18 38 310 1288 37918597 155 BEO0% -0.60 [-0.80,-0.41] |
Subtotal (95% CI) 410 198 83.8% -0.61 [-0.78, -0.44] t

Heterogeneity: Tau®=0.00; Chi*=0.01, df=1 (P=091) F=0%
Test for overall effiect Z=6.91 (P = 0.00001}

Total (95% CI) ATT 244 100.0% -0.65 [-0.81, -0.49] 1]
Heterogeneity: Tau®= 0.00; Chi®=1.20, df= 3 (P = 0.75), F=0% =-1D _55 g é 1D=
Test for overall effect: Z=5.02 (P = 0.00001}) Favours acupuncture + AD Favours AD

Test for subgroup differences: Chi®=1.18, df=1 (P =0.28), F=14 9%
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Comparison 4. Acute psychiatric day hospital care versus inpatient care (for adults with
depression and non-psychotic severe mental iliness)

Critical outcomes

Figure 86: Psychiatric symptom severity at 2-3 months post-admission

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Creed 1997 -15.6 7.949333 63 -14.8 5903203 60 30.4% -0011 [0.47, 0.24]
Dinger 2014 -2 443044 23 -6.3 4603211 18 15.0% -0.20[-0.81, 0.42]
Kallert 2007 -0.43 0304631 596  -0.5 0.344529 521 546% 0.221[010, 0.33]
Total (95% CI) 682 599 100.0% 0.05[-0.22, 0.33]

Heterageneity: Tau®=0.03; Chi*=4.39 df=2 (P=011); F=54% e = b P 10
Testfor overall efiect 7=10.38 (P = 0.70) Favours acute day hosp. Favours inpatient
Figure 87: Psychiatric symptom severity at 12-14 months post-admission
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Creed 1997 -18.2 8.031457 67 -14.4 603759 65 46.5% -0.53 [-0.88,-0.18] =
Kallert 2007 -0.42 0313369 596 -0.45 0289914 521 53.4% 0.10[-0.02, 0.22]
Total (95% CI) 663 586 100.0% -0.19[-0.81, 0.42]
Heterogeneity: Tau?= 0.18; Chi*=11.32, df=1 (P = 0.0008); F= 81% =_1 7 5 5 5 m:
Testfor overall eflect 7= 0.62 (P = 0.54) Favours acute day hosp. Favours inpatient
Figure 88: Remission (HAM-D<7/Present State Examination: Index of Definition <4)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 3-months post-admission
Dinger 2014 3 24 3 20 4.8% 0.83[0.19, 3.69] —
Subtotal (95% CI) 24 20 4.8% 0.83 [0.19, 3.68] -~ ——
Total events 3 3
Heterogeneity: Mot applicahble
Testfor overall effect Z=024 (P=0.81)
2.3.2 13-months post-admission
Schene 1993 30 56 kK] 81 95.2% 0.91 [0.65,1.27] !
Subtotal (95% CI) 56 51 95.2% 0.91 [0.65, 1.27]
Total events 30 3o
Heterogeneity: Mot applicahle
Test for overall effect £= 055 (P =0.58)
Total (95% CI) 80 71 100.0% 0.91 [0.65, 1.26] <
Total events 33 k]
?etf;ugenemrl:l T?fu :ZDPDD;SE}ghlpz_DIJ.D;é df=1(F=0%1) F=0% 'EI.D1 Df1 1'0 1DEI'
estioroverall e ec.. =058 oo ) Favours inpatient Favours acute day hosp.
Testfor subgroup differences: Chif= 001, df=1 (P =091, F=0%
Figure 89: Response (at least 47% improvement on HAM-D)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.4.1 3-months post-admission
Dinger 2014 4 24 g 20 100.0% 0.63 [0.26, 1.50] i—
Subtotal (95% Cl) 24 20 100.0% 0.63 [0.26, 1.50]
Total events 4 g
Heterogeneity: Mot applicable
Test for averall effect; 2= 1.05 (P = 0.29)
0.0 01 10 100

253

Depression in adults: Evidence review A FINAL (June 2022)

Favours inpatient Favours acute day hosp.



FINAL
Settings of care

Important outcomes

Figure 90: Duration of index admission

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Creed 19490 1016 828 41 461 628 4a 5.6% 076 [0.32,1.19] -
Creed 1997 916 786 90 A58 AB2 29 11.8% 042022, 081] -
Kallert 2007 A 73 a96 46 46 821 T3 042 [0.40,0.64] |
Schene 1993 IFB 182 73 2449 186 77 9.6% 069 [0.36,1.02] -
Total (95% CI) 800 735 100.0% 0.55 [0.44, 0.65] |
Heterageneity: Tau®=0.00; Chi*=1.88 df=3(P=060), F=0% =-1IZI 55 b é 1D=
Testfor overall effect 2=10.45 (F = 0.00001) Favours acute day hosp. Favours inpatient
Figure 91: Readmission
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.6.1 4-months post-admission
Dick 1985 B 38 ] 45 26.0% 0.79[0.31, 2.02] — &
Subtotal (95% CI) 38 45  26.0% 0.79[0.31, 2.02] el
Total events B ]
Heterogeneity: Mot applicable
Testfor overall effect Z= 049 {(P=062)
2.6.2 12-months post-admission
Creed 1990 g a1 18 51 32E6% 0.44[0.21,0853] —
Creed 1997 25 94 20 93 M 4A% 1.24[0.74,2.07] ——
Subtotal (95% CI) 145 144 T4.0% 0.77 [0.28, 2.09] il
Total events 33 38
Heterogeneity: Tau®= 0.42; Chi®= 5.00, df=1 (P =0.03); F= 80%
Test for overall effect Z=0.52 (F= 0.61)
Total (95% CI) 183 189 100.0% 0.79 [0.41, 1.52] -
Total events Kit] a7
Heterogeneity; Tau®= 0.20; Shi*= 5.08, df= 2 (P = 0.08%; F= 60% ID o1 051 150 1DEII
Test for overall efrec.t: =071 (P:, 0.48) Favours acute day hosp. Favours inpatient
Test for subgroup difierences: Chi®= 0,00, df=1 (P =047, F=0%
Figure 92: Service utilisation: Emergency contacts
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.7.1 4-months post-admission
Dick 1985 12 38 4 45 100.0% 2.37[0.98,5.71] i
Subtotal (95% CI) 38 45 100.0% 2.37[0.98, 5.71]
Total events 12 G
Heterogeneity: Mot applicahle
Test for overall effect, 2=1.92 (P = 0.05)
0.01 01 10 100
, , Favours acute day hosp.  Favours inpatient
Testfor subaroup differences: Mot applicable
Figure 93: Service utilisation: Outpatient contact
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.8.1 4-months post-admission
Dick 1985 14 38 12 45 100.0% 1.38[0.73, 2.62]
Subtotal (95% CI) 38 45 100.0% 1.38 [0.73, 2.62]
Total events 14 12
Heterogeneity: Mot applicahle
Test for overall effect Z=0.99 (P =0.32)
0.01 0.1 1 10 100

Testfor subaroup differences: Mot applicable
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Figure 94: Quality of life (MANSA)

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% Cl

2.9.1 2-months post-admission

Kallert 2007 437 1.1 486 436 118 521 100.0%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity; Mot applicahle
Testfor overall effect Z=015(F=0.88)

2.9.2 14-months post-admission

Kallert 2007 451 115 4506 4.5 121 521 100.0%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity; Mot applicahle
Testfor overall effect Z= 014 (F=0.89)

Testfor subaroup differences: Chi*= 000, df=1 (F=1.000, F= 0%

0.01 Fo.1
0.01 [-0.11, 0.13]

1,013

-10 5 0 5 10
Favours inpatient Favours acute day hosp.

Figure 95: Social functioning impairment (GSDS-II)

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight

Std. Mean Difference
IV, Random, 85% ClI

Std. Mean Difference
IV, Random, 95% ClI

2.10.1 2-months post-admission

Kallert 2007 04 081 586 1.24 1.39 5821 1000%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity: Mot applicable
Testfor overall effect Z=5.04 (F = 0.00001)

2.10.2 14-months post-admission

Kallert 2007 0.Fr7 068 696 088 075 521 100.0%
Subtotal (95% CI) 596 521 100.0%

Heterogeneity: Mot applicable
Test for overall effect 2= 256 (F=0.01)

Test for subgroup differences: Chif=3.09, df=1 (P =0.08), F= B7.7%

Figure 96: Social functioning response

Experimental Control Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H, Random, 95% Cl

-0.30 [0.42,-0.19]
-0.30 [0.42, 0.19]

-0.15 10.27,-0.04] [ |
015[0.27, 0.04] \
10 -5 D 5 10

Favours acute day hosp. Favours inpatient

Risk Ratio
M-H, Random, 95% CI

2.11.1 12-13 months post-admission

Creed 1990 18 35 16 39 548% 1.25[0.76, 2.06]

Schene 1993 23 1] 14 51 45.2% 1.50 [0.87, 2.58] T

Subtotal (95% CI) 91 90 100.0% 1.36 [0.94, 1.96] .

Tatal events 41 an

Heterogeneity: Tau®= 0.00; Chi*= 022, df=1 {P=0.64); F=0%

Testfor overall effect Z=1.64 (P=0.10)

Total (95% CI) il 90 100.0% 1.36 [0.94, 1.96] g

Total events 41 3n

Heterogeneity: Tau®= 0.00; Chi®=0.22, df=1 {(F=0.64), F=0% 'D.D1 D!‘I 1'D 1DD'

Testfor overall effect Z=1.64 (P=0.10)
Testfor subaroup differences: Mot apnlicable

Favours inpatient Favours acute day hosp.

Figure 97: Satisfaction (number of participants satisfied or very satisfied with their

treatment)

Experimental Control

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio Risk Ratio

M-H, Random, 95% CI

2.12.1 4-months post-admission

Dick 1985 3 38 19 45 100.0%
Subtotal (95% CI) 38 45 100.0%
Total events H 14

Heterogeneity: Mot applicahble
Testfor overall effect: £=3.44 (P = 0.000&)

Test for subgroup differences: Mot applicahle

33, 2.81] !
33, 2.81]

0.01 0.1 10 100
Favours inpatient Fawvours aute day hosp.
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Figure 98: Satisfaction (CAT)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2.13.1 2-months post-admission
kallert 2007 812 193 596 806 208 521 1000% 0.03[-0.08 014
Subtotal {95% CI) 596 521 100.0% 0.03 [-0.09,0.15]

Heterogeneity; Mot applicahle
Test for overall effect Z= 080 (F=062)

-10 5 0 5 10
Favours inpatient Favours acute day hosp.

