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Further-line treatment

1

2 Review question

3 What are the relative benefits and harms of further-line psychological, psychosocial,

4 pharmacological and physical interventions (alone or in combination), for adults with

5 depression showing an inadequate response to at least one previous intervention for the
6 current episode?

7 Introduction

8 This review was concerned with further-line treatment for those with depression, and

9 included people with coexisting personality disorders, psychotic depression, and chronic
10 depression. The committee recognised that these were overlapping populations in the
11 context of further-line treatment, and agreed that a broader evidence base would more

12 accurately reflect the complexities that may be associated with non-response to initial
13 treatment.

14 Further-line treatments for depression may be required when people with depression have
15 not responded to first-line treatments or are unable to tolerate them, and an alternative
16 treatment is required, or in cases where people have not responded to multiple treatments.

17 Failure or intolerance of first-line treatment

18 First-line treatments for depression do not lead to remission in approximately two-thirds of
19 people and therefore the choice of further-line treatment is a common clinical dilemma for
20 patients and professionals. In addition, there will be people who cannot tolerate the original
21 choice of first-line treatment, and these people will also require selection of an appropriate
22 second-line option.

23 Further-line treatment strategies can include switching to a different medication or

24 psychological therapy, switching from medication to a psychological therapy, or vice versa,
25 using dose escalation, or using combinations of treatments. In addition, choice of second-line
26 therapy may be informed by personal preference, although patient characteristics including
27 previous history of treatment response, type of depressive syndrome and comorbidities can
28 be helpful in guiding the choice.

29 For the people who remain depressed despite second-line treatment, the terms ‘treatment
30 resistance’ or ‘treatment resistant depression’ (TRD) are often used.

31 Treatment resistant depression

32 Treatment resistant depression (TRD) is usually defined as a failure to respond to 2

33 adequate courses of antidepressants within a specified episode of depression. There does
34 not appear to be a similarly accepted definition of failure to 2 adequate courses of

35 psychological therapy.

36 Recent models of TRD (such as the Massachusetts General Hospital and the Maudsley
37 Staging Method) consider the duration of depression, the severity of the iliness and the
38 number and types of treatments. A systematic review of all of these approaches identified
39 that the Maudsley Staging Method had the best predictive utility in assessing resistance.
40 However, all of these staging methods remain limited through their focus on assessing

41 resistance to treatments within the current episode.

42 Recent clinical trials and functional neuroimaging studies have suggested that some types of
43 psychotherapy may have an important place in overcoming treatment resistance, and further

7
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1 clarifying this role, particularly at later stages of treatment failure, may help in developing
2 fuller models of treatment resistance and likelihood of future remission.
3 Alongside efforts to more clearly delineate treatment resistance there has been greater
4 acknowledgement of so-called ‘pseudo-resistance’, where lack of response relates to
5 misdiagnosis (for example, of bipolar depression) or under-treatment (for example, through
6 inadequate dosage or length of treatment), rather than true treatment resistance.
7 Understanding this problem of ‘pseudo-resistance’ (and avoiding incorrectly labelling an
8 individual as genuinely treatment resistant) should remain a significant concern in day-to-day
9 clinical practice in order to improve treatment outcomes.
10 Genuine treatment resistance has been linked to a number of demographic and iliness
11 characteristics, including: living alone; lower income; unemployment; male gender; lower
12 education; higher complexity through associated physical or psychiatric disorder; and a
13 longer, more severe current episode.
14 Several approaches to overcoming treatment resistant depression have been evaluated,
15 including pharmacology, physical interventions and psychological therapy. Pharmacological
16 next-step options include switching within a class of antidepressants (for example, different
17 SSRIs); switching between different classes of antidepressants (for example, from an SSRI
18 to a SNRI); combining different antidepressants together (for example, SSRI plus
19 mirtazapine); or augmenting an antidepressant with an agent that is not antidepressant in its
20 own right (for example, lithium). Given the lack of convincing superiority of one agent over
21 another at group level, part of the therapeutic advantage of switching between
22 antidepressants may come through ‘pharmacogenomics’, indicating the genetic factors that
23 may make people differentially liable to the beneficial or adverse effects of particular
24 pharmacological agents.
25 Evidence indicates that people continue to achieve remission when further treatment steps
26 are used but that even with this approach around one third of people will remain treatment
27 resistant at one year. After a period of treatment resistance there is some evidence that
28 remission is less stable, associated with higher subsequent relapse and shorter average time
29 to relapse, indicating over the longer term that those people who find it difficult to get well
30 may also then find it more difficult to stay well.
31 The aim of this review is to identify the most effective interventions for people who have had
32 no or limited response to previous treatment(s) for the current episode of depression, have
33 not tolerated previous treatment(s) for the current episode of depression, or who have
34 treatment-resistant depression.
35 Summary of the protocol

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

8
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1 Table 1: Summary of the protocol (PICO table)

9
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o Adults in a depressive episode whose depression has not
responded or there has been limited response to previous
treatment(s) (for the current episode) according to DSM,
ICD or similar criteria, or (residual) depressive symptoms
as indicated by depression scale score, or who have not
tolerated previous treatment (for the current episode), or
who are defined as meeting criteria for treatment-resistant
depression, and who have been randomised to the further-
line interventions at the point at which they had
no/inadequate/limited response

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

10
Depression in adults: Evidence review D DRAFT (November 2021)



DRAFT FOR CONSULTATION
Further-line treatment

Psychological interventions:

e Behavioural therapies

¢ Cognitive and cognitive behavioural therapies
e Counselling

o Interpersonal psychotherapy

e Psychodynamic psychotherapies

e Psychoeducational interventions

o Self-help with or without support

o Art therapy

o Music therapy

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

Psychosocial interventions:
o Peer support
¢ Mindfulness, meditation or relaxation

Pharmacological interventions:
SSRils, including:

o Citalopram

o Escitalopram

o Fluoxetine

e Fluvoxamine

o Paroxetine

e Sertraline

TCAs, including:
e Amineptine

o Amitriptyline

o Clomipramine
o Desipramine
o Imipramine

o Lofepramine
o Nortriptyline

TeCAs
e Mianserin

SNRIs, including:
e Duloxetine
e Venlafaxine

Other antidepressant drugs
e Bupropion

o Mirtazapine

Anticonvulsants, including:
o Lamotrigine

11
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Antipsychotics, including:
o Amisulpride

o Aripiprazole

¢ Olanzapine

o Quetiapine

¢ Risperidone

e Ziprasidone

Anxiolytics
o Buspirone

Stimulants
o Methylphenidate

Other agents

o Lithium

o Omega-3 fatty acids
o Thyroid hormones

Physical interventions:

e Acupuncture

e ECT

* Exercise

* Yoga

o Light therapy (for depression, not SAD)

Interventions will be categorised into the following strategies:
o Dose escalation strategies

o Switching strategies

o Augmentation strategies

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

e Treatment as usual
o Waitlist

e No treatment

e Placebo

Critical:

e Depression symptomatology

e Remission

e Response

e Discontinuation due to any reason
¢ Discontinuation due to side effects

Important:
o Quality of life

e Personal, social, and occupational functioning

DSM: Diagnostic and statistical manual of mental disorders; ECT: electroconvulsive therapy; ICD: international
classification of diseases; PTSD: post-traumatic stress disorder; SAD: seasonal affective disorder; SNRIs:
serotonin noradrenaline reuptake inhibitor SSRIs: selective serotonin reuptake inhibitor; TCA: tricyclic
antidepressant; TeCA: tetracyclic antidepressant

12
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For further details see the review protocol in appendix A.

Methods and processes

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).

O©oOoO~NO a0 N

10 Clinical evidence

11 Included studies

12 125 RCTs were included in this review (Appelberg 2001; Baert 2010_study 2; Barbee 2011;
13 Bauer 2009; Bauer 2013; Bauer 2019; Baumann 1996; Berman 2007; Berman 2009; Bose
14 2012; Carpenter 2002; Chan 2012; Cheon 2017; Chiesa 2015; Corya 2006; Dai 2019;

15 Danielsson 2014; Doree 2007; Dornseif 1989; Dozois 2009; Dunn 1979; Dunner 2007;

16 Durgam 2016; Earley 2018; Eisendrath 2016; El-Khalili 2010; Embling 2002; Fang 2010;

17 Fang 2011; Fava 1994a; Fava 2002; Fava 2012/Mischoulon 2012 [1 study reported across 2
18 papers]; Fava 2018; Fava 2019; Ferreri 2001; Folkerts 1997; Fonagy 2015; Girlanda 2014;
19 GlaxoSmithKline 2009; Gulrez 2012; Haghighi 2013; Ho 2014; Hobart 2018a; Hobart 2018b;
20 Jahangard 2018; Joffe 1993; Kamijima 2013; Kamijima 2018; Kato 2018; Keitner 2009;

21 Kennedy 2003; Kessler 2018a/2018b; Kim 2019; Kocsis 2009/Klein 2011 [1 study reported
22 across 2 papers]; Kornstein 2008; Lavretsky 2011; Lenox-Smith 2008; Lenze 2015; Li 2009;
23 Li 2013; Li 2015; Licht 2002; Lynch 2007 _study 2; Mahmoud 2007; Mantani 2017; Marcus
24 2008; Mather 2002; Mclintyre 2007; Mohamed 2017; Moica 2018; Mota-Pereira 2011; Mowla
25 2011; Mozaffari-Khosravi 2013; Murray 2010; Nakagawa 2017; Nakajima 2011; Nakao 2018;
26 Nan 2017; Navarro 2019a; Navarro 2019b; Nemets 2002; Nierenberg 2003a; Nierenberg

27 2006; Ostacoli 2018; Otsuka Pharmaceutical 2015; Otsuka Pharmaceutical 2016;

28 Papakostas 2015; Patkar 2006; Paykel 1999/Scott 2000 [1 study reported across 2 papers];
29 Peet 2002; Poirier 1999; Ravindran 2008a; Reeves 2008; Reynolds 2010; Rocca 2002b;

30 Ruhe 2009; Rush 2006; Salehi 2016; Santos 2008; Schindler 2007; Schlogelhofer 2014;

31 Schramm 2007; Schweizer 1990; Schweizer 2001; Sharma 2017; Shelton 2005; Song 2007;
32 Souery 2011a; Souza 2016; Stein 1993; Strauss 2012; Thase 2007; Thase 2015a; Thase
33 2015b; Town 2017/2020; Trivedi 2006; Uebelacker 2017; Wang 2012a; Watkins 2011a;

34 Wiles 2008; Wiles 2013/2016; Xiao 2020; Yang 2016; Yoshimura 2014; Zhang 2016). There
35 was evidence for 67 comparisons.

36 The included studies are summarised in Table 2 to Table 68.

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

38 Excluded studies

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

41 Summary of studies included in the evidence review

42 Summaries of the studies that were included in this review are presented in Table 2 to Table
43 68.
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Table 2: Summary of included studies. Comparison 1. Augmenting with cognitive and
cognitive behavioural therapies versus continuing with antidepressant (+/
waitlist or attention-placebo)

Study
Chan 2012

RCT

China

Chiesa 2015
RCT

Italy

Dozois 2009
RCT

Canada

Population
N=50

Mean age
(years): 46.2

Gender (%
female): 76

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 11.91
(less severe)

N=50

Mean age
(years): 49.0

Gender (%
female): 72

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 16.4
(more severe)

N=48

Mean age
(years): 46.5

Gender (%
female): 74

Ethnicity (%
BME): 2

Intervention

CBT group +
any
antidepressan
t

Intensity: 10x
90-min
sessions

Mindfulness-
based
cognitive
therapy
(MBCT) group
+ any
antidepressan
t

Intensity: 8x
2-hour weekly
sessions

CBT individual

+ any
antidepressan
t

Intensity: 15x
1-hour
sessions

14

Comparison

Waitlist + any
antidepressan
t

Attention-
placebo
(psychoeduca
tional control
group) + any
antidepressan
t

Intensity: 8x
2-hour weekly
sessions

Waitlist + any
antidepressan
t

Details of
inadequate
response
Itreatment
resistance

Inadequate
response:
participants
met
inclusion
criteria
despite all
receiving
antidepress
ants at
baseline

Inadequate
response
(failure to
achieve
remission,
HAMD
score=8) to
treatment
with
antidepress
ants at
adequate
dosages for
at least 8
weeks
before study
beginning

Inadequate
response:
participants
met
inclusion
criteria
despite all
receiving
antidepress
ants at
baseline

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

Comments

Treatment
length (weeks):
10

Outcomes:

¢ Depression
symptomatolo
gy endpoint

¢ Depression
symptomatolo
gy change
score

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
8

Outcomes:

¢ Depression

symptomatolo

gy at:

o Endpoint

o 2-month
follow-up

o 4-month
follow-up

e Depression
symptomatolo
gy change
score

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
15

Outcomes:

¢ Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score
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Baseline
severity:
HAMD 19.72
(more severe)

N=24

Dunn 1979
RCT

Canada

Eisendrath
2016

RCT

us

Embling 2002
RCT

UK

Mean age
(years): NR

Gender (%
female): 70

Ethnicity (%
BME): NR

Baseline
severity: BDI
22.5 (more
severe)

N=173

Mean age
(years): 46.2

Gender (%
female): 76

Ethnicity (%
BME): 20

Baseline
severity:
HAMD 17.9

(more severe)

N=38

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline

severity: BDI-

CBT individual Waitlist + TCA
+ TCA

Intensity: 16x

twice-weekly

sessions

Mindfulness- Attention-
based placebo
cognitive (health
therapy enhancement
(MBCT) group programme) +
+ any any AD
antidepressan antidepressan
t t

Intensity: 8x Intensity: 8x
2.25-hour 2.25-hour
weekly weekly
sessions sessions

CBT group + Waitlist + any
any antidepressan

antidepressan t
t

Intensity: 12x
60-90 min
sessions

15

Inadequate

response to
current TCA
treatment

TRD:
Inadequate
response to
2 or more
adequate
trials
prescribed
during the
current
episode
assessed
with the
Antidepress
ant
Treatment
History
Form
(ATHF)

Inadequate
response:
participants
met
inclusion
criteria
despite
taking
antidepress
ants for at
least 1
month prior
to study
entry

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

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy at:

o Endpoint
o 6-month
follow-up

e Depression
symptomatolo
gy change
score

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score
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I 31 (more
severe)

N=296

Kocsis
2009/Klein
2011

RCT

us

Lynch
2007_study 2

RCT

us

Nakagawa
2017

RCT

Japan

Mean age
(years): 44.6

Gender (%
female): 54

Ethnicity (%
BME): 11

Baseline
severity:
HAMD 19.15
(more severe)

N=35

Mean age
(years): 61.4

Gender (%
female): 46

Ethnicity (%
BME): 14

Baseline
severity:
HAMD 16.53
(more severe)

N=80

Mean age
(years): 40.6

Gender (%
female): 36

Cognitive
behavioral
analysis
system of
psychotherap
y (CBASP) +
any
antidepressan
t

Intensity: 16-
20 sessions

Dialectical
behaviour
therapy (DBT)
+ any
antidepressan
t

Intensity: 24x
individual
sessions +
24x group
sessions

CBT individual
+ any
antidepressan
t

Intensity: 16x
50-min
sessions (+4
additional

16

Any
antidepressan
t

Any
antidepressan
t

Any
antidepressan
t

Inadequate
response
(260%
reduction in
HAMD
score, a
HAMD total
score<8,
and no
longer
meeting
DSM-IV
criteria for
MDD for 2
consecutive
visits during
weeks 6-12)
to 12 weeks
of
antidepress
ant
medication
according to
a
pharmacoth

erapy
algorithm

Inadequate
response
(HAMD
score>10)
to 8 weeks
of
prospective
treatment
with
physician
choice of
SSRI

Inadequate
response: at
least a
minimal
degree of
treatment-
resistant
depression
(Maudsley
Staging

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

¢ Remission

¢ Discontinuatio
n due ato any
reason

¢ Functional
impairment
endpoint

Treatment
length (weeks):
24

Outcomes:

e Depression
symptomatolo
gy endpoint

e Remission

¢ Discontinuatio

n due ato any
reason

Treatment
length (weeks):
16

Outcomes:
e Depression
symptomatolo

gy at:
o Endpoint
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Ethnicity (% sessions if Method for o 3-month
BME): NR appropriate) treatment- follow-up
resistan'f o B-month
Baseline deprefgl)on follow-up
P score=
SH?o\\lhjrllatyz'o 9 and HAMD  ° 302u<§35’ 'Jth
) score=16 P
(more severe) despite Depression
having symptomatolo
received gy change
adequate Rel
therapeutic Remission at:
levels of o Endpoint
antidepress o 3-month
ant follow-up
medication o Griail
foratleast® " olowap
partof their ~ © 12-month
routine care celigdp
Response at:
o Endpoint
o 3-month
follow-up
o 6-month
follow-up
o 12-month
follow-up

17
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Discontinuatio
n due ato any
reason

Quality of life
physical
component
score at:
o Endpoint
o 3-month
follow-up
o 6-month
follow-up
o 12-month
follow-up
Quality of life
mental
component
score at:
o Endpoint
o 3-month
follow-up
o 6-month
follow-up
o 12-month
follow-up
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Nakao 2018

RCT Mean age

(years): 40.2

Japan
Gender (%
female): 50

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 18.4

(more severe)

Paykel N=158
1999/Scott

2000 Mean age

(years): 43.4
RCT

Gender (%
UK female): 49

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 12.2
(less severe)

Blended Waitlist + any
computerised  antidepressan
CBT and t

individual

face-to-face

CBT + any

antidepressan

t

Intensity: 12
online
modules +
12x 45-min
face-to-face
sessions

CBT individual Any
+ any antidepressan
antidepressan t

Intensity: 16
sessions

18

Inadequate
response:
HAMD
score 214
despite
having
received
adequate
therapy with
>1
antidepress
ant
medications
for at least 6
weeks as
part of their
routine care

Inadequate
response
(HAMD=8
and BDI=9)
to
antidepress
ant
medication
for at least
the previous
8 weeks,
with at least
4 weeks at
an
adequate
dose

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due ato any
reason

e Quality of life
endpoint

e Quality of life
physical
component
score

e Quality of life
mental
component
score

Treatment
length (weeks):
20

Outcomes:

e Depression
symptomatolo
gy at:

o Endpoint

o 6-month
follow-up

o 11-month
follow-up

e Depression
symptomatolo
gy change
score

e Remission

¢ Discontinuatio
n due ato any
reason

¢ Functional
impairment at:
o Endpoint
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Strauss 2012

RCT

UK

Watkins
2011a

RCT

UK

Wiles 2008

RCT

UK

N=28

Mean age
(years): 43

Gender (%
female): 71

Ethnicity (%
BME): NR

Baseline
severity: BDI-
I1'39.11 (more
severe)

N=42

Mean age
(years): 44.2

Gender (%
female): 57

Ethnicity (%
BME): 5

Baseline
severity:
HAMD 12.7
(less severe)

N=25

Mean age
(years): 45.3

Gender (%
female): 84

Person-based Any

cognitive antidepressan
therapy t

(PBCT) group

+ any

antidepressan

t

Intensity: 12x
90-min
sessions

Rumination- SSRI/SNRI
focused CBT

+ SSRI/SNRI

Intensity: 12
sessions

CBT individual
+ SSRI

SSRI

Intensity: 12-
20 sessions

19

Inadequate
response:
met
inclusion
criteria
despite
requirement
to have
been on
stable
antidepress
ant
treatment
for at least 3
months

Inadequate
response
(HAMD
score=8 and
BDI-II
score=9) to
antidepress
ant
medication
taken at a
therapeutic
dose as
recommend
ed by the
BNF and/or
equivalent
to 125 mg
of
amitriptyline
for at least 8
weeks
continuousl
y during the
current
episode and
within the
past 2
months

Inadequate
response
(BDI-11215)
despite
having
taken
antidepress
ant
medication

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

o 11-month
follow-up

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

¢ Discontinuatio
n due ato any
reason

Treatment
length (weeks):
26

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due ato any
reason

Treatment
length (weeks):
17

Outcomes:
e Response
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Ethnicity (% for atleast 6 o Discontinuatio
BME): NR weeks at n due ato any
recommend reason
Baseline ed (BNF)
severity: BDI- doses
11 29.21 (less
severe)
Wiles N=469 CBT individual Any Inadequate  Treatment
2013/2016 + any antidepressan response length (weeks):
Mean age antidepressan t (BDI-lI214) 26
. t to an
RCT (years): 49.6 adhered 10, outeomes:
& Gorder s Lo 1 soedat® <~ Dopression
. -60min
female): 72 et (6 antidepress Z);n;i):tomatolo
" sessions if ant Endooint
Ethnicity (% judged to be medication o Endpoin
BME)Z 2 cIinicaIIy (based on o 6-month
appropriate) BNF and follow-up
Baseline advice from o 40-month
severity: BDI- psychophar follow-up
11 31.8 (more :anxe;)ceorltz?)flor * Remission at:
severe) ot loast 6 o Endpoint
weeks o 6-month
follow-up
o 40-month
follow-up
e Response at:
o Endpoint
o 6-month
follow-up
o 40-month
follow-up

20
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e Discontinuatio
n due ato any
reason

e Quality of life
physical
component
score at:

o Endpoint

o 6-month
follow-up

o 40-month
follow-up

e Quality of life
mental
component
score at:

o Endpoint

o 6-month
follow-up
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Further-line treatment

o 40-month
follow-up

BDI/BDI-II: Beck depression inventory; BME: black and minority ethnic;, BNF: British national formulary; CBT:
cognitive behavioural therapy; DSM: diagnostic statistical manual; HAMD: Hamilton depression scale; MDD:
major depressive disorder; NR: not reported; RCT: randomised controlled trial;, SNRI: serotonin—norepinephrine
reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor; TCA: tricyclic antidepressant; TRD: treatment-

resistant depression

Table 3: Summary of included studies. Comparison 2. Augmenting with cognitive and

Kocsis
2009/Klein
2011

RCT

us

N=395

Mean age
(years): 45.8

Gender (%
female): 57

Ethnicity (%
BME): 10

Baseline
severity:
HAMD 19.48
(more severe)

Cognitive
behavioral
analysis
system of
psychotherap
y (CBASP) +
any
antidepressan
t (algorithm-
based)

Intensity: 16-
20 sessions

Brief
Supportive
Psychotherap
y + any
antidepressan
t (algorithm-
based)

cognitive behavioural therapies versus augmenting with counselling

Inadequate
response
(260%
reduction in
HAMD
score, a
HAMD total
score<8,
and no
longer
meeting
DSM-IV
criteria for
MDD for 2
consecutive
visits during
weeks 6-12)
to 12 weeks
of
antidepress
ant
medication
according to
a
pharmacoth
erapy
algorithm

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

¢ Remission

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

¢ Functional
impairment
endpoint

BME: black and minority ethnic; DSM: diagnostic statistical manual, HAMD: Hamilton depression scale; MDD:
major depressive disorder; RCT: randomised controlled trial

21
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Table 4: Summary of included studies. Comparison 3. Augmenting with counselling

Kocsis
2009/Klein
2011

RCT

us

N=291

Mean age
(years): 45.3

Gender (%
female): 55

Ethnicity (%
BME): 12

Baseline
severity:
HAMD 19.08
(more severe)

versus continuing with antidepressant

Brief
Supportive
Psychotherap
y + any
antidepressan
t (algorithm-
based)

Intensity: 16-
20 sessions

Any
antidepressan
t (algorithm-
based)

Inadequate
response
(260%
reduction in
HAMD
score, a
HAMD total
score<8,
and no
longer
meeting
DSM-IV
criteria for
MDD for 2
consecutive
visits during
weeks 6-12)
to 12 weeks
of
antidepress
ant
medication
according to
a
pharmacoth
erapy
algorithm

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

¢ Remission

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

¢ Functional
impairment
endpoint

BME: black and minority ethnic; DSM: diagnostic statistical manual, HAMD: Hamilton depression scale; MDD:
major depressive disorder; RCT: randomised controlled trial

Table 5: Summary of included studies. Comparison 4. Augmenting with IPT versus

Murray 2010

RCT

Canada

continuing with antidepressant

Mean age
(years): 45.2

Gender (%
female): 72

Ethnicity (%
BME): NR

IPT group
(Re-ChORD)
+ any
antidepressan
t

Intensity: 16x
90-min
sessions

22

Any
antidepressan
t

TRD: Mean
2.95
(SD=1.1)
failed
medication
trials

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

Treatment
length (weeks):
16

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response
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Baseline
severity: NR
(unclear
severity)

N=124

Reynolds
2010

RCT

us

Schramm
2007

RCT

Germany

Souza 2016

Mean age
(years): 72.3

Gender (%
female): 68

Ethnicity (%
BME): 8

Baseline
severity:
HAMD 12.5
(less severe)

N=130

Mean age
(years): 41.9

Gender (%
female): 65

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 23.53
(more severe)

N=40

IPT individual
+
escitalopram
(dose
increase; 10-
20mg/day)

Intensity: IPT
16x 60-75 min
sessions

IPT individual
& group
(modified for
an inpatient
setting) +
SSRI/TCA
(sertraline 50-
250mg/day or
amitriptyline
75-
360mg/day)

Intensity: 15x
50-min
individual
sessions

IPT individual
+ any

23

Escitalopram
(dose
increase; 10-
20mg/day)

SSRI/TCA
(sertraline 50-
250mg/day or
amitriptyline
75-
360mg/day)

Any
antidepressan
t

Inadequate
(partial)
response
(HAMD
score=11-
14)to 6
weeks
prospective
open-label
treatment
with
escitalopra
m

Inadequate
response:
met
inclusion
criteria
despite 83%
having
received
outpatient
treatment
before
admission

Inadequate
response to
1 trial of

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

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
16

Outcomes:
e Remission
¢ Discontinuatio

n due to any
reason

Treatment
length (weeks):
5

Outcomes:

e Depression
symptomatolo
gy at:

o Endpoint

o 3-month
follow-up

o 12-month
follow-up

e Depression
symptomatolo
gy change
score

e Remission

e Response

¢ Discontinuatio
n due to any
reason

¢ Global
functioning at:
o Endpoint
o 3-month

follow-up
o 12-month
follow-up

Treatment

length (weeks):

19
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A W=

[e20é)]

Mean age antldepressan antidepress
(years): 49.2 ant Outcomes:
Brazil _medlcatlon e Depression
Gender (% Intensity: 16x I SEEME symptomatolo
female): 85 40-min weekly closs gy at:
Seselone (defined as Endboint
. e ) poin
EthnlCIty (% equiva|ent o 1-month
BME) NR of at least fO"OW-Up
75mg of e Depression
Baseline amitriptyline symptomatolo
severity: ) and gy change
HAMD 19 duration (at score
(more severe) least 4  Remission
W=D ) e Response
¢ Discontinuatio
n due to any
reason

BME: black and minority ethnic; HAMD: Hamilton depression scale; IPT: interpersonal therapy; NR: not reported;
RCT: randomised controlled trial; SD: standard deviation; SSRI: selective serotonin reuptake inhibitors; TCA:
tricyclic antidepressants; TRD: treatment-resistant depression

Table 6: Summary of included studies. Comparison 5. Augmenting with short-term

Town
2017/2020

RCT

Canada

Mean age
(years): 41.6

Gender (%
female): 63

Ethnicity (%
BME): 3

Baseline
severity:
HAMD 23.77
(more severe)

Intensive
short-term
dynamic
psychotherap
y + any
antidepressan
t

Intensity: 20
sessions

24

Any
antidepressan
t

psychodynamic psychotherapy versus continuing with antidepressant

Inadequate
response to
treatment
(HAMD
score 216)
to at least 1
trial of
antidepress
ants at the
adequate
recommend
ed
therapeutic
dose. 34%
2 or more
failed
antidepress
ants for
current
episode

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

Treatment
length (weeks):
26

Outcomes:
e Depression
symptomatolo

gy at:
o Endpoint

o 3-month
follow-up
o 6-month
follow-up
o 12-month
follow-up
e Depression
symptomatolo
gy change
score
¢ Remission at:
o Endpoint
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o 12-month
follow-up
e Response
¢ Discontinuatio
n due to any
reason
1 BME: black and minority ethnic; HAMD: Hamilton depression scale; RCT: randomised controlled trial