Test for subaroup differences: Mot applicahble

Figure 99: Carer distress (GHQ change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 85% CI
2.14.1 3-months post-admission
Creed 1997 -4.7 A.020677 38 36 4101451 39 100.0% -0.24 [-0.69, 0.21]
Subtotal {95% CI) 38 39 100.0% -0.24 [-0.69, 0.21]

Heterogeneity: Mot applicahle
Test for overall effect: Z=1.04 (P =0.30)

2.14.2 12-months post-admission

Creed 1997 -4.4 A3T08TS 24 -4 404879 31 100.0% -0.08 [-0.62, 0.45] !
Subtotal (95% CI) 24 31 100.0% -0.08 [-0.62, 0.45]

Heterogeneity: Mot applicahle

Testfor overall effect, £=0.31 (P =0.76)

-10 - 5 10
Favours acute day hosp. Favours inpatient

Test far subaroup differences: Chi*=019, df=1 (F= 067, F= 0%

Comparison 5. Non-acute day hospital care versus outpatient care (for adults with
depression and non-psychotic severe mental iliness)

Critical outcomes

Figure 100: Psychiatric symptom severity (Psychiatric Evaluation Form/Present State
Examination; change score)

Exporimantal Control Std. Mean Difference 5td. Mean Diffarence
Study o SubMproup Rbaan 50 Todal Mean S0 Total ¥Weight IV, Random, 85% Cl IV, Randoim., 95% C1
1.3.1 4.6 months post-sdmession |
Glick 1988 0 0710493 3% -036 061211 M ATA% 0.51 F0.0S, 1.07] -
Tymer 1979 -13.03 1145 40 80 1242 49 516% 0.31 FO.T3, 0.11]
Subiotasl (35% CN [ 68 100.0% 0.08 [-0.7 2, 0.58]

Hutgragenagity Tau= 0,27, Chi*= .28, df=1 (P=0.02); F=81%
Testfor overall effect £= 0020 (F = DU34)

1.3.2 812 months posi-admissicn

Glick 1286 -0.37 DEGTOLE 33 -041 0683959 18 350% 0.06 [-0.52, 063]
Tymer 1979 14457 1286 40 1118 1253 48 650% 0,26 FOEB, 017]
Subiotasl {95% CI) 3 BE 100.0% 0,95 [-0.49, 0.19]

Hetgrogeneity Tau™= 000, Chi*= 0.75,df=1 (F= 039, F=0%
Tez1for overall effect Z= 084 (F = 0400
+ 4 . 4 4
-1 -3 0 ] Ll
Favours non-aiule DH  Favours outpalient

Tast for subqroup differances. Chi*= 026 df=1 (P=061). P= 0%
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Important outcomes

Figure 101: Service utilisation — admission as inpatient

Expernimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Tofal Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.4.1 6-8 months post-admission
Diick 1991 2 46 4 50 Ma% 0.54 [0.10, 2.83] —
Tyrer 19749 4 48 1 58 151% 4.83 10,56, 41 81]
Sublotal [95% CI) 84 WE  39.7% 1.45 [0.17, 12.32] ———
Total events B 5
Hetarageneity. Tau"= 1 46, Ch"= 252, 6= 1 (P= 011}, P = 60%
Tast for ovarall effect Z= 034 (P=0.74)
3.4.2 12-months post-admission
Gilick 1986 10 42 T3t E0E%m 1,26 [0.53, 2.97) t
Subtotal [95% C1) 42 3T G0E% 1.26 [0.53, 2.97]
Tatal events 10 7
Heterogeneity Mol apphicable
Test for overall effect Z= 052 (P = 0.60)
Total (95% CI) 136 145 100.0% 1.26 [0.52, 3.06] ~i—
Tatal events 16 12
Heterogeneity. Tau™= 015, Chif= 2.50, 6= 2 (P = 0.29); F = 20% T o % 00

Tes! for overall effect Z= 051 (P=061)

Favours non-acute DH  Favours outpatient

Tesl for subgroup diferences; Chif= 001, dif=1 (P =091 F= 0%

Figure 102: Social functioning (SAS-SR/SFS; change score)

Experimental Control

Study or Subgroup Mean S0 Total Mean

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

3.3.1 4-6 months post-admission

Glick 1986 -0.23 0.434971 34 -0.21 0424676
Tyrer 1979 -10.62 1212 40 -7.38 10.87
Subtotal (95% CI) 74

Heterogeneity: Tau?=0.00; Chi*= 042 df=1 {P=052), F=0%
Testfor overall effect Z=115(F=0.25)

3.3.2 8-12 months post-admission

Glick 1986 -0.23 0421663 33 -012 0428719
Tyrer 1979 -13.42 14.94 40 -9.04 11.03
Subtotal (95% CI) 73

Heterogeneity: Tau®= 0.00; Chi*= 005, df=1 (P=083); F=0%
Test for overall effect: Z=1.78 (P =0.08)

Test far subaroup difierences: Chi*=0.20,df=1 (P =065), F=0%

18 35.1% -0.05 [-0.62, 0.53]
49 64.9% -0.28 [0.70, 0.14]

67 100.0%  -0.20 [-0.54, 0.14]

18 34.7% -0.26 [-0.63, 0.32] :

49 65.3% -0.34 [-0.76, 0.08]

67 100.0%  -0.31[-0.65, 0.03] 4

10 -5 ) 5 10
Favours non-acute DH Favours outpatient

Figure 103: Global functioning (GAS; change score)

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 6-months post-admission
Glick 1986 -G.6 9862396 34 -7 10.25986 18 100.0% 0.04[-0.53,0.61]
Subtatal (95% Cl) 34 18 100.0% 0.04 [-0.53, 0.61]
Heterogeneity: Mot applicable
Testfor overall effect. Z=0.14 (P = 0.85)
3.4.2 12-months post-admission
Glick 1986 -9.22 1078187 33 778 1272616 18 100.0% -0.12 F0.70,0.45) ,
Subtatal (95% CI) 33 18 100.0% -0.12 [-0.70, 0.45]
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.42 (P = 0.67)
10 5 0 5 10
. i Favours non-acute DH Favours outpatient
Testfor subaroup differences: Chit= 015 df=1(P= 068, F=0%
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Figure 104: Satisfaction (number of participants satisfied or very satisfied with their

treatment)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Total Evenis Tofal Weight M-H, Random, 95% CI M-H, Random, 95% €I
3.5.1 4-months post-admission
Tyrer 1979 22 48 39 58 488% 068 (0.48, 0.97] -
Subtotal (95% CI) 48 58 48.8% 0.68 [0.48, 0.87] >
Total evants 22 39

Helarogeneity. Not applicable
Tost for owarall affect 2= 211 (P=003)

3.5.2 G-months post-admission

Dick 1991 kT 44 8 48 512% 1.44 1,10, 1.89) . =

Subtotal (95% CI) 44 48 51.0% 1.44 [1.10, 1.89] L

Tatal evants ar 28

Heterogeneity Mol applicable

Test for overall effect 2 = 264 (P=0,008)

Todal (95% CI) 52 106 10000% 1.00 [0.47, 2.12] -

Tatal evants 59 67

Helerogeneily Tau™= 0.27, Chi"= 11.29, df= 1 (F= 0.0008); F=91% '[I o 0;1 1IrI] 1IZIIZI1I
TestTor overall effect Z=0.00 (F=1.00) Favours oulpatient Favours non-acule DH

Tesl for subgroup differences; Chi®= 1075, df= 1 (F = 0001}, F= 90.7%

Comparison 6. Community mental health teams versus standard care (for adults with non-
psychotic severe mental iliness)

Critical outcomes

Figure 105: Psychiatric symptom severity (CPRS at endpoint)

Experimental Control Sid. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fied, 95% C
5.3.1 3-months post-entry
Marzon 1992 28 0n 48 2386 141 52 100.0% -0.06 [-0.45, 0.33)
Subtotal (95% CI) 48 52 100.0% 0,06 [-0.45, 0.33]

Hataraganaity: Mol applicable
Test for overall effact 2= 031 (F = 0.76)

Total (35% CI) 48 52 100.0% 0,06 [-0.45, 0.33]
Hiterogenaity, Mol applicable T + I i 0
Test for overall effact Z= 0.31 (P = 0.76) Favours CHHT Favours standard care

Tesi for subgroup diferences: Mol applicabla
Important outcomes

Figure 106: Service utilisation — admission as inpatient

Experimental Controd Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.4.1 3-months post-antry
Merson 1992 748 16 52 1000%  0.47[0.21,1.05) t
Subtotal (95% CI) 48 52 100.0% 047 [0.21,1.05]
Total evenls 7 16

Haterogenaity. Mot applicable
Testfor overall effect Z= 1.84 (P = 0.07)

Total (95% CI) 48 53 100.0% 047 [0.21,1.05] e o

Total evenis T 16

Heterogeneity. Mot applicable k f f J
= _ 0.m 0.1 10 100

Testfor overall effect Z= 1.84 (P= 0.07) Favours CMHT  Favours standard care

Testfor subaroup differences: Nol applicable
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Figure 107: Service utilisation — admission as inpatient for >10 days

Experimental
Study or Subgroup  Events

Controd

Total Events Total Weight

Risk Ratio

M-H, Fixed, 5% Ci

Risk Ratic
M-H, Fixed, 95% CI

551 3-months post-entry

Merson 1992 2 48 1
Subtotal (95% CI) 48

Total evenis 2 11
Heterogeneity Mot applicable

Testfor overall effect Z= 218 (P=0.03)

Total (95% Cl) 48

Total evenis 2 11

Heterogeneity. Mot applicable
Test for overall efect 2= 219 (P=0.03)
Tesi for subgroup differences: Mol applicable

52 100.0%
52 100.0%

52 100.0%

0.20 [0.05, 0.84]
0.20 [0.05, 0.84]

020 [0.05, 0.84]

e

0.0

0.1 10 100
Favours CMHT Favours standard care

Figure 108: Satisfaction — number of participants satisfied with their treatment

Experimental Controd

Study or Subgroup  Events

Total Ewvents Total Weight

Risk Ratia

M-H, Fixed. 95% CI

Risk Ratio
M-H, Fixed. 95% CI

5.6.1 3-months post-entry

Merson 1992 3 4 25 46 1000%  1.53[1.13, 206 !
Subtotal (95% CI) 41 46 100.0%  1.53[1.13, 2.06)
Total evenis 34 25
Heterogenaity Mot applicable
Test for overall effect 2= 2.77 (F = 0.008)
Total (95% CI) 41 46 100.0%  1.53[1.13, 2.06] L
Total events 34 75
Heterogeneaity Mot applicable I t t i
0.0 0. 10 100
Test for overall effect 2= 2.77 (P = 0.006) Favours standard care Eavours CMHT
Testfor subgrouwp diferences: Mol applicable avours standard care Favours ©
Figure 109: Satisfaction — service satisfaction score
Expernimental Control St Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Finend, 85% C1 IV, Fioesd, 85% C1
5.7.1 3-months post-entry
Merson 19497 %5 62 41 183 8B 46 1000% 0.85 (041, 1.29) ,
Subtotal [35% CI) 1| 46 100.0% 0.85 [0.41, 1.20]
Heterogeneity. Mot applicable
Test for ovarall effect 2= 3.79 (F = 000002)
Total (95% CI) M 45 100.0% 0.85 [0.41, 1.29] *
Hetarogeneity Mot applicable =_1 5 _'g 1 5 1-:|=
Testfor avarall effect 2= 3,79 (P = 0,000} Favours standard care Favours CMHT
Test for subgroup diferences: Mol applicable
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Appendix F — GRADE tables

GRADE tables for review question 1.1 For adults with depression, what are the relative benefits and harms associated with
different models for the coordination and delivery of services?

GRADE tables not provided for subgroup analyses.

Table 29: Clinical evidence profile for Comparison 1: Collaborative care (simple or complex) versus standard care/enhanced standard
care.
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Cl: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
1. Risk of bias is high or unclear across multiple domains

2. I-squared>80%

3. 95% CI crosses 1 clinical decision threshold

4. I-squared>50%

5. 95% ClI crosses 2 clinical decision thresholds

Table 30: Clinical evidence profile for Comparison 2: Collaborative care for relapse prevention versus standard care
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Table 31: Clinical evidence profile for Comparison 3. Stepped care versus standard care/enhanced standard care
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Table 32: Clinical evidence profile for Comparison 4. Stepped care for relapse prevention versus standard care
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2012)  dtrials (25.7%) (14.8%) (0.85 to more
3.56) per

1,000

(from 22

fewer to

378

more)

1 (Apil randomise serious’ not serious not serious very none 25/49 24/45 RR 0.96 21 VERY LOW IMPORTANT
2012)  dtrials serious® (51.0%) (53.3%) (0.65 to fewer
1.41) per

1,000

(from

187

fewer to

219

more)

1 (Apil randomise not not serious not serious  very none 35/74 30/62 RR 0.98 10 LOW IMPORTANT
2012)  dtrials serious serious® (47.3%) (48.4%) (0.69 to fewer
1.39) per
1,000
(from
150
fewer to
189
more)
Cl: Confidence interval; RR: Risk ratio
1. Risk of bias is high or unclear across multiple domains
2. 95% Cl crosses 1 clinical decision threshold
3. 95% Cl crosses 2 clinical decision thresholds
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Table 33: Clinical evidence profile for Comparison 5: Pure medication management versus standard care

2 randomise  not not serious not serious not serious  none 197 202 - SMD HIGH CRITICAL
(Aljum  d trials serious 0.05
ah higher
2015; (0.15
Rubio- lower to
Valera 0.24
2013a higher)
)
1 randomise  not not serious not serious serious’ none 14/33 8/37 RR 1.96 208 MODERATE CRITICAL
(Sirey  dtrials serious (42.4%) (21.6%) (0.94 to more
2010) 4.08) per
1,000
(from 13
fewer to
666
more)
& randomise  serious? not serious not serious serious’ none 218/441 183/463 RR 1.28 111 LOW IMPORTANT
(Akerb  d trials (49.4%) (39.5%) (1.10to more
lad 1.49) per
2003; 1,000
Rickle (from 40
S more to
2005; 194
Rubio- more)
Valera
2013a

H

5 randomise
(Akerb  d trials
lad

not
serious

not serious

not serious

serious’
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2003; 1,000
Aljum (from 62
ah fewer to
2015; 24
Rickle more)

s

2005;

Rubio-

Valera

2013a

; Sirey

2010)

CI: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
1. 95% ClI crosses 1 clinical decision threshold
2. Risk of bias is high or unclear across multiple domains

Table 34: Clinical evidence profile for Comparison 6: Care coordination versus standard care/enhanced standard care

1 randomise  serious' not serious not serious  serious?® reporting bias® 30 32 - SMD VERY LOW CRITICAL
(McM d trials 0.09
ahon lower
2007) (0.59
lower to
0.41
higher)
1 randomise  serious'’ not serious not serious not serious  none 255 261 - SMD MODERATE CRITICAL
(Salis d trials 0.05
bury lower
2016) (0.22
lower to
0.13
higher)
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randomise  serious'’ not serious not serious serious? none 95/307 86/302 RR 1.09 26 more CRITICAL
(Salls d trials (30.9%) (28.5%) (0.85 to per
bury 1.39) 1,000
2016) (from 43
fewer to
111
more)
1 randomise  serious' not serious not serious  very reporting bias® 12/30 16/32 RR 0.80 100 VERY LOW IMPORTANT
(McM  d trials serious* (40.0%) (50.0%) (0.46 to fewer
ahon 1.40) per
2007) 1,000
(from
270
fewer to
200
more)
1 randomise  serious’ not serious not serious serious? none 52/307 41/302 RR 1.25 34 more LOW IMPORTANT
(Salis d trials (16.9%) (13.6%) (0.86 to per
bury 1.82) 1,000
2016) (from 19
fewer to
111
more)

CI: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
1. Risk of bias is high or unclear across multiple domains

2. 95% Cl crosses 1 clinical decision threshold

3. Funding from pharmaceutical company

4. 95% CI crosses 2 clinical decision thresholds
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Table 35: Clinical evidence profile for Comparison 7: Attached professional model versus enhanced standard care

1 randomise  very not serious not serious  serious? none 63 55 - SMD VERY LOW CRITICAL
(Bedo  d trials serious’ 0.36
ya lower
2014) (0.73
lower to
0
higher)

1 randomise  serious’ not serious not serious  very none 9/65 11/55 RR 0.69 62 VERY LOW IMPORTANT
(Bedo  d trials serious® (13.8%) (20.0%) (0.31 to fewer
ya 1.55) per
2014) 1,000
(from
138
fewer to
110
more)
Cl: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
1. Risk of bias is high or unclear across multiple domains
2. 95% ClI crosses 1 clinical decision threshold
3. 95% ClI crosses 2 clinical decision thresholds

Table 36: Clinical evidence profile for Comparison 8: Shared care versus standard care

1 randomise  not not serious not serious not serious  none 33 36 - SMD HIGH CRITICAL
(Baner  d trials serious 1.03
jee lower
1996) (1.53
lower to
0.52
lower)
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randomise no not serious not serious serious' none 19/33 9/36 RR 2.30 MODERATE CRITICAL
(Baner d trials serious (57.6%) (25.0%) (1.22 to more
jee 4.36) per
1996) 1,000
(from 55
more to
840
more)
1 randomise  not not serious not serious not serious  none 20/33 5/36 RR 4.36 467 HIGH IMPORTANT
(Baner  d trials serious (60.6%) (13.9%) (1.85to more
jee 10.30) per
1996) 1,000
(from
118
more to
1,000
more)
1 randomise  not not serious not serious  very none 4/33 4/36 RR 1.09 10 more LOW IMPORTANT
(Baner  d trials serious serious? (12.1%) (11.1%) (0.30 to per
jee 4.01) 1,000
1996) (from 78
fewer to
334
more)

CI: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
1. 95% CI crosses 1 clinical decision threshold
2. 95% ClI crosses 2 clinical decision thresholds

Table 37: Clinical evidence profile for Comparison 9: Measurement-based care versus standard care

Depression in adults: Evidence review A FINAL (June 2022)
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randomise  serious' not serious not serious not serious  none SMD MODERATE CRITICAL
(Guo d trials 1.05
2015) lower
(1.51
lower to
0.58

lower)

1 randomise  serious' not serious not serious serious? none 53/61 37/59 RR 1.39 245 LOW CRITICAL
(Guo d trials (86.9%) (62.7%) (1.11to more
2015) 1.73) per

1,000

(from 69

more to

458

more)

1 randomise  serious' not serious not serious not serious  none 45/61 17/59 RR 2.56 449 MODERATE CRITICAL
(Guo d trials (73.8%) (28.8%) (1.67 to more
2015) 3.93) per

1,000

(from

193

more to

844

more)

1 randomise  serious’ not serious not serious  very none 17/61 22/59 RR 0.75 93 VERY LOW IMPORTANT
(Guo d trials serious® (27.9%) (37.3%) (0.44 to fewer
2015) 1.26) per
1,000
(from
209
fewer to
97
more)
ClI: Confidence interval; SMD: Standardised mean difference; RR: Risk ratio
1. Risk of bias is high or unclear across multiple domains
2. 95% Cl crosses 1 clinical decision threshold
3. 95% Cl crosses 2 clinical decision thresholds
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GRADE tables for review question 1.2 For adults with depression, what are the relative benefits and harms associated with

different settings for the delivery of care?

GRADE tables not provided for subgroup analyses of NMA dataset

Table 38: Clinical evidence profile for comparison 2 Crisis resolution team care versus standard care (for adults with non-psychotic
severe mental iliness)

1 randomis  very no serious serious? serious® none 107 104 -
(Johns ed trials serious inconsistenc

on 1 y

2005)

SMD VER  CRITICAL
0.29 Y

lower LOW

(0.56 to

0.02

lower)

1 randomis  very no serious serious? no serious none 39/134 84/124 RR 386 VER IMPORTA
(Johns ed trials serious inconsistenc imprecisio (29.1%) (67.7%) 0.43 fewer per Y NT
on [ y n (0.32 1000 LOW
2005) to (from 291
0.57) fewer to

461

fewer)
1 randomis  very no serious serious? serious® none 134 123 - SMD VER IMPORTA
(Johns ed trials serious inconsistenc 0.45 Y NT
on 1 y lower LOW
2005) (0.69 to
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0.20
lower)

SMD VER IMPORTA

0.11 Y NT
lower LOW

(0.37

lower to

0.16

higher)

SMD 0.2 VER IMPORTA
higher Y NT
(0.05 LOW

lower to

0.44

higher)

1 randomis  very no serious
(Johns ed trials serious inconsistenc
on 1 y

2005)

1 randomis  very no serious
(Johns ed trials serious inconsistenc
on [ y

2005)

1 randomis  very no serious
(Johns ed trials serious inconsistenc
on [ y

2005)

SMD VER IMPORTA
0.06 Y NT

higher LOW

(0.18

lower to

0.31

higher)
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VER

IMPORTA

randomis  very no serious serious? no serious none SMD
(Johns ed trials serious inconsistenc imprecisio 0.23

on t y n higher LOW
2005) (0.03

lower to
0.49
higher)

CI: Confidence interval; RR: Risk ratio; SMD: Standardised mean difference

¢ High risk of bias associated with randomisation method due to significant difference between groups at baseline and non-blind
participants, intervention administrator(s) and outcome assessor(s)

¢ Not depression-specific population
e 95% ClI crosses 1 clinical decision threshold

Table 39: Clinical evidence profile for comparison 4 Acute psychiatric day hospital care versus inpatient care (for adults with
depression and non-psychotic severe mental iliness)
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rando  very serious? serious® none SMD 0.05 higher VERY  CRITICAL
mised  serio serious (0.22 lower to 0.33 LOW
trials us’ imprecisio higher)

n

2 rando  very very serious® serious® none 663 586 - SMD 0.19 lower VERY CRITICAL
mised  serio serious* (0.81 lowerto 0.42 LOW
trials us' higher)

1 rando very noserious noserious very none 6/24 8/20 RR0.62 152 fewer per 1000  VERY  CRITICAL
mised  serio inconsisten indirectne  serious® (25%) (40% (0.26 to (from 296 fewerto  LOW
trials us' cy sS ) 1.5) 200 more)

2 rando  very noserious serious® very none 33/80 33/71 RR 0.91 42 fewer per 1000  VERY CRITICAL
mised  serio inconsisten serious® (41.3%) (46.5 (0.65t0 (from 163 fewerto  LOW
trials us’ cy %) 1.26) 121 more)

4 rando  very noserious serious® serious® none 800 735 - SMD 0.55 higher VERY IMPORTA
mised  serio inconsisten (0.44 to0 0.65 LOW NT
trials us' cy higher)
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rando very  serious? serious?® very none 39/183 47/18 RR0.79 52 fewer per 1000 VERY IMPORTA
mised  serio serious® (21.3%) 9 (0.41 to (from 147 fewerto  LOW NT
trials us’ (249 1.52) 129 more)

%)

1 rando very noserious serious® serious® none 12/38 6/45 RR 2.37 183 more per 1000 VERY IMPORTA
mised  serio inconsisten (31.6%) (13.3 (0.98 to (from 3 fewer to LOW NT
trials us’ cy %) 5.71) 628 more)

1 rando  very noserious serious® very none 14/38 12/45 RR 1.38 101 more per 1000 VERY IMPORTA
mised  serio inconsisten serious® (36.8%) (26.7 (0.73 to (from 72 fewer to LOW NT
trials us' cy %) 2.62) 432 more)
1 rando  very no serious  serious?® no none 596 521 - SMD 0.01 higher VERY IMPORTA
mised  serio inconsisten serious (0.11 lower to 0.13 LOW NT
trials us' cy imprecisio higher)
n
1 rando  very noserious serious® no none 596 521 - SMD 0.01 higher VERY IMPORTA
mised  serio inconsisten serious (0.11 lower to 0.13 LOW NT
trials us' cy imprecisio higher)
n
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2 rando  very noserious serious?® serious® none 41/91 30/90 RR 1.36 120 more per 1000 VERY IMPORTA
mised  serio inconsisten (45.1%) (33.3 (0.94+to (from 20 fewer to LOW NT
trials us’ cy %) 1.96) 320 more)

1 rando  very noserious  serious® no none 596 521 - SMD 0.3 lower VERY IMPORTA
mised  serio inconsisten serious (0.42 t0 0.19 lower) LOW NT
trials us' cy imprecisio
n
1 rando  very noserious serious?® no none 596 521 - SMD 0.15 lower VERY IMPORTA
mised  serio inconsisten serious (0.27 to 0.04 lower) LOW NT
trials us’ cy imprecisio
n
1 rando  very noserious serious?® no none 31/38 19/45 RR 1.93 393 more per 1000 VERY IMPORTA
mised  serio inconsisten serious (81.6%) (42.2 (1.33to (from 139 more to LOW NT
trials us' cy imprecisio %) 2.81) 764 more)

|

1 rando  very noserious serious® no none 596 521 - SMD 0.03 higher VERY IMPORTA
mised  serio inconsisten serious (0.09 lower to 0.15 LOW NT
trials us' cy imprecisio higher)
n
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1 rando  very no serious  serious?® serious® none 38 39 - MD 1.1 lower (3.15 VERY IMPORTA
mised  serio inconsisten lower to 0.95 LOW NT
trials us' cy higher)