Table 7: Summary of included studies. Comparison 6. Augmenting with long-term
psychodynamic psychotherapy versus continuing with antidepressant

Fonagy 2015  N=129 Long-term Any TRD: Treatment
psychodynami antidepressan Inadequate length (weeks):
RCT Mean age c t responseto 78
(years): 44.3 psychotherap Igast 2
UK y (following different Outcomes:
manual by treatments .
Gender (% Taylor 2015) + (meanof ® Depression
female): 66 any 3.7 symptomatolo
antidepressan previously gy at: )
Ethnicity (% 't failed o Endpoint
BME): NR treatment o 6-month
Intensity: 60x attempts) follow-up
Baseline 50-min weekly o 12-month
severity: sessions follow-up
HAMD 20.1 o 24-month
(more severe) follow-up
¢ Remission at:
o Endpoint
o 24-month
follow-up
¢ Discontinuatio
n due to any
reason
4 BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
5 controlled trial; TRD: treatment-resistant depression
6 Table 8: Summary of included studies. Comparison 7. Augmenting with self-help
7 versus continuing with the antidepressant (+/- attention-placebo)

Baert Attentional Attention- Inadequate  Treatment
2010_study 2 bias training + placebo + any response: length (weeks):
Mean age any antidepressan met 1.4
RCT (vears): 42.3 t inclusion
25
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antldepressan criteria Outcomes:
Belgium & Gender (% Intensity: 1x ~ despiteall § pepression
Netherlands female): 64 pre-training participants symptomatolo
Intensity: 1x  lab session, having gy endpoint
Ethnicity (% pre-training 10x training received e Depression
- lab session sessions at therapy
BME): NR ) d/ symptomatolo
10x training home, & 1 andjor | gy change
_ sessions at post-training ~ Medication score
BaseI]Pe home, & 1 lab session at tstudy
severity: train entry
post-training
HAMD 23.19 lab session
(more severe)
Dai 2019 N=40 Attentional Attention- Inadequate
bias training + placebo + any response Treatment
RCT Mean age any antidepressan (HAMD length (weeks):
(years): 38.7 antidepressan t score=20) 1.4
Chi t despite at
ina )
female): 45 Intensity: 10  sessions weeks of e
’ sessions (daily over 10 ~ @dequate S
» (daily over 10 days) antidepress -
Ethnicity (% days) ant gy at
BME): NR treatment o Endpoint
o 1-month
Baseline follow-up
severity: e Depression
HAMD 23.01 symptomatolo
(more severe) gy change
score
¢ Discontinuatio
n due to any
reason
Schlogelhofer  N=90 Cognitive Any Inadequate  Treatment
2014 bibliotherapy antidepressan response length (weeks):
Mean age + any t (not 6
RCT (years): 47.8 antidepressan achieving
t full Outcomes:
remission, .
Austria Gender (% Y HAMD ¢ Depression
female): 67 Intensity: 1 re 10- symptomatolo
monitoring Sl gy endpoint
session 19) to at .
Ethnicity (% least 1 e Depression
BME): NR course of a symptomatolo
recommend gy change
Baseline ed dose of score
severity: an ¢ Discontinuatio
HAMD 12.6 antidepress n due to any
(less severe) ant o reason
medication
for at least 4
weeks (the
median
treatment
26
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duration
with
antidepress
ant
medication
before
screening
was 6
months)

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial

Table 9: Summary of included studies. Comparison 8. Augmenting with self-help and

switching to SSRI versus switching to SSRI-only

Mantani 2017 N=164 Computerised  Switch to Inadequate  Treatment
CBT (CCBT) escitalopram response length (weeks):
RCT Mean age + switch to 5-10 mg/day (BDI-lI210) 9
(years): 40.9 escitalopram or sertraline after taking
5-10 mg/day 25-100 1 or more Outcomes:
Japan or sertraline mg/day antidepress )
Gender (% 25-100 ants at an * Depression
female): 53 mg/day adequate Symptomatolo
dosage for gy endp(?lnt
Ethnicity (% P at least 4 e Depression
BME): NR ';;f;‘,f,';ys 8 weeks symptomatolo
gy change
Baseline scor<.e .
severity: e Remission
PHQ-9 13.2 * Response
(less severe) ¢ Discontinuatio
n due to any
reason

BDI-II: Beck depression inventory; BME: black and minority ethnic; NR: not reported; PHQ-9: patient health
questionnaire-9 item; RCT: randomised controlled trial; SSRI: selective serotonin reuptake inhibitors

Table 10: Summary of included studies. Comparison 9. Augmenting with art therapy

versus attention-placebo

Nan 2017 N=106 Clay art Attention- Inadequate  Treatment
therapy + any  placebo (non-  response length (weeks):
RCT Mean age antidepressan directive (BDI-lI210) 6
(years): 45.1 visual art after taking
China control group) 1 or more Ol
27
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Gender (%
female): 89

Ethnicity (%
BME): NR

Baseline
severity: BDI-
11 30.59 (more
severe)

Intensity: 6x
2.5-hour
sessions

+ any
antidepressan
t

Intensity: 6x
2.5-hour
sessions

antidepress
ants at an
adequate
dosage for
at least 4
weeks

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Discontinuatio
n due to any
reason

BDI-1I: Beck depression inventory; BME: black and minority ethnic; NR: not reported; RCT: randomised controlled

trial

Table 11: Summary of included studies. Comparison 10. Augmenting with eye
movement desensitization reprocessing (EMDR) versus augmenting with

Ostacoli 2018

RCT

Italy & Spain

cognitive behavioural therapy

Mean age
(years): 47.9

Gender (%
female): 84

Ethnicity (%
BME): NR

Baseline
severity: NR
(less severe)

Eye
Movement
Desensitizatio
n
Reprocessing
(EMDR),
following the
DeprEnd
protocol
(Hofmann et
al. 2016) +
any
antidepressan
t

Intensity: 12-
18 sessions

CBT individual
(Beck, 1979)
+ any
antidepressan
t

Intensity: 12-
18 sessions

Inadequate
response
(BDI-11210)
after taking
1 or more
antidepress
ants at an
adequate
dosage for
at least 4
weeks

Treatment
length (weeks):
13-26

Outcomes:

e Depression
symptomatolo
gy endpoint

¢ Remission at:
o Endpoint
o 6-month

follow-up

¢ Discontinuatio
n due to any
reason

¢ Global
functioning at:
o Endpoint
o 6-month

follow-up

BDI-II: Beck depression index; BME: black and minority ethnic; CBT: cognitive behavioural therapy;, NR: not
reported; RCT: randomised controlled trial

28
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Table 12: Summary of included studies. Comparison 11. Increasing the dose of SSRI
versus continuing SSRI at the same dose

Dornseif 1989 N=371 Fluoxetine Fluoxetine Inadequate  Treatment
mg/day mg/day response ength (weeks):
60mg/d 20mg/d length (weeks)
ReT Mean age ggt?::/:t)ion in °
ears): 43.4
us eers HAMD)t0 3 gytcomes:
. weeks of D .
Gender_(/o single-blind ~ ® epr(issmrt] |
female): 66 therapy with symﬁ omatolo
fluoxetine gy change
Ethnicity (% 20mg score. _
BME): 6 e Remission
e Response
Baseline ¢ Discontinuatio
severity: n due to any
HAMD 26.7 reason
(more severe) « Discontinuatio
n due to side
effects
Kim 2019 N=50 Escitalopram Escitalopram Inadequate  Treatment
30mg/day 20mg/day response length (weeks):
RCT Mean age (non- 6
(years): 39.5 ijr;i];s:cllogy
Outcomes:
Korea . MADRS D .
Gender.(/o score > 10) ° epretssmr: |
female): 76 after 4 symﬁ omatolo
weeks of gy change
Ethnicity (% open-label score
BME): NR treatment * Remission
with 10-20 e Response
Baseline mg of « Discontinuatio
severity: escitalopra n due to any
MADRS 20.2 m per day reason
(less severe) « Discontinuatio
n due to side
effects
Licht 2002 N=197 Sertraline Sertraline Inadequate = Treatment
200mg/day 100mg/day response length (weeks):
RCT Mean age (<50% 5
(years): 40.0 l’gﬁra‘f&"g;‘
Iceland Gender (% of open- e Remission
female): 59 label ° Response
treatment ¢ Discontinuatio
Ethnicity (% with n due to any
BME): NR sertraline reason
(50- ¢ Discontinuatio
Baseline 100mg/day) n due to side
severity: NR effects
(unclear
severity)

Depression in adults: Evidence review D DRAFT (November 2021)
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Ruhe 2009 Paroxetine Paroxetine Inadequate  Treatment
30-50mg/day  20mg/day response length (weeks):
RCT Mean age i(r;i(r)(:/:/emen °
ears): 42.4
Netherl (years) ton HAMD)  oytcomes:
etherlands . to 6 weeks, B .
female): 67 paroxetine mp(;corr?atology
treatment el
Ethnicity (% (20 mg/day) * Remission
BME): 40 ¢ Response
¢ Discontinuatio
Baseline n due to any
severity: reason
HAMD 20.6 ¢ Discontinuatio
(more severe) n due to side
effects
e Quality of life
physical
component
score
e Qulity of life
mental
component
score
Schweizer N=77 Fluoxetine Fluoxetine Inadequate  Treatment
1990 60mg/day 20mg/day Eezgc;nse !Sength (weeks):
Mean age (=oU%
RCT (years): 45.1 LanfplRoM Sz
ton HAMD) - oytcomes:
0 to 3-week e R
us Gender (% open-label esponse
female): 56 prospective  ® Discontinuatio
treatment n due to any
Ethnicity (% with reason
BME): NR fluoxetine ¢ Discontinuatio
20mg/day. n due to side
. 74% effects
Basel
s:\?eeriltr;f previous
HAMD 25 antidepress
ant
(more severe) aremelia
Schweizer N=75 Sertraline Sertraline Inadequate  Treatment
2001 150mg/day 50mg/day response length (weeks):
Mean age (failure to 5
RCT (years): 40.0 achllevcle
etnlExtleln Outcomes:
% [HAMD>8]) e Remission
us Gender (% to 3-week
female): 54 open-label ¢ Response
prospective e Discontinuatio
Ethnicity (% treatment n due to any
BME): NR phase with reason

Depression in adults: Evidence review D DRAFT (November 2021)
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Baseline sertraline
severity: NR (50mg/day)
(unclear

severity)

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; NR: not reported; RCT: randomised controlled trial; SSRI: selective serotonin reuptake inhibitor

Table 13: Summary of included studies. Comparison 12. Increasing the dose of SSRI
versus switching to SNRI

Bose 2012 N=484 Escitalopram Duloxetine Inadequate  Treatment
(dose 60mg/day response length (weeks):
RCT Mean age increase) (<50% 8
(years): 42.3 ~ 20mg/day improvemen
us ’;\/I?DR S)to Outcomesi
Gender (% 9 weelaet | ° Depression
female): 59 single-blind symptomgtolo
escitalopra 9y endp(?lnt
Ethnicity (% m e Depression
BME): 22 (10mg/day) symptomatolo
gy change
Baseline score
severity: e Remission
MADRS 34.8 e Response
(more severe) ¢ Discontinuatio
n due to any
reason
¢ Discontinuatio
n due to side
effects
e Quality of life
endpoint

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; RCT: randomised
controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Table 14: Summary of included studies. Comparison 13. Increasing the dose of SSRI
versus augmenting with TCA

Fava 1994a N=2 Fluoxetine 40- Desipramine Inadequate  Treatment
60mg/day 25-50mg/day  response length (weeks):
RCT Mean age + fluoxetine (dgﬂned as 4
(years): NR 20mg/day ;acllrl:icr:/;oa
Outcomes:
us 50% or !
31
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Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 18.54
(more severe)

Fava 2002 N=67
60mg/day

RCT Mean age
(years): NR

us
Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 16.86
(more severe)

Fluoxetine 40-

Desipramine
25-50mg/day
+ fluoxetine
20mg/day

greater
reduction in
HAMD
score and a
HAMD
score of
210)to 8
weeks of
open-label
treatment
with
fluoxetine
(20mg/day)

Inadequate
response
(defined as
failure to
achieve a
50% or
greater
reduction in
HAMD
score and a
HAMD
score of
210)to 8
weeks of
open-label
treatment
with
fluoxetine
(20mg/day)

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

e Discontinuatio
n due to any
reason

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial; SSRI: selective serotonin reuptake inhibitor; TCA: tricyclic antidepressant

Table 15: Summary of included studies. Comparison 14. Increasing the dose of SSRI

Rocca 2002b Paroxetine
(dose

RCT Mean age increase)

(years): 40.8 ~ 40mg/day
Italy

Gender (%

female): 68

Ethnicity (%

BME): NR

versus augmenting with antipsychotic

Amisulpride
50mg/day +
paroxetine
20mg/day

Inadequate

response to

3-month
treatment
with
paroxetine
20 mg/day

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

Treatment
length (weeks):
13

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
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Further-line treatment

Baseline
severity:
HAMD 18.3

(more severe)

gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

e Functional
remission
e Global

functioning
endpoint

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial; SSRI: selective serotonin reuptake inhibitor

Table 16: Summary of included studies. Comparison 15. Increasing the dose of SSRI

Fava 1994a

RCT Mean age

(years): NR

us
Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 18.09
(more severe)

Fava 2002 N=67

RCT

Mean age
(years): NR

us
Gender (%
female): NR

versus augmenting with lithium

Fluoxetine 40-
60mg/day

Fluoxetine 40-
60mg/day

33

Lithium 300-
600mg/day +
fluoxetine
20mg/day

Lithium 300-
600mg/day +
fluoxetine
20mg/day

Inadequate
response
(defined as
failure to
achieve a
50% or
greater
reduction in
HAMD
score and a
HAMD
score of
210)to 8
weeks of
open-label
treatment
with
fluoxetine
(20mg/day)

Inadequate
response
(defined as
failure to
achieve a
50% or
greater
reduction in

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

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
4

Outcomes:
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Ethnicity (%
BME): NR

Baseline
severity:
HAMD 16.1
(more severe)

HAMD
score and a
HAMD
score of
210)to 8
weeks of
open-label
treatment
with
fluoxetine
(20mg/day)

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial; SSRI: selective serotonin reuptake inhibitor

Table 17: Summary of included studies. Comparison 16. Switching to SSRI versus

Corya 2006

RCT

16 countries

Shelton 2005

RCT

continuing with antidepressant

N=119

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=210

Fluoxetine 25
or 50mg/day

Fluoxetine 25-
50mg/day

34

Venlafaxine
75-375mg/day

Nortriptyline
25-175mg/day

TRD:
Inadequate
response to
a SSRI after
at least 6
weeks at a
therapeutic
dose at
entry into
the trial and
inadequate
response
(<30%
improvemen
tin MADRS
total score)
to an open-
label, 7-
week lead-
in phase of
venlafaxine
(75-375
mg/day
according to
the
investigator’
s clinical
judgment)
TRD:
History of at
least 1
failure to

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
8
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Mean age respond to
US & Canada (years): 41.6 SSRl after  outcomes:
at least 4 .
weeks at a e Depression
0,
f((i(rar:\;g;.( 7/% therapeutic symﬁtomatolo
’ dose, and gy change
o failure to scor(.e )
Ethnicity (% respond e Remission
BME): 10 (<30% » Response
improvemen « Discontinuatio
Baseline on n due to any
severity: MADRS) to reason
MADRS 28.53 nortriptyline | piscontinuatio
(more severe) €|2755-mg - n due to side
mean modal effects
dose
104.6mg/da
y) during a
7-week
open-label
treatment
phase

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 18: Summary of included studies. Comparison 17. Switching to a different SSRI
versus continuing same SSRI

Nakajima Paroxetine Sertraline 50- Inadequate  Treatment
2011 20-40mg/day  100mg/day response length (weeks):
Mean age (HAMD 6
RCT (years): 47.5 SEUE
improvemen 5 tcomes:
t <20%) e
Japan Gender (% e e Remission
female): 41 weeks of ¢ Response
treatment ¢ Discontinuatio
Ethnicity (% with n due to any
BME): NR sertraline reason
¢ Discontinuatio
Baseline n due to side
severity: effects
MADRS 30.49

(more severe)

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; NR: not reported; RCT: randomised controlled trial; SSRI: selective serotonin reuptake inhibitor

35
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Table 19: Summary of included studies. Comparison 18. Switching to SSRI versus

Corya 2006

RCT

16 countries

Shelton 2005

RCT

US & Canada

antipsychotic

N=122

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=286

Mean age
(years): 42.6

Gender (%
female): 69

Ethnicity (%
BME): 13

Baseline
severity:
MADRS 28.4
(more severe)

Fluoxetine 25
or 50mg/day

Fluoxetine 25-
50mg/day

36

Olanzapine 6
or 12mg/day

Olanzapine 6-
12mg/day

TRD:
Inadequate
response to
a SSRI after
at least 6
weeks at a
therapeutic
dose at
entry into
the trial and
inadequate
response
(<30%
improvemen
tin MADRS
total score)
to an open-
label, 7-
week lead-
in phase of
venlafaxine
(75-375
mg/day
according to
the
investigator’
s clinical
judgment)

TRD:
History of at
least 1
failure to
respond to
SSRI after
at least 4
weeks at a
therapeutic
dose, and
failure to
respond
(<30%
improvemen
ton
MADRS) to
nortriptyline
(25-
175mg/day;
mean modal
dose
104.6mg/da
y) during a
7-week
open-label

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects
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treatment
phase

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 20: Summary of included studies. Comparison 19. Switching to combined SSRI +

Fluoxetine 25
or 50mg/day +
Olanzapine 6
or 12mg/day

Corya 2006

N=305 Olanzapine 6

or 12mg/day

RCT Mean age

(years): NR

16 countries
Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

Shelton 2005 N=290 Fluoxetine 25-
50mg/day +
Olanzapine 6-

12mg/day

Olanzapine 6-
12mg/day

RCT Mean age

(years): 43.0

US & Canada
Gender (%
female): 66

Ethnicity (%
BME): 13

Baseline
severity:

37

antipsychotic versus switching to antipsychotic-only

TRD:
Inadequate
response to
a SSRI after
at least 6
weeks at a
therapeutic
dose at
entry into
the trial and
inadequate
response
(<30%
improvemen
tin MADRS
total score)
to an open-
label, 7-
week lead-
in phase of
venlafaxine
(75-375
mg/day
according to
the
investigator’
s clinical
judgment)
TRD:
History of at
least 1
failure to
respond to
SSRI after
at least 4
weeks at a
therapeutic
dose, and
failure to
respond
(<30%
improvemen
ton

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response
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MADRS 28.45
(more severe)

N —

W

Navarro
2019b

RCT

Spain

N=104

Mean age
(years): 55.4

Gender (%
female): 68

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 28.52

(more severe)

Lithium target

plasma level
0.6-0.8 mEq/L
+ imipramine
target plasma
level 175-300

ng/mL

MADRS) to e Discontinuatio
nortriptyline n due to any
(25- reason
175mg/day;  , piscontinuatio
?Oesin modal 1 que to side
104.6mg/da effects

y) during a

7-week

open-label

treatment

phase

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 21: Summary of included studies. Comparison 20. Augmenting with SSRI versus
augmenting with lithium

Citalopram
30mg/day +
imipramine
target plasma
level 175-300
ng/mL

Inadequate  Treatment
response length (weeks):
(HAMD 10

improved

550%.) Outcomes:
following :
10-week e Depression
open-label symptomatolo
treatment gy change
with score
imipramine  ® Remission

5 BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

6 controlled trial; SSRI: selective serotonin reuptake inhibitor

Table 22: Summary of included studies. Comparison 21. Switching to TCA versus SSRI

Souery 2011a

RCT

Austria,
Belgium,

N=189

Mean age
(years): 51.4

Desipramine
minimum
dose
150mg/day
(mean final
dose

38

Citalopram
minimum
dose
40mg/day
(mean final
dose
43.06mg/day)

Inadequate  Treatment
response to  length (weeks):
treatment 4

with at least

1 ) Outcomes:
antidepress

ant (except

Depression in adults: Evidence review D DRAFT (November 2021)
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France & Gender (% 169 61mg/day citalopram e Depression
Israel female): 72 and _ symptomatolo
desipramine gy endpoint
Ethnicity (% )glven atan , Remission
BME): 5 adequate e Response
dose for at
least 4 ¢ Discontinuatio
Baseline weeks n due to any
severity: reason
MADRS 31.5

(more severe)

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; RCT: randomised
controlled trial; SSRI: selective serotonin reuptake inhibitor; TCA: tricyclic antidepressant

Table 23: Summary of included studies. Comparison 22. Switching to TCA versus
augmenting with mirtazapine

Navarro N=112 Imipramine Mirtazapine Inadequate  Treatment
2019a target plasma  30mg/day + response length (weeks):
Mean age level 175-300  Venlafaxine (non- 10
RCT (years): 55.5  hg/mL 225- remission
300mg/day HAMD>7)t0o  5utcomes:
_ . 10 weeks of D ,
Spain Gender (% T E e Depression
female): 67 sl symptomgtolo
venlafaxine 9y endp?lnt
Ethnicity (% e Depression
BME): NR symptomatolo
gy change
. score
Baseline .
severity: e Remission
HAMD 28.22 ¢ Discontinuatio
(more severe) n due to any
reason

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial; TCA: tricyclic antidepressant

Table 24: Summary of included studies. Comparison 23. Switching to mianserin
versus continuing with antidepressant

Ferreri 2001 N=72 Mianserin Fluoxetine Inadequate  Treatment
60mg/day 20mg/day response to  length (weeks):
RCT Mean age previous 6
(years): 46.4 fluoxetine
S treatment Outcomes:
France after at least |
39

Depression in adults: Evidence review D DRAFT (November 2021)
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Gender (% 6 weeks of

female): 72 treatment
with 20

Ethnicity (% mg/day

BME): NR

Baseline

severity:

HAMD 26.99

(more severe)

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial

Table 25: Summary of included studies. Comparison 24. Augmenting with mianserin

versus continuing with antidepressant (+/- placebo)

Ferreri 2001 Mianserin Fluoxetine Inadequate
60mg/day + 20mg/day response to
Fluoxetine previous
RCT ?3:2?8;925_9 20mg/day fluoxetine
treatment
France after at least
Gender (% 6 weeks of
female): 74 treatment
with 20
Ethnicity (% mg/day
BME): NR
Baseline
severity:
HAMD 27.27
(more severe)
Licht 2002 N=197 Mianserin 10-  Sertraline Inadequate
30mg/day + 100mg/day +  response
RCT Mean age 1S(()e(r)trali/r:je placebo _(<50%
. mg/day improvemen
(years): 40.0 t on HAMD)
Denmark & to 6 weeks
Iceland Gender (% of open-
female): 61 label
treatment
Ethnicity (% with
BME): NR sertraline

40
Depression in adults: Evidence review D DRAFT (November 2021)

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
5

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason
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(50-
Baseline 100mg/day)
severity: NR
(unclear
severity)

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial

Table 26: Summary of included studies. Comparison 25. Augmenting with mianserin
versus increasing dose of antidepressant

Licht 2002 N=196 Mianserin 10-  Sertraline Inadequate  Treatment
30mg/day + 200mg/day +  response length (weeks):
RCT Mean age Sertraline placebo (<50% 5
(years): 41.0 100mg/day improvemen
ton HAMD)  oytcomes:
Denmark & to 6 weeks .
Iceland Gender (% of open- » Remission
female): 65 label ¢ Response
treatment ¢ Discontinuatio
Ethnicity (% with n due to any
BME): NR sertraline reason
(50-
Baseline 100mg/day)
severity: NR
(unclear
severity)

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial

Table 27: Summary of included studies. Comparison 26. Augmenting with mianserin
versus switch to mianserin

Ferreri 2001 Mianserin Mianserin Inadequate  Treatment

60mg/day + 60mg/day response to  length (weeks):

RCT Mean age Fluoxetine previous 6
(years): 47.5 ~ 20mg/day I'rlé‘;’:r?]tg:]‘:

France after at least Outcomes:
Gender (% sueclast | © Depression
female): 76 SeRlTER symptomatolo

with 20 oy e
mg/day score
¢ Remission
41

Depression in adults: Evidence review D DRAFT (November 2021)
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Ethnicity (%
BME): NR

Baseline
severity:
HAMD 27.39
(more severe)

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial

Table 28: Summary of included studies. Comparison 27. Increasing the dose of SNRI
versus continuing SNRI at the same dose

Kornstein N=255 Duloxetine Duloxetine Inadequate
2008 120mg/day 60mg/day response
LD Soore 37) o
RCT ears): 45.5
v ) 5-week
0 prospective
us Gender (% treatment
female): 61 with
duloxetine
Ethnicity (% 60mg/day
BME): 19
Baseline
severity:
HAMD 14.3

(less severe)

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

e Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; RCT: randomised controlled trial; SNRI:

serotonin-norepinephrine reuptake inhibitors

Table 29: Summary of included studies. Comparison 28. Switching to SNRI versus

continuing with antidepressant

Fang 2010 N=9 Venlafaxine Paroxetine TRD:
extended 20mg/day Inadequate
RCT e EEE release response to
(years):gNR 225mg/day 2 or more
i adequate
China treatments

42
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Treatment
length (weeks):
8

Outcomes:
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Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR

(more severe)

from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with at
least 3-
month
duration)
determined
through
medical
records
and/or
prospective
treatment

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

e Quality of life
physical
component
score

e Quality of life
mental
component
score

BME: black and minority ethnic;, NR: not reported; RCT: randomised controlled trial; SNRI: serotonin-

norepinephrine reuptake inhibitors; TRD: treatment-resistant depression

Table 30: Summary of included studies. Comparison 29. Switching to SNRI versus

Lenox-Smith
2008

RCT

Europe &
Australia

Poirier 1999
RCT

France

N=406

Mean age
(years): 42.5

Gender (%

female): 67

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 30.9

(more severe)

N=123

Mean age
(years): 43.3

Venlafaxine
extended

release 75-
300mg/day

Venlafaxine

65-300mg/day 20-40mg/day

43

switching to another antidepressant from same class

Citalopram

20-60mg/day

Paroxetine

Inadequate
response
following 8
weeks of
monotherap
y with an
adequate
dosing
regimen of
an SSRI
other than
citalopram

TRD:
History of
resistance
to 2
previous
successive

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

Treatment
length (weeks):
12

Outcomes:
e Remission

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
4

Outcomes:
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Rush 2006

RCT

us

Gender (%
female): 72

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 24.6
(more severe)

N=488

Mean age
(years): 41.8

Gender (%
female): 60

Ethnicity (%
BME): 24

Baseline
severity: QIDS
13.2 (more
severe)

Venlafaxine
extended
release 37.5-
375mg/day

Sertraline 50-
200mg/day

antidepress
ant
treatments
for the
current
episode
(except
venlafaxine
or
paroxetine)

Inadequate
response
(not
achieved
remission or
who were
intolerant
[56%]) to an
initial
prospective
treatment
with
citalopram

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment

length (weeks):
<14

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; NR: not reported; QIDS: quick inventory of depressive symptomatology; RCT: randomised controlled
trial; SNRI: serotonin-norepinephrine reuptake inhibitors; SSRI: selective serotonin reuptake inhibitor; TRD:
treatment-resistant depression

Table 31: Summary of included studies. Comparison 30. Switching to SNRI versus

Rush 2006

RCT

us

switching to bupropion

N=489

Mean age
(years): 41.5

Gender (%
female): 61

Ethnicity (%
BME): 25

Venlafaxine
extended
release 37.5-
375mg/day

44

Bupropion
sustained
release 150-
400mg/day

Inadequate
response
(not
achieved
remission or
who were
intolerant
[56%]) to an
initial
prospective
treatment
with
citalopram

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

Treatment
length (weeks):
<14

Outcomes:

e Depression
symptomatolo
gy change
score

¢ Remission
e Response



DRAFT FOR CONSULTATION

Further-line treatment

Baseline

severity: QIDS

13.2 (more
severe)

¢ Discontinuatio
n due to side
effects

1 BME: black and minority ethnic;, QIDS: quick inventory of depressive symptomatology; RCT: randomised
2 controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitors

3 Table 32: Summary of included studies. Comparison 31. Switching to SNRI versus

Fang 2010

RCT

China

switching to mirtazapine

N=105

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

Venlafaxine
extended
release
225mg/day

Mirtazapine
45mg/day

TRD:
Inadequate
response to
2 or more
adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with at
least 3-
month
duration)
determined
through
medical
records
and/or
prospective
treatment

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

e Quality of life
physical
component
score

e Quality of life
mental
component
score

5 BME: black and minority ethnic; NR: not reported; RCT: randomised controlled trial; SNRI: serotonin-
6 norepinephrine reuptake inhibitors; TRD: treatment-resistant depression

Depression in adults: Evidence review D DRAFT (November 2021)
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Table 33: Summary of included studies. Comparison 32. Switching to bupropion
versus placebo

GlaxoSmithKili
ne 2009

RCT

Japan

N=325

Mean age
(years): 36.4

Gender (%
female): 45

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 19.6
(more severe)

Bupropion
hydrochloride
sustained
release 100-
300mg/day

Placebo

Inadequate
response to
paroxetine
(20-40
mg/day) for
4 weeks

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial

Table 34: Summary of included studies. Comparison 33. Switching to bupropion

Rush 2006

RCT

us

N=477

Mean age
(years): 42.3

Gender (%
female): 56

Ethnicity (%
BME): 23

Baseline
severity: QIDS
13.3 (more
severe)

Bupropion
sustained
release 150-
400mg/day

versus switching to another antidepressant from same class

Sertraline 50-
200mg/day

Inadequate
response
(not
achieved

remission or

who were
intolerant

[56%]) to an

initial
prospective
treatment
with
citalopram

Treatment
length (weeks):
<14

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

e Discontinuatio
n due to side
effects

BME: black and minority ethnic;, QIDS: quick inventory of depressive symptomatology; RCT: randomised

controlled trial

46
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Table 35: Summary of included studies. Comparison 34. Augmenting with bupropion
versus placebo

Gulrez 2012

RCT

India

Mean age
(years): 41.2

Gender (%
female): 52

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 17.67

(more severe)

Bupropion
sustained
release
300mg/day
(target dose,
titrated
upwards from
150mg in first
week) + SSRI

Placebo +
SSRI

Inadequate
response
(HAMD
score 216)
after 4
weeks of
SSRI
treatment

Treatment
length (weeks):
4

Outcomes:
e Remission

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial; SSRI: selective serotonin reuptake inhibitor

Table 36: Summary of included studies. Comparison 35. Augmenting with bupropion

Mohamed
2017

RCT

us

versus switching to bupropion

N=1017

Mean age
(years): 54.5

Gender (%
female): 15

Ethnicity (%
BME): 30

Baseline
severity: QIDS
16.6 (more
severe)

Bupropion
150-
400mg/day +
SSRI/SNRI

47

Bupropion
150-
400mg/day

Inadequate
response
(QIDS score
216 after 26
weeks of
treatment or
score=11
after 28
weeks of
treatment
with the 3
most recent
weeks at a
stable
“optimal”
dose) to a
treatment
course with
a SSRI,
SNRI, or
mirtazapine
that met or
exceeded
minimal
standards
for dose

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

Treatment
length (weeks):
12

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects



DRAFT FOR CONSULTATION

Further-line treatment

and
duration of
treatment
BME: black and minority ethnic;, QIDS: quick inventory of depressive symptomatology; RCT: randomised
controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Table 37: Summary of included studies. Comparison 36. Switching to mirtazapine

Fang 2010

RCT

China

Kato 2018
RCT

Japan

N=100

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=1109

Mean age
(years): 41.5

Gender (%
female): 51

Ethnicity (%
BME): NR

versus continuing with antidepressant

Mirtazapine
45mg/day

Mirtazapine
7.5-45mg/day

48

Paroxetine
20mg/day

Sertraline
50mg/day or
100mg/day
(mean final
dose 71.7mg)

TRD:
Inadequate
response to
2 or more
adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with at
least 3-
month
duration)
determined
through
medical
records
and/or
prospective
treatment

Inadequate
response
(non-
remission
as defined
by PHQ-9
score>4) to
2 weeks of
treatment
with
sertraline
(50mg or
100mg)

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

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

e Quality of life
physical
component
score

e Quality of life
mental
component
score

Treatment
length (weeks):
6

Outcomes:
e Depression
symptomatolo

gy at:
o Endpoint

o 4-month
follow-up

e Remission
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Further-line treatment

Xiao 2020

RCT

China

Baseline
severity:
PHQ-9 12.8
(less severe)

N=136

Mean age
(years): 39.6

Gender (%
female): 66

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 21.9
(more severe)

Mirtazapine
30mg/day

Paroxetine
20mg/day

Inadequate
response:
early non-
response
(HAMD
score
improved by
less than
20%) to
prospective
open-label
treatment
with
paroxetine
(10-
20mg/day)
for 2 weeks

e Response

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; PHQ-9: patient health
questionnaire-9 item; RCT: randomised controlled trial; TRD: treatment-resistant depression

Table 38: Summary of included studies. Comparison 37. Augmenting with mirtazapine

Carpenter
2002

RCT

us

Mean age
(years): 46.3

Gender (%
female): 62

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 22.3
(more severe)

Mirtazapine
(final dose:
31%
15mg/69%
30mg) +
SSRI/SNRI

49

versus continuing with antidepressant (+/- placebo)

Placebo +
SSRI/SNRI

Inadequate
response
(HAMD total
score>12)
after at least
4 weeks of
standard
antidepress
ant
monotherap
y at
maximum
recommend
ed or
tolerated
doses

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

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

¢ Discontinuatio
n due to any
reason



DRAFT FOR CONSULTATION

Further-line treatment

Kato 2018

RCT

Japan

Kessler
2018a/2018b

RCT

UK

N=1088

Mean age
(years): 41.8

Gender (%
female): 53

Ethnicity (%
BME): NR

Baseline
severity:
PHQ-9 12.7
(less severe)

N=480

Mean age
(years): 50.2

Gender (%
female): 69

Ethnicity (%
BME): 3

Baseline
severity: BDI-
I 31.05 (more
severe)

Mirtazapine
7.5-45mg/day
+ sertraline
50mg/day or
100mg/day

Mirtazapine
30mg/day +
SSRI/SNRI

50

Sertraline
50mg/day or
100mg/day
(mean final
dose 71.7mg)

Placebo +
SSRI/SNRI

Inadequate
response
(non-
remission
as defined
by PHQ-9
score>4) to
2 weeks of
treatment
with
sertraline
(50mg or
100mg)

Inadequate
response to
an SSRI or
SNRI
antidepress
ant at an
adequate
dose for at
least 6
weeks

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

¢ Discontinuatio
n due to side
effects

¢ Global
functioning
endpoint

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy at:

o Endpoint
o 4-month
follow-up

e Remission at:
o Endpoint

o 4-month
follow-up

¢ Response at
endpoint

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

¢ Remission

e Response

¢ Discontinuatio
n due to any
reason

e Quality of life
endpoint

e Quality of life
physical
component
score

e Quality of life
mental
component
score
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Xiao 2020

RCT

China

N=136

Mean age
(years): 39.3

Gender (%
female): 53

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 20.95

(more severe)

Mirtazapine
30mg/day +
paroxetine
20mg/day

Paroxetine
20mg/day

Inadequate
response:
early non-
response
(HAMD
score
improved by
less than
20%) to
prospective
open-label
treatment
with
paroxetine
(10-
20mg/day)
for 2 weeks

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio

n due to side
effects

BDI-II: Beck depression inventory; BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not
reported; PHQ-9: patient health questionnaire-9 item; RCT: randomised controlled trial; SNRI: serotonin-

norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Table 39: Summary of included studies. Comparison 38. Augmenting with mirtazapine

Kato 2018

RCT

Japan

N=1095

Mean age
(years): 41.7

Gender (%
female): 52

Ethnicity (%
BME): NR

Baseline
severity:
PHQ-9 12.7
(less severe)

versus switching to mirtazapine

Mirtazapine
7.5-45mg/day

Mirtazapine

7.5-45mg/day

+ sertraline

50mg/day or

100mg/day

51

Inadequate
response
(non-
remission
as defined
by PHQ-9
score>4) to
2 weeks of
treatment
with
sertraline
(50mg or
100mg)

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

Treatment
length (weeks):
6

Outcomes:
e Depression
symptomatolo

gy at:
o Endpoint

o 4-month
follow-up

e Remission at:
o Endpoint
o 4-month
follow-up

e Response at
endpoint
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Further-line treatment

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
6

Xiao 2020

RCT

China

N=136

Mean age
(years): 38.6

Gender (%
female): 57

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 21.74
(more severe)

Mirtazapine
30mg/day +
paroxetine
20mg/day

Mirtazapine
30mg/day

Inadequate
response:
early non-
response
(HAMD
score
improved by
less than
20%) to
prospective
open-label
treatment
with
paroxetine
(10-
20mg/day)
for 2 weeks

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; PHQ-9: patient health

questionnaire-9 item; RCT: randomised controlled trial

Table 40: Summary of included studies. Comparison 39. Augmenting with trazodone

Fang 2011

RCT

China

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

versus continuing with antidepressant

Trazodone

100mg/day +

paroxetine
20mg/

Paroxetine

20mg/day

TRD:
Inadequate
response to
2 or more
adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with at
least 3-
month

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

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

e Quality of life
physical
component
score

e Quality of life
mental
component
score
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duration)
determined
through
medical
records
and/or
prospective
treatment. 1
week
paroxetine
lead-in

BME: black and minority ethnic; NR: not reported; RCT: randomised controlled trial; TRD: treatment-resistant

depression

Table 41: Summary of included studies. Comparison 40. Augmenting with

Barbee 2011

RCT Mean age
(years): 45.2

us
Gender (%
female): 69
Ethnicity (%
BME): NR
Baseline
severity:
MADRS 27
(more severe)

Fang 2011 N=84

RCT

Lamotrigine
100-
400mg/day +
paroxetine/par
oxetine CR

Sodium
valproate
600mg/day +

53

Placebo +
paroxetine/par
oxetine CR

Paroxetine
20mg/day

anticonvulsant versus continuing with antidepressant (+/- placebo)

TRD:
History of
failure of 21
adequate
trial of a US
FDA-
approved
antidepress
ant within
the current
episode of
MDD, and
failure to
respond
(HAMD=15)
to open-
label
prospective
treatment
with
paroxetine
or
paroxetine
CR (in
flexible
doses up to
50/62.5mg/
day) after 8
weeks

TRD:
Inadequate

response to
22

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

Treatment
length (weeks):
10

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8
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Further-line treatment

China

Li 2009

RCT

China

Li 2015

RCT

China

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=98

Mean age
(years): 67.0

Gender (%
female): 56

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 23.7
(more severe)

N=115

Mean age
(years): 33.8

Gender (%
female): 44

Ethnicity (%
BME): NR

Baseline
severity:

paroxetine
20mg/day

Lamotrigine
50-100mg/day
+ sertraline
100-
150mg/day

Lamotrigine

25-150mg/day 20-40mg/day

+ paroxetine
20-40mg/day

54

Sertraline
100-
150mg/day

Paroxetine

adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with at
least 3-
month
duration)
determined
through
medical
records
and/or
prospective
treatment

TRD (failure
to respond
to at least 2
antidepress
ant
treatment
trials with
adequate
dose and
duration)

TRD (failure
to respond
to at least 2
antidepress
ant
treatment
trials with
adequate
dose and
duration)

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

Outcomes:
e Remission
e Response

e Quality of life
physical
component
score

e Quality of life
mental
component
score

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response
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Further-line treatment

HAMD 36.5
(more severe)

N=53

Mowla 2011
RCT

Iran

Santos 2008
RCT

Brazil

Wang 2012a
RCT

China

Mean age
(years): 36.2

Gender (%
female): 57

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 21.79
(more severe)

N=34

Mean age
(years): 27.5

Gender (%
female): 74

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 30.4
(more severe)

N=60

Mean age
(years): 45.3

Gender (%
female): 45

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 22.75
(more severe)

Topiramate
100-
200mg/day +
SSRI

Lamotrigine
50-200mg/day
+ any
antidepressan
t

Lamotrigine
100-
200mg/day +
venlafaxine
75-225mg/day

55

Placebo +
SSRI

Placebo + any
antidepressan
t

Venlafaxine
75-225mg/day

Inadequate
response
(HAMD=18)
to at least 8
weeks of
treatment
with an
adequate
and stable
dose of one
of the
SSRIs
(fluoxetine,
citalopram
or
sertraline)

TRD:
Inadequate
response to
treatment
with at least
2
antidepress
ants of
different
classes at
the
maximum-
tolerated
dose for at
least 6
weeks

TRD: failed
to achieve a
response in
at least 2
antidepress
ant
treatment
trials of
adequate
dose and
duration

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

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response
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Further-line treatment

Yang 2016
RCT

China

Zhang 2016
RCT

China

Mean age
(years): 38.2

Gender (%
female): 52

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 28.01
(more severe)

N=88

Mean age
(years): 47.3

Gender (%
female): 72

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 31.23
(more severe)

Lamotrigine

150mg/day +
escitalopram
10-20mg/day

Lamotrigine
50-200mg/day
+ duloxetine
60mg/day

Escitalopram
10-20mg/day

Duloxetine
60mg/day

TRD: failed
to achieve a
response in
at least 2
antidepress
ant
treatment
trials of
adequate
dose and
duration

TRD: failed
to respond
to at least 2
antidepress
ant
treatment
trials of
adequate
dose and
duration

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Response

BME: black and minority ethnic; CR: controlled release; FDA: food and drug administration; HAMD: Hamilton
depression scale; MADRS: Montgomery-Asberg depression rating scale; MDD: major depressive disorder; NR:
not reported; RCT: randomised controlled trial, SSRI: selective serotonin reuptake inhibitor; TRD: treatment-

resistant depression

Table 42: Summary of included studies. Comparison 41. Augmenting with
anticonvulsant versus lithium

Schindler
2007

RCT

Germany

Mean age
(years): 47.7

Gender (%
female): 50

Lamotrigine
25-250mg/day
(mean final
dose 152.94
mg/day) + any
antidepressan
t

56

Lithium target
plasma level
0.6—-0.8mmol/l
(mean final
plasma level
0.71mmol/l) +
any
antidepressan
t

TRD:
Inadequate
response
(<50%
reduction of
initial
HAMD) to at
least 2 trials
of different
classes of

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

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy endpoint
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Further-line treatment

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 22.1

(More severe)

antidepress
ants for a
duration of
at least 6
weeks

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial; TRD: treatment-resistant depression

Table 43: Summary of included studies. Comparison 42. Switching to antipsychotic

Corya 2006

RCT

16 countries

Shelton 2005

RCT

US & Canada

N=121

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=212

Mean age
(years): 42.2

Gender (%
female): 67

Ethnicity (%
BME): 16

versus continuing with antidepressant

Olanzapine 6
or 12mg/day

Olanzapine 6-
12mg/day

57

Venlafaxine
75-375mg/day

Nortriptyline
25-175mg/day

TRD:
Inadequate
response to
SSRI after
=6 weeks at
a
therapeutic
dose at
entry into
the trial and
inadequate
response
(<30%
improvemen
tin MADRS
score) to 7
weeks of
venlafaxine
75—
375mg/day

TRD:
History of
21 failure to
respond to
SSRI after
24 weeks of
therapy at a
therapeutic
dose, and
failure to
respond
(<30%

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response
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Baseline
severity:
MADRS 28.53
(more severe)

Thase 2007 N=405

RCT Mean age

(years): 44.5

US & Canada
Gender (%
female): 62

Ethnicity (%
BME): 16

Baseline
severity:
MADRS 29.9
(more severe)

Olanzapine 6,
12 or
18mg/day

Fluoxetine
50mg/day

improvemen
ton
MADRS) to
7 weeks of
nortriptyline
25-
175mg/day

TRD:
Documente
d history of
failure to
achieve a
satisfactory
response
(based on
investigator'
s clinical
judgement)
to an
antidepress
ant (except
fluoxetine)
after 26
weeks of
therapy at a
therapeutic
dose to 8
weeks of
fluoxetine
25-
50mg/day

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

e Quality of life
physical
component
score

e Quality of life
mental
component
score

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 44: Summary of included studies. Comparison 43. Switching to combined

Corya 2006

N=302

RCT Mean age

(years): NR

16 countries
Gender (%
female): NR

Ethnicity (%
BME): NR

Olanzapine 6
or 12mg/day +
fluoxetine 25
or 50mg/day

58

antipsychotic + SSRI versus continuing with antidepressant

Venlafaxine
75-375mg/day

TRD:
Inadequate
response to
SSRI after
=6 weeks at
a
therapeutic
dose at
entry into
the trial and
inadequate

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
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Baseline
severity: NR
(more severe)

Shelton 2005 N=214

RCT Mean age
(years): 42.2

US & Canada
Gender (%
female): 67

Ethnicity (%
BME): 10

Baseline
severity:
MADRS 28.6
(more severe)

Olanzapine 6-
12mg/day +
fluoxetine 25-

Nortriptyline
25-175mg/day

response
(<30%
improvemen
tin MADRS
score) to 7
weeks of
venlafaxine
75—
375mg/day

TRD:
History of
21 failure to
respond to
SSRI after
24 weeks of
therapy at a
therapeutic
dose, and
failure to
respond
(<30%
improvemen
ton
MADRS) to
7 weeks of
nortriptyline
25-
175mg/day

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

e Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 45: Summary of included studies. Comparison 44. Switching to combined
antipsychotic + SSRI versus switch to SSRI-only

Corya 2006 N=303 Olanzapine 6  Fluoxetine 25 TRD: Treatment
or 12mg/day + or 50mg/day Inadequate  length (weeks):
fluoxetine 25 response to 12

RCT Mean age

(years)'gNR or 50mg/day SSRI after
’ >6 weeks at :

16 countries - Outcomes:
Gender.(% therapeutic  °® Depretssm? |
female): NR o A symﬁ omatolo

entry into gy change
Ethnicity (% the trialand ~ SO¢
BME): NR inadequate  *® Remission

response e Response
Baseline (<30% « Discontinuatio
severity: NR Improvemen  n due to any
(more severe) tin MADRS reason

score) to 7

weeks of

Depression in adults: Evidence review D DRAFT (November 2021)
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Shelton 2005

RCT

US & Canada

N=288

Mean age
(years): 42.1

Gender (%
female): 70

Ethnicity (%
BME): 9

Baseline
severity:
MADRS 28.45
(more severe)

Olanzapine 6-
12mg/day +
fluoxetine 25-
50mg/day

Fluoxetine 25-
50mg/day

venlafaxine
75—
375mg/day

TRD:
History of
21 failure to
respond to
SSRI after
24 weeks of
therapy at a
therapeutic
dose, and
failure to
respond
(<30%
improvemen
ton
MADRS) to
7 weeks of
nortriptyline
25-
175mg/day

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 46: Summary of included studies. Comparison 45. Augmenting with

Bauer 2009

RCT

Australia,
Canada,
Europe &
South Africa

N=493

Mean age
(years): 45.4

Gender (%
female): 68

Ethnicity (%
BME): 2

Baseline
severity:
HAMD 24.6
(more severe)

Quetiapine
150mg/day or
300mg/day +
SSRI/SNRI

60

Placebo +
SSRI/SNRI

antipsychotic versus antidepressant-only or antidepressant + placebo

Inadequate
response
during the
current
episode to
amtitriptylin
e,
bupropion,
citalopram,
duloxetine,
escitalopra
m,
fluoxetine,
paroxetine,
sertraline or
venlafaxine,
which were
given for 26
weeks at
adequate
doses

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

Treatment
length (weeks):
6

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects
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Bauer 2019
RCT

16 countries
in Asia,
Europe, Latin

America, &
North America

Berman 2007
RCT

us

N=886

Mean age
(years): 46.8

Gender (%
female): 69

Ethnicity (%
BME): 4

Baseline
severity:
MADRS 25.85
(more severe)

N=362

Mean age
(years): 45.4

Gender (%
female): 63

Brexpiprazole
1-3mg/day +
SSRI/SNRI

Aripiprazole 2-
20mg/day +
SSRI/SNRI

61

Placebo +
SSRI/SNRI

Placebo +
SSRI/SNRI

(minimum
effective
dose
according to
label and
including at
least 1 dose
increase as
permitted by
label)

Insufficient
response to
1-3
adequate
antidepress
ants
(including
the
treatment a
patient was
taking at
screening)
for the
current
MDE; and
insufficient
response
(defined as
<50%
improvemen
tin MADRS;
MADRS
score 218;
CGl-I score
23) to open-
label
antidepress
ants and
double-blind
augmentatio
n during the
8 week
prospective
treatment
phase

TRD:
Inadequate
response to
1-3
adequate
antidepress
ant trials (>6
weeks
duration at
adequate
doses) at

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

Treatment
length (weeks):
24

Outcomes:
e Remission

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

e Functional
remission

Treatment
length (weeks):
6

Outcomes:
e Remission
e Response
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Further-line treatment

Berman 2009

RCT

us

Ethnicity (%
BME): 10

Baseline
severity:
MADRS 26
(more severe)

N=349 Aripiprazole 2-
20mg/day +

Mean age SSRI/SNRI

(years): 45.4

Gender (%
female): 73

Ethnicity (%
BME): 13

Baseline
severity:
MADRS 26.9
(more severe)

62

Placebo +
SSRI/SNRI

entry into
trial and
inadequate
response
(failing to

meet criteria

of <50%
reduction in
symptoms,
HAMD=15
and CGl-
123) to
prospective
treatment
phase (8-
week
treatment
with
escitalopra
m
[10/20mg/d
ayl,
fluoxetine
[20/40mg/d
ay],
paroxetine
CR
[37.5/50mg/
day],
sertraline
[100/150mg
/day] or
venlafaxine
[150/225mg
/day])

TRD:
Inadequate
response to
a previous
antidepress
ant (as
defined by
<50%
reduction in
severity of
depressive
symptoms-
determined
by the MGH
ATRQ) in 1-
3
antidepress
ant trials of
at least 6
weeks
duration at

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

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

e Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

e Quality of life
change score
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Further-line treatment

Dunner 2007 N=64

RCT

Mean age
(years): 44.0

us
Gender (%
female): 52

Ethnicity (%
BME): 11

Baseline
severity:

Ziprasidone Sertraline
80mg/day or 100-
160mg/day +  200mg/day
sertraline 100-

200mg/day

63

entry into
trial and
inadequate
response
(failing to

meet criteria

of <50%
reduction in
HAMD from
baseline,
HAMD=14
and CGI-
123) to
prospective
treatment
phase (8-
week
treatment
with
escitalopra
m
[10/20mg/d
ay],
fluoxetine
[20/40mg/d
ay],
paroxetine
CR
[37.5/50mg/
day;
paroxetine
30/40m/day
if paroxetine
CR
unavailable]
, sertraline
[100/150mg
/day] or
venlafaxine
[150/225mg
/day])

TRD:
Failure to
respond to
21 previous
course of
treatment of
24 weeks'
duration
with a
clinically
appropriate
dose of an
SSRI or
non-SSRI
antidepress

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

¢ Functional
impairment
change score

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response
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Further-line treatment

Durgam 2016
RCT

US & Europe

Earley 2018
RCT

us

MADRS 29.95
(more severe)

N=819

Mean age
(years): 45.7

Gender (%
female): 71

Ethnicity (%
BME): 13

Baseline
severity:
MADRS 29.1
(more severe)

N=527

Mean age
(years): 44.0

Gender (%
female): 65

Ethnicity (%
BME): 28

Cariprazine 1- Placebo +
2mg/day or 2- SSRI/SNRI
4.5mg/day +
SSRI/SNRI
Cariprazine Placebo + any
1.5-4.5mg/day antidepressan
+ any t
antidepressan
t

64

ant (based
on self-
report), and
failure to
respond
(<30%
improvemen
tin MADRS
score and
continued to
have a CGI-
S score 24
and meet
DSM-IV
criteria for
MDD) to an
initial 6-
week open-
label
prospective
treatment
phase with
sertraline

Inadequate
response
during the
current
episode to
antidepress
ant
treatment
for at least 6
weeks at
recommend
ed doses

TRD:
previously
failed to
respond to
1or2
adequate
antidepress
ant trials,
and
inadequate
response

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

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

¢ Functional
impairment
change score

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
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Further-line treatment

El-Khalili 2010

RCT

us

Baseline
severity:
MADRS 25.3
(more severe)

N=446 Placebo +

SSRI/SNRI

Quetiapine
150mg/day or
300mg/day +

M
ean age SSRI/SNRI

(years): 45.5

Gender (%
female): 72

Ethnicity (%
BME): 10

Baseline
severity:
HAMD 24 .1
(more severe)

65

(HAMD
score
improved
<50%,
HAMD
score <15,
or CGI-I
score <3) to
prospective

open-label 8

week
prospective
antidepress
ant
treatment

Inadequate
response
(continuing
depressive
symptoms)
during their
current
depressive
episode to
one of the
following
antidepress
ants:
amitriptyline
, bupropion,
citalopram,
duloxetine,
escitalopra
m,
fluoxetine,
paroxetine,
sertraline,
or
venlafaxine

for at least 6

weeks at
adequate
doses
(minimum
effective
dose

according to

US label
and
including 21
dose
increase as

permitted by

label)

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

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
6

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects
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Further-line treatment

Fang 2011
RCT

China

Fava 2012/
Mischoulon
2012

RCT

us

Fava 2018
RCT

us

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=225

Mean age
(years): 45

Gender (%
female): 68

Ethnicity (%
BME): 19

Baseline
severity:
MADRS 31.1
(more severe)

N=231

Mean age
(years): 45.4

Risperidone
2mg/day +
paroxetine
20mg/day

Aripiprazole
2mg/day +
SSRI/SNRI

Cariprazine
0.1-
0.3mg/day or
1-2mg/day +
SSRI/SNRI

66

Paroxetine
20mg/day

Placebo +
SSRI/SNRI

Placebo +
SSRI/SNRI

TRD:
Inadequate
response to
22
adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants for =3-
month
duration)
determined
through
medical
records
and/or
prospective
treatment

Inadequate
response (<
50%
reduction in
depressive
symptom
severity, as
assessed
by the MGH
ATRQ) to 1-
3
antidepress
ant trials
with an
adequate
dose of
SSRIs/
SNRIs
during the
current
episode for
=8 weeks

TRD: failed
to respond
to 1-2
adequate
trials of
antidepress

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

Treatment
length (weeks):
8

Outcomes:

e Remission

e Response

e Quality of life
physical
component
score

e Quality of life
mental
component
score

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:
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Further-line treatment

Fava 2019
RCT

us

Hobart 2018a
RCT

US, Germany,
Poland,
Slovakia, &
Hungary

Gender (%
female): 71

Ethnicity (%
BME): 81

Baseline
severity:
MADRS 26.4
(more severe)

N=207

Mean age
(years): NR

Gender (%
female): 73

Ethnicity (%
BME): 28

Baseline
severity:
HAMD 22.23
(more severe)

N=394

Mean age
(years): 42.9

Gender (%
female): 74

Pimavanserin
34mg/day +
SSRI/SNRI

Brexpiprazole
2mg/day +
SSRI/SNRI

67

Placebo +
SSRI/SNRI

Placebo +
SSRI/SNRI

ants (<50%
reduction in
depressive
symptoms
using the
MGH
ATRQ) and
failed to
respond
(achieved
<50%
improvemen
tin HAMD,
HAMD
score >14,
or CGl-I
score 23) to
8-week
prospective
open-label
antidepress
ant
treatment
phase