1 rando  very no serious  serious?® serious® none 24 31 - MD 0.4 lower (2.98 VERY
mised  serio inconsisten lower to 2.18 LOW
trials us’ cy higher)

Cl: Confidence interval; RR: Risk ratio; SMD: Standardised mean difference
1. Risk of bias is high or unclear across multiple domains

2. I-squared>50%

3. Non depression-specific population

4. I-squared>80%

5. 95% ClI crosses 1 clinical decision threshold
6. 95% ClI crosses 2 clinical decision thresholds
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Table 40: Clinical evidence profile for comparison 5 Non-acute day hospital care versus outpatient care (for adults with depression
and non-psychotic severe mental iliness)

2 rando  serio very serious®  very none 75 69 - SMD 0.08 VERY CRITICAL
mised  us' serious? serious?* higher (0.72 LOW
trials lower to 0.88
higher)

2 rando  serio no serious serious® no none 73 66 - SMD 0.15 LOW CRITICAL
mised  us' inconsiste serious lower (0.49
trials ncy imprecisi lower to 0.19
on higher)
3 rando  serio no serious serious®  very none 16/136 12/145 RR 1.26 22 more per VERY IMPORTA
mised  us' inconsiste serious* (11.8%) (8-3%) (0.52 to 1000 (from LOW NT
trials ncy 3.06) 40 fewer to
170 more)

1 rando  serio no serious serious®  very none 34 18 - SMD 0.04 VERY IMPORTA
mised  us' inconsiste serious* higher (0.53 LOW NT
trials ncy lower to 0.61

higher)

Depression in adults: Evidence review A FINAL (June 2022)
287



FINAL
Settings of care

rando  serio no serious serious®  serious® none SMD 0.12 VERY IMPORTA
mised  us' inconsiste lower (0.7 LOW NT
trials ncy lower to 0.45

higher)

2 rando serio  no serious  serious® serious® none 74 67 - SMD 0.2 VERY IMPORTA
mised  us' inconsiste lower (0.54 LOW NT
trials ncy lower to 0.14

higher)

2 rando  serio noserious serious®  serious® none 73 67 - SMD 0.31 VERY IMPORTA
mised  us' inconsiste lower (0.65 LOW NT
trials ncy lower to 0.03
higher)
2 rando  serio very serious®  very none 59/92 67/106 RR 1 0 fewer per VERY IMPORTA
mised  us' serious? serious* (64.1%) (63.2%) (0.47 to 1000 (from LOW NT
trials 2.12) 335 fewer to
708 more)

Cl: Confidence interval; RR: Risk ratio; SMD: Standardised mean difference
o Risk of bias is high or unclear across multiple domains
o [|-squared>80%
¢ Non-depression specific population
o 95% CI crosses 2 clinical decision thresholds
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e 95% CI crosses 1 clinical decision threshold

Table 41: Clinical evidence profile for comparison 6 Community mental health teams versus standard care (for adults with non-
psychotic severe mental iliness)

1 randomi serio no serious serious?2 no none 48 52 - SMD 0.06 LOW CRITICAL
sed us’ inconsistenc serious lower
trials y impreci (0.45
sion lower to
0.33

higher)

1 randomi serio  no serious serious? serious® none 7/48 16/52 RR 0.47 163 fewer VERY IMPORTA
sed us’ inconsistenc (14.6%) (30.8%) (0.21 to per 1000 LOW NT
trials y 1.05) (from 243
fewer to
15 more)

1 randomi serio no serious serious? serious® none 2/48 11/52 RR 0.2 169 fewer VERY IMPORTA
sed us’ inconsistenc (4.2%) (21.2%) (0.05 to per 1000 LOW NT
trials y 0.84) (from 34
fewer to
201 fewer)
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randomi serio no serious serious? serious® none 34/41 25/46 RR 1.53 288 more VERY IMPORTA
sed us’ inconsistenc (82.9%) (54.3%) (1.13 to per 1000 LOW NT
trials y 2.06) (from 71
more to
576 more)
1 randomi serio no serious serious? serious® none 41 46 - SMD 0.85 VERY IMPORTA
sed us’ inconsistenc higher LOW NT
trials y (0.41 to
1.29
higher)

Cl: Confidence interval; RR: Risk ratio; SMD: Standardised mean difference
¢ Risk of bias is high or unclear across multiple domains
¢ Non-depression specific population
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Appendix G — Economic evidence study selection

Economic evidence study selection for review question 1.1 For adults with
depression, what are the relative benefits and harms associated with different
models for the coordination and delivery of services?

A global health economics search was undertaken for all areas covered in the guideline.
Figure 110 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.

Figure 110. Flow diagram of selection process for economic evaluations of
interventions and strategies for adults with depression and studies reporting
depression-related health state utility data

Titles and abstracts identified between
January 2002 - March 2021, N = 63,034

¥

Full copies retrieved
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Publications excluded from
title and/or abstract
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y A J

( N\

Publications included, N = 61
e 47 economic studies in N= 56
publications [3 also including utility
datal

Publications excluded, N = 193 \

® because of inappropriate population, design,
outcomes, costs, utility data N = 82

® because of hierarchy criteria applied in economic

e 4 utility studies in N = 5 publications - ) .
k ) evaluations regarding countries N = 106

® because of hierarchy criteria applied in utility data
\ regarding methodology for their elicitation N = 5 )
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Economic evidence study selection for review question 1.2 For adults with
depression, what are the relative benefits and harms associated with different
settings for the delivery of care?

A global health economics search was undertaken for all areas covered in the guideline.
Figure 111 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.

Figure 111. Flow diagram of selection process for economic evaluations of
interventions and strategies for adults with depression and studies reporting
depression-related health state utility data.
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Appendix H — Economic evidence tables

Economic evidence tables for review question 1.1 For adults with depression, what are the relative benefits and harms
associated with different models for the coordination and delivery of services?

Table 42: Economic evidence table for simple collaborative care

Study
Country
Study type
Bosanquet
2017

UK
Cost-utility
analysis

Intervention details

Interventions:

Simple collaborative
care (SCC), using
behavioural activation,
designed specifically for
people aged = 65 with
depression, delivered
over 8 sessions by a
case manager (a
primary care mental
health / IAPT worker)
for an average of 6
sessions over 7-8
weeks. SCC included
telephone support,
medication
management, symptom
monitoring and active
surveillance, facilitated
by a computerised case
management. The first
session was delivered
face-to-face and
subsequent sessions
via telephone. SCC
was provided in

Study population
Study design
Data sources

Adults aged = 65 years
with major depressive
disorder. Exclusion
criteria: alcohol
dependency; psychotic
symptoms; recent suicidal
risk/self-harm; significant
cognitive impairment
Pragmatic, multi-centre
open RCT (N=485)
Source of efficacy and
resource use data: RCT
(Bosanquet 2017);
(N=485; at 18 months
n=344; cost data available
for n=447)

Source of unit costs:
national sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Costs: intervention (case
manager’s time and supervision,
as well as training including
manual, supervision, travel and
accommodation) and usual
primary care (GP appointment,
home visits and telephone
consultation; practice nurse
appointments and telephone
consultations)

Mean total cost per person (95%
Cl):

SCC: £1,171 (£1,167 to £1176);
TAU: £654 (£651 to £658)
Adjusted difference £480 (£381 to
£579).

Primary outcome measure: QALY
based on SF-6D ratings (UK tariff)
Mean number of QALY's per
person (SD):

SCC: 0.900 (0.241); TAU: 0.889
(0.224)

Adjusted difference 0.019 (95%
CI-0.020 to 0.057, p=0.338)

293

Results: Cost-
effectiveness

ICER of SCC vs TAU:
£26,010/QALY
Probability of SCC
being cost-effective:
0.39 and 0.55 at WTP
£20,000 and
£30,000/QALY,
respectively.
Sensitivity analysis:
Including only
participants who
engaged with 5 or more
sessions in the
analysis: ICER
£9,876/QALY

Comments

Perspective:
NHS/PSS
(intervention and
primary care
exclusively
considered)
Currency: GBP£
Cost year: 2012/13
Time horizon: 18
months
Discounting: NA
Applicability: directly
applicable

Quality: potentially
serious limitations
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Study
Country
Study type

Green 2014
UK
Cost-utility
analysis

Intervention details

addition to usual GP
care.

Treatment as usual,
comprising GP care
alone (TAU)

Interventions:

Simple collaborative
care in addition to usual
primary care (SCC),
comprising care
managers making 6-12
contacts with service
users over 14 weeks;
contacts involved
education about
depression, medication
management,
behavioural activation
and relapse prevention
instructions. Care
managers provided
GPs with advice on
medication and regular
updates on service user
progress including
medication adherence.

Treatment as usual
(TAU), defined as GP
care that includes
antidepressant
treatment and referral
for other treatments,
including Improving
Access to
Psychological

Study population
Study design
Data sources

Adults with depression
Multi-centre cluster RCT
(N=581)

Source of efficacy data:
RCT (Richards 2013);
(data available for n=466)
Source of resource use
data: RCT (data available
for n=447)

Source of unit costs:
national sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Costs: intervention (care
manager’s time and supervision
by specialists), staff time (GP,
mental health nurse, practice
nurse, counsellor, mental health
worker, social worker, home care
worker, occupational therapist,
psychiatrist, psychologist,
psychiatric nurse/care
coordinator), walk-in-centre,
voluntary group, inpatient
psychiatric and general stay,
A&E, day hospital, other
outpatient contact, day care
centre, drop-in club; informal care
and service user expenses in
sensitivity analysis

Mean NHS/PSS cost per person
(SD):

SCC: £1,887 (£3,714); TAU:
£1,571 (£2,442)

Unadjusted difference: £316

Adjusted difference: £271
(95%Cl: -£203 to £886)

Primary outcome measure: QALY
based on EQ-5D ratings (UK
tariff); SF-6D (UK tariff) used in
sensitivity analysis

Mean number of QALY's per
person (SD):

294

Results: Cost-
effectiveness

ICER of SCC vs TAU:
£14,248/QALY

Probability of SCC
being cost-effective:
0.58 and 0.65 at WTP
£20,000 and
£30,000/QALY,
respectively.

Results robust to
multiple imputation of
missing data, use of
SF-6D utility values,
use of alternative SCC
costs; SCC dominant
using a broader
perspective; excluding
one participant with an
extremely high level of
self-reported resource
use, ICER became
£3,334/QALY and
probability of cost
effectiveness 0.76 and
0.79 at WTP £20,000
and £30,000 /QALY,
respectively

Comments

Perspective:
NHS/PSS; broader
perspective (informal
care costs and
service user
expenses)
considered in
sensitivity analysis
Currency: GBP£
Cost year: 2011

Time horizon: 12
months
Discounting: NA
Applicability: directly
applicable

Quality: minor
limitations
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Study
Country
Study type

Lewis 2017
UK

Cost-utility
analysis

Intervention details

Therapies (IAPT)
services

Simple collaborative
care (SCC), which
included behavioural
activation delivered by
a case manager (a
primary care mental
health worker /
Improving Access to
Psychological
Therapies (IAPT)
worker) for an average
of 7 sessions over 8—10
weeks, in addition to
usual GP care.
Collaborative care
included telephone
support, symptom
monitoring and active
surveillance, facilitated
by computerised case
management.

Treatment as usual,
comprising GP care
alone (TAU)

Study population
Study design
Data sources

Older adults who screened

positive for subthreshold

depression (= 75 years old
during the pilot phase and

= 65 years old during the
main trial)

Pragmatic, multi-centre
RCT (N=705)

Source of efficacy and
resource use data: RCT
(Gilbody 2017); (N=705;
complete data used in
base-case economic
analysis n=448)

Source of unit costs:
national sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

SCC: 0.605 (0.261); TAU: 0.554
(0.286)

Unadjusted difference: 0.051

Adjusted difference: 0.019
(95%Cl: -0.019 to 0.06)

Costs: intervention (case
manager’s time and supervision,
as well as training including
manual, supervision, travel and
accommodation) and usual
primary care (GP appointment,
home visits and telephone
consultation; practice nurse
appointments and telephone
consultations)

Mean NHS/PSS cost per person
(SD):

SCC: £894 (£391); TAU: £450
(£393)

Unadjusted difference: £444 for
n=620

Adjusted bootstrapped difference
for n=448 sample included in
economic analysis: £421 (95%Cl:
£348 to £494)

Primary outcome measure: QALY
based on EQ-5D ratings (UK
tariff)

Mean number of QALYs per

person (SD):
SCC: 0.756 (0.246); TAU: 0.660
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Results: Cost-
effectiveness

ICER of SCC vs TAU:
£9,633/QALY

Probability of SCC
being cost-effective:
0.92 and 0.97 at WTP
£20,000 and
£30,000/QALY,
respectively.

Sensitivity analysis:
Accounting for the true
observed SCC contact
rate (rather than the
expected SCC contact
rate that was used in
the base-case
analysis), ICER
became £3,328/QALY

Comments

Perspective:
NHS/PSS

(intervention and
primary care
exclusively
considered)
Currency: GBP£
Cost year: 2012/13
Time horizon: 12
months

Discounting: NA
Applicability: directly
applicable

Quality: potentially
serious limitations
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Settings of care

Study
Country
Study type

Simon 2002
us

Cost
effectivenes
s analysis

Intervention details

Interventions:

Simple collaborative
care comprising an
educational book and
videotape on effective
management of
depression; 2 visits to a
depression prevention
specialist including
shared decision making
on maintenance
antidepressant
treatment; plus 3
scheduled telephone
contacts and 4
personalised mailings
for monitoring
depressive symptoms
and treatment
adherence (SCC)

Treatment as usual
(TAU), including
primary care and
referral to specialty
mental health care

Study population
Study design
Data sources

Adults with a history of
either recurrent major
depression (i.e. at least 3
depressive episodes in the
previous 5 years) or
dysthymia (depressive
symptoms present
continuously for the past 2
years) that had recovered
from a depressive episode
following antidepressant
treatment in primary care

RCT (Katon 2001)

Source of efficacy and
resource use data: RCT;
N=386, n=315 (82%)
completed all follow-up
assessments; n=377
(98%) remained enrolled
throughout the follow-up
period

Source of unit costs: local
data

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

(0.247)
Unadjusted difference: 0.096

Adjusted difference: 0.044
(95%CI: 0.015 to 0.072, p=0.003)

Costs: medication, staff time, any
inpatient and outpatient services
for mental health or general
medical care

Mean total cost cost per person:
SCC: $2,691 (95%CI $2,320 to
$3,062)

TAU: $2,619 (95%ClI $2,139 to
$3,099) Incremental $13 (95%CI -
$584 to $511), after adjustment
for gender, age, baseline Hopkins
Symptoms Checklist (HSCL)
depression score and chronic
disease score

Primary outcome measure:
number of depression-free days,
defined as days with a HSCL
depression score < 0.5; days with
a HSCL score above 0.5 but < 2
were considered 50% depression
free

Number of depression-free days:
SCC: 253.2 (95% CI 241.7 to
264.7)

TAU: 239.4 (95% CI 227.3 to
251.4)

Incremental 13.9 (95%Cl -1.5 to
29.3, p=0.078), after adjustment
for gender, age, baseline SCL
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Results: Cost-
effectiveness

ICER of SCC vs. TAU
$1 per depression-free
day (95%Cl -$134 to
$344)

Comments

Perspective: 3rd
party payer
Currency: US$
Cost year: 1998

Time horizon: 12
months

Discounting: NA
Applicability: partially
applicable

Quality: potentially
serious limitations
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Settings of care

Study Intervention details
Country

Study type

Study population
Study design
Data sources

Costs and outcomes:
description and values

depression score and chronic
disease score

Table 43: Economic evidence table for complex collaborative care

Study Intervention details
Country

Study type

Morriss Interventions:

2016 Complex collaborative
UK care, comprising
Cost-utility secondary outpatient
analysis specialist depression

services offering
tailored integrated
pharmacological and
psychological (CBT,
MBCT and compassion
focused therapy, as
appropriate) treatment
within a collaborative
care approach for 12-
15 months (CCC)
Usual secondary
mental health care
(TAU)

Study population
Study design
Data sources

Adults with persistent
unipolar moderate or
severe depression, with
HDRS total>16, GAF<60,
that have received
treatment for depression
for at least 6 months and
are currently receiving
secondary mental
healthcare

Multi-site single-blind RCT
(N=187)

Source of efficacy and
resource use data: RCT
(Morriss 2016, N=187;
84% completed at 6
months, 72% at 12 months
and 59% at 18 months)
Source of unit costs:
national sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Costs: primary care (GP surgery
and home attendances), practice
/ district / community psychiatric
nurse, psychotherapist, inpatient
and outpatient (psychiatric or
other) care, A&E attendances,
medication

Mean total cost per person (95%
Cl):

CCC: £9,315 (£7,547 to £11,084)

TAU: £5,869 (£4,501 to £7,238)
Incremental total cost (bias-
corrected bootstrapped): £3,446
(£1,915 to £5,180)

Primary outcome measure:
QALYs based on EQ-5D-3L
ratings (UK tariff)

Mean QALYs per person (95%
Cl):

CCC: 0.753 (0.659 to 0.847)
TAU: 0.646 (0.538 to 0.754)
Incremental QALYSs (bias-
corrected bootstrapped): 0.079
(0.007 to 0.149)
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Results: Cost-
effectiveness

Results: Cost-
effectiveness

ICER of CCC vs. TAU
£43,603/QALY

Controlling for baseline
differences and cluster
effects: probability of
CCC being cost-
effective exceeds 0.50
at WTP of
£42,000/QALY

Comments

Comments

Perspective: NHS
and personal social
services

Currency: GBP£
Cost year: 2014

Time horizon: 18
months
Discounting: NA
Applicability: directly
applicable

Quality: minor
limitations
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Settings of care

Study
Country
Study type
Goorden
2015

The
Netherlands

Cost-utility
analysis

Grochtdreis
2019

Germany

Intervention details

Interventions:

Complex collaborative
care (CCC) provided by
a depression care
manager, usually a
qualified nurse, who
collaborated with a GP
and a liaison
psychiatrist in order to
provide and guide more
structured and adherent
depression treatment in
primary care.
Treatment consisted of
problem solving,
manual guided self-help
(both provided by the
care manager), and, if
necessary,
antidepressants
(prescribed by the GP).
Care managers and
GPs received training in
CCC.

Treatment as usual
(TAU) in primary care,
comprising prescription
of antidepressants or
referral to
psychotherapy

Interventions:

Complex collaborative
care (CCC) formed
around a primary care
physician (PCP);

Study population
Study design
Data sources

People aged =217 years
with major depression
according to the MINI.
Exclusion criteria: being
suicidal, psychotic
symptoms, dementia, drug
or alcohol dependence,
already under specialty
mental health treatment
RCT (N=150; 93 identified
by screening and 47 by
GP referral)

Source of efficacy and
resource use data: RCT
(Huijbregts 2013, n=93
identified by screeening)
Source of unit costs:
national sources

Adults aged = 60 years
with moderate depressive
symptoms; PHQ-9 score
10-14.

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Costs: GP, psychiatric / mental
health care practice nurse,
psychiatric inpatient care,
specialist outpatient care, private
psychologist / psychiatrist,
occupational physician, other
specialist, paramedic, social
worker, counselling centre for
drugs, alcohol, etc, alternative
medicine, self-help group, day
care, psychotropic medication
Mean total healthcare cost per
person:

CCC €4,011 (95% CI €,2679 to
€,5513)

TAU €2,838 (95% CI €,2463 to
€,3244)

Difference: €1,173 (95% Cl, -
€216 to €2726)

Primary outcome measure:
QALYs based on EQ-5D ratings
(Dutch tariff)

Mean total number of QALYs
gained per person:

CCC 0.07 (95% CI 0.05 to 0.09)
TAU 0.05 (95% CI 0.03 to 0.06)

Difference: 0.02 (95% CI —-0.004
to 0.04)

Costs: outpatient physician (e.g.
PCP, specialist physician,
psychotherapy) and non-
physician services (e.g.
physiotherapy, occupational

therapy, massage), inpatient care,
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Results: Cost-
effectiveness

ICER of TAU vs CCC
€53,717/QALY

Probability of CCC
being cost-effective:
0.20 and 0.70 at WTP
€20,000 and
€80,000/QALY,
respectively.

ICER of CCC vs TAU
€26.07/DFD
€55,800/QALY

Comments

Perspective:
healthcare system;
productivity losses
reported separately
Currency: Euro (€)
Cost year: 2013
Time horizon: 12
months
Discounting: NA
Applicability: partially
applicable

Quality: potentially
serious limitations

Perspective:
healthcare system
(informal care
reported separately)

Currency: Euro (€)
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Study Intervention details
Country

Study type

Cost treatment evaluation
effectivenes  occurred every 8

s weeks. Intervention
consisted of a patient
manual, an initial face-
to-face session and
ongoing telephone
sessions between the
care manager and the
patient every other
week. Patients’
depressive symptom
severity was regularly
assessed by the PHQ-
9. Problem-solving
techniques were
optionally held.

Treatment as usual
(TAU) comprising
regular PCP visits
without involvement of
a care manager.
Depressive symptom
severity not routinely
assessed.

Study population
Study design
Data sources

Exclusion criteria:
alcohol/drug abuse,
severe cognitive
impairment, severe
psychological disorders,
suicidal ideation, active
depression treatment
Cluster RCT (N=246 from
71 clusters; ITT analysis)
Source of efficacy and
resource use data: RCT
(Holzel 2018)

Source of unit costs:
national sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

rehabilitation, formal nursing care
(professional nurse or
housekeeper), informal nursing
care (family or friends),
medication and medical devices.
Mean total healthcare cost per
person:

CCC €6155; TAU €5674

Adjusted difference: €558; p =
0.532

Primary outcome measure:
depression-free days (DFDs),
based on PHQ-9 scores. PHQ-9
<5: depression-free; PHQ-9 215:
depressed; linear interpolation
used for calculations.
Secondary outcome measure:
QALYs based on EQ-5D ratings
(UK tariff)

Mean total DFDs per person:
CCC 207.1; TAU 185.8

Adjusted difference: 21.4; p =
0.022

Mean total QALYs per person:
CCC 0.57; TAU 0.56

Adjusted difference: 0.01; p =
0.701
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Results: Cost-
effectiveness

Probability of CCC
being cost-effective:
0.95 for WTP of
€200/DFD; 0.45 for
WTP of €50,000/QALY

Comments

Cost year: 2013

Time horizon: 12
months

Discounting: NA
Applicability: partially
applicable

Quality: minor
limitations
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Settings of care

Table 44: Economic evidence table for stepped care

Study
Country
Study type
Mukuria
2013

UK

Cost
effectivenes
s and cost-
utility
analysis

Intervention details

Interventions:

Stepped care
approach: Improving
Access to
Psychological
Therapies (IAPT)
service comprising:
Step 1 watchful waiting;
Step 2 guided self-help
including bibliotherapy
with support,
computerised CBT
(cCBT) with support
and CBT-based
telephone support for
problem-solving; Step 3
CBT £ medication.
IAPT was provided in
addition to treatment as
usual (TAU)

TAU alone, comprising
GP care, primary care
counselling and referral
to mental health
professionals in
secondary care.