Inadequate
response to
1or2
antidepress
ant
treatments
(including
SSRI/SNRI)
during the
current
depression
episode

TRD:
Inadequate
response
(<50%
improved
according to
the MGH
ATRQ) to 1-
3 prior
antidepress

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

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
5

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

e Functional
impairment
score

Treatment

length (weeks):

6

Outcomes:

e Depression
symptomatolo
gy change
score
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Further-line treatment

Hobart 2018b
RCT

US, Russia,
Poland,
France,
Serbia,
Germany, &
Canada

Ethnicity (%
BME): 15

Baseline
severity:
MADRS 26.64
(more severe)

N=503

Mean age
(years): 43.1

Gender (%
female): 68

Ethnicity (%
BME): 10

Baseline
severity:
MADRS 25.44
(more severe)

Brexpiprazole
2-3mg/day or
quetiapine
150-
300mg/day +
SSRI/SNRI

68

Placebo +
SSRI/SNRI

ants (on a
therapeutic
dose for an
adequate
duration)
during the
current
episode;
and
inadequate
response
(<50%
improvemen
tin HAMD
and
MADRS,
HAMD
score >14,
and CGlI-I
score 23) to
8-week
prospective
open-label
antidepress
ant
treatment

TRD:
Inadequate
response
(defined as
<50%
improved on
the MGH
ATRQ)
during the
current
episode to
1-3
antidepress
ants at a
therapeutic
dose and
for an
adequate
duration (>6
weeks);
inadequate
response
(<50%
reduction in
MADRS
total score
between the
start of
prospective
treatment

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

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

e Functional
impairment
score

Treatment
length (weeks):
6

Outcomes:
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

¢ Functional
impairment
score
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Further-line treatment

Kamijima
2013

RCT

Japan

Kamijima
2018

RCT

N=586

Mean age
(years): 38.7

Gender (%
female): 42

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 25.3
(more severe)

N=412

Mean age
(years): 38.9

Aripiprazole
fixed dose
3mg/day or
flexible dose
3-15mg/day +
SSRI/SNRI

Aripiprazole 3-
12mg/day +
sertraline
100mg/day

69

Placebo +
SSRI/SNRI

Placebo +
sertraline
100mg/day

and each 2-
weekly visit;
CGl-l
score>3 at
each 2-
weekly visit;
and
MADRS
total score=
18) to open-
label 8-10
week
prospective
antidepress
ant
treatment
phase

TRD:
Previous
inadequate
response to
1-3
antidepress
ant trials of
at least 6-
weeks'
duration
(64% 1 trial;
27% 2 trials;
10% 3
trials); and
inadequate
response
(<50%
reduction in
HAMD from
baseline to
the end of
the
screening
phase;
HAMD
score214;
or CGI-I
score=3) to
an 8-week,
single-blind,
prospective
treatment
phase

TRD:
inadequate
response to

1-3 previous

antidepress
ant

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

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

e Functional
impairment
score

Treatment
length (weeks):
6

Outcomes:
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Further-line treatment

Japan, Korea, Gender (% treatments e Depression
Malaysia, female): 37 (75% 1 symptomatolo
Taiwan, & previous gy change
Australia Ethnicity (% adgquate score
BME): 99 gmldepress  Remission
treatments) ® Response
Baseline and ¢ Discontinuatio
severity: inadequate n due to any
MADRS 25.05 response reason
(more severe) (<50% e Discontinuatio
reduction in n due to side
HAMD from effects
baselineto 4 Gjobal
the end of functioning
Jg]rce)spective change score
treatment
period;
HAMD
score=14 at
the end of
the
prospective
treatment
period; and
a constant
CGl-I
score=3
throughout
the
prospective
treatment
period) to 8-
week
prospective
treatment
phase with
sertraline
Keitner 2009 N=97 Risperidone Placebo + Inadequate  Treatment
0.5-3mg/day + SSRI/SNRI response to  length (weeks):
RCT Mean age SSRI/SNRI open-label 4
(years): 45.2 treatment
us trial with Outcomes:
antidepress .
Gender (% -~ ¢ Remission
female): 59 monotherap ® Response
y (the ¢ Discontinuatio
Ethnicity (% particular n due to any
BME): 10 antidepress reason
ant used » Discontinuatio
Baseline was based n due to side
severity: on clinician effects
MADRS 25.7 choice)
(more severe) lasting for
25 weeks

70

Depression in adults: Evidence review D DRAFT (November 2021)
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Further-line treatment

Lenze 2015 N=181 Aripiprazole 2- Placebo + Inadequate  Treatment

15mg/day + venlafaxine response length (weeks):

RCT Mean age venlafaxine 300mg/day (failure to 12
(years): 66.0 300mg/day remit;

US & Canada M'QDRSMO Outcomes:
Gender (% venlafaxine ® Remission
female): 57 150- « Discontinuatio

300mg/day N duetoany
Ethnicity (% (for 212 reason
BME): 12 weeks of
treatment
Baseline xggkz:at
ity:
;exgr;% 23 the highest
tolerated
(more severe) dose). 74%
previous
history of at
least 1
adequate
antidepress
ant trial
during the
present
episode
Li 2013 N=95 Quetiapine Venlafaxine TRD: Treatment
200- 225mg/day Inadequate  length (weeks):
RCT Mean age 400mg/day +  (antidepressa response 8
(years): 42.2 venlafaxine nt switch) (<50%
i 225mg/day reduction of .
Ch Outcomes:
ina Gender (% (antidephressa iniZaLi?AI\EI)D e
nt switc an
female): 52 ) score 220) symptjomgttolo
to >2 gy en p(?|n
Ethnicity (% different e Depression
BME): NR antidepress symptomatolo
ant gy change
Baseline therapies score
severity: with ¢ Remission
HAMD 25.9 clinically- e Response
(more severe) appropriate - pyo ontinuatio
dosage and
! n due to any
time-course
reason
¢ Discontinuatio
n due to side
effects

Mahmoud N=274 Risperidone Placebo + any Inadequate  Treatment

2007 0.25-2mg/day antidepressan response length (weeks):
Mean age +any t (definedas 6

RCT (years):g46.1 antidepressan CGI-S

t scorez4 and o tcomes:
a Carroll i

= ]EBenoIIer_("/o4 Depression

emale): 7 Scale
71

Depression in adults: Evidence review D DRAFT (November 2021)
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Further-line treatment

score=20) e Depression
Ethnicity (% toa4-week  symptomatolo
BME): 24 prospective gy endpoint
open-label , Remission
Basel_ine rpl:er:icl)r:j with  ® Response
severity: current « Discontinuatio
HAMD 24.6 antidepress n due to any
(more severe) - reason
monotherap e Discontinuatio
y at the n due to side
dosages effects
recommend o Quality of life
ed 'g' endpoint
gg ellljiﬁtg e Functional
impairment
endpoint
Marcus 2008 N=381 Aripiprazole 2- Placebo + TRD: Treatment
20mg/day + SSRI/SNRI Inadequate  length (weeks):
RCT Mean age SSRI/SNRI responseto 6
(years): 44.5 1-3 previous
Us an’??gplresfs Outcomes:
Gender (% :g wrclaiis? e Remission
female): 67 duration (>3 * Response
weeks for ¢ Discontinuatio
Ethnicity (% combination n due to any
BME): 11 treatments) reason
ata e Discontinuatio
Baseline minimum n due to side
severity: acceptable effects
(more severe) by the MGH
ATRQ and
inadequate
response
(defined as
failure to
achieve
250%
reduction in
the HAMD
total score
from
baseline to
the end of
the
prospective
treatment
phase, a
HAMD>14,
ora CGl-I
score >3) to
72

Depression in adults: Evidence review D DRAFT (November 2021)
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Further-line treatment

8-week
single-blind
prospective
treatment
phase with
standard
antidepress
ant in
accordance
with current
product
labelling
Mclintyre 2007 N=58 Quetiapine Placebo + Inadequate  Treatment
50-600mg/day SSRI/SNRI response to  length (weeks):
RCT Mean age + SSRI/SNRI treatment 8
(years): 44.5 for their
CarEik cu'rrer(;t Outcomes:
Gender (% \(/av‘i)tlrfz Single e Remission
female): 62 SSRI/venlaf * Response
axine at a ¢ Discontinuatio
Ethnicity (% therapeutic n due to any
BME): NR dose for =6 reason
weeks « Discontinuatio
Baseline n due to side
severity: effects
HAMD 23.3
(more severe)
Moica 2018 N=72 Quetiapine Duloxetine Inadequate  Treatment
150mg/day +  60mg/day response length (weeks):
RCT Mean age duloxetine (HAMD=14) 8
(years): 39.8 60mg/day to tr:je
. antidepress .
Romania ant therapy Outcomes:
Gender (% (the use of  ° Depression
female): 75 el symptjomgttolo
doses gy endpoin
Ethnicity (% accepted as ® Depression
BME): NR effective for symptomatolo
a period of gy change
Baseline atleast4 -6 score
severity: weeks), for
HAMD 23.39 the current
(more severe) depressive
episode
Otsuka N=372 Brexpiprazole Placebo + any TRD: Treatment
Pharmaceutic 1-3mg/day + antidepressan history for length (weeks):
al 2015 Mean age any the current 6
(years): 43.5 antidepressan depressive
RCT t episode of  oytcomes:
Gender (% ﬁ]r;dequate e Depression
us female): 68 response to symptomatolo
1-3 gy change
adequate score
73

Depression in adults: Evidence review D DRAFT (November 2021)
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Further-line treatment

Ethnicity (% antidepress o Remission
BME): NR ant « Response
treatments; Di . .
Baseline incomplete . |§contlnuatlo
St T response to " duetoany
(meles prospective reason
: open-label ¢ Discontinuatio
severity) P
y treatment n due to side
with effects
commerciall e Functional
y available impairment
antidepress change score
ant for 8
weeks at
maximally
tolerated
doses
Otsuka N=429 Brexpiprazole Placebo + TRD: report  Treatment
Pharmaceutic 1-4mg/day + SSRI/SNRI a history for  length (weeks):
al 2016 Mean age SSRI/SNRI the current 6
(years): 43.7 depressive
RCT gﬁ'SOde of  Outcomes:
Gender_(% inadequate  ° Depr(issior; |
us female): 67 response to symptomatolo
1-3 gy change
Ethnicity (% adequate scor('e _
BME): NR antidepress  ® Remission
ant e Response
Baseline treatments; 4 piscontinuatio
severity: NR incomplete n due to any
(unclear response to reason
severity) g:)oesnp_leac;levle « Discontinuatio
treatment gf;:leuctisto side
with a . )
commerciall ° Quallty of life
y available change score
antidepress e Functional
ant for 8 impairment
weeks at change score
maximally
tolerated
doses
Papakostas N=139 Ziprasidone Placebo + Inadequate = Treatment
2015 40-160mg/day escitalopram response length (weeks):
Mean age + 10-30mg/day  (continued 8
RCT ears): 44.5 escitalopram to meet
(vears) 10-30mg/day DSM-IV Outcomes:
criteria and .
us Gender (% e e e Depression
female): 71 QIDS-SR symptomatolo
score=10) gyjchenge
Ethnicity (% to 8-week score
BME): NR open-label ~ * Remission
prospective

74

Depression in adults: Evidence review D DRAFT (November 2021)
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Further-line treatment

Baseline
severity:
HAMD 20

(more severe)

Reeves 2008 N=23

RCT Mean age

(years): 44.0

us
Gender (%
female): 70

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 35.5
(more severe)

Song 2007 N=120

RCT Mean age

(years): 44.0

China
Gender (%
female): 50

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 28
(more severe)

Thase 2007 N=406

RCT Mean age

(years): 44.5

Risperidone Placebo + any
0.25-2mg/day  antidepressan
+ any t
antidepressan

t

Risperidone Venlafaxine
0.5-2mg/day + 50-250mg/day
venlafaxine

50-250mg/day

Olanzapine 6, Fluoxetine
12 or 50mg/day
18mg/day +

75

phase of
escitalopra
m
treatment.
Mean
number of
past
unsuccessf
ul trials of
antidepress
ants during
the current
major
depressive
episode
was 0.94
(SD=0.76)
Inadequate
response to
1-2
antidepress
ants for 3 or
more weeks

TRD:
inadequate
response to
at least 2
antidepress
ants at
adequate
dose

TRD:
Documente
d history of
failure to
achieve a

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

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy endpoint

Treatment
length (weeks):
8
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Further-line treatment

US & Canada fluoxetine satisfactory  Qutcomes:
Gender (% 50mg/day response « Depression
female): 64 (based on symptomatolo

inve.s.tigator' gy change
Ethnicity (% jsugg:;a;m) score
BME): 13 . e Remission
antidepress  ® Response
Baseline ant (except e Discontinuatio
severity: fluoxetine) n due to any
MADRS 30 after 26 reason
(more severe) weeks of ¢ Discontinuatio
therapy ata  p due to side
therapeutic effects
fa‘;ﬁﬁﬁgd . Q#ality Iof life
respond physica
(<25% component
decrease in score. )
HAMD) to o Quality of life
an 8-week, mental
open-label component
prospective score
fluoxetine
(25-
50mg/day)
therapy
lead-in

Thase 2015a  N=379 Brexpiprazole Placebo + Inadequate  Treatment

0.5-2mg/day + SSRI/SNRI response length (weeks):

RCT Mean age SSRI/SNRI during the 6
(years): 44.7 :Uir;eo';te

US, Poland, e | L

France, & Gender (% <50% * Depression

Slovakia female): 70 Tedlien 1 symptomatolo

symptoms gy change
Ethnicity (% via patient score
BME): 13 self-reports  ® Remission

on the MGH e Response
Baseline ATRQtoan , piscontinuatio
severity: adequate n due to any
MADRS 26.85 ] eif 3-8 reason
(more severe) antldepress « Discontinuatio

ants n due to side

including offects

he m

:e(ca:en’? Ztrug e Functional

treatment. impairment

During the score

current

episode,

82% had 1

prior

antidepress

ant failure

76

Depression in adults: Evidence review D DRAFT (November 2021)
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Further-line treatment

Thase 2015b
RCT

US, Germany,
Ukraine,
Russia,
Hungary,
Canada, &
Romania

N=677

Mean age
(years): 45.6

Gender (%
female): 68

Ethnicity (%
BME): 13

Baseline
severity:
MADRS 26.47
(more severe)

Brexpiprazole
1mg/day or
3mg/day +
SSRI/SNRI

Placebo +
SSRI/SNRI

Inadequate
response
during the
current
episode,
defined as
<50%
reduction in
MGH ATRQ
score to an
adequate
trial of 1-3
antidepress
ants. 78% 1
prior
antidepress
ant
treatment

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

e Functional
impairment
score

BME: black and minority ethnic; CGI-I: clinical global impression-improvement; CGI-S: clinical global impression-
severity; CR: controlled release; DSM: diagnostic statistical manual, HAMD: Hamilton depression scale; MADRS:
Montgomery-Asberg depression rating scale; MDD: major depressive disorder; MDE: major depressive episode;
MGH ATRQ: Massachusetts General Hospital antidepressant treatment response questionnaire; NR: not
reported; QIDS-SR: quick inventory of depressive symptomatology-self report; RCT: randomised controlled trial;
SD: standard deviation; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake
inhibitor; TRD: treatment-resistant depression

Table 47: Summary of included studies. Comparison 46. Augmenting with

Cheon 2017

RCT

Korea

antipsychotic versus bupropion

N=103

Mean age
(years): 45.6

Gender (%
female): 65

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 25.54
(more severe)

Aripiprazole
2.5-20mg/day
+ SSRI

77

Bupropion
150-
300mg/day +
SSRI

Inadequate
response to
4 or more
weeks with
SSRIs

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

Treatment
length (weeks):
6

Outcomes:

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects
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Mohamed
2017

RCT

us

N=1011

Mean age
(years): 54.3

Gender (%
female): 16

Ethnicity (%
BME): 30

Baseline
severity: QIDS
16.75 (more
severe)

Aripiprazole 2-
15mg/day +
SSRI/SNRI

Bupropion
150-
400mg/day +
SSRI/SNRI

Inadequate
response
(QIDS score
216 after 26
weeks of
treatment or
score211
after 28
weeks of
treatment
with the 3
most recent
weeks at a
stable
“optimal”
dose) to a
treatment
course with
a SSRI,
SNRI, or
mirtazapine
that met or
exceeded
minimal
standards
for dose
and
duration of
treatment

Treatment
length (weeks):
12

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; QIDS:
quick inventory of depressive symptomatology; RCT: randomised controlled trial, SNRI: serotonin-norepinephrine
reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Table 48: Summary of included studies. Comparison 47. Augmenting with

Bauer 2013

RCT

Australia,
Austria,
Belgium,
Bulgaria,
Germany,
Hungary, Italy,
Portugal,
Romania,

antipsychotic versus lithium

N=460

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Quetiapine
extended-
release (XR)
200-
300mg/day +
SSRI/SNRI

78

Lithium 450-
900mg/day
(target plasma
level: 0.6—
1.2mmol/L) +
SSRI/SNRI

Stage |
(failure to
achieve
remission
after 21
adequate
trial of 1
major class
of AD) or
stage Il
(failure of
adequate
trials of 2

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

Treatment
length (weeks):
6

Outcomes:
e Remission
e Response

e Discontinuatio
n due to any
reason
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Slovakia,
Spain & UK

Doree 2007
RCT

Canada

Yoshimura
2014

RCT

Japan

Baseline
severity:
MADRS 33.05
(more severe)

N=20

Mean age
(years): 50.8

Gender (%
female): 60

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 37.95
(more severe)

N=30

Mean age
(years): 40.3

Gender (%
female): 60

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 22.7
(more severe)

Quetiapine
400-
800mg/day +
any
antidepressan

Olanzapine
(mean dose
7mg/day) or
Aripiprazole
(mean dose
9mg/day) +
paroxetine

Lithium
600mg/day
(target plasma
levels 0.8—-1.2
mmol/L) + any
antidepressan
t

Lithium (mean
dose
458mg/day) +
paroxetine

different
classes of
AD) TRD,
50% in each
category

Inadequate
response
after 4
weeks of
treatment
with an
antidepress
ant at the
maximal
recommend
ed dose

Inadequate
response
(<50%
improvemen
t from
baseline on
HAMD) to
8-week
prospective
treatment
with
paroxetine

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
4

Outcomes:
e Remission
e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; NR: not reported; RCT: randomised controlled trial, SNRI: serotonin-norepinephrine reuptake
inhibitor; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

Table 49: Summary of included studies. Comparison 48. Augmenting with

Bauer 2013

RCT

N=459

Mean age
(years): NR

antipsychotic versus switch to antipsychotic

Quetiapine
extended-
release (XR)
200-
300mg/day +
SSRI/SNRI

79

Quetiapine
monotherapy
200-
300mg/day

Stage |
(failure to
achieve
remission
after 21
adequate

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

Treatment
length (weeks):
6

Outcomes:
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Australia, Gender (% trial of 1 e Remission
Austria, female): NR major class Response
Belgmr_n, of . ¢ Discontinuatio
NG Ethnicity (% antidepress n due to any
Germany, BME): NR ants) or reason
Hungary, Italy, stage Il _ ) _
Portugal, _ (failure of ¢ Discontinuatio
Romania, Baseline adequate n due to side
Slovakia, severity: trials of 2 effects

Spain & UK~ MADRS 33.45 different
(more severe) classes of

antidepress
ants) TRD,
50% in each
category
Thase 2007 N=399 Olanzapine 6, Olanzapine TRD: Treatment
12 or monotherapy = Documente  length (weeks):

RCT Mean age 18mg/day + 6, 12 or d history of 8

(vears): 44.3 fluoxetine 18mg/day failure to
50mg/day achieve a Outcomes:

US & Canada satisfactory .
Gender (% response e Depression
female): 64 (based on symptomatolo

investigator' gy change
Ethnicity (% s clinical score
BME): 15 judgement) * Remission

to an e Response
Baseline antidepress piscontinuatio
severity: ant (except  p dye to any
MADRS 30 fuoetie)  roason
(more severe) 6 weeks of . ?jlcjgr:gn;ggo

therapy at a ffect

therapeutic etiects

dose, and o Qua"ty of life

failure to physical

respond component

(<25% score

decrease in e Quality of life

HAMD) to 8 mental

weeks of component

fluoxetine score

25-

50mg/day

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; NR: not reported; RCT: randomised controlled trial, SNRI: serotonin-norepinephrine reuptake
inhibitor; SSRI: selective serotonin reuptake inhibitor; TRD: treatment-resistant depression

80

Depression in adults: Evidence review D DRAFT (November 2021)
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Table 50: Summary of included studies. Comparison 49. Augmenting with

Mohamed
2017

RCT

us

N=1016

Mean age
(years): 54.4

Gender (%
female): 14

Ethnicity (%
BME): 32

Baseline
severity: QIDS
16.75 (more
severe)

antipsychotic versus switch to bupropion

Aripiprazole 2-
15mg/day +
SSRI/SNRI

Bupropion
monotherapy
150-
400mg/day

Inadequate
response
(QIDS score
216 after 26
weeks of
treatment or
score=11
after 28
weeks of
treatment
with the 3
most recent
weeks at a
stable
“optimal”
dose) to a
treatment
course with
a SSRI,
SNRI, or
mirtazapine
that met or
exceeded
minimal
standards
for dose
and
duration of
treatment

Treatment
length (weeks):
12

Outcomes:
e Remission
e Response

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic;, QIDS: quick inventory of depressive symptomatology; RCT: randomised
controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Table 51: Summary of included studies. Comparison 50. Augmenting with buspirone

Appelberg
2001

RCT

Finland

N=113

Mean age
(years): 44

Gender (%
female): 63

Ethnicity (%
BME): NR

Buspirone 20-
60mg/day +
citalopram or
fluoxetine

81

versus continuing with antidepressant (+/- placebo)

Placebo +
citalopram or
fluoxetine

Inadequate
response
(as judged
by the
psychiatrist
in charge of
treatment)
to=6
weeks of
treatment
with
fluoxetine
(at a dose
of

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

Treatment
length (weeks):
6

Outcomes:
e Response
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Baseline
severity: NR
(more severe)

Fang 2011 N=91

RCT Mean age

(years): NR

China
Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

Buspirone
30mg/day +
paroxetine

Paroxetine
20mg/day

230mg/day
for 24
weeks prior
to inclusion)
or
citalopram
(at a dose
of
240mg/day
for 24
weeks prior
to inclusion)

TRD:
Inadequate
response to
22
adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with at
least 3-
month
duration)
determined
through
medical
records
and/or
prospective
treatment

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

e Quality of life
physical
component
score

e Quality of life
mental
component
score

BME: black and minority ethnic;, NR: not reported; RCT: randomised controlled trial; TRD: treatment-resistant

depression

Table 52: Summary of included studies. Comparison 51. Augmenting with buspirone

versus bupropion

Trivedi 2006 N=565 Buspirone 15- Bupropion Inadequate = Treatment
60mg/day sustained response length (weeks):
(mean final release 200- (without 6

82
Depression in adults: Evidence review D DRAFT (November 2021)
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us

Mean age
(years): 41.1

Gender (%
female): 59

Ethnicity (%
BME): 22

Baseline
severity:
HAMD 15.8
(less severe)

dose 40.9
mg/day) +
citalopram

400mg/day
(mean final
dose 267.5
mg/day) +
citalopram

remission
[HAMD>7])
to a mean
of 11.9
weeks of
citalopram
therapy
(mean final
dose
55mg/day)

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

¢ Remission
e Response

e Discontinuatio
n due to side
effects

1 BME: black and minority ethnic; HAMD: Hamilton depression scale; RCT: randomised controlled trial

Table 53: Summary of included studies. Comparison 52. Augmenting with

Patkar 2006

RCT

us

Ravindran
2008a

RCT

Canada

methylphenidate versus placebo

Mean age
(years): 48.5

Gender (%
female): 63

Ethnicity (%
BME): 40

Baseline
severity:
HAMD 19.4
(more severe)

N=145

Mean age
(years): 43.8

Gender (%
female): 65

Methylphenid
ate extended
release
formulation
18-54mg/day
+ any

antidepressan

t

Methylphenid
ate extended
release
formulation
18-54mg/day
+ any

antidepressan

t

83

Placebo + any
antidepressan
t

Placebo + any
antidepressan
t

Inadequate
response to
21
antidepress
ant at study
entry,
defined as =
6-week trial
of an
antidepress
ant at an
acceptable
therapeutic
dose. 70%
had failed
multiple
antidepress
ant trials for
the current
MDD
episode

Inadequate
response to
1-3 previous
antidepress
ant
monotherap
ies
(including
current AD

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

Treatment
length (weeks):
4

Outcomes:
e Remission
e Response

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
5

Outcomes:

e Depression
symptomatolo
gy change
score
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Ethnicity (%
BME): 2

Baseline
severity:
MADRS 26.7
(more severe)

antidepress
ant of
adequate
dose and
duration
and at entry
were taking
an
adequate
dose of an
antidepress
ant during
the current
depressive
episode for
24 weeks

e Response

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; MDD: major depressive disorder; RCT: randomised controlled trial

Table 54: Summary of included studies. Comparison 53. Augmenting with lithium

Baumann
1996

RCT

Switzerland

Girlanda 2014
RCT

Italy

Mean age
(years): 41.8

Gender (%
female): 71

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=56

Mean age
(years): 46.5

Gender (%
female): 63

Ethnicity (%
BME): NR

versus continuing with antidepressant (+/- placebo)

Lithium Placebo +
800mg/day citalopram 20-
(target plasma 60mg/day
levels 0.5-0.8

mmol/L) +

citalopram 20-

60mg/day

Lithium Any

(planned antidepressan
starting dose  t

150-300mg

and target

plasma levels
from 0.4 to 1.0
mmol/L;
actual mean
dose 444 mg
& mean blood
level of 0.57
mEqg/L) + any

84

Inadequate
response
(improveme
nt<50% on
HAMD) to
4-week
prospective
treatment
phase with
citalopram
(20-
60mg/day)

TRD:
Inadequate
response to
22
antidepress
ants given
sequentially
at an
adequate
dose for an
adequate
time for the
current

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

Treatment
length (weeks):
1

Outcomes:
e Response

Treatment
length (weeks):
52

Outcomes:

e Depression
symptomatolo
gy change
score

¢ Discontinuatio

n due to any
reason
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Joffe 1993
RCT

Canada

Nierenberg
2003a

RCT

us

Stein 1993
RCT

UK

Baseline
severity: QIDS
18.3 (more
severe)

N=33

Mean age
(years): NR

Gender (%
female): 55

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 19.47
(more severe)

N=35

Mean age
(years): 38.4

Gender (%
female): 46

Ethnicity (%
BME): NR

Baseline
severity: NR
(unclear
severity)

N=34

Mean age
(years): 47.2

Gender (%
female): 79

Ethnicity (%
BME): NR

Baseline
severity:

antldepressan

Lithium 900-
1200mg/day
(target plasma
level 0.55
nmol/L; mean
dose
935.3mg/day)
+
desipramine/
imipramine

Lithium (dose
NR) +
nortriptyline

Lithium
250mg/day +
TCA

85

Placebo +

desipramine/

imipramine

Placebo +
nortriptyline

Placebo +
TCA

depressive
episode

Inadequate
response
(HAMD
score=16)
toa
previous
adequate
trial of
desipramine
hydrochlorid
e (90%) or
imipramine
hydrochlorid
e (10%) =5
weeks

TRD:
Inadequate
response to
1-5
adequate
trials of
antidepress
ants during
the current
episode,
and failure
to respond
to 6 weeks
of
nortriptyline

Inadequate
response
(failure to
show
improvemen
t) to
treatment
with 23
weeks of
TCA at an
adequate
dose

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

Treatment
length (weeks):
2

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

Treatment
length (weeks):
6

Outcomes:
e Response

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
3

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score
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MADRS 29.9
(more severe)

e Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; MADRS: Montgomery-Asberg depression
rating scale; NR: not reported; QIDS: quick inventory of depressive symptomatology; RCT: randomised controlled
trial; TCA: tricyclic antidepressant; TRD: treatment-resistant depression

Table 55: Summary of included studies. Comparison 54. Augmenting with lithium
versus switch to antipsychotic

Bauer 2013 N=457 Lithium 450- Quetiapine Stage | Treatment
900mg/day monotherapy  (failure to length (weeks):
RCT Mean age (target plasma 200- achieve 6
(vears): NR level: 0.6— 300mg/day remission
. 1.2mmol/L) + after 21 Outcomes:
Australia, SSRI/SNRI adequate -
Austria, Gender (% trial of 1 * Remission
Belgium, female): NR major class  ® Response
Bulgaria, of « Discontinuatio
Germany, Ethnicity (% antidepress n due to any
Euzgaryll, Italy, BME): NR ant) or reason
Rgmuagne?é s]:cgic;e I : » Discontinuatio
Slovakia,, Baseline ( 3' ure ? n due to side
Span& Uk severty: galsofz oo
(more severe) different
classes of
antidepress
ant) TRD,
50% in each
category

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake
inhibitor; TRD: treatment-resistant depression

Table 56: Summary of included studies. Comparison 55. Augmenting with lithium
versus augmenting with a psychological intervention

Kennedy 2003 N=44 Lithium 600- CBT individual Partial Treatment
900mg/day + 12 sessions + response length (weeks):

RCT Mean age SSRI/SNR_I/ SSRI/SNR_I/ (score of 8- 8
moclobemide = moclobemide 15 0n

(years): 39.3
HAMD-D)to  gutcomes:

86
Depression in adults: Evidence review D DRAFT (November 2021)
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Canada

Gender (%
female): 55

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 11.9

(less severe)

10f4
standard
antidepress
ant
medications
(moclobemi
de,
paroxetine,
sertraline,
or
venlafaxine)
to maximum
tolerated
doses for 8-
14 weeks

e Depression
symptomatolo

gy at:

o Endpoint

o 1-month
follow-up

e Depression
symptomatolo
gy change
score

e Remission

¢ Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake inhibitor

Table 57: Summary of included studies. Comparison 56. Augmenting with lithium

Fava 1994a

RCT

us

Fava 2002

RCT

versus augmenting with TCA

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 19.01
(more severe)

N=68

Mean age
(years): NR

Lithium 300-
600mg/day +
fluoxetine
20mg/day

Lithium 300-
600mg/day +
fluoxetine
20mg/day

Desipramine
25-50mg/day
+ fluoxetine
20mg/day

Desipramine
25-50mg/day
+ fluoxetine
20mg/day

Inadequate
response
(<50%
improvemen
tin HAMD
score and
HAMD=10)
to 8 weeks
of fluoxetine
20mg/day

Inadequate
response
(<50%
improvemen

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

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effect

Treatment
length (weeks):
4
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us

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 16.75
(more severe)

tin HAMD
score and
HAMD=10)
to 8 weeks
of fluoxetine
20mg/day

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

¢ Discontinuatio
n due to any
reason

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial; TCA: tricyclic antidepressant

Table 58: Summary of included studies. Comparison 57. Augmenting with omega-3

Jahangard
2018

RCT

Iran

Mozaffari-
Khosravi 2013

RCT

Iran

fatty acids versus placebo

Mean age
(years): 42.5

Gender (%
female): 68

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 34.9
(more severe)

N=81

Mean age
(years): 35.1

Gender (%
female): 61

Omega-3 fatty Placebo +
acid sertraline 50-
1000mg/day + 200mg/day
sertraline 50-

200mg/day

Eicosapentae  Placebo + any
noic acid antidepressan
(EPA) or t
docosahexae

noic acid

(DHA) 1 g/day

+ any

antidepressan

t

88

Inadequate
response:
met
inclusion
criteria
despite
receiving
sertraline
(50-200
mg/day) for
8 weeks

Inadequate
response to
current
antidepress
ant
treatment
(met DSM-
IV criteria
for MDD

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

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

¢ Sleeping
difficulties
endpoint

Treatment

length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy endpoint
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Ethnicity (% and e Depression
BME): NR HAMD>7; symptomatolo
mean length gy change
Baseline air sl
severity: :mldepress  Remission
HAMD 15.7 treatment; ~ ® Response
(less severe) 3.9 months) * Discontinuatio
n due to any
reason
¢ Discontinuatio
n due to side
effects
Nemets 2002 N=20 Eicosapentae  Placebo + Inadequate  Treatment
noic acid (E- SSRI response: length (weeks):
EPA) 2g/day + met 4
ReT ooy 554 SSRI nolusion
Israel ggsepril’?e Outcomesi
Gender (% receiving e Depression
female): 85 ST A symptomatolo
treatment gy endpoint
Ethnicity (% for 23 * Depression
BME): NR months symptomatolo
gy change
. score
Baseline
severity: ¢ Response
HAMD 23.15 ¢ Discontinuatio
(more severe) n due to any
reason
¢ Discontinuatio
n due to side
effects
Peet 2002 N=70 Ethyl- Placebo + any Inadequate  Treatment
eicosapemtae  antidepressan response length (weeks):
RCT Mean age noate 1g/day, t (HAMD=215) 12
(years): 44.7 2g/day or to ongoing
UK 4g/_day + any tr_eatment Outcomes:
antidepressan with
Gender (% t antidepress  * Response
female): 84 ant at an « Discontinuatio
adequate n due to any
Ethnicity (% dose reason
BME): NR ¢ Discontinuatio
n due to side
Baseline effects
severity:
MADRS 22.7

(more severe)

BME: black and minority ethnic; DSM: diagnostic statistical manual; HAMD: Hamilton depression scale; MADRS:
Montgomery-Asberg depression rating scale; MDD: major depressive disorder; NR: not reported; RCT:
randomised controlled trial; SSRI: selective serotonin reuptake inhibitor

89
Depression in adults: Evidence review D DRAFT (November 2021)
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Table 59: Summary of included studies. Comparison 58. Augmenting with thyroid

Fang 2011

RCT

China

Joffe 1993

RCT

Canada

Mean age
(years): NR

Gender (%
female): NR

Ethnicity (%
BME): NR

Baseline
severity: NR
(more severe)

N=33

Mean age
(years): NR

Gender (%
female): 67

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 18.75
(more severe)

Thyroid
hormone
80mg/day +
paroxetine

Liothyronine
sodium
(triiodothyroni
ne, T3)
37.5ug +
desipramine/
imipramine

Paroxetine
20mg/day

Placebo +
desipramine/
imipramine

hormone versus continuing with antidepressant (+/- placebo)

TRD:
Inadequate
response to
22
adequate
treatments
from
different
classes of
antidepress
ants in the
current
depressive
episode
(adequate
dosages of
antidepress
ants with
=3-month
duration)
determined
through
medical
records
and/or
prospective
treatment.
Paroxetine
1-week
lead-in
Inadequate
response
(HAMD=16)
toa
previous
adequate
trial of
desipramine
hydrochlorid
e (90%) or
imipramine
hydrochlorid
e (10%) =5
weeks

Treatment
length (weeks):
8

Outcomes:
e Remission
e Response

e Quality of life
physical
component
score

e Quality of life
mental
component
score

Treatment
length (weeks):
2

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

e Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised
controlled trial; TRD: treatment-resistant depression
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Table 60: Summary of included studies. Comparison 59. Augmenting with thyroid

Joffe 1993

RCT

Canada

Nierenberg
2006

RCT

us

Mean age
(years): NR

Gender (%
female): 59

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 19.5
(more severe)

N=142

Mean age
(years): 42.0

Gender (%
female): 58

Ethnicity (%
BME): 17

Baseline
severity: QIDS
12.4 (more
severe)

hormone versus augmenting with lithium

Liothyronine
sodium
(triiodothyroni
ne, T3)
37.5ug +
desipramine/
imipramine

Thyroid
hormone (T3)
25-50 ug/day
+ any
antidepressan
t

Lithium 900-
1200mg/day
(target plasma
level 0.55
nmol/L) +
desipramine/
imipramine

Lithium 225-
900mg/day +
any
antidepressan
t

Inadequate
response
(HAMD=16)
toa
previous
adequate
trial of
desipramine
hydrochlorid
e (90%) or
imipramine
hydrochlorid
e (10%) =5
weeks

TRD:
Inadequate
response
(not
achieved
remission or
who were
intolerant)
to an initial
prospective
treatment
with
citalopram
and a
second
switch or
augmentatio
n trial

Treatment
length (weeks):
2

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

e Discontinuatio
n due to any
reason

¢ Discontinuatio
n due to side
effects

Treatment
length (weeks):
14

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission
e Response

e Discontinuatio
n due to side
effects

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; QIDS: quick inventory of
depressive symptomatology; RCT: randomised controlled trial; TRD: treatment-resistant depression

Table 61: Summary of included studies. Comparison 60. Switching to ECT versus

RCT

switching to paroxetine

Folkerts 1997

N=40

6-9- ECT
treatments

91

Paroxetine
20-50mg/day

TRD:
Failure to
respond to

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

Treatment
length (weeks):
4
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Mean age
Germany (years): 49.8

Gender (%
female): 54

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 31.79
(more severe)

N —

W

Haghighi 2013 N=40 12 ECT
sessions +

RCT Mean age citalopram
(years): 31.5  40mg/day

Iran
Gender (%
female): 30

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 37.2
(more severe)

22 different
antidepress  Outcomes:

ants .
(including  * Depression
symptomatolo

21 TCA) fom:
over a total gy endpoint

period of 8  ® Depression
weeks symptomatolo

gy change
score

e Response

¢ Discontinuatio
n due to any
reason

e Discontinuatio
n due to side
effects

BME: black and minority ethnic;, ECT: electroconvulsive therapy; HAMD: Hamilton depression scale; NR: not
reported; RCT: randomised controlled trial; TCA: tricyclic antidepressant; TRD: treatment-resistant depression

Table 62: Summary of included studies. Comparison 61. Augmenting with ECT versus
continuing with antidepressant

Citalopram Inadequate  Treatment
40mg/day response to  length (weeks):
2-weeks of 4
citalopram
g:‘%msc/:qray) Outcomesi
recommend * Depression
ed by 2 symptomatolo
independent gy endpoint

psychiatrists ® Depression
symptomatolo

gy change
score

5 BME: black and minority ethnic; ECT: electroconvulsive therapy, HAMD: Hamilton depression scale; NR: not

6 reported; RCT: randomised controlled trial
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Table 63: Summary of included studies. Comparison 62. Augmenting with ECT versus
augmenting with exercise

Salehi 2016 12 ECT 12 exercise Inadequate  Treatment
sessions + sessions + response to  length (weeks):
RCT Mean age citalopram citalopram 2-weeks of 4
(years):929.4 40mg/day 40mg/day citalopram
Iran (‘:]%méléql_aY) Outcomes:
Gender (% ?ecommend e Depression
female): 28 symptomatolo
ed by 2 dooint
independent ~ 9Y €NdpoIn
Ethnicity (% psychiatrists  ® Depression
BME): NR symptomatolo
gy change
Baseline scor§ i
severity: e Remission
HAMD 41.23

(more severe)

BME: black and minority ethnic;, ECT: electroconvulsive therapy; HAMD: Hamilton depression scale; NR: not
reported; RCT: randomised controlled trial

Table 64: Summary of included studies. Comparison 63. Augmenting with ECT +

exercise versus augmenting with exercise

Salehi 2016 12 ECT 12 exercise Inadequate  Treatment

sessions + 12 sessions + response to  length (weeks):

RCT Mean age exercise citalopram 2-weeks of 4
(years): 29.7 s_essions + 40mg/day citalopram

citalopram (40mg/day)  outcomes:

Iran 40mg/day and ECT .
Gender (% earieme | © Depression
female): 28 ed by 2 symptomatolo

independent 9y endp?lnt
Ethnicity (% psychiatrists ® Depression
BME): NR symptomatolo
gy change
Baseline scor(.e )
severity: e Remission
HAMD 42.5

(more severe)

BME: black and minority ethnic; ECT: electroconvulsive therapy, HAMD: Hamilton depression scale; NR: not
reported; RCT: randomised controlled trial
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Table 65: Summary of included studies. Comparison 64. Augmenting with exercise
versus TAU

Danielsson
2014

RCT

Sweden

Ho 2014

RCT

China

Mean age
(years): 45.5

Gender (%
female): 76

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 24
(more severe)

N=52

Mean age
(years): 46.2

Gender (%
female): 67

Ethnicity (%
BME): NR

Baseline
severity:
MADRS 19
(less severe)

Aerobic
exercise +
SSRI/SNRI

Intensity: 2
individual
sessions +
16x twice-
weekly 1-hour
group training
sessions

Aerobic
exercise
group + any
antidepressan
t

Intensity: 15x
thrice-weekly
40-min
sessions

Enhanced
TAU +
SSRI/SNRI

Intensity: 1
session

Any
antidepressan
t

Inadequate
response
(retained
diagnosis)
to a course
of
antidepress
ants, of at
least 6
weeks
duration

Inadequate
response:
met
inclusion
criteria
despite
being on
antidepress
ant at
baseline

Treatment
length (weeks):
10

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission
e Response

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
3

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

BME: black and minority ethnic; MADRS: Montgomery-Asberg depression rating scale; NR: not reported; RCT:
randomised controlled trial; SNRI: serotonin-norepinephrine reuptake inhibitor; SSRI: selective serotonin reuptake
inhibitor; TAU: treatment as usual

Table 66: Summary of included studies. Comparison 65. Augmenting with exercise

Lavretsky
2011

RCT

us

versus attention-placebo

Mean age
(years): 70.6

Gender (%
female): 62

Tai Chi +
escitalopram
10-20mg/day

Intensity: 10x
2-hour
sessions

94

Attention-
placebo
(health
education) +
escitalopram
10-20mg/day

Inadequate
response to
4 weeks
prospective
treatment
with
escitalopra
m

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

Treatment
length (weeks):
10

Outcomes:

e Depression
symptomatolo
gy endpoint
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Ethnicity (%
BME): NR

Mather 2002
RCT

UK

Mota-Pereira
2011

RCT

Portugal

Baseline
severity:
HAMD 9 (less
severe)

N=86

Mean age
(years): 65.0

Gender (%
female): 69

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 17.05
(more severe)

N=33

Mean age
(years): 47.5

Gender (%
female): 66

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 17
(more severe)

Weight
training class
+ any
antidepressan
t

Intensity: 20x
twice-weekly
45-min
sessions

Aerobic
exercise + any
antidepressan

Intensity: 60
sessions/12x
30-45min
sessions
supervised

Intensity: 10x
2-hour
sessions

Attention-
placebo
(health
education
talks) + any
antidepressan
t

Intensity: 20x
twice-weekly
30-40 min
sessions

Attention-
placebo
(social
interaction
with study
staff and
peers) + any
antidepressan
t

Intensity: 12x
30-45min
sessions

Inadequate
response:
all
participants
had been in
receipt of a
therapeutic
dose of
antidepress
ant therapy
for at least 6
weeks
without
evidence of
a sustained
response
prior to
study entry

Inadequate
response
(failure to
show
clinical
remission,
HAMD>7) to
combined
therapy in
doses
considered
adequate
for 9-15
months

e Remission

¢ Discontinuatio
n due to any
reason

e Sleeping
difficulties
emdpoint

Treatment
length (weeks):
10

Outcomes:
e Response
¢ Discontinuatio

n due to any
reason

Treatment
length (weeks):
12

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response

¢ Discontinuatio
n due to any
reason

¢ Global
functioning
change score

BME: black and minority ethnic; HAMD: Hamilton depression scale; NR: not reported; RCT: randomised

controlled trial
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Table 67: Summary of included studies. Comparison 66. Augmenting with exercise +

Salehi 2016

RCT

Iran

Mean age
(years): 30.0

Gender (%
female): 35

Ethnicity (%
BME): NR

Baseline
severity:
HAMD 43.38
(more severe)

ECT versus augmenting with ECT

Exercise +
ECT +

citalopram
40mg/day

Intensity:
Exercise: 12x
thrice-weekly
sessions;
ECT: 12x
thrice-weekly
sessions

ECT +
citalopram
40mg/day

Intensity: 12x
thrice-weekly
exercise
sessions

Inadequate
response to
2-weeks of
citalopram
(40mg/day)
and ECT
recommend
ed by 2
independent
psychiatrists

Treatment
length (weeks):
4

Outcomes:

e Depression
symptomatolo
gy endpoint

e Depression
symptomatolo
gy change
score

e Remission

BME: black and minority ethnic;, ECT: electroconvulsive therapy; HAMD: Hamilton depression scale; NR: not
reported; RCT: randomised controlled trial

Table 68: Summary of included studies. Comparison 67. Augmenting with yoga versus

Sharma 2017

RCT

us

Uebelacker
2017

RCT

us

Mean age
(years): 37.2

Gender (%
female): 72

Ethnicity (%
BME): 8

Baseline
severity:
HAMD 20.4
(more severe)

N=122

Mean age
(years): 46.5

Gender (%
female): 84

Sudarshan
Kriya yoga
(SKY) group +
any
antidepressan
t

Intensity: 12
sessions

Hatha yoga
group + any
antidepressan

Intensity: 10-
20x 80-min
sessions

96

Waitlist + any
antidepressan
t

Attention-
placebo
(health living
workshop) +
any
antidepressan
t

continuing with antidepressant (+/- waitlist or attention-placebo)

Inadequate
response:
met
inclusion
criteria
despite
having
received a
stable dose
of
antidepress
ant
treatment
for at least 8
weeks

Inadequate
response:
met
inclusion
criteria
despite
currently
taking an
antidepress
antata

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

Treatment
length (weeks):
8

Outcomes:

e Depression
symptomatolo
gy change
score

e Remission

e Response

¢ Discontinuatio
n due to any
reason

Treatment
length (weeks):
10

Outcomes:
e Remission at:
o Endpoint

o 3-month
follow-up
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Details of Comments
inadequate
response
[treatment
Study Population Intervention Comparison  resistance
Ethnicity (% Intensity: 10-  dose with o 6-month
BME): 16 20x 60-min demonstrat follow-up
sessions ed Response at:
Baseline sizalveres o Endpoint
severity: QIDS S per. o 3-month
American
12.87 (more ) et f0||ow_up
severe) sychiatric
Association o 6-month
practice follow-up
guidelines Discontinuatio
for at least 8 n due to any
weeks reason

BME: black and minority ethnic; HAMD: Hamilton depression scale; QIDS: quick inventory of depressive
symptomatology; RCT: randomised controlled trial

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

Quality assessment of studies included in the evidence review

See the 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 economic literature identified 3 UK studies that assessed the
cost-effectiveness of psychological interventions (Hollinghurst 2014, Phillips 2014, Scott
2003), 3 UK studies that assessed the cost-effectiveness of pharmacological interventions
(Benedict 2010, Edwards 2013, Kessler 2018a/2018b) and 1 UK study that assessed the
cost-effectiveness of ECT (Greenhalgh 2005) for adults with depression showing an
inadequate response to at least one previous intervention for the current episode. Following
the hierarchy of inclusion criteria regarding country settings, one Canadian study (Town
2017/2020) that assessed the cost-effectiveness of short term psychodynamic
psychotherapy, one Swedish study (Nordstrém 2010), one Finnish study (Soini 2017) and 6
US studies (Malone 2007, Taneja 2012, Olgiati 2013, Singh 2017, Sussman 2017, Yoon
2018) that assessed the cost effectiveness of pharmacological interventions, and 1 US study
(Ross 2018) that assessed the cost-effectiveness of ECT in adults with depression that failed
to respond to previous treatment were also included in the review, because they assessed
interventions or made comparisons that had not been covered in UK studies.

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

N
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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

Computerised cognitive behavioural therapy with support following inadequate
response to antidepressants

Phillips 2014 undertook an economic analysis alongside a RCT (N=637; for the clinical
analysis, completion was 56% at 6 weeks and 36% at 12 weeks; for the cost analysis,
completion rates were not reported) to estimate the cost effectiveness of computerised CBT
with support (the freely available package of MoodGYM) versus attention control in adults
with depression, who were already under psychotropic medication, in the UK. The
perspective of the analysis was that of the NHS. Costs included hospital services (inpatient
and outpatient care), community services, staff time (GP, psychiatrist, district nurse,
counsellor, occupational health providers, other providers) and medication. The outcome
measures were the change in Work and Social Adjustment Scale (WSAS) scores and the
QALY, estimated based on EQ-5D (UK tariff). The time horizon of the analysis was 12 weeks
for the outcomes and 6 weeks for costs.

The time horizon of the analysis was very short and different for costs and outcomes, with
very low completion rates for outcome data both at 6 and 12 weeks. Attention control was
shown to be more costly and more effective than computerised CBT. The study is
characterised by inadequate reporting of results; no incremental analysis was conducted
(although it is possible to conduct from reported data) and no uncertainty results were
presented. Finally, it is unclear if the intervention cost (in terms of equipment and overheads
required) has been considered in the analysis. Therefore, although the study is directly
applicable to the UK context, it is characterised by very serious limitations and therefore was
not further considered when formulating recommendations.

Cognitive therapy or cognitive behavioural therapy in addition to antidepressants
versus antidepressants alone

Scott 2003 conducted a cost effectiveness analysis alongside a RCT (Paykel1999/Scott
2000; N=158) that compared cognitive therapy in addition to antidepressant therapy and
clinical management versus antidepressant therapy and clinical management alone, in adults
who were in an episode of major depression within the past 18 months but not in the past 2
months, and who had residual symptoms over at least 8 weeks (HAMD = 8 and BDI = 9). The
perspective of the analysis was that of the NHS and personal social services (PSS).
Healthcare cost elements consisted of interventions (cognitive therapy, medication, clinical
management), inpatient care, day hospital, staff time (GP, social worker, community
psychiatric nurse, therapist/counsellor), group therapy and marital therapy. National and local
inpatient unit costs were used. The outcome measure was the percentage of relapses
prevented. The duration of the analysis was 17 months.

Cognitive therapy in addition to antidepressants and clinical management was significantly
more effective and more costly than antidepressant therapy and clinical management alone,
with an Incremental Cost Effectiveness Ratio (ICER) of £7,621/additional relapse prevented
(2020 prices). This figure was higher depending on the method of imputation of missing data
and reached £12,425 when a complete case analysis, using 65% of participants, was
conducted. The probability of cognitive therapy in addition to antidepressant being cost-
effective was 0.60 and 0.80 at a willingness to pay (WTP) of £10,500 and £15,000 per
relapse prevented, respectively. This probability was sensitive to the method of missing data
imputation. The study is partially applicable to the NICE decision-making context as it does
not use the QALY as the measure of outcome and interpretation of the results requires
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judgement as to whether the additional unit of benefit (prevention of one relapse) is worth the
additional cost of £7,621. The study is characterised by minor limitations.

Hollinghurst 2014 conducted a cost consequence and cost-utility analysis alongside a RCT
(Wiles 2013/2016; N=469) to assess the cost effectiveness of cognitive behavioural therapy
(CBT) in addition to TAU versus TAU alone, in adults with major depression who had
adhered to antidepressant medication for at least 6 weeks in primary care, but who continued
to have significant depressive symptoms (BDI-II score 214 and ICD-10 diagnosis of
depression), in the UK; TAU comprised GP care, including antidepressant treatment as
judged appropriate by the person’s GP or a referral, as required. The time horizon of the
analysis was 12 months; 3-5 year follow up data were also reported. The perspective of the
cost-utility analysis was that of the NHS and PSS, with cost elements comprising intervention
(CBT), medication, primary and community mental and general health care, and specialist
(secondary) mental health care. National unit costs were used. A number of outcomes were
assessed, such as the change in BDI-II score, response and remission rates, and the SF-12
mental and physical subscales. QALYs were estimated using the EQ-5D (UK tariff), with SF-
6D ratings being used for the estimation of QALYs in a sensitivity analysis.

CBT was found to be associated with a significant increase in total NHS and PSS costs and
was also significantly better than control in a number of outcomes including response, the
SF-12 mental sub-scale score and the QALY, both at 12 months and at the 3-5 year follow
up. At 12 months, the ICER of CBT plus TAU versus TAU alone was £17,639/QALY (2020
prices). The probability of CBT being cost-effective was 0.74 and 0.91 at the NICE lower and
upper cost effectiveness threshold of £20,000 and £30,000/QALY, respectively. Results were
not sensitive to a change in psychologist unit costs and to the exclusion of hospitalisation
costs; in contrast, results were sensitive to estimation of QALYs using the SF-6D instead of
EQ-5D, with the ICER rising at £35,045/QALY. Analysis of participants with full complete
data (instead of imputation of missing data) resulted in ICER of £21,720/QALY. At the 3-5
year follow up, the ICER of CBT versus TAU dropped at £5,943/QALY (2020 prices) with the
probability of CBT being cost-effective rising at 0.92 and 0.95, at the NICE lower and upper
cost effectiveness threshold of £20,000 and £30,000/QALY, respectively. The study is
directly applicable to the NICE decision-making context and is characterised by minor
limitations.

Intensive short-term psychodynamic psychotherapy

Town 2017/2020 assessed the cost-utility of intensive short-term psychodynamic
psychotherapy versus secondary care TAU, comprising community mental health teams
delivering pharmacotherapy and clinical management, supportive or structured activities
focused around symptom management and in some cases individual or group
psychotherapy, in adults with depression who were non-remitting following at least one
antidepressant treatment course, over 18 months, in Canada. The study was undertaken
alongside a RCT (Town 2017/2020, N=60) and adopted a mental health payer perspective.
The study is partially applicable to the UK setting as it was conducted in Canada, and it was
considered to have very serious limitations, as the authors reported that the intervention was
dominant, yet in probabilistic analysis the intervention was cost-saving only in 2.5% of
iterations and its probability of being cost-effective at a cost-effectiveness threshold of
£15,000/QALY was 0.65. Therefore the study was not further considered when formulating
recommendations.

Mirtazapine as an adjunct treatment to SSRIs or SNRIs

Kessler 2018a/2018b undertook a cost-utility analysis alongside a RCT (Kessler
2018a/2018b; N=480, with 75% of cost and effectiveness data available for the economic
analysis) to assess the cost effectiveness of mirtazapine added to a SSRI or SNRs versus
pill placebo added to a SSRI or SNRI, in adults with major depression who had used an
SSRI or SNRI for at least six weeks but were still depressed, in the UK. The time horizon of
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the analysis was 12 months. The perspective of the cost-utility analysis was that of the NHS
and PSS. Costs included mirtazapine, other medication, hospital care related to depression
or mental health (inpatient care, A&E attendances, outpatient care), primary and community
care (e.g. GP or nurse contacts, CBT, counselling or other talking therapies, mental health
clinic, prescribed exercise programmes, NHS Direct, NHS walk-in centres), personal social
services (mental health nurse home visits, occupational therapy, social worker, day centre
use, etc.) National unit costs were used. The primary measure of outcome was the QALY,
estimating using the 5-level EQ-5D (UK tariff).

Mirtazapine was found to be more costly and more effective than pill placebo, with an
incremental net monetary benefit (INMB) of £430 (-£987 to £1,846) [completer analysis] and
£99 (-£115 to £313) [imputed data analysis] in 2020 prices. The probability of mirtazapine
being cost-effective was 0.69 and 0.71 at the NICE lower and upper cost effectiveness
threshold of £20,000 and £30,000/QALY, respectively. The study is partially applicable to the
NICE decision-making context as it used the EQ-5D-5L (and not the 3-level one) and is
characterised by minor limitations.

Continuation of current pharmacological treatment (citalopram) versus switching to
another antidepressant (venlafaxine, sertraline) or augmentation with bupropion

Olgiati 2013 compared the cost-effectiveness of different strategies for adults with
depression that did not remit following pharmacological treatment (citalopram), comprising
continuation of current treatment (citalopram), switching to sertraline or venlafaxine, or
augmentation of citalopram with bupropion in the US. The study reported that both switching
and augmentation strategies were more cost-effective than continuation of current treatment
with citalopram. However, efficacy data for the 3 strategies were taken from different studies
without using a common comparator, thus breaking randomisation rules. The study is
partially applicable to the UK context and is characterised by very serious limitations;
therefore, it has not been considered further when formulating recommendations.