IAPT was evaluated in
Doncaster
demonstration site.
Comparator sites were
selected to match IAPT
site regarding size &
type of population
served based on

Study population
Study design
Data sources

People 16-64 years old
with a new or recurrent
episode of depression or
anxiety, who were likely to
benefit from psychological
therapies. More than 95%
of people in IAPT had a
primary diagnosis of
depression by their GP.
Prospective cohort study
with matched sites
(N=403)

Source of efficacy and
resource use data: cohort
study (N=403; available 8-
month cost and QALY
data for n=297)

Source of unit costs: IAPT
data and national sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Costs: intervention (staff time,
training, equipment, facilities and
overheads), other mental
healthcare (psychiatrist,
psychologist, community
psychiatric nurse,
psychotherapist/ counsellor, other
mental health professionals and
voluntary sector services),
primary and secondary care,
social care; medication costs not
considered

Mean total cost per person (SD):
IAPT: £1,190 (£2,193);

TAU: £934 (£1,666)

Unadjusted difference: £256
(95% CI: -£266 to £779)
Adjusted difference: £236
(95%Cl: -£214 to £689)

Primary outcome measures:
proportion of people with a
reliable and clinically significant
(RCS) improvement on the PHQ-
9; QALY based on SF-6D ratings
(UK tariff); QALYs based on
predicted EQ-5D ratings (UK
tariff), estimated from SF-6D
using an empirical mapping
function were used in sensitivity
analysis

Proportion of people with a PHQ-
9 RCS significant improvement
(95% Cl):

300

Results: Cost-
effectiveness

ICER of IAPT vs. TAU
£9,440 per participant
with RCS improvement
£29,500/QALY using
SF-6D

£16,857/QALY using
predicted EQ-5D
scores

Probability of IAPT
being cost-effective
using SF-6D QALYs:
<0.40 at WTP
£30,000/QALY;

using EQ-5D QALYs:
0.38 and 0.53 at WTP
£20,000 and £30,000 /
QALY, respectively.
Using national unit
costs instead of IAPT
financial data resulted
in an ICER of £3,800
per participant
achieving RCS
improvement and
£11,875/QALY using
SF-6D

Comments

Perspective: NHS
and social services;
productivity losses
estimated separately
Currency: GBP£
Cost year: 2008/09
Time horizon: 8
months
Discounting: NA
Applicability: directly
applicable

Quality: potentially
serious limitations
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Study Intervention details

Country

Study type
deprivation, ethnicity
and age; geographical
location; local
implementation of
‘pathways to work’;
ethnic diversity; recent
changes in
organisational
structure.
Also, comparator sites

were selected based on

how well they
performed according to
average Quality and
Outcomes Framework
points, a voluntary
annual reward and
incentive programme
for all GPs in England
that assesses areas of
clinical care,
organisation, patient
experience & other
services.

Interventions:
Stepped care (SC)
comprising a
standardised stepwise
treatment algorithm for
mild or moderate/
severe depression;
basic interventions
(psychoeducation,
active monitoring,
structuring of the day)
offered to all; self-help

Meeuwissen
2019

The
Netherlands
Cost-utility
analysis

Study population
Study design
Data sources

Adults with mild, moderate
or severe major
depression without
psychotic symptoms.
Decision-analytic
modelling

Source of efficacy data:
literature review

Source of resource use
data: published literature

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

IAPT: 0.221 (0.164 to 0.278)
TAU: 0.205 (0.116 to 0.293)

Unadjusted difference: 0.016 (-
0.089 to 0.122)

Adjusted difference: 0.025 (-0.078

to 0.127)

Mean number of SF-6D QALYs
per person (95% ClI):

IAPT: 0.026 (0.018 to 0.033)
TAU: 0.018 (0.007 to 0.029)

Unadjusted difference 0.007 (-
0.006 to 0.021)

Adjusted difference 0.008 (-0.005

to 0.021)

Mean number of EQ-5D QALY
per person (95% Cl):

IAPT: 0.038 (0.027 to 0.049)
TAU: 0.025 (0.009 to 0.040)

Unadjusted difference: 0.013 (-
0.007 to 0.033)

Adjusted difference: 0.014 (-0.005

to 0.032)

Costs: health professional time
(GP, psychologist, psychiatrist,
psychotherapist, social worker,
nurse), antidepressants,
telephone consultation, self-help
book or information leaflet, group
therapy, crisis intervention,
inpatient care, day care,
homecare, other out-patient care

Mean incremental cost/person:
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Results: Cost-
effectiveness

ICER:

Mild depression: SC
dominant

Moderate/severe
depression:
€3,166/QALY

Probability of SC being
dominant:

Mild depression: 0.67

Comments

Perspective:
healthcare
Currency: Euro (€)
Cost year: 2017
Time horizon: 5
years

Discounting: 4% or
costs, 1.5% for
outcomes
Applicability: partially
applicable
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Study
Country
Study type

Van Der
Weele 2012

The
Netherlands

Cost
effectivenes
s and cost-
utility
analysis

Intervention details

may be added
according to patient
preference

Treatment as usual
(TAU) comeprising all
commonly available
treatments in the health
care system, often
delivered in a mix of
care

Interventions:

Stepped care (SC)
comprising step 1
individual counselling
concerning treatment
needs and motivation of
the subjects during 1-2
home visits by a
community psychiatric
nurse; step 2 ‘Coping
with Depression’
course, based on CBT,
by trained mental
health professionals; if
indicated, step 3
referral back to GP to
discuss further
treatment.

Treatment as usual
(TAU); GPs and
participants in control

Study population

Study design

Data sources

(clinical trials and empirical
studies)

Source of unit costs:
possibly national sources

Adults 275 years old who
screened positive for
depressive symptoms in
general practice,
according to a 25 points
score on an interviewer-
administered

15-item version of the
Geriatric Depression Scale
(GDS-15)

Exclusion criteria: current
treatment for depression,
clinical diagnosis of
dementia or a Mini-Mental
State Examination
(MMSE) score <19, loss of
partner or child in the
preceding 3 months, life
expectancy <3 months and
not speaking Dutch.

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Mild depression: -€36.72

Moderate/severe depression:
€46.96

Primary outcome measure:
QALY; effect size transformed
into a utility increment.

Mean incremental QALY/person:
Mild depression: 0.014

Moderate/severe depression:
0.015

Costs: intervention (individual
consultation, course sessions,
course instructors, room rental,
refreshments, course materials),
staff time (psychiatrist,
psychologist, GP,
physiotherapist), medication,
hospitalisation (psychiatric &
general), hospital day care,
specialist care, paramedical care;
service user costs (time & travel),
informal care

Mean healthcare cost per person:

75-79 years: SC €10,199, TAU
€7,816

280 years: SC €14,097, TAU
€14,518

Mean total cost per person:
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Results: Cost-
effectiveness

Moderate/severe
depression: 0.33

Probability of SC being
cost-effective at
€20,000/QALY: >0.95
for both mild and
moderate/ severe
depression

Under a healthcare
perspective:

75-79 years:

SC dominated using
EQ-5D QALY

ICER of SC vs. TAU
€297,838/QALY using
SF-6D

=80 years:

SC dominant using
either EQ-5D or SF-6D
QALY

Comments

Quality: minor
limitations

Perspective:
healthcare plus

service user and
informal care costs
considered

Currency: Euro (€)

Cost year: likely
2004

Time horizon: 12
months

Discounting: NA
Applicability: partially
applicable

Quality: potentially
serious limitations
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Study Intervention details

Country

Study type
arm were not informed
about screen-positive
results before the end
of the study, except in
case of a MADRS
score >30 and/or
suicidal ideation

Health Analysis A:

Quality Stepped care (SC1)

Ontario comprising

2019 computerised CBT
(cCBT) with support

Cost-utility followed by individual

analysis CBT

Study population
Study design
Data sources

Pragmatic cluster RCT
(N=239)

Source of efficacy and
resource use data: RCT
(Van Der Weele2012,
N=239; completers n=194)

Source of unit costs:
national sources

Analysis A: adults with
mild to moderate major
depression

Analysis B: adults with
mild to moderate major
depression who are likely
to drop out of treatment

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

75-79 years: SC €14,026, TAU
€9,353; p=0.10

>80 years: SC €16,087, TAU
€16,661; p=0.87

Primary outcome measures:
MADRS change score, QALY
based on EQ-5D and SF-6D
ratings (UK tariff)

Mean MADRS change score
(SE):

SC -3.1 (0.61); TAU: -4.6 (0.64);
p=0.084

Mean EQ-5D QALYS per person:
75-79 years: SC 0.404; TAU
0.429; p=0.66

280 years: SC 0.350; TAU 0.303;
p=0.36

Mean SF-6D QALYs per person:
75-79 year: SC 0.624; TAU 0.616;
p=0.78

280 years: SC 0.588; TAU 0.568;
p=0.46

Costs: intervention (health
professional time, training and
supervision, equipment),
assessment, medication, follow-
up care with GP, psychiatrist time

Mean cost/person:

303

Results: Cost-
effectiveness

Analysis A:

SC dominant over TAU.

ICER of SC1 vs SC2:
$1,098/QALY.

Results robust to
change in efficacy,
dropout rates, utilities,

Comments

Perspective:
healthcare and long
term care
Currency: Can$
Cost year: 2018
Time horizon:
Analysis A: lifetime



FINAL
Settings of care

Study
Country
Study type

Intervention details

Stepped care (SC2)
comprising cCBT with
support followed by
group CBT
Treatment as usual
(TAU)

Analysis B:

Stepped care (SC)
comprising cCBT
without support
followed by cCBT with
support

Individual CBT

Group CBT

TAU

Study population
Study design
Data sources

Decision-analytic
modelling

Source of efficacy data:
systematic literature
review

Source of resource use
data: published literature
and expert opinion

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Analysis A:

SC1: $280,538; SC2: $280,498
TAU: $283,651

Analysis B:
SC $715; group CBT $1,690;
individual CBT $2,654; TAU $409

Primary outcome measure:
QALY:; utility data from literature
review, ratings of various scales.

Mean QALY/person:
Analysis A:

SC1: 18.33; SC2: 18.30; TAU:
18.09

Analysis B:

SC 0.80; group CBT 0.82;
individual CBT 0.83; TAU 0.79
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Results: Cost-
effectiveness

medication costs, time
horizon.

Probability of SC1
being cost-effective at
$50,000/QALY: 0.60

Analysis B ICERs:
Indiv CBT vs group
CBT: $100,316/QALY
Group CBT vs SC:
$67,161/QALY

SC vs TAU:
$19,454/QALY
Probability of SC being
cost-effective at
$50,000/QALY: 0.48

Comments

Analysis B: 1 year
Discounting: 1.5%
for costs and
outcomes
Applicability: partially
applicable

Quality: minor
limitations
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Table 45: Economic evidence table for medication management

Study
Country
Study type
Rubio-
Valera 2013
Spain

Cost
effectivenes
s and cost-
utility
analysis

Intervention details

Interventions:
Medication
management (MM),
comprising an
educational intervention
provided by the
pharmacist, focusing on
improving service
users’ knowledge of
antidepressant
medication, making
them aware of the
importance of
compliance to the
medication, reassuring
them about possible
side-effects, and
stressing the
importance of carrying
out GPs’ advice. In
service users with a
sceptical attitude
towards
antidepressants, the
intervention aimed to
reduce stigma.
Pharmacists were
trained for the
intervention.
Treatment as usual
from GP and
pharmacist (TAU),
comprising filling the

Study population
Study design
Data sources

Adults aged 18-75 years

initiating

treatment with

antidepressants because
of depression

RCT (N=179)

Source of efficacy and
resource use data: RCT
(Rubio-Valera 2013,

N=179; 71% completed at
6 months; n=151 received

intervention as allocated)

Source of unit costs:
regional sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes:
description and values

Costs: intervention (pharmacist
time, pharmacist training), publicly
funded healthcare services (GP,
nurse, psychologist, psychiatrist,
other medical specialists, social
worker, hospital emergency visits,
hospital stay, diagnostic tests,
medication), privately funded
healthcare services (psychiatrist,
psychologist, medical specialist,
GP), absenteeism from paid
labour.

Mean societal cost per person:
MM: €1,091; TAU: €767

Mean difference €324 (95%CI —
€97 to €745).

Mean direct cost per person:
MM: €444; TAU: €425

Mean difference €49 (95%CI not
reported).

Primary outcome measures:
adherence to antidepressant
treatment measured using
electronic pharmacy records;
remission of depressive
symptoms defined as a reduction
in the Patient Health
Questionnaire 9-item (PHQ-9) of
at least 50%; QALYs based on
EQ-5D ratings (Spanish tariff)
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Results: Cost-
effectiveness

Under a healthcare
perspective:
ICER of MM vs. TAU

€962 per extra
adherent service user

€3,592/QALY

TAU dominant in terms
of remission

Probability of MM being
cost-effective 0.71 and
0.76 for WTP €6,000
/adherent service user
and €30,000 /QALY,
respectively.

Using remission,
maximum probability of
MM being cost-effective
0.46.

Results robust to per
protocol or complete
case analysis, use of
DSM-1V criteria for
depression,
intervention costs or
method for estimating
indirect costs.

Comments

Perspective: societal
and healthcare

Currency: Euro (€)
Cost year: 2009

Time horizon: 6
months

Discounting: NA
Applicability: partially
applicable

Quality: potentially
serious limitations



FINAL
Settings of care

Study
Country
Study type

Intervention details

prescriptions,
addressing service
users’ questions about
medication and giving
basic advice about how
to take the
antidepressant.

Study population
Study design
Data sources

Table 46: Economic evidence table for shared care

Study
Country
Study type

Wiley-Exley
2009

us

Cost
effectivenes
s and cost-
utility
analysis

Intervention details

Interventions:

Integrated (shared)
care (IC) comprising
collaboration between
primary and specialty
mental health care; a
behavioural health
professional was co-
located in the primary
care setting and the
primary care provider
continued involvement
in the mental health
care of the service user

Primary care with a
specialty referral
system (SRS) for
referral to a behavioural

Study population
Study design
Data sources

Adults above 65 years of
age with depression
(major or minor)

Multi-site pragmatic RCT
(N=840)

Source of efficacy and

Costs and outcomes:
description and values

Incremental probability of
adherence per person: 0.04
(95%CI -0.2 t0 0.1)

Incremental probability of
remission per person: -0.01
(95%CI -0.2 t0 0.1)

Incremental QALY per person:
0.01 (95%CI -0.02 to 0.03)

Costs and outcomes:
description and values

Costs: outpatient visits, inpatient
care, nursing home, rehabilitation,
emergency room, medication,
service users’ and caregivers’
time and travel costs.

Adjusted incremental total cost
per person:

resource use data: RCT
(populations with various
conditions. Subgroup with
depression: N=840; within
VA n=365, outside VA
n=475; individuals with
major depression within
VA n=214, outside VA
n=302)

Source of unit costs:
national sources

Depression in adults: Evidence review A FINAL (June 2022)

All: VA: -$651, p=ns; Non-VA:
$46, p=ns

Major depression: VA: $877,
p=ns; Non-VA: -$380, p=ns

Primary outcome measures:
Center for Epidemiologic Studies
Depression Scale (CES-D) score;
number of depression-free days
(DFD) derived from the 20-item
CES-D (score =0 indicated
depression-free day, = 16 full
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Results: Cost-
effectiveness

Results: Cost-
effectiveness

Full VA sample:
IC is dominant

Probability of IC being
cost-effective >0.70 for
any WTP/QALY-SF

Full non-VA sample:

IC is dominated when
using CES-D, DFD,
QALY-DFD. When
using QALY-SF, ICER
of IC vs. SRS was
$94,929/QALY

Probability of IC being
cost-effective <0.40 for
any WTP/QALY-SF

Comments

Comments

Perspective:
healthcare & service

users’ and carers’
time and travel costs

Currency: US$

Cost year: 2002
Time horizon: 6

months

Discounting: NA
Applicability: partially
applicable

Quality: potentially
serious limitations
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Study
Country
Study type

Depression in adults: Evidence review A FINAL (June 2022)

Intervention details Study population

Study design
Data sources

health provider outside
the primary care
setting, who had
primary responsibility
for the mental health
needs of the service
user.

Both service delivery
models were assessed
within and outside the
Veteran Affairs (VA)
system.

Costs and outcomes:
description and values

symptoms and intermediate
severity scores were assigned a
value between depression-free
and fully symptomatic by linear
interpolation); QALY estimated
based on depression-free days
(QALY-DFD), using utility weights
of health=1, depression=0.59);
QALYs estimated based on SF-
36 (QALY-SF), using preferences
for matched vignettes created
following cluster analysis of SF-12
mental and physical component
scores, elicited by US service
users with depression using SG

Adjusted incremental CES-D
score per person:

All: VA: -1.3, p=ns; Non-VA: 2.9,
p<0.01

Major depression: VA: -2.8,
p<0.05; Non-VA: 3.45, p<0.05

Adjusted incremental DFDs per
person:

All: VA: 3.89, p=ns; Non-VA: -
5.73, p=ns

Major depression: VA: 9.29, p=ns;
Non-VA: -5.20, p<0.05

Adjusted incremental QALY-DFD
per person:

All: VA: 0.005, p=ns; Non-VA: -
0.016, p<0.05

Major depression: VA: 0.019,

307

Results: Cost-
effectiveness

Major depression VA
sample: ICER of IC vs.
SRS:

¢ $322/CES-D point
change

e $94/DFD
¢ $45,965/QALY-DFD
» $58,815/QALY-SF

Probability of IC being
cost-effective <0.50 for
WTP of $40,000/QALY-
SF and above

Major depression non-
VA sample:

SRS is dominant in
terms of CES-D

ICER of SRS vs. IC:

« $73/DFD

e $34,167/QALY-DFD
e $79,590/QALY-SF

Probability of IC being
cost-effective >0.50 for
WTP $50,000/QALY-
SF and above

Comments
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Study Intervention details Study population
Country Study design
Study type Data sources

Depression in adults: Evidence review A FINAL (June 2022)

Costs and outcomes: Results: Cost-
description and values effectiveness

p=ns; Non-VA: -0.011, p<0.05

Adjusted incremental QALY-SF

per person:

All: VA: 0.007, p=ns; Non-VA:
0.0004, p=ns

Major depression: VA: 0.015,
p=ns; Non-VA: -0.005, p=ns

308

Comments
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Economic evidence tables for review question 1.2 For adults with depression, what are the relative benefits and harms
associated with different settings for the delivery of care?

No economic evidence was identified which was applicable to this review question.

Depression in adults: Evidence review A FINAL (June 2022)
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Appendix | - Economic evidence profiles

Economic evidence profiles for review question 1.1 For adults with depression, what are the relative benefits and harms
associated with different models for the coordination and delivery of services?

Collaborative care

Table 47: Economic evidence profile for simple collaborative care alone or in addition to standard care versus standard care
Simple collaborative care alone or in addition to standard care versus standard care for adults with depression

Study and  Limitation

country s
Bosanquet  Potentially
2017 serious
UK limitations?

Green 2014 Minor
UK limitations*

Lewis 2017  Potentially
UK serious
limitations®

Applicability
Directly
applicable®

Directly
applicable®

Directly
applicable’

Other Increment Increment
comments al cost (£)! al effect
Older adults £531 0.019
Outcome:

QALY

Outcome: £311 0.019
QALY

Older adults £465 0.044
Outcome:

QALY

ICER
(Eleffect)’

£28,765

£16,361

£10,653

ICER: incremental cost-effectiveness ratio; QALY: quality-adjusted life years; 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 conducted alongside RCT (N=485; at 18 months n=344; cost data available for n=447); national unit costs used; statistical analyses
conducted; CEACs presented; consideration of intervention and primary care costs only
3. UK study; NHS & PSS perspective; QALY estimates based on SF-6D (UK tariff)

Depression in adults: Evidence review A FINAL (June 2022)
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Uncertainty’

Probability of intervention being cost-effective:
0.39 and 0.55 at WTP £20,000 and
£30,000/QALY, respectively.

Including only participants who engaged with 5
or more sessions in the analysis, ICER fell at
£10,922/QALY

Probability of intervention being cost-effective:
0.58 and 0.65 at WTP £20,000 and
£30,000/QALY, respectively

Results robust to multiple imputation of missing
data, use of SF-6D utility values, use of
alternative intervention costs

Probability of intervention being cost-effective:
0.92 and 0.97 at WTP £20,000 and
£30,000/QALY, respectively.

Accounting for the true observed intervention
contact rate (rather than the expected that was
used in the base-case analysis), ICER fell at
£3,681/QALY
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Simple collaborative care alone or in addition to standard care versus standard care for adults with depression

4. Time horizon 12 months; analysis conducted alongside RCT (N=581, data available for cost analysis n=447); national unit costs used; statistical analyses conducted;
CEACs presented.

5. UK study; NHS & PSS perspective; QALY estimates based on EQ-5D (UK tariff)

6. Time horizon 12 months; analysis conducted alongside RCT (N=705; complete data used in base-case economic analysis n=448); national unit costs used; statistical
analyses conducted; CEACs presented; high attrition that was markedly greater in the collaborative care arm; consideration of intervention and primary care costs only
7. UK study; NHS & PSS perspective; QALY estimates based on EQ-5D (UK {ariff)

Table 48: Economic evidence profile for simple collaborative care for relapse prevention versus standard care
Simple collaborative care for relapse prevention versus standard care

Study and Increment Increment ICER
country Limitations Applicability Other comments al cost (£)! al effect (E/effect)! Uncertainty’
Simon 2002 Potentially Partially Adults with recurrent £15 13.9 £1 ICER 95% CI: -£155 to £399
us serious applicable® depression
limitations? Outcome: number of

depression-free days

(days with a Hopkins

Symptoms Checklist

(HSCL) depression score

< 0.5; days with a HSCL

score above 0.5 but < 2

considered 50%

depression free)
ICER: incremental cost-effectiveness ratio
1. Costs converted and uplifted to 2020 UK pounds using purchasing power parity (PPP) exchange rates and the NHS cost inflation index (Curtis 2020).
2. Time horizon 12 months; analysis conducted alongside RCT (N=386, n=377 used for cost analysis and n=315 used for clinical analysis); local prices used; statistical
analyses conducted, including bootstrapping; analyses of clinical data included only those completing all blinded follow-up assessments; cost analyses included only those
remaining enrolled throughout the follow-up period; participation in follow-up interviews was significantly greater in the intervention group than in usual care, introducing a
possibility of bias.
3. US study; 3rd party payer perspective; no QALYs estimated

Table 49: Economic evidence profile for complex collaborative care alone or in addition to standard care versus standard care
Complex collaborative care alone or in addition to standard care versus standard care

Study and Increment Increment ICER

country Limitations Applicability Other comments al cost (£)! al effect (E/effect)’ Uncertainty’

Morriss Minor Directly Adults with persistent £3,770 0.079 £47,690 Controlling for baseline differences
2016 limitations?2  applicable?® depression and cluster effects: probability of
UK Outcome: QALY complex collaborative care being

Depression in adults: Evidence review A FINAL (June 2022)
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Complex collaborative care alone or in addition to standard care versus standard care

Goorden Potentially Partially Primary care setting
2015 serious applicable® Outcome: QALY

The limitations*

Netherlands

Grochtdreis  Minor Partially Older adults with late-life
2019 limitations®  applicable’ depression

Germany Primary care setting

Outcome: Number of
depression-free days

(DFDs) and QALY

ICER: incremental cost-effectiveness ratio; QALY: quality-adjusted life years; WTP: willingness to pay

0.02

21.4 DFDs

0.01
QALYs

£54,087

£26/DFD
£56,184/QALY

cost-effective exceeds 0.50 at WTP.
of £45,500/QALY

Probability of CCC being cost-
effective: 0.20 and 0.70 at WTP
£20,100 and £80,500/QALY,
respectively.