Sertraline versus venlafaxine versus bupropion following inadequate response to
previous SSRI treatment

Soini 2017 assessed the relative cost-effectiveness of a number of antidepressants
(sertraline, venlafaxine, bupriopion, as well as agomelatine and votrioxetine that were not
part of this review question) for adults with depression that required further treatment after
inadequate response to previous treatment with SSRIs. The study was based on decision-
analytic modelling and was conducted from the perspective of the Finnish health service
payer. Costs included medication, GP visits, psychiatrist, psychotherapist or counsellor’s
time, and hospital (psychiatric ward, outpatient visit). National unit costs were used. The
source of efficacy data for the 3 interventions of interest was a RCT (Rush 2006; n=727 at
level 2). The measure of outcome was the QALY, based on Finish EQ-5D ratings on the VAS
scale. The time horizon of the analysis was 12 months.

According to the results, sertraline was dominated by both venlafaxine and bupropion.
Bupropion was more effective and more costly than venlafaxine, with an ICER of
£2,249/QALY in 2020 prices. The study is partially applicable to the UK as it was conducted
in Finland, and is characterised by potentially serious limitations, including the bias
introduced in the analysis, as it was funded by industry. Moreover, the analysis included two
further interventions (agomelatine, vortioxertine) that were not part of the review question for
this guideline (and thus were not of interest) and assessed uncertainty, in the form of
probability of cost-effectiveness, after making pairwise comparisons (so that vortioxetine was
compared with one intervention at a time); therefore, it was not possible to extract the
uncertainty associated with the 3 interventions of interest (in terms of probability of cost-
effectiveness of each intervention out of the 3) from the study.
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Singh 2017 assessed the relative cost-effectiveness of sertraline, venlafaxine and bupriopion
for adults with depression that required further treatment after inadequate response to
previous treatment with SSRIs. The study was conducted alongside a RCT (Rush 2006;
n=727) and was conducted from the perspective of the US government as a payer. Costs
included medication, outpatient and A&E visits, as well as hospitalisation. National unit costs
were used. Two measures of outcome were used: response and remission. The time horizon
of the analysis was 9 weeks.

According to the results, there were no statistically significant differences in costs or in
effects among the 3 interventions. At a cost-effectiveness threshold of £23,000 per unit of
effectiveness, venlafaxine had the highest net health benefit in terms of response and a
probability of being the most cost-effective option around 40%, while sertraline had the
highest net health benefit in terms of remission and a probability of being the most cost-
effective option of approximately 45%. The study is partially applicable to the NICE decision
making-context as it was carried out in the US and did not use the QALY as the outcome
measure and is characterised by potentially serious limitations, mainly due to its short time
horizon.

Duloxetine versus venlafaxine versus mirtazapine following inadequate response to
previous SSRI treatment

Benedict 2010 constructed an economic model to evaluate the cost effectiveness of
duloxetine, venlafaxine and mirtazapine in adults with severe major depression who failed
previous SSRI treatment and were referred to mental health specialists in secondary care in
the UK. The duration of the analysis was 48 weeks. The analysis adopted the perspective of
the Scottish NHS, with costs including medication, A&E visits, staff time (GPs, psychiatrists)
and hospitalisation. Resource use estimates were based on expert opinion; national unit
costs were used. The outcome measure was the QALY, based on EQ-5D ratings (UK tariff).
Efficacy data were obtained from meta-analyses of RCTs, with randomisation rules possibly
being broken. Duloxetine was found to dominate both venlafaxine and mirtazapine and to
have a probability of being cost-effective of 0.80 at the NICE lower cost effectiveness
threshold of £20,000/QALY. Although the study is directly applicable to the NICE decision-
making context, it is characterised by potentially serious limitations, including the methods for
meta-analysis and evidence synthesis (selective use of RCTs and synthesis that appears to
have potentially broken randomisation) and the fact that it was funded by industry, which may
have introduced bias in the analysis.

Escitalopram versus duloxetine versus venlafaxine following inadequate response to
previous antidepressant treatment

Nordstréom 2010 developed an economic model to evaluate the cost effectiveness of
escitalopram, duloxetine and venlafaxine in adults with major depression treated in primary
care, who had had a history of treatment with another antidepressant within the previous 6
months, in Sweden. The time horizon of the analysis was 6 months. The analysis adopted a
societal perspective but healthcare costs were reported separately and included medication,
staff time (GP, psychiatrist, other doctors e.g. neurologist, cardiologist, psychotherapist,
counsellor, psychologist, nurse), hospitalisation and treatment of side effects. Resource use
estimates were based on a cohort study conducted in 56 primary care centres in Sweden
over 6 months; national unit costs were used. The outcome measure was the probability of
remission (defined as a MADRS total score < 12) achieved after 8 weeks of treatment and
sustained until the end of 6 months; and the QALY estimated based on EQ-5D ratings (UK
tariff). Efficacy data were derived from pooled analysis of trial data, including only
participants who had already received antidepressant therapy prior to randomisation; data for
duloxetine and venlafaxine were pooled together. Considering only healthcare costs,
escitalopram was found to dominate both duloxetine and venlafaxine and to have a
probability of being cost-effective of more than 0.98 at the NICE lower cost effectiveness
threshold of £20,000/QALY. The study is only partially applicable to the NICE decision-
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making context and is characterised by potentially serious limitations, including the methods
for evidence synthesis (selective use of RCTs and data pooling for two of the assessed
interventions) and the fact that it was funded by industry, which may have introduced bias in
the analysis.

Generic SSRIs (citalopram, fluoxetine, paroxetine) versus escitalopram versus
paroxetine controlled release versus sertraline versus venlafaxine following
inadequate response to previous SSRI treatment

Malone 2007 compared different SSRIs (including escitalopram, paroxetine controlled
release, sertraline and venlafaxine) in adults with major depression who failed to achieve
remission with previous treatment with SSRIs in the US. Efficacy estimates were based on a
review of published trial data and further assumptions; evidence synthesis was done by
naive addition of efficacy data, leading to breaking of randomisation rules. Paroxetine
controlled release and sertraline were found to be dominated by other SSRIs. Results for
other SSRIs and ICERs are difficult to interpret, as the measure of outcome was the
probability of response and not the QALY. The study was funded by industry, which may
have introduced further bias to the analysis. The study is partially applicable to the UK
context and is characterised by very serious limitations. Therefore, it has not been
considered further when formulating recommendations.

Atypical antipsychotics adjunct to a SSRI versus lithium adjunct to a SSRI

Edwards 2013 developed an economic model to assess the cost-utility of atypical
antipsychotics versus lithium, both as adjuncts to an SSRI, for the treatment of adults with
treatment-resistant depression (defined as failure to respond to at least 2 previous
antidepressants in the current episode of depression) in the UK. The study adopted a NHS
and PSS perspective and considered medication costs, healthcare professional time (GP,
community mental health teams, crisis resolution and home treatment teams), hospitalisation
and monitoring (laboratory testing) costs. Efficacy data were taken from a systematic review
and network meta-analysis that enabled an indirect comparison between the two
interventions, using 6 RCTs comparing olanzapine plus fluoxetine versus fluoxetine alone in
people with treatment-resistant depression and 1 RCT comparing lithium plus fluoxetine
versus fluoxetine alone in people who had failed at least one antidepressant; a common
class effect was assumed for SSRIs and also for antipsychotics. Data on lithium as adjunct to
an SSRI were taken from a population that had failed to respond to one previous SSRI (and
not from people with treatment-resistant depression) due to lack of more relevant data. In
order to estimate the effect of each intervention, a fixed baseline MADRS score was
assumed for both arms; the change in MADRS scores at endpoint was assumed to have a
normal distribution, which was used to estimate proportions of people in the remission,
response and no response states.

Resource use estimates were mainly based on clinical expert opinion, with the exception of
the length of hospitalisation, which was based on national hospital episode statistics. In order
to estimate medication costs in each arm of the model, it was assumed, based on expert
advice, that antipsychotic use comprised 30% aripiprazole, 30% olanzapine, 20% quetiapine,
and 20% risperidone; and SSRI use comprised 20% citalopram, 20% escitalopram, 30%
fluoxetine, and 30% sertraline. The study utilised national unit costs. The outcome measure
was the QALY estimated based on EQ-5D ratings (UK tariff). The time horizon of the
analysis was 12 months.

Augmentation of SSRIs with lithium was found to dominate augmentation of SSRIs with an
atypical antipsychotic; the probability of lithium being dominant versus antipsychotics (both
as adjuncts to an SSRI) was 1. Results were sensitive to the efficacy of augmentation
strategies and discontinuation rates; they were robust under different assumptions regarding
resource use, as well as under changes in remission and relapse risk at follow-up. The study
is directly applicable to the UK context and is characterised by potentially serious limitations,
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comprising mainly the source of efficacy data (i.e. the lack of evidence on treatment-resistant
depression treated with lithium as an adjunct on a SSRI), the assumptions made around
baseline and endpoint MADRS scores, and the fact that all resource use was based on
expert opinion.

Aripiprazole adjunct to an antidepressant versus bupropion adjunct to antidepressant
versus switching to bupropion

Yoon 2018 assessed the cost-effectiveness of aripiprazole adjunct to an antidepressant
versus bupropion adjunct to an antidepressant versus switching to bupropion in adult
veterans with treatment-resistant depression defined as failure to respond to at least 2
previous antidepressants in the current episode of depression. The economic study was
conducted alongside a RCT (Mohamed 2017; N=1522, completers n=1131). The study used
a healthcare perspective and included medication and mental health (inpatient, outpatient)
costs. Unit costs were based on national sources. The outcome measures were remission,
defined as QIDS-C score of <5 in 2 consecutive follow-up visits; and the QALY, estimated
using EQ-5D. No further details on the use of EQ-5D were reported (e.g. whether the VAS
value or a utility value was used; if the latter, which country’s tariff was used). The time
horizon of the analysis was 12 weeks.

Aripiprazole was found to be the most effective in terms of remission and the most costly
among the 3 options; QALY's were very similar across the 3 options. Using the remission
outcome, switching to bupropion was dominated by bupropion adjunct. The ICER of
aripiprazole adjunct vs bupropion adjunct was £3,791/ remission (2020 prices). Using the
QALY as the outcome, the ICER of aripiprazole adjunct vs bupropion switch was
£348,428/QALY:; the ICER of bupropion switch vs bupropion adjunct was £21,614/QALY. At
a cost-effectiveness threshold of £15,000/remission, the probability of cost-effectiveness was
76% for aripiprazole adjunct, 23% for bupropion adjunct and only 1% for bupropion switch.
The study is partially applicable to the UK context as it was conducted in the UK and is
characterised by potentially serious limitations, including its short time horizon, the unclear
method of estimation of QALYs from EQ-5D, and the potential conflicts of interest due to
relations with pharmaceutical industry.

Various antipsychotics adjunct to antidepressants versus antidepressant treatment
alone

Taneja 2012 compared the cost-effectiveness of different antipsychotics (aripiprazole,
quetiapine and olanzapine) as adjuncts to antidepressants versus antidepressant treatment
alone, in adults with major depression who had responded inadequately to previous
antidepressant therapy in the US, from a healthcare perspective, using decision-analytic
modellling. The measure of outcome was response. Efficacy data were derived from a meta-
analysis of published phase lll clinical trials and indirect comparison using placebo as
baseline comparator. The time horizon was too short (only 6 weeks) to allow assessment of
the cost effectiveness of interventions over the duration of the depressive episode; moreover,
the study was funded by industry, which may have introduced additional bias in the analysis.
The study is partially applicable to the UK context and is characterised by very serious
limitations (as the time horizon was not adequate to measure effects) and was therefore not
considered further.

Sussman 2017 also compared the cost-effectiveness of different antipsychotics
(brexpiprazole, quetiapine 150 and 300mg/day, olanzapine/fluoxetine) as adjuncts to
antidepressants versus antidepressant treatment alone, in adults with major depression who
had responded inadequately to previous antidepressant therapy in the US, from a payer’s
perspective, using decision-analytic modelling. The measures of outcome were response
and remission. Efficacy data were derived from various trials and meta-analyses, using
indirect comparisons for evidence synthesis. The time horizon was 48 weeks. The study
found that quetiapine was dominated by olanzapine/fluoxetine. Brexpiprazole was the most
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effective and most costly intervention. Its ICER versus olanzapine/fluoxetine was
£36,619/responder and £53,969/remitter. The ICER of olanzapine/fluoxetine versus
antidepressants alone was £8,053/responder and £9,986/remitter (2020 prices). The study is
partially applicable to the UK context and is characterised by potentially serious limitations,
mainly that is was funded by industry, which may have introduced bias in the analysis.

AR WN -

ECT versus TCAs, SSRIs, SNRIs and lithium augmentation

Greenhalgh 2005 developed an economic model to assess the cost effectiveness of
electroconvulsive therapy (ECT) compared with various pharmacological treatments such as
TCAs, SSRIs, SNRIs and lithium augmentation in adults with major depressive disorder who
require hospitalisation. The interventions assessed in the analysis were combined in 8

11 strategies of 3 lines of therapy and maintenance therapy following ECT, which mostly

12 comprised SSRIs. Efficacy data were taken from a systematic literature review of RCTs and
13 published meta-analyses, and further assumptions. No harms were modelled for any of the
14 modelled interventions (in terms of costs or outcomes), although early treatment

15 discontinuation (for any reason) was considered in the model structure (however, this was
16 not assumed to have any effect on health-related quality of life).

—_—
QOWwoo~N O

17 The perspective of the analysis was that of the NHS. Costs included intervention (ECT,

18 medication), hospitalisation, continued care for non-responders (nursing home placement
19 with psychiatric provision), and maintenance treatment (laboratory testing, contacts with GP,
20 psychiatrist and psychiatric nurse). Resource use data were based on published literature
21 and expert opinion. The outcome measure was the QALY, estimated based on preferences
22 for vignettes using the McSad health state classification system valued by service users with
23 previous depression in Canada. The time horizon of the analysis was 12 months.

24 The most effective and cost-effective strategy appeared to be a sequence of ECT — SSRI -
25 lithium augmentation, which had an ICER versus a sequence of SNRI — ECT - lithium

26 augmentation of £10,082/QALY (2020 prices). All other strategies were dominated. Results
27 were modestly sensitive to use of alternative utility values and robust to small changes in

28 costs and suicide rates. The study is partially applicable to the NICE decision-making context
29 as the method of generation of QALY's was not consistent with NICE recommendations and
30 is characterised by potentially serious limitations, including the assumptions made in clinical
31 and cost input parameters and the lack of consideration of any intervention harms.

32 Ross 2018 also constructed an economic model to assess the cost effectiveness of ECT

33 being used as 15.-6" line treatment following 0-5 lines of pharmacological and/or

34 psychological treatment, compared with no ECT (antidepressants and/or psychological

35 treatment alone) in people with treatment-resistant depression in the UK. Efficacy data were
36 taken from meta-analyses, RCTs, observational studies and further assumptions. No

37 comparative data between ECT and pharmacotherapy/psychotherapy were utilised in the

38 analysis and no evidence synthesis of available data was undertaken. The perspective of the
39 analysis was that of the healthcare system. Costs included ECT, medication, outpatient and
40 inpatient care, and laboratory testing. Resource use data were based on published literature.
41 The outcome measure was the QALY, estimated using published utility data that had, in turn,
42 been estimated using the EQ-5D (UK tariff). The time horizon of the analysis was 4 years.
43 The study is partially applicable to the NICE decision-making context as the method of

44 generation of QALY's was not consistent with NICE recommendations and is characterised
45 by very serious limitations, as no comparative data between ECT and pharmacotherapy/

46 psychotherapy seem to have been utilised in the analysis and no evidence synthesis of

47 available data was undertaken. Therefore this study was not considered further.

48 Economic model

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

2 Clinical evidence statements

3 Comparison 1. Augmenting with cognitive and cognitive behavioural therapies versus
continuing with antidepressant (+/ waitlist or attention-placebo)

4

5

44

45
46
47
48

Critical outcomes:

Depression symptomatology

Very low quality evidence from 13 RCTs (N=1224) shows a clinically important and
statistically significant benefit of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with waitlist or attention-placebo, on depression symptomatology at
endpoint for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Very low quality evidence from 10 RCTs (N=524) shows a clinically important and
statistically significant benefit of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with waitlist or attention-placebo, on depression symptomatology change
from baseline to endpoint for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Moderate quality evidence from 2 RCTs (N=123) shows a clinically important and
statistically significant benefit of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with attention-placebo, on depression symptomatology at 2-3 month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Low quality evidence from 5 RCTs (N=696) shows a clinically important and
statistically significant benefit of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with waitlist or attention-placebo, on depression symptomatology at 4-6
month follow-up for adults with depression who have shown an inadequate response
to at least 1 previous course of antidepressant treatment for the current episode

Very low quality evidence from 2 RCTs (N=238) shows neither a clinically important
nor statistically significant effect of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on depression symptomatology at
11-12 month follow-up for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Low quality evidence from 1 RCT (N=248) shows a statistically significant but not
clinically important benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on depression symptomatology at
40-month follow-up for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Remission

Moderate quality evidence from 8 RCTs (N=1293) shows a clinically important and
statistically significant benefit of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with waitlist or attention-placebo, on the rate of remission for adults with
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depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=80) shows a clinically important but not
statistically significant benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on the rate of remission at 3-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Moderate quality evidence from 2 RCTs (N=549) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT
relative to continuing with antidepressants-only on the rate of remission at 6-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=80) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on the rate of remission at 12-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Low quality evidence from 1 RCT (N=469) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on the rate of remission at 40-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Response

Moderate quality evidence from 6 RCTs (N=829) shows a clinically important and
statistically significant benefit of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with waitlist or attention-placebo, on the rate of response for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=80) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on the rate of response at 3-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Moderate quality evidence from 2 RCTs (N=549) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT
relative to continuing with antidepressants-only on the rate of response at 6-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=80) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on the rate of response at 12-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=469) shows a clinically important and
statistically significant benefit of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on the rate of response at 40-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode
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Discontinuation due to any reason

Moderate quality evidence from 13 RCTs (N=1494) shows neither a clinically
important nor statistically significant effect on the number of participants who
discontinued for any reason of augmenting antidepressants with cognitive and
cognitive behavioural therapies, relative to continuing with antidepressants-only or
augmenting with waitlist or attention-placebo, for the further-line treatment of
depression

Discontinuation due to side effects

Low quality evidence from 1 RCT (N=296) shows lower discontinuation due to side
effects for participants receiving combined cognitive behavioural analysis system of
psychotherapy (CBASP) and antidepressant treatment relative to antidepressants-
only for the further-line treatment of depression, however this effect is not statistically
significant

Important outcomes:

Quality of life

Low quality evidence from 1 RCT (N=40) shows neither a clinically important nor
statistically significant effect of augmenting antidepressants with a blended
computerised and face-to-face CBT intervention, relative to waitlist and
antidepressants, on quality of life at endpoint for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Moderate to low quality evidence from 3 RCTs (N=530) shows neither clinically
important nor statistically significant effects of augmenting antidepressants with
cognitive and cognitive behavioural therapies, relative to continuing with
antidepressants-only or antidepressants and waitlist, on quality of life physical and
mental component scores for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

High to moderate quality evidence from 1 RCT (N=80) shows neither clinically
important nor statistically significant effects of augmenting antidepressants with
individual CBT, relative to continuing with antidepressants-only, on quality of life
physical and mental component scores at 3-month follow-up and 12-month follow-up
for adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Very low quality evidence from 2 RCTs (N=469) shows neither clinically important nor
statistically significant effects of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on quality of life physical and mental
component scores at 6-month follow-up for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Moderate quality evidence from 1 RCT (N=242) shows neither a clinically important
nor statistically significant effect of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on quality of life physical component
score at 40-month follow-up for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Low quality evidence from 1 RCT (N=242) shows a statistically significant but not
clinically important benefit of augmenting antidepressants with individual CBT,
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relative to continuing with antidepressants-only, on quality of life mental component
score at 40-month follow-up for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Personal, social, and occupational functioning

Low quality evidence from 2 RCTs (N=405) shows a statistically significant but not
clinically important benefit of augmenting antidepressants with cognitive and cognitive
behavioural therapies, relative to continuing with antidepressants-only, on functional
impairment for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=158) shows neither a clinically important
nor statistically significant effect of augmenting antidepressants with individual CBT,
relative to continuing with antidepressants-only, on functional impairment at 11-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Comparison 2. Augmenting with cognitive and cognitive behavioural therapies versus
augmenting with counselling

Critical outcomes:

Depression symptomatology

High quality evidence from 1 RCT (N=342) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
cognitive behavioural analysis system of psychotherapy (CBASP) relative to brief
supportive psychotherapy, on depression symptomatology at endpoint for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Remission

Moderate quality evidence from 1 RCT (N=395) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with cognitive
behavioural analysis system of psychotherapy (CBASP), relative to brief supportive
psychotherapy, on the rate of remission for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

Low quality evidence from 1 RCT (N=395) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
cognitive behavioural analysis system of psychotherapy (CBASP) relative to brief
supportive psychotherapy, on the rate of discontinuation for any reason, for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode
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Discontinuation due to side effects

Low quality evidence from 1 RCT (N=395) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with brief
supportive psychotherapy, relative to cognitive behavioural analysis system of
psychotherapy (CBASP), on the rate of discontinuation due to side effects for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

High quality evidence from 1 RCT (N=334) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
cognitive behavioural analysis system of psychotherapy (CBASP) relative to brief
supportive psychotherapy, on functional impairment for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Comparison 3. Augmenting with counselling versus continuing with antidepressant

Critical outcomes:

Depression symptomatology

High quality evidence from 1 RCT (N=244) shows neither a clinically important nor
statistically significant effect of augmenting antidepressant treatment with brief
supportive psychotherapy, relative to continuing with antidepressants-only, on
depression symptomatology at endpoint for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Remission

Moderate quality evidence from 1 RCT (N=291) shows neither a clinically important
nor statistically significant effect of augmenting antidepressant treatment with brief
supportive psychotherapy, relative to continuing with antidepressants-only, on the
rate of remission for adults with depression who have shown an inadequate response
to at least 1 previous course of antidepressant treatment for the current episode

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

Low quality evidence from 1 RCT (N=291) shows neither a clinically important nor
statistically significant effect of augmenting antidepressant treatment with brief
supportive psychotherapy, relative to continuing with antidepressants-only, on the
rate of discontinuation due to any reason for adults with depression who have shown
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an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Discontinuation due to side effects

Low quality evidence from 1 RCT (N=291) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with brief
supportive psychotherapy, relative to continuing with antidepressants-only, on the
rate of discontinuation due to side effects for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

High quality evidence from 1 RCT (N=237) shows neither a clinically important nor
statistically significant effect of augmenting antidepressant treatment with brief
supportive psychotherapy, relative to continuing with antidepressants-only, on
functional impairment for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Comparison 4. Augmenting with IPT versus continuing with antidepressant

Critical outcomes:

Depression symptomatology

Low quality evidence from 2 RCTs (N=158) shows a statistically significant but not
clinically important benefit of augmenting antidepressant treatment with IPT, relative
to continuing with antidepressants-only, on depression symptomatology at endpoint
for adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Low quality evidence from 3 RCTs (N=212) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with IPT,
relative to continuing with antidepressants-only, on depression symptomatology
change from baseline to endpoint for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Low quality evidence from 2 RCTs (N=131) shows neither a clinically important nor
statistically significant effect of augmenting antidepressant treatment with IPT, relative
to continuing with antidepressants-only, on depression symptomatology at 1-3 month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Low quality evidence from 1 RCT (N=97) shows a clinically important and statistically
significant benefit of augmenting antidepressant treatment with IPT, relative to
continuing with antidepressants-only, on depression symptomatology at 12-month
follow-up for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode
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Remission

e Low quality evidence from 4 RCTs (N=358) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with IPT,
relative to continuing with antidepressants-only, on the rate of remission for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Response

e Low quality evidence from 3 RCTs (N=234) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with IPT,
relative to continuing with antidepressants-only, on the rate of response for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Discontinuation due to any reason

e Low quality evidence from 4 RCTs (N=358) shows higher discontinuation due to any
reason with combined IPT and antidepressant treatment relative to continuing with
antidepressants-only for the further-line treatment of depression, however this effect
is not statistically significant

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

e Low quality evidence from 1 RCT (N=124) shows neither a clinically important nor
statistically significant effect of augmenting antidepressant treatment with IPT, relative
to continuing with antidepressants-only, on global functioning for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

e Low quality evidence from 1 RCT (N=97) shows statistically significant but not
clinically important benefits of augmenting antidepressant treatment with IPT, relative
to continuing with antidepressants-only, on global functioning at 3-month and 12-
month follow-up for adults with depression who have shown an inadequate response
to at least 1 previous course of antidepressant treatment for the current episode

Comparison 5. Augmenting with short-term psychodynamic psychotherapy versus
continuing with antidepressant

Critical outcomes:

Depression symptomatology

e Moderate quality evidence from 1 RCT (N=60) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with intensive
short-term dynamic psychotherapy, relative to continuing with antidepressants-only,
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on depression symptomatology at endpoint, and on change from baseline to
endpoint, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

e Moderate quality evidence from 1 RCT (N=60) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with intensive
short-term dynamic psychotherapy, relative to continuing with antidepressants-only,
on depression symptomatology at 3-month, 6-month and 12-month follow-up for
adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Remission

e High quality evidence from 1 RCT (N=60) shows a clinically important and statistically
significant benefit of augmenting antidepressant treatment with intensive short-term
dynamic psychotherapy, relative to continuing with antidepressants-only, on the rate
of remission for adults with depression who have shown an inadequate response to
at least 1 previous course of antidepressant treatment for the current episode

e Low quality evidence from 1 RCT (N=60) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with intensive
short-term dynamic psychotherapy, relative to continuing with antidepressants-only,
on the rate of remission at 12-month follow-up for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Response

e Low quality evidence from 1 RCT (N=60) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with intensive
short-term dynamic psychotherapy, relative to continuing with antidepressants-only,
on the rate of response at 12-month follow-up for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Discontinuation due to any reason

e Low quality evidence from 1 RCT (N=60) shows higher discontinuation due to any
reason with combined intensive short-term dynamic psychotherapy and
antidepressant treatment relative to continuing with antidepressants-only for the
further-line treatment of depression, however this effect is not statistically significant

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 6. Augmenting with long-term psychodynamic psychotherapy versus
continuing with antidepressant
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Critical outcomes:

Depression symptomatology

Very low quality evidence from 1 RCT (N=99) shows neither a clinically important nor
statistically significant effect of augmenting antidepressant treatment with long-term
psychodynamic psychotherapy, relative to continuing with antidepressants-only, on
depression symptomatology at endpoint for adults with depression who have shown
an inadequate response to at least 2 previous treatments for the current episode
Very low quality evidence from 1 RCT (N=96-98) shows neither a clinically important
nor statistically significant effect of augmenting antidepressant treatment with long-
term psychodynamic psychotherapy, relative to continuing with antidepressants-only,
on depression symptomatology at 6-month or 12-month follow-up for adults with
depression who have shown an inadequate response to at least 2 previous
treatments for the current episode

Very low quality evidence from 1 RCT (N=92) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with long-term
psychodynamic psychotherapy, relative to continuing with antidepressants-only, on
depression symptomatology at 2-year follow-up for adults with depression who have
shown an inadequate response to at least 2 previous treatments for the current
episode

Remission

Very low quality evidence from 1 RCT (N=129) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with long-term
psychodynamic psychotherapy, relative to continuing with antidepressants-only, on
the rate of remission for adults with depression who have shown an inadequate
response to at least 2 previous treatments for the current episode

Very low quality evidence from 1 RCT (N=129) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with long-term
psychodynamic psychotherapy, relative to continuing with antidepressants-only, on
the rate of remission at 2-year follow-up for adults with depression who have shown
an inadequate response to at least 2 previous treatments for the current episode

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

Very low quality evidence from 1 RCT (N=129) shows neither a clinically important
nor statistically significant effect of augmenting antidepressant treatment with long-
term psychodynamic psychotherapy, relative to continuing with antidepressants-only,
on the rate of discontinuation due to any reason for adults with depression who have
shown an inadequate response to at least 2 previous treatments for the current
episode

Discontinuation due to side effects

No evidence was identified for this outcome.
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 7. Augmenting with self-help versus continuing with the antidepressant (+/-
attention-placebo)

Critical outcomes:

Depression symptomatology

Moderate quality evidence from 3 RCTs (N=157) shows neither a clinically important
nor statistically significant effect of augmenting antidepressants with a self-help
intervention, relative to continuing with antidepressants-only or augmenting with
attention-placebo, on depression symptomatology at endpoint for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Moderate quality evidence from 3 RCTs (N=157) shows a statistically significant but
not clinically important benefit of augmenting antidepressants with a self-help
intervention, relative to continuing with antidepressants-only or augmenting with
attention-placebo, on depression symptomatology change from baseline to endpoint
for adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Moderate quality evidence from 1 RCT (N=32) shows a clinically important and
statistically significant benefit of augmenting antidepressants with attentional bias
training, relative to augmenting with attention-placebo, on depression
symptomatology at 1-month follow-up for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Remission

No evidence was identified for this outcome.

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

Low quality evidence from 2 RCTs (N=130) shows higher discontinuation due to any
reason with combined self-help and antidepressant treatment, relative to continuing
with antidepressants-only or combined attention-placebo and antidepressant
treatment for the further-line treatment of depression, however this effect is not
statistically significant

Discontinuation due to side effects

No evidence was identified for this outcome.
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 8. Augmenting with self-help and switching to SSRI versus switching to
SSRI-only

Critical outcomes:

Depression symptomatology

Low to very low quality evidence from 1 RCT (N=164) shows a clinically important
and statistically significant benefit of switching to SSRI and augmenting with
computerised CBT, relative to switching to SSRI-only, on depression symptomatology
at endpoint, and change from baseline to endpoint, for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Remission

Very low quality evidence from 1 RCT (N=164) shows a clinically important but not
statistically significant benefit of switching to SSRI and augmenting with computerised
CBT, relative to switching to SSRI-only, on the rate of remission for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Response

Very low quality evidence from 1 RCT (N=164) shows a clinically important and
statistically significant benefit of switching to SSRI and augmenting with computerised
CBT, relative to switching to SSRI-only, on the rate of response for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to any reason

Very low quality evidence from 1 RCT (N=164) shows higher discontinuation due to
any reason with combined SSRI switch and computerised CBT augmentation relative
to switch to SSRI-only for the further-line treatment of depression, however this effect
is not statistically significant

Discontinuation due to side effects

No evidence was identified for this outcome.

Important outcomes:

Quality of life

No evidence was identified for this outcome.
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1 Personal, social, and occupational functioning

2 No evidence was identified for this outcome.

3 Comparison 9. Augmenting with art therapy versus attention-placebo

4 Critical outcomes:

5 Depression symptomatology

6 e Moderate to low quality evidence from 1 RCT (N=100) shows a clinically important

7 and statistically significant benefit of augmenting antidepressant treatment with clay

8 art therapy, relative to augmenting with attention-placebo, on depression

9 symptomatology (at endpoint, and change from baseline to endpoint) for adults with
10 depression who have shown an inadequate response to at least 1 previous course of
11 antidepressant treatment for the current episode

12 Remission

13 No evidence was identified for this outcome.

14 Response

15 No evidence was identified for this outcome.

16 Discontinuation due to any reason

17 ¢ Very low quality evidence from 1 RCT (N=106) shows lower discontinuation due to
18 any reason with combined clay art therapy and antidepressant treatment relative to
19 attention-placebo augmentation for the further-line treatment of depression, however
20 this effect is not statistically significant

21 Discontinuation due to side effects

22 No evidence was identified for this outcome.
23 Important outcomes:

24 Quality of life

25 No evidence was identified for this outcome.

26 Personal, social, and occupational functioning
27 No evidence was identified for this outcome.

28 Comparison 10. Augmenting with eye movement desensitization reprocessing (EMDR)
29 versus augmenting with cognitive behavioural therapy

30 Critical outcomes:

31 Depression symptomatology

32 e Very low quality evidence from 1 RCT (N=66) shows a clinically important and

33 statistically significant benefit of augmenting antidepressant treatment with eye

34 movement desensitization reprocessing (EMDR), relative to augmenting with

35 individual CBT, on depression symptomatology at endpoint for adults with depression

116
Depression in adults: Evidence review D DRAFT (November 2021)



N —

—_—
woo~NOoOCOhA~, W

11
12
13
14
15

16
17

18

19
20
21
22

23
24

25

26
27

28

29
30
31
32
33
34

35

36

37

38
39

DRAFT FOR CONSULTATION
Further-line treatment

who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Remission

e Very low quality evidence from 1 RCT (N=82) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with eye
movement desensitization reprocessing (EMDR), relative to augmenting with
individual CBT, on the rate of remission for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

e Very low quality evidence from 1 RCT (N=82) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
eye movement desensitization reprocessing (EMDR) relative to individual CBT, on
the rate of remission at 6-month follow-up for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=82) shows higher discontinuation due to
any reason with combined eye movement desensitization reprocessing (EMDR) and
antidepressant treatment relative to individual CBT augmentation for the further-line
treatment of depression, however this effect is not statistically significant

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

e Very low quality evidence from 1 RCT (N=66) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
eye movement desensitization reprocessing (EMDR) relative to individual CBT, on
global functioning at endpoint and 6-month follow-up for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Comparison 11. Increasing the dose of SSRI versus continuing SSRI at the same dose

Critical outcomes:

Depression symptomatology

e Moderate quality evidence from 1 RCT (N=57) shows a clinically important and
statistically significant benefit of remaining on the same dose of paroxetine for an

117
Depression in adults: Evidence review D DRAFT (November 2021)



ONO PR WN -

10
11
12
13
14

15

16
17
18
19
20

21

22
23
24

25

26
27
28

29

30

31
32
33
34
35
36
37
38
39
40

41
42

DRAFT FOR CONSULTATION
Further-line treatment

additional 6 weeks, relative to an increased dose, on depression symptomatology at
endpoint for adults with depression who have failed to respond to 6 weeks of
treatment with paroxetine

e Very low quality evidence from 2 RCTs (N=416) shows neither a clinically important
nor statistically significant difference between increasing the dose of the SSRI relative
to continuing at the same dose for an additional 5-6 weeks, on depression
symptomatology change from baseline to endpoint for adults with depression who
have failed to respond to 3-4 weeks of treatment with a SSRI

Remission

e Very low quality evidence from 5 RCTs (N=753) shows neither a clinically important
nor statistically significant difference between increasing the dose of the SSRI relative
to continuing at the same dose for an additional 5-6 weeks, on the rate of remission
for adults with depression who have failed to respond to 3-6 weeks of treatment with
a SSRI

Response

e Very low quality evidence from 6 RCTs (N=830) shows neither a clinically important
nor statistically significant difference between increasing the dose of the SSRI relative
to continuing at the same dose for an additional 5-6 weeks, on the rate of response
for adults with depression who have failed to respond to 3-6 weeks of treatment with
a SSRI

Discontinuation due to any reason

e Very low quality evidence from 5 RCTs (N=753) shows lower discontinuation due to
any reason with an increased dose of the SSRI relative to the same dose for the
further-line treatment of depression, however this effect is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 4 RCTs (N=558) shows higher discontinuation due to
side effects with an increased dose of the SSRI relative to the same dose for the
further-line treatment of depression, however this effect is not statistically significant

Important outcomes:

Quality of life

e Moderate quality evidence from 1 RCT (N=57) shows a clinically important and
statistically significant benefit of remaining on the same dose of paroxetine for an
additional 6 weeks, relative to an increased dose, on quality of life physical
component score for adults with depression who have failed to respond to 6 weeks of
treatment with paroxetine

e High quality evidence from 1 RCT (N=57) shows a clinically important and statistically
significant benefit of increasing the dose of paroxetine relative to continuing at the
same dose for an additional 6 weeks, on quality of life mental component score for
adults with depression who have failed to respond to 6 weeks of treatment with
paroxetine

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 12. Increasing the dose of SSRI versus switching to SNRI
2 Critical outcomes:

Depression symptomatology

o Low quality evidence from 1 RCT (N=472) shows a statistically significant but not
clinically important benefit of increasing the dose of escitalopram, relative to switching
to duloxetine, on depression symptomatology at endpoint for adults with depression
who have failed to respond to 2 weeks of treatment with escitalopram

e Low quality evidence from 1 RCT (N=472) shows neither a clinically important nor
statistically significant difference between increasing the dose of escitalopram relative
to switching to duloxetine on depression symptomatology change from baseline to

11 endpoint, for adults who had failed to respond to 2 weeks of treatment with

12 escitalopram

-_—
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13 Remission

14 e Very low quality evidence from 1 RCT (N=484) shows a clinically important and

15 statistically significant benefit of increasing the dose of escitalopram, relative to

16 switching to duloxetine, on the rate of remission for adults with depression who have
17 failed to respond to 2 weeks of treatment with escitalopram

18 Response

19 e Low quality evidence from 1 RCT (N=484) shows neither a clinically important nor

20 statistically significant difference between increasing the dose of escitalopram relative
21 to switching to duloxetine on the rate of response, for adults who had failed to

22 respond to 2 weeks of treatment with escitalopram

23 Discontinuation due to any reason

24 e Very low quality evidence from 1 RCT (N=484) shows neither a clinically important
25 nor statistically significant difference between increasing the dose of escitalopram

26 relative to switching to duloxetine on the rate of discontinuation for any reason, for
27 adults who had failed to respond to 2 weeks of treatment with escitalopram

28 Discontinuation due to side effects

29 e Very low quality evidence from 1 RCT (N=484) shows neither a clinically important

30 nor statistically significant difference between increasing the dose of escitalopram

31 relative to switching to duloxetine on the rate of discontinuation due to side effects, for
32 adults who had failed to respond to 2 weeks of treatment with escitalopram

33 Important outcomes:

34 Quality of life

35 e Low quality evidence from 1 RCT (N=472) shows neither a clinically important nor

36 statistically significant difference between increasing the dose of escitalopram relative
37 to switching to duloxetine on quality of life, for adults who had failed to respond to 2
38 weeks of treatment with escitalopram

39 Personal, social, and occupational functioning

40 No evidence was identified for this outcome.
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1 Comparison 13. Increasing the dose of SSRI versus augmenting with TCA
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Critical outcomes:

Depression symptomatology

o Low quality evidence from 2 RCTs (N=94) shows a clinically important and
statistically significant benefit of increasing the dose of fluoxetine, relative to
augmenting the same dose of fluoxetine with desipramine, on depression
symptomatology at endpoint for adults with depression who have failed to respond to
8 weeks of treatment with fluoxetine

e Low quality evidence from 2 RCTs (N=94) shows neither a clinically important nor
statistically significant difference between increasing the dose of fluoxetine, relative to
augmenting the same dose of fluoxetine with desipramine on depression
symptomatology change from baseline to endpoint, for adults with depression who
have failed to respond to 8 weeks of treatment with fluoxetine

Remission

e Low quality evidence from 2 RCTs (N=94) shows a clinically important but not
statistically significant benefit of increasing the dose of fluoxetine, relative to
augmenting the same dose of fluoxetine with desipramine, on the rate of remission
for adults with depression who have failed to respond to 8 weeks of treatment with
fluoxetine

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

e Low quality evidence from 2 RCTs (N=94) shows lower discontinuation due to any
reason with an increased dose of fluoxetine relative to augmenting the same dose of
fluoxetine with desipramine for the further-line treatment of depression, however this
effect is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=27) shows lower discontinuation due to
side effects with an increased dose of fluoxetine relative to augmenting the same
dose of fluoxetine with desipramine for the further-line treatment of depression,
however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 14. Increasing the dose of SSRI versus augmenting with antipsychotic
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Critical outcomes:

Depression symptomatology

o Moderate quality evidence from 1 RCT (N=60) shows neither a clinically important nor
statistically significant difference between increasing the dose of paroxetine, relative
to augmenting the same dose of paroxetine with amisulpride on depression
symptomatology at endpoint and change from baseline to endpoint, for adults with
depression who have failed to respond to 3 months of treatment with paroxetine

Remission

e Low quality evidence from 1 RCT (N=60) shows a clinically important but not
statistically significant benefit of augmenting paroxetine with amisulpride, relative to
increasing the dose of paroxetine, on the rate of remission for adults with depression
who have failed to respond to 3 months of treatment with paroxetine

Response

e Low quality evidence from 1 RCT (N=60) shows neither a clinically important nor
statistically significant difference between increasing the dose of paroxetine, relative
to augmenting the same dose of paroxetine with amisulpride, on the rate of response
for adults with depression who have failed to respond to 3 months of treatment with
paroxetine

Discontinuation due to any reason

e Low quality evidence from 1 RCT (N=60) shows neither a clinically important nor
statistically significant difference between increasing the dose of paroxetine, relative
to augmenting the same dose of paroxetine with amisulpride, on the rate of
discontinuation for any reason for adults with depression who have failed to respond
to 3 months of treatment with paroxetine

Discontinuation due to side effects

e Low quality evidence from 1 RCT (N=60) shows neither a clinically important nor
statistically significant difference between increasing the dose of paroxetine, relative
to augmenting the same dose of paroxetine with amisulpride, on the rate of
discontinuation due to side effects for adults with depression who have failed to
respond to 3 months of treatment with paroxetine

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

e Moderate quality evidence from 1 RCT (N=60) shows a clinically important and
statistically significant benefit of augmenting paroxetine with amisulpride, relative to
increasing the dose of paroxetine, on the rate of functional remission for adults with
depression who have failed to respond to 3 months of treatment with paroxetine
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¢ Moderate quality evidence from 1 RCT (N=60) shows a clinically important and
statistically significant benefit of augmenting paroxetine with amisulpride, relative to
increasing the dose of paroxetine, on global functioning for adults with depression
who have failed to respond to 3 months of treatment with paroxetine

Comparison 15. Increasing the dose of SSRI versus augmenting with lithium

Critical outcomes:

Depression symptomatology

e Low quality evidence from 2 RCTs (N=96) shows neither a clinically important nor
statistically significant difference between increasing the dose of fluoxetine, relative to
augmenting the same dose of fluoxetine with lithium on depression symptomatology
at endpoint and change from baseline to endpoint, for adults with depression who
have failed to respond to 8 weeks of treatment with fluoxetine

Remission

e Low quality evidence from 2 RCTs (N=96) shows a clinically important and
statistically significant benefit of increasing the dose of fluoxetine, relative to
augmenting the same dose of fluoxetine with lithium, on the rate of remission for
adults with depression who have failed to respond to 8 weeks of treatment with
fluoxetine

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

e Low quality evidence from 2 RCTs (N=96) shows lower discontinuation due to any
reason with an increased dose of fluoxetine relative to augmenting the same dose of
fluoxetine with lithium for the further-line treatment of depression, however this effect
is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=29) shows lower discontinuation due to
side effects with an increased dose of fluoxetine relative to augmenting the same
dose of fluoxetine with lithium for the further-line treatment of depression, however
this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 16. Switching to SSRI versus continuing with antidepressant
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Critical outcomes:

Depression symptomatology

e Very low quality evidence from 2 RCTs (N=324) shows neither a clinically important
nor statistically significant difference between switching to a SSRI, relative to
continuing with the antidepressant, on depression symptomatology change from
baseline to endpoint for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Remission

e Very low quality evidence from 2 RCTs (N=329) shows a higher rate of remission for
continuing with the antidepressant for an additional 8-12 weeks, relative to switching
to a SSRI, for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode, however
this effect is not statistically significant

Response

e Very low quality evidence from 2 RCTs (N=329) shows a higher rate of response for
continuing with the antidepressant for an additional 8-12 weeks, relative to switching
to a SSRI, for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode, however
this effect is not statistically significant

Discontinuation due to any reason

e Very low quality evidence from 2 RCTs (N=329) shows neither a clinically important
nor statistically significant difference between switching to a SSRI relative to
continuing with the antidepressant on the rate of discontinuation due to any reason,
for adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Discontinuation due to side effects

e Very low quality evidence from 2 RCTs (N=329) shows a higher rate of
discontinuation due to side effects for those switching to a SSRI relative to continuing
with the antidepressant for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 17. Switching to a different SSRI versus continuing same SSRI
2 Critical outcomes:

3 Depression symptomatology

No evidence was identified for this outcome.

Remission

e Very low quality evidence from 1 RCT (N=41) shows a clinically important and
statistically significant benefit of switching to a different SSRI, relative to continuing
with the same SSRI for an additional 6 weeks, on the rate of remission for adults with
depression who have failed to respond to 2 weeks of treatment with sertraline

O©oO~NO® O

10 Response

11 e Very low quality evidence from 1 RCT (N=41) shows a clinically important and

12 statistically significant benefit of switching to a different SSRI, relative to continuing
13 with the same SSRI for an additional 6 weeks, on the rate of response for adults with
14 depression who have failed to respond to 2 weeks of treatment with sertraline

15 Discontinuation due to any reason

16 e Very low quality evidence from 1 RCT (N=41) shows a lower rate of discontinuation
17 due to any reason with a switch to a different SSRI relative to continuing with the
18 same SSRI for the further-line treatment of depression, however this effect is not
19 statistically significant

20 Discontinuation due to side effects

21 e Low quality evidence from 1 RCT (N=41) shows neither a clinically important nor
22 statistically significant difference between switching to a different SSRI relative to
23 continuing with the same SSRI on the rate of discontinuation due to side effects, for
24 adults with depression who have failed to respond to 2 weeks of treatment with

25 sertraline

26 Important outcomes:

27 Quality of life

28 No evidence was identified for this outcome.

29 Personal, social, and occupational functioning
30 No evidence was identified for this outcome.

31 Comparison 18. Switching to SSRI versus antipsychotic
32 Critical outcomes:

33 Depression symptomatology

34 e Very low quality evidence from 2 RCTs (N=401) shows a statistically significant but

35 not clinically important benefit of switching to a SSRI, relative to switching to an

36 antipsychotic, on depression symptomatology change from baseline to endpoint for
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adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Remission

e Very low quality evidence from 2 RCTs (N=408) shows neither a clinically important
nor statistically significant difference between switching to a SSRI relative to
switching to an antipsychotic on the rate of remission, for adults with depression who
have shown an inadequate response to at least 2 previous courses of antidepressant
treatment for the current episode

Response

e Very low quality evidence from 2 RCTs (N=408) shows a clinically important and
statistically significant benefit of switching to a SSRI, relative to switching to an
antipsychotic, on the rate of response for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Discontinuation due to any reason

e Low quality evidence from 2 RCTs (N=408) shows neither a clinically important nor
statistically significant difference between switching to a SSRI relative to switching to
an antipsychotic on the rate of discontinuation due to any reason, for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Discontinuation due to side effects

e Low quality evidence from 2 RCTs (N=408) shows significantly lower discontinuation
due to side effects with switching to a SSRI, relative to switching to an antipsychotic,
for adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 19. Switching to combined SSRI + antipsychotic versus switching to

antipsychotic-only
Critical outcomes:

Depression symptomatology

e Very low quality evidence from 2 RCTs (N=595) shows neither a clinically important
nor statistically significant difference between switching to a combined SSRI and
antipsychotic treatment, relative to switching to an antipsychotic-only, on depression
symptomatology change from baseline to endpoint for adults with depression who

125
Depression in adults: Evidence review D DRAFT (November 2021)



N —

oNOO O~ W

10
11
12
13
14

15

16
17
18
19
20
21

22

23
24
25
26
27
28

29

30
31

32
33
34
35

36

37

38
39

DRAFT FOR CONSULTATION
Further-line treatment

have shown an inadequate response to at least 2 previous courses of antidepressant
treatment for the current episode

Remission

e Very low quality evidence from 2 RCTs (N=595) shows a clinically important but not
statistically significant benefit of switching to a combined SSRI and antipsychotic
treatment, relative to switching to an antipsychotic-only, on the rate of remission for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Response

e Very low quality evidence from 2 RCTs (N=595) shows a clinically important and
statistically significant benefit of switching to a combined SSRI and antipsychotic
treatment, relative to switching to an antipsychotic-only, on the rate of response for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Discontinuation due to any reason

e Low quality evidence from 2 RCTs (N=595) shows neither a clinically important nor
statistically significant difference between switching to a combined SSRI and
antipsychotic treatment, relative to switching to an antipsychotic-only, on
discontinuation due to any reason for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Discontinuation due to side effects

e Very low quality evidence from 2 RCTs (N=595) shows neither a clinically important
nor statistically significant difference between switching to a combined SSRI and
antipsychotic treatment, relative to switching to an antipsychotic-only, on
discontinuation due to side effects for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 20. Augmenting with SSRI versus augmenting with lithium

Critical outcomes:

Depression symptomatology

e Low quality evidence from 1 RCT (N=104) shows a clinically important and
statistically significant benefit of augmenting imipramine treatment with citalopram,
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relative to augmenting with lithium, on depression symptomatology change from
baseline to endpoint for adults with depression who have failed to respond to 10
weeks of treatment with imipramine

Remission

o Low quality evidence from 1 RCT (N=104) shows a clinically important and
statistically significant benefit of augmenting imipramine treatment with citalopram,
relative to augmenting with lithium, on the rate of remission for adults with depression
who have failed to respond to 10 weeks of treatment with imipramine

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 21. Switching to TCA versus SSRI

Critical outcomes:

Depression symptomatology

e Very low quality evidence from 1 RCT (N=152) shows neither a clinically important
nor statistically significant difference between switching to desipramine relative to
switching to citalopram on depression symptomatology, for adults with depression
who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Remission

e Very low quality evidence from 1 RCT (N=189) shows a clinically important but not
statistically significant benefit of switching to desipramine relative to switching to
citalopram on the rate of remission, for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode
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Response

e Very low quality evidence from 1 RCT (N=189) shows neither a clinically important
nor statistically significant difference between switching to desipramine relative to
switching to citalopram on the rate of response, for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=189) shows neither a clinically important
nor statistically significant difference between switching to desipramine relative to
switching to citalopram on the rate of discontinuation due to any reason, for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 22. Switching to TCA versus augmenting with mirtazapine

Critical outcomes:

Depression symptomatology

e Low quality evidence from 1 RCT (N=112) shows a clinically important and
statistically significant benefit of switching to imipramine, relative to augmenting
venlafaxine with mirtazapine, on depression symptomatology (at endpoint and
change from baseline to endpoint) for adults with depression who have failed to
respond to 10 weeks of treatment with venlafaxine

Remission

e Low quality evidence from 1 RCT (N=112) shows a clinically important and
statistically significant benefit of switching to imipramine, relative to augmenting
venlafaxine with mirtazapine, on the rate of remission for adults with depression who
have failed to respond to 10 weeks of treatment with venlafaxine

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=112) shows a higher rate of discontinuation
due to any reason with a switch to imipramine relative to augmenting venlafaxine with
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mirtazapine for the further-line treatment of depression, however this effect is not
2 statistically significant

4 Discontinuation due to side effects

5 No evidence was identified for this outcome.
6 Important outcomes:

7 Quality of life

8 No evidence was identified for this outcome.

9 Personal, social, and occupational functioning
10 No evidence was identified for this outcome.

11 Comparison 23. Switching to mianserin versus continuing with antidepressant
12 Critical outcomes:

13 Depression symptomatology

14 e Very low quality evidence from 1 RCT (N=71) shows neither a clinically important nor
15 statistically significant difference between switching to mianserin, relative to

16 continuing with fluoxetine for an additional 6 weeks, on depression symptomatology
17 change from baseline to endpoint for adults with depression who have failed to

18 respond to 6 weeks of treatment with fluoxetine

19 Remission

20 e Very low quality evidence from 1 RCT (N=72) shows a clinically important but not
21 statistically significant benefit of switching to mianserin, relative to continuing with
22 fluoxetine for an additional 6 weeks, on the rate of remission for adults with

23 depression who have failed to respond to 6 weeks of treatment with fluoxetine

24 Response

25 e Very low quality evidence from 1 RCT (N=72) shows a clinically important but not
26 statistically significant benefit of switching to mianserin, relative to continuing with
27 fluoxetine for an additional 6 weeks, on the rate of response for adults with

28 depression who have failed to respond to 6 weeks of treatment with fluoxetine

29 Discontinuation due to any reason

30 e Very low quality evidence from 1 RCT (N=72) shows higher discontinuation due to

31 any reason associated with switching to mianserin relative to continuing with

32 fluoxetine for an additional 6 weeks, for adults with depression who have failed to

33 respond to 6 weeks of treatment with fluoxetine, however this effect is not statistically
34 significant

35 Discontinuation due to side effects

36 e Very low quality evidence from 1 RCT (N=72) shows significantly higher
37 discontinuation due to side effects associated with switching to mianserin, relative to
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continuing with fluoxetine for an additional 6 weeks, for adults with depression who
have failed to respond to 6 weeks of treatment with fluoxetine

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 24. Augmenting with mianserin versus continuing with antidepressant (+/-

placebo)
Critical outcomes:

Depression symptomatology

e Very low quality evidence from 1 RCT (N=70) shows a clinically important and
statistically significant benefit of augmenting fluoxetine with mianserin, relative to
continuing with fluoxetine-only, on depression symptomatology change from baseline
to endpoint for adults with depression who had failed to respond to at least 6 weeks
of treatment with fluoxetine

Remission

e Very low quality evidence from 2 RCTs (N=267) shows a clinically important but not
statistically significant benefit of augmenting a SSRI with mianserin, relative to
continuing with SSRI-only, on the rate of remission for adults with depression who
had failed to respond to at least 6 weeks of SSRI treatment

Response

e Very low quality evidence from 2 RCTs (N=267) shows neither a clinically important
nor statistically significant difference between augmenting a SSRI with mianserin
relative to continuing with SSRI-only, on the rate of response for adults with
depression who had failed to respond to at least 6 weeks of SSRI treatment

Discontinuation due to any reason

e Very low quality evidence from 2 RCTs (N=267) shows higher discontinuation due to
any reason associated with augmenting a SSRI with mianserin relative to continuing
with SSRI-only, for adults with depression who have failed to respond to at least 6
weeks of SSRI treatment, however this effect is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=70) shows higher discontinuation due to
side effects associated with augmenting fluoxetine with mianserin relative to
continuing with fluoxetine-only, for adults with depression who have failed to respond
to at least 6 weeks of treatment with fluoxetine, however this effect is not statistically
significant
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

6 Comparison 25. Augmenting with mianserin versus increasing dose of antidepressant
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Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

e Very low quality evidence from 1 RCT (N=196) shows a clinically important and
statistically significant benefit of augmenting sertraline with mianserin, relative to
increasing the dose of sertraline, on the rate of remission for adults with depression
who have failed to respond to 6 weeks of treatment with sertraline

Response

o Very low quality evidence from 1 RCT (N=196) shows neither a clinically important
nor statistically significant difference between augmenting sertraline with mianserin
relative to increasing the dose of sertraline, on the rate of response for adults with
depression who have failed to respond to 6 weeks of treatment with sertraline

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=196) shows neither a clinically important
nor statistically significant difference between augmenting sertraline with mianserin
relative to increasing the dose of sertraline, on the rate of discontinuation due to any
reason for adults with depression who have failed to respond to 6 weeks of treatment
with sertraline

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 26. Augmenting with mianserin versus switch to mianserin
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Critical outcomes:

Depression symptomatology

Very low quality evidence from 1 RCT (N=65) shows neither a clinically important nor
statistically significant difference between augmenting fluoxetine with mianserin
relative to switching to mianserin (and discontinuing fluoxetine), on depression
symptomatology change from baseline to endpoint, for adults with depression who
have failed to respond to at least 6 weeks of fluoxetine treatment

Remission

Very low quality evidence from 1 RCT (N=66) shows neither a clinically important nor
statistically significant difference between augmenting fluoxetine with mianserin
relative to switching to mianserin (and discontinuing fluoxetine), on the rate of
remission, for adults with depression who have failed to respond to at least 6 weeks
of fluoxetine treatment

Response

Very low quality evidence from 1 RCT (N=66) shows a clinically important but not
statistically significant benefit of augmenting fluoxetine with mianserin, relative to
switching to mianserin (and discontinuing fluoxetine), on the rate of response for
adults with depression who have failed to respond to at least 6 weeks of fluoxetine
treatment

Discontinuation due to any reason

Very low quality evidence from 1 RCT (N=66) shows lower discontinuation due to any
reason associated with augmenting fluoxetine with mianserin relative to switching to
mianserin (and discontinuing fluoxetine), for adults with depression who have failed to
respond to at least 6 weeks of treatment with fluoxetine, however this effect is not
statistically significant

Discontinuation due to side effects

Low quality evidence from 1 RCT (N=66) shows lower discontinuation due to side
effects associated with augmenting fluoxetine with mianserin relative to switching to
mianserin (and discontinuing fluoxetine), for adults with depression who have failed to
respond to at least 6 weeks of treatment with fluoxetine, however this effect is not
statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 27. Increasing the dose of SNRI versus continuing SNRI at the same dose
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Critical outcomes:

Depression symptomatology

¢ Very low quality evidence from 1 RCT (N=248) shows neither a clinically important
nor statistically significant difference between increasing the dose and continuing on
the same dose of duloxetine on depression symptomatology change from baseline to
endpoint, for adults with depression who have failed to respond to 5 weeks of
treatment with duloxetine

Remission

e Very low quality evidence from 1 RCT (N=255) shows neither a clinically important
nor statistically significant difference between increasing the dose and continuing on
the same dose of duloxetine on the rate of remission, for adults with depression who
have failed to respond to 5 weeks of treatment with duloxetine

Response

e Very low quality evidence from 1 RCT (N=255) shows neither a clinically important
nor statistically significant difference between increasing the dose and continuing on
the same dose of duloxetine on the rate of response, for adults with depression who
have failed to respond to 5 weeks of treatment with duloxetine

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=255) shows higher discontinuation due to
any reason associated with increasing the dose of duloxetine relative to continuing on
the same dose, for adults with depression who have failed to respond to at 5 weeks
of treatment with duloxetine, however this effect is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=255) shows neither a clinically important
nor statistically significant difference between increasing the dose and continuing on
the same dose of duloxetine on the rate of discontinuation due to side effects, for
adults with depression who have failed to respond to 5 weeks of treatment with
duloxetine

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 28. Switching to SNRI versus continuing with antidepressant
2 Critical outcomes:

3 Depression symptomatology

No evidence was identified for this outcome.