Probability of CCC being cost-
effective: 0.95 for WTP of
£204/DFD; 0.45 for WTP of
£50,400/QALY

1. Costs converted and uplifted to 2020 UK pounds using purchasing power parity (PPP) exchange rates and the NHS cost inflation index (Curtis 2020).
2. Time horizon 18 months; analysis conducted alongside RCT (N=187; 84% completed at 6 months, 72% at 12 months and 59% at 18 months); national unit costs used;

statistical analyses conducted; CEACs presented.

3. UK study; NHS & PSS perspective; QALY estimates based on EQ-5D (UK tariff)

4. Time horizon 12 months; analysis conducted alongside RCT (N=150; 93 identified by screening and 47 by GP referral; economic analysis based only on n=93 identified by

screening); national unit costs used; CEACs presented

5. Dutch study; healthcare system perspective; QALY based on EQ-5D ratings but Dutch tariff

6.Time horizon 12 months; analysis conducted alongside RCT (N=246); national unit costs used; CEACs presented

7. German study; healthcare system perspective; QALY based on EQ-5D ratings and UK tariff

Stepped care

Table 50: Economic evidence profile for stepped care (* TAU) versus TAU

Stepped care (* TAU) versus TAU

Study and

country Limitations Applicability Other comments
Mukuria Potentially Directly IAPT setting

2013 serious applicable® Outcomes:

UK limitations?

e QALY - SF-6D (UK
tariff)

Depression in adults: Evidence review A FINAL (June 2022)

al cost (£)"

e proportion with reliable
and clinically significant
improvement on PHQ-9

Increment

al effect
0.025
0.008
0.014

312

ICER
(E/effect)’

£11,234/
improved
participant
£35,106/QALY
(SF-6D)

Uncertainty’

Probability of IAPT being cost-
effective using SF-6D QALYs:
<0.40 at WTP £30,000/QALY;

using EQ-5D QALYs: 0.38 and 0.53
at WTP £20,000 and
£30,000/QALY, respectively.
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Stepped care (* TAU) versus TAU

Meeuwisse  Minor

n 2019 limitations*
The

Netherlands

Van Der Potentially
Weele 2012 serious
The limitations®
Netherlands

Health Minor
Quality limitations®
Ontario

2019

Partially
applicable®

Partially
applicable’

Partially
applicable®

e QALY - predicted EQ-
5D (UK tariff), estimated
from SF-6D using
empirical mapping

Outcome: QALY

Separate analysis for mild
depression and for
moderate/severe
depression

Outcome: QALY

Separate analysis for
people aged 75-79 years
on those 280 years

Analysis A: adults with
mild-to-moderate
depression
Interventions:

SC1 comprising cCBT
with support followed by
individual CBT; SC2
comprising cCBT with
support followed by group
CBT; TAU

Analysis B: adults with
mild-to-moderate
depression likely to drop
out of treatment
Interventions:

SC comprising cCBT
without support followed
by cCBT with support;

Depression in adults: Evidence review A FINAL (June 2022)

Mild: -£37
Moderate
/severe:
£47

75-79
years:
£2,133

>80 years:
-£378

Analysis A:
Vs TAU:
SC1:
-£1,868;
SC2:
-£1,892

Analysis B:
Vs TAU:

SC: £183;
group CBT:
£769;
individual
CBT
£1,346

Mild: 0.014

Moderate
[severe:
0.015

75-79
years:
-0.025

280 years:
0.047

Analysis A:
SC1:
18.33;
SC2:

18.30;
TAU: 18.09

Analysis B:
SC 0.80;
group CBT
0.82;
individual
CBT 0.83;
TAU 0.79

313

£20,059/QALY
(predicted EQ-
5D)

Mild: dominant

Moderate
[severe:
£3,159

75-79 years:
SC dominated
280 years:
SC dominant

Analysis A:
SC dominant
over TAU,;
ICER of SC1
vs SC2:
£659/QALY.

Analysis B
ICERs:

Indiv CBT vs
group CBT:
£60,157/QALY
Group CBT vs
SC:
£40,275/QALY
SC vs TAU:
£11,666/QALY

Using national unit costs instead of
IAPT financial data:

£4 522/improved participant;
£14,132/QALY using SF-6D

Probability of intervention being
dominant:

Mild: 0.67; Moderate/severe: 0.33

Probability of intervention being
cost-effective at £20,000/QALY:
>0.95 for both Mild and Moderate/
severe

No statistically significant
differences in costs or outcomes

Analysis A: Results robust to
change in efficacy, dropout rates,
utilities, medication costs, time
horizon.

Probability of SC1 being cost-
effective at £30,000/QALY: 0.60

Analysis B: Probability of SC being
cost-effective at £30,000/QALY:
0.48
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Stepped care (* TAU) versus TAU

individual CBT; group

CBT; TAU
cCBT: computerised Cognitive Behavioural therapy; CBT: cognitive behavioural therapy; ICER: incremental cost-effectiveness ratio; QALY: quality-adjusted life years; SC:
stepped care; TAU: treatment as usual; WTP: willingness to pay
1. Costs converted and uplifted to 2020 UK pounds using PPP exchange rates and the NHS cost inflation index (Curtis 2020).
2. Time horizon 8 months; prospective cohort study with matched sites (N=403); low response rate at recruitment (403/3,391, 11.9%); IAPT service was assessed over the
first 2 years of establishment, therefore costs associated with learning effects were likely; IAPT financial data used — results sensitive to the use of national unit costs; CEACs
presented.
3. UK; NHS and social service perspective; QALY based on SF-6D (UK tariff); QALYs based on predicted EQ-5D ratings (UK tariff), estimated from SF-6D using an empirical
mapping function, used in sensitivity analysis
4. Time horizon 5 years; modelling study; efficacy data from a guideline literature review; all relevant costs considered;, CEAC presented, likely national unit costs used
5. Dutch study; healthcare perspective; QALYs estimated from translating effect size into utility increment
6. Time horizon 12 months; analysis based on cluster RCT (N=239); national unit costs used; statistical analyses conducted around differences in outcomes and costs;
results not synthesised in ICERs therefore uncertainty in ICER not reported and not possible to estimate
7. Dutch study; healthcare perspective; QALYs based on EQ-5D (UK tariff) and SF-6D
8. Time horizon (A) lifetime and (B) 1 year; modelling study; efficacy data from a systematic literature review; all relevant costs considered; CEAC presented; national unit
costs used
9. Canadian study; healthcare and long term care perspective; QALYSs estimated using utility values from literature review — various scales used for rating of health-related
quality of life

Medication management

Table 51: Economic evidence profile for medication management in addition to standard care versus standard care
Medication management in addition to standard care versus standard care

Study and  Limitation Increment Increment

country S Applicability Other comments al cost (£)! al effect ICER (£/effect)’ Uncertainty’

Rubio- Potentially  Partially Outcomes: £45 0.04 £935/extra  Probability of intervention being
Valera 2013 serious applicable® Adherence; -0.01 adherence cost-effective 0.71 and 0.76 for
Spain limitations? Remission; QALY 0.01 Dominated using WTP £5,800 /adherent service user

remission as an and £29,000/QALY, respectively.

outcome Using remission, maximum
£3,495/QALY probability of intervention being
cost-effective was 0.46
ICER: incremental cost-effectiveness ratio; QALY: quality-adjusted life years; WTP: willingness to pay
1. Costs converted and uplifted to 2020 UK pounds using PPP exchange rates and the NHS cost inflation index (Curtis 2020).
2. Time horizon 6 months; analysis conducted alongside RCT (N=179; 71% completed at 6 months; n=151 received intervention as allocated); regional unit costs used;
CEAC:s presented; contradictory results depending on the outcome measure used
3. Spanish study; healthcare perspective; QALYs based on EQ-5D ratings, Spanish tariff

Depression in adults: Evidence review A FINAL (June 2022)
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Integrated (shared) care

Table 52: Economic evidence profile for integrated (shared) care versus primary care with referral system to specialist care
Integrated (shared) care versus primary care with referral system to specialist care

Study and  Limitation Increment Increment
country s Applicability Other comments al cost (£)! al effect ICER (£/effect)’ Uncertainty’
Wiley-Exley Potentially Partially Separate analyses for: -£629 0.007 Dominant Probability of IC being
2009 serious applicable® e Full (major and minor £44 0.0004 £91,674/QALY cost-effective:
us limitations? depression) VA sample £847 0.015 £56,799/QALY >0.70 for any
* Full non-VA sample -£367 -0.005  £76,861/QALY WTP/QALY
« Major depression VA sample (less effective, <0.40 for any
: , less costly) WTP/QALY
e Major depression non-VA
sample <0.50 for WTP of
£38,500/QALY and
Outcomes used: CES-D score; —
number of depression-free days ~0 50 for WTP
derived from CES-D; QALYs e 208;Q T
estimated based on depression- abo;/e an

free days, using utility weights

of health=1, depression=0.59;

QALYs estimated based on SF-

36, using preferences for

matched vignettes created

following cluster analysis of SF-

12 mental and physical

component scores, elicited by

US service users with

depression using SG. Only

results for the latter presented

here.
ICER: incremental cost-effectiveness ratio; QALY: quality-adjusted life years; WTP: willingness to pay
1. Costs converted and uplifted to 2020 UK pounds using PPP exchange rates and the NHS cost inflation index (Curtis 2020).
2. Time horizon 6 months; analysis conducted alongside multi-site pragmatic RCT (N=840 with major or minor depression, assessed within and outside the Veteran Affairs
(VA) system.; within VA n=365, outside VA n=475; individuals with major depression within VA n=214, outside VA n=302); national unit costs; bootstrapping conducted,
CEACs presented
3. US study; health care provider perspective including service users’ time and mileage; QALYs based on SF-36, using preferences for matched vignettes created following
cluster analysis of SF-12 mental and physical component scores, elicited by US service users with depression using SG.

Depression in adults: Evidence review A FINAL (June 2022)
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Economic evidence profiles for review question 1.2 For adults with depression, what are the relative benefits and harms
associated with different settings for the delivery of care?

No economic evidence was identified which was applicable to this review question.

Depression in adults: Evidence review A FINAL (June 2022)
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Appendix J — Economic analysis

Economic evidence analysis for review question 1.1 For adults with depression,
what are the relative benefits and harms associated with different models for
the coordination and delivery of services?

No economic analysis was conducted for this review question.

Economic evidence analysis for review question 1.2 For adults with depression,
what are the relative benefits and harms associated with different settings for
the delivery of care?

No economic analysis was conducted for this review question.
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Appendix K — Excluded studies

Excluded clinical and economic studies for review question 1.1 For adults with
depression, what are the relative benefits and harms associated with different
models for the coordination and delivery of services?

Clinical studies

Please refer to the excluded studies in supplement A1 — Clinical evidence tables for review
1.1

Economic studies

Please refer to supplement 3 - Economic evidence included & excluded studies.

Excluded clinical and economic studies for review question 1.2 For adults with
depression, what are the relative benefits and harms associated with different
settings for the delivery of care?

Clinical studies

Please refer to the excluded studies in supplement A2 — Clinical evidence tables for review
1.2

Economic studies

Please refer to supplement 3 - Economic evidence included & excluded studies.
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Appendix L — Research recommendations

Research recommendations for review question 1.1 For adults with depression,
what are the relative benefits and harms associated with different models for
the coordination and delivery of services?

No research recommendations were made for this review question.

Research recommendations for review question 1.2 For adults with depression,
what are the relative benefits and harms associated with different settings for
the delivery of care?

No research recommendations were made for this review question.
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