5 Remission

6 e Very low quality evidence from 1 RCT (N=95) shows neither a clinically important nor

7 statistically significant difference between switching to venlafaxine and continuing

8 with paroxetine on the rate of remission, for adults with depression who have shown

9 an inadequate response to at least 2 previous courses of antidepressant treatment for
10 the current episode
11 Response
12 e Very low quality evidence from 1 RCT (N=95) shows neither a clinically important nor
13 statistically significant difference between switching to venlafaxine and continuing
14 with paroxetine on the rate of response, for adults with depression who have shown
15 an inadequate response to at least 2 previous courses of antidepressant treatment for
16 the current episode

17 Discontinuation due to any reason

18 e Very low quality evidence from 1 RCT (N=95) shows neither a clinically important nor
19 statistically significant difference between switching to venlafaxine and continuing

20 with paroxetine on the rate of discontinuation due to any reason, for adults with

21 depression who have shown an inadequate response to at least 2 previous courses
22 of antidepressant treatment for the current episode

23 Discontinuation due to side effects

24 e Very low quality evidence from 1 RCT (N=95) shows lower discontinuation due to

25 side effects associated with switching to venlafaxine relative to continuing with

26 paroxetine, for adults with depression who have shown an inadequate response to at
27 least 2 previous courses of antidepressant treatment for the current episode, however
28 this effect is not statistically significant

29 Important outcomes:

30 Quality of life

31 e Low to very low quality evidence from 1 RCT (N=95) shows neither a clinically

32 important nor statistically significant difference between switching to venlafaxine and
33 continuing with paroxetine on quality of life physical and mental component scores,
34 for adults with depression who have shown an inadequate response to at least 2

35 previous courses of antidepressant treatment for the current episode

36 Personal, social, and occupational functioning

37 No evidence was identified for this outcome.
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1 Comparison 29. Switching to SNRI versus switching to another antidepressant from
same class
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Critical outcomes:

Depression symptomatology

Moderate quality evidence from 2 RCTs (N=595) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and a within-
class switch to a SSRI, on depression symptomatology change from baseline to
endpoint for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Remission

Very low quality evidence from 3 RCTs (N=1017) shows a clinically important but not
statistically significant benefit of switching to venlafaxine, relative to a within-class
switch to a SSRI, on the rate of remission for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Response

Low quality evidence from 2 RCTs (N=611) shows neither a clinically important nor
statistically significant difference between switching to venlafaxine and a within-class
switch to a SSRI, on the rate of response for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Discontinuation due to any reason

Low quality evidence from 2 RCTs (N=529) shows neither a clinically important nor
statistically significant difference between switching to venlafaxine and a within-class
switch to a SSRI, on the rate of discontinuation due to any reason for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to side effects

Low quality evidence from 3 RCTs (N=1017) shows neither a clinically important nor
statistically significant difference between switching to venlafaxine and a within-class
switch to a SSRI, on the rate of discontinuation due to side effects for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 30. Switching to SNRI versus switching to bupropion
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Critical outcomes:

Depression symptomatology

o Low quality evidence from 1 RCT (N=489) shows neither a clinically important nor
statistically significant difference between switching to venlafaxine and switching to
bupropion on depression symptomatology change from baseline to endpoint, for
adults with depression who have failed to respond to treatment with citalopram

Remission

e Very low quality evidence from 1 RCT (N=489) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to bupropion on the rate of remission, for adults with depression who have failed to
respond to treatment with citalopram

Response

e Very low quality evidence from 1 RCT (N=489) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to bupropion on the rate of response, for adults with depression who have failed to
respond to treatment with citalopram

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

e Low quality evidence from 1 RCT (N=489) shows lower discontinuation due to side
effects associated with switching to venlafaxine relative to switching to bupropion for
adults with depression who have failed to respond to treatment with citalopram,
however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 31. Switching to SNRI versus switching to mirtazapine

Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.
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Remission

e Very low quality evidence from 1 RCT (N=105) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to mirtazapine on the rate of remission, for adults with depression who have shown
an inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Response

e Very low quality evidence from 1 RCT (N=105) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to mirtazapine on the rate of response, for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=105) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to mirtazapine on the rate of discontinuation due to any reason, for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Discontinuation due to side effects

e Moderate quality evidence from 1 RCT (N=105) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to mirtazapine on the rate of discontinuation due to side effects, for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Important outcomes:

Quality of life

e Very low quality evidence from 1 RCT (N=105) shows neither a clinically important
nor statistically significant difference between switching to venlafaxine and switching
to mirtazapine on quality of life physical and mental component scores, for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 32. Switching to bupropion versus placebo

Critical outcomes:

Depression symptomatology

e Low quality evidence from 1 RCT (N=322) shows neither a clinically important nor
statistically significant difference between switching to bupropion and placebo on
depression symptomatology change from baseline to endpoint, for adults with
depression who have failed to respond to 4 weeks of treatment with paroxetine
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Remission

e Very low quality evidence from 1 RCT (N=325) shows neither a clinically important
nor statistically significant difference between switching to bupropion and placebo on
the rate of remission, for adults with depression who have failed to respond to 4
weeks of treatment with paroxetine

Response

e Very low quality evidence from 1 RCT (N=325) shows neither a clinically important
nor statistically significant difference between switching to bupropion and placebo on
the rate of response, for adults with depression who have failed to respond to 4
weeks of treatment with paroxetine

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=325) shows significantly higher
discontinuation due to any reason with switching to bupropion relative to placebo, for
adults with depression who have failed to respond to 4 weeks of treatment with
paroxetine

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=325) shows neither a clinically important
nor statistically significant difference between switching to bupropion and placebo on
the rate of discontinuation due to side effects, for adults with depression who have
failed to respond to 4 weeks of treatment with paroxetine

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 33. Switching to bupropion versus switching to another antidepressant from

same class
Critical outcomes:

Depression symptomatology

e Low quality evidence from 1 RCT (N=477) shows neither a clinically important nor
statistically significant difference between switching to bupropion and switching to
sertraline on depression symptomatology change from baseline to endpoint, for
adults with depression who have failed to respond to treatment with citalopram

Remission

e Very low quality evidence from 1 RCT (N=477) shows neither a clinically important
nor statistically significant difference between switching to bupropion and switching to
sertraline on the rate of remission, for adults with depression who have failed to
respond to treatment with citalopram
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Response

e Very low quality evidence from 1 RCT (N=477) shows neither a clinically important
nor statistically significant difference between switching to bupropion and switching to
sertraline on the rate of response, for adults with depression who have failed to
respond to treatment with citalopram

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

e Low quality evidence from 1 RCT (N=477) shows higher discontinuation due to side
effects with switching to bupropion relative to switching to sertraline for adults with
depression who have failed to respond to treatment with citalopram, however this
effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

18 Comparison 34. Augmenting with bupropion versus placebo
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Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

¢ Moderate quality evidence from 1 RCT (N=60) shows a clinically important and
statistically significant benefit of augmenting with bupropion relative to placebo for
adults with depression who have failed to respond to 4 weeks of SSRI treatment

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

No evidence was identified for this outcome.
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 35. Augmenting with bupropion versus switching to bupropion

Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

e Moderate quality evidence from 1 RCT (N=1017) shows neither a clinically important
nor statistically significant difference between augmenting with bupropion and
switching to bupropion on the rate of remission, for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Response

e High quality evidence from 1 RCT (N=1017) shows neither a clinically important nor
statistically significant difference between augmenting with bupropion and switching
to bupropion on the rate of response, for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Discontinuation due to any reason

e Moderate quality evidence from 1 RCT (N=1017) shows neither a clinically important
nor statistically significant difference between augmenting with bupropion and
switching to bupropion on the rate of discontinuation due to any reason, for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Discontinuation due to side effects

e Moderate quality evidence from 1 RCT (N=1017) shows higher discontinuation due to
side effects with switching to bupropion relative to augmenting with bupropion for the
further-line treatment of depression, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.
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Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 36. Switching to mirtazapine versus continuing with antidepressant

Critical outcomes:

Depression symptomatology

Low quality evidence from 2 RCTs (N=1223) shows neither a clinically important nor
statistically significant difference between switching to mirtazapine and continuing
with the antidepressant on depression symptomatology at endpoint, for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Very low quality evidence from 1 RCT (N=136) shows neither a clinically important
nor statistically significant difference between switching to mirtazapine and continuing
with paroxetine (for an additional 6 weeks) on depression symptomatology change
from baseline to endpoint, for adults with depression who have failed to respond to 2
weeks of treatment with paroxetine

High quality evidence from 1 RCT (N=1078) shows neither a clinically important nor
statistically significant difference between switching to mirtazapine and continuing
with sertraline (for an additional 6 weeks) on depression symptomatology at 4-month
follow-up, for adults with depression who have failed to respond to 2 weeks of
treatment with sertraline

Remission

Low quality evidence from 3 RCTs (N=1345) shows a statistically significant but not
clinically important benefit of switching to mirtazapine relative to continuing with the
antidepressant on the rate of remission, for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

High quality evidence from 1 RCT (N=1109) shows neither a clinically important nor
statistically significant difference between switching to mirtazapine and continuing
with sertraline (for an additional 6 weeks) on the rate of remission at 4-month follow-
up, for adults with depression who have failed to respond to 2 weeks of treatment
with sertraline

Response

Moderate quality evidence from 3 RCTs (N=1345) shows neither a clinically important
nor statistically significant difference between switching to mirtazapine and continuing
with the antidepressant on the rate of response, for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Discontinuation due to any reason

Very low quality evidence from 3 RCTs (N=1345) shows neither a clinically important
nor statistically significant difference between switching to mirtazapine and continuing
with the antidepressant on the rate of discontinuation due to any reason, for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode
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Discontinuation due to side effects

Very low quality evidence from 2 RCTs (N=236) shows neither a clinically important
nor statistically significant difference between switching to mirtazapine and continuing
with the antidepressant on the rate of discontinuation due to side effects, for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Important outcomes:

Quality of life

Very low quality evidence from 1 RCT (N=100) shows neither a clinically important
nor statistically significant difference between switching to mirtazapine and continuing
with paroxetine on quality of life physical and mental component scores, for adults
with depression who have shown an inadequate response to at least 2 previous
courses of antidepressant treatment for the current episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 37. Augmenting with mirtazapine versus continuing with antidepressant (+/-
placebo)

Critical outcomes:

Depression symptomatology

Low quality evidence from 4 RCTs (N=1657) shows a statistically significant but not
clinically important benefit of augmenting SSRI/SNRI treatment with mirtazapine,
relative to augmentation with placebo or continuing with SSRI/SNRI-only, on
depression symptomatology at endpoint for adults with depression who have shown
an inadequate response to at least 1 previous course of antidepressant treatment for
the current episode

Very low quality evidence from 2 RCTs (N=162) shows a clinically important but not
statistically significant benefit of augmenting SSRI/SNRI treatment with mirtazapine,
relative to augmentation with placebo, on depression symptomatology change from
baseline to endpoint for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

High quality evidence from 1 RCT (N=1058) shows neither a clinically important nor
statistically significant difference between augmenting sertraline treatment with
mirtazapine, relative to continuing with sertraline-only (for an additional 6 weeks), on
depression symptomatology at 4-months follow-up for adults with depression who
have failed to respond to 2 weeks of treatment with sertraline

Remission

Low quality evidence from 4 RCTs (N=1730) shows a clinically important and
statistically significant benefit of augmenting SSRI/SNRI treatment with mirtazapine,
relative to augmentation with placebo or continuing with SSRI/SNRI-only, on the rate
of remission for adults with depression who have shown an inadequate response to
at least 1 previous course of antidepressant treatment for the current episode
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Moderate quality evidence from 1 RCT (N=1088) shows neither a clinically important
nor statistically significant difference between augmenting sertraline treatment with
mirtazapine, relative to continuing with sertraline-only (for an additional 6 weeks), on
the rate of remission at 4-months follow-up for adults with depression who have failed
to respond to 2 weeks of treatment with sertraline

Response

Low quality evidence from 4 RCTs (N=1730) shows a statistically significant but not
clinically important benefit of augmenting SSRI/SNRI treatment with mirtazapine,
relative to augmentation with placebo or continuing with SSRI/SNRI-only, on the rate
of response for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to any reason

Very low quality evidence from 4 RCTs (N=1730) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/SNRI treatment with
mirtazapine and augmentation with placebo or continuing with SSRI/SNRI-only, on
the rate of discontinuation due to any reason for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Discontinuation due to side effects

Very low quality evidence from 2 RCTs (N=162) shows higher discontinuation due to
side effects with mirtazapine augmentation of SSRI/SNRI treatment relative to
augmentation with placebo for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode, however this effect is not statistically significant

Important outcomes:

Quality of life

Low quality evidence from 1 RCT (N=429) shows neither a clinically important nor
statistically significant difference between augmenting SSRI/SNRI treatment with
mirtazapine, relative to augmentation with placebo, on quality of life for adults with
depression who have failed to respond to 6 weeks of treatment with a SSRI/SNRI
Low quality evidence from 1 RCT (N=418) shows neither a clinically important nor
statistically significant difference between augmenting SSRI/SNRI treatment with
mirtazapine, relative to augmentation with placebo, on quality of life physical
component score for adults with depression who have failed to respond to 6 weeks of
treatment with a SSRI/SNRI

Low quality evidence from 1 RCT (N=418) shows a statistically significant but not
clinically important benefit of augmenting SSRI/SNRI treatment with mirtazapine,
relative to augmentation with placebo, on quality of life mental component score for
adults with depression who have failed to respond to 6 weeks of treatment with a
SSRI/SNRI

Personal, social, and occupational functioning

Very low quality evidence from 1 RCT (N=26) shows a clinically important and
statistically significant benefit of augmenting SSRI/SNRI treatment with mirtazapine,
relative to augmentation with placebo, on global functioning for adults with depression
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who have failed to respond to at least 4 weeks of standard antidepressant
monotherapy

Comparison 38. Augmenting with mirtazapine versus switching to mirtazapine

Critical outcomes:

Depression symptomatology

High quality evidence from 2 RCTs (N=1213) shows neither a clinically important nor
statistically significant difference between augmenting SSRI treatment with
mirtazapine, relative to switching to mirtazapine, on depression symptomatology at
endpoint for adults with depression who have failed to respond to 2 weeks of SSRI
treatment

Very low quality evidence from 1 RCT (N=136) shows neither a clinically important
nor statistically significant difference between augmenting paroxetine with
mirtazapine, relative to switching to mirtazapine, on depression symptomatology
change from baseline to endpoint for adults with depression who have failed to
respond to 2 weeks of treatment with paroxetine

High quality evidence from 1 RCT (N=1060) shows neither a clinically important nor
statistically significant difference between augmenting sertraline with mirtazapine,
relative to switching to mirtazapine, on depression symptomatology at 4-month follow-
up for adults with depression who have failed to respond to 2 weeks of treatment with
sertraline

Remission

Moderate quality evidence from 2 RCTs (N=1213) shows neither a clinically important
nor statistically significant difference between augmenting SSRI treatment with
mirtazapine, relative to switching to mirtazapine, on the rate of remission for adults
with depression who have failed to respond to 2 weeks of SSRI treatment

High quality evidence from 1 RCT (N=1095) shows neither a clinically important nor
statistically significant difference between augmenting sertraline with mirtazapine,
relative to switching to mirtazapine, on the rate of remission at 4-month follow-up for
adults with depression who have failed to respond to 2 weeks of treatment with
sertraline

Response

High quality evidence from 2 RCTs (N=1213) shows neither a clinically important nor
statistically significant difference between augmenting SSRI treatment with
mirtazapine, relative to switching to mirtazapine, on the rate of response for adults
with depression who have failed to respond to 2 weeks of SSRI treatment

Discontinuation due to any reason

Low quality evidence from 2 RCTs (N=1213) shows neither a clinically important nor
statistically significant difference between augmenting SSRI treatment with
mirtazapine, relative to switching to mirtazapine, on the rate of discontinuation due to
any reason for adults with depression who have failed to respond to 2 weeks of SSRI
treatment

Discontinuation due to side effects

Very low quality evidence from 1 RCT (N=136) shows higher discontinuation due to
side effects associated with switching to mirtazapine relative to augmenting
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paroxetine with mirtazapine for adults with depression who have failed to respond to
2 weeks of treatment with paroxetine, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 39. Augmenting with trazodone versus continuing with antidepressant

Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

e Very low quality evidence from 1 RCT (N=92) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with trazodone and
continuing with paroxetine-only on the rate of remission, for adults with depression
who have shown an inadequate response to at least 2 previous courses of
antidepressant treatment for the current episode

Response

e Very low quality evidence from 1 RCT (N=92) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with trazodone and
continuing with paroxetine-only on the rate of response, for adults with depression
who have shown an inadequate response to at least 2 previous courses of
antidepressant treatment for the current episode

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

e Low quality evidence from 1 RCT (N=92) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with trazodone and
continuing with paroxetine-only on quality of life physical and mental component
scores, for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode
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Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 40. Augmenting with anticonvulsant versus continuing with antidepressant
(/- placebo)

Critical outcomes:

Depression symptomatology

Very low quality evidence from 8 RCTs (N=599) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with
lamotrigine or topiramate, relative to continuing with antidepressant-only or
augmentation with placebo, on depression symptomatology (at endpoint and change
from baseline to endpoint) for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Remission

Very low quality evidence from 1 RCT (N=84) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with sodium
valproate and continuing with paroxetine-only on the rate of remission for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Response

Very low quality evidence from 8 RCTs (N=641) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with
lamotrigine or sodium valproate, relative to continuing with antidepressant-only or
augmentation with placebo, on the rate of response for adults with depression who
have shown an inadequate response to at least 2 previous courses of antidepressant
treatment for the current episode

Discontinuation due to any reason

Very low quality evidence from 3 RCTs (N=183) shows neither a clinically important
nor statistically significant difference between augmenting antidepressant treatment
with lamotrigine or topiramate, relative to augmentation with placebo, on the rate of
discontinuation due to any reason for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Discontinuation due to side effects

Very low quality evidence from 2 RCTs (N=130) shows neither a clinically important
nor statistically significant difference between augmenting antidepressant treatment
with lamotrigine and augmentation with placebo on the rate of discontinuation due to
side effects, for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode
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Important outcomes:

Quality of life

Low quality evidence from 1 RCT (N=84) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with lamotrigine and
continuing with paroxetine-only on quality of life physical and mental component
scores, for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 41. Augmenting with anticonvulsant versus lithium

Critical outcomes:

Depression symptomatology

Low quality evidence from 1 RCT (N=34) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
lamotrigine and augmenting with lithium on depression symptomatology at endpoint,
for adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Low quality evidence from 1 RCT (N=34) shows a clinically important and statistically
significant benefit of augmenting antidepressant treatment with lamotrigine, relative to
augmenting with lithium, on depression symptomatology change from baseline to
endpoint for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode

Remission

Very low quality evidence from 1 RCT (N=34) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with
lamotrigine, relative to augmenting with lithium, on the rate of remission for adults
with depression who have shown an inadequate response to at least 2 previous
courses of antidepressant treatment for the current episode

Response

Very low quality evidence from 1 RCT (N=34) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with
lamotrigine, relative to augmenting with lithium, on the rate of response for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Discontinuation due to any reason

Low quality evidence from 1 RCT (N=34) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
lamotrigine and augmenting with lithium on discontinuation due to any reason, for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode
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Discontinuation due to side effects

High quality evidence from 1 RCT (N=34) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
lamotrigine and augmenting with lithium on discontinuation due to side effects, for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 42. Switching to antipsychotic versus continuing with antidepressant

Critical outcomes:

Depression symptomatology

Very low quality evidence from 3 RCTs (N=729) shows neither a clinically important
nor statistically significant difference between switching to olanzapine and continuing
with antidepressant treatment on depression symptomatology at endpoint, for adults
with depression who have shown an inadequate response to at least 2 previous
courses of antidepressant treatment for the current episode

Remission

Very low quality evidence from 3 RCTs (N=738) shows a higher rate of remission
associated with continuing with antidepressant treatment relative to switching to
olanzapine for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode, however
this effect is not statistically significant

Response

Very low quality evidence from 3 RCTs (N=738) shows a significantly higher rate of
response associated with continuing with antidepressant treatment relative to
switching to olanzapine for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Discontinuation due to any reason

Moderate quality evidence from 3 RCTs (N=738) shows a significantly higher rate of
discontinuation due to any reason with switching to olanzapine, relative to continuing
with antidepressant treatment, for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode
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Discontinuation due to side effects

e Moderate quality evidence from 3 RCTs (N=738) shows a significantly higher rate of
discontinuation due to side effects with switching to olanzapine, relative to continuing
with antidepressant treatment, for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Important outcomes:

Quality of life

e Low quality evidence from 1 RCT (N=400) shows neither a clinically important nor
statistically significant difference between switching to olanzapine and continuing with
fluoxetine on quality of life physical and mental component scores, for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 43. Switching to combined antipsychotic + SSRI versus continuing with

antidepressant
Critical outcomes:

Depression symptomatology

e Low quality evidence from 2 RCTs (N=502) shows neither a clinically important nor
statistically significant difference between switching to combined olanzapine and
fluoxetine, and continuing with venlafaxine or nortriptyline, on depression
symptomatology change from baseline to endpoint for adults with depression who
have shown an inadequate response to at least 2 previous courses of antidepressant
treatment for the current episode

Remission

e Very low quality evidence from 2 RCTs (N=516) shows neither a clinically important
nor statistically significant difference between switching to combined olanzapine and
fluoxetine, and continuing with venlafaxine or nortriptyline, on the rate of remission for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Response

e Very low quality evidence from 2 RCTs (N=516) shows neither a clinically important
nor statistically significant difference between switching to combined olanzapine and
fluoxetine, and continuing with venlafaxine or nortriptyline, on the rate of response for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Discontinuation due to any reason

e Very low quality evidence from 2 RCTs (N=516) shows neither a clinically important
nor statistically significant difference between switching to combined olanzapine and
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fluoxetine, and continuing with venlafaxine or nortriptyline, on the rate of
discontinuation due to any reason for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Discontinuation due to side effects

e Low quality evidence from 2 RCTs (N=516) shows a significantly higher rate of
discontinuation due to side effects associated with switching to combined olanzapine
and fluoxetine, relative to continuing with venlafaxine or nortriptyline, for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 44. Switching to combined antipsychotic + SSRI versus switch to SSRI-only

Critical outcomes:

Depression symptomatology

e Low quality evidence from 2 RCTs (N=574) shows neither a clinically important nor
statistically significant difference between switching to combined olanzapine and
fluoxetine, and switching to fluoxetine-only, on depression symptomatology change
from baseline to endpoint for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Remission

e Very low quality evidence from 2 RCTs (N=591) shows a clinically important but not
statistically significant benefit of switching to combined olanzapine and fluoxetine,
relative to switching to fluoxetine-only, on the rate of remission for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Response

e Very low quality evidence from 2 RCTs (N=591) shows neither a clinically important
nor statistically significant difference between switching to combined olanzapine and
fluoxetine, and switching to fluoxetine-only, on the rate of response for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Discontinuation due to any reason

e Very low quality evidence from 2 RCTs (N=591) shows neither a clinically important
nor statistically significant difference between switching to combined olanzapine and
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fluoxetine, and switching to fluoxetine-only, on the rate of discontinuation due to any
reason for adults with depression who have shown an inadequate response to at
least 2 previous courses of antidepressant treatment for the current episode

Discontinuation due to side effects

¢ Low quality evidence from 2 RCTs (N=591) shows a significantly higher rate of
discontinuation due to side effects associated with switching to combined olanzapine
and fluoxetine, relative to switching to fluoxetine-only, for adults with depression who
have shown an inadequate response to at least 2 previous courses of antidepressant
treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 45. Augmenting with antipsychotic versus antidepressant-only or

antidepressant + placebo
Critical outcomes:

Depression symptomatology

e Very low quality evidence from 5 RCTs (N=706) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with an
antipsychotic, relative to augmentation with placebo or continuing with
antidepressant-only, on depression symptomatology at endpoint for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

e Very low quality evidence from 20 RCTs (N=6716) shows a statistically significant but
not clinically important benefit of augmenting antidepressant treatment with an
antipsychotic, relative to augmentation with placebo or continuing with
antidepressant-only, on depression symptomatology change from baseline to
endpoint for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Remission

e Very low quality evidence from 28 RCTs (N=10,078) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with an
antipsychotic, relative to augmentation with placebo or continuing with
antidepressant-only, on the rate of remission for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Response

e Low quality evidence from 28 RCTs (N=9154) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with an
antipsychotic, relative to augmentation with placebo or continuing with
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antidepressant-only, on the rate of response for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Discontinuation due to any reason

Low quality evidence from 28 RCTs (N=10,012) shows a significantly higher rate of
discontinuation due to any reason associated with augmenting antidepressant
treatment with an antipsychotic, relative to augmentation with placebo or continuing
with antidepressant-only, for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Discontinuation due to side effects

Moderate quality evidence from 27 RCTs (N=9989) shows a significantly higher rate
of discontinuation due to side effects associated with augmenting antidepressant
treatment with an antipsychotic, relative to augmentation with placebo or continuing
with antidepressant-only, for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Important outcomes:

Quality of life

Very low quality evidence from 1 RCT (N=202) shows a statistically significant but not
clinically important benefit of augmenting SSRI/SNRI treatment with risperidone,
relative to augmentation with placebo, on quality of life at endpoint for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Moderate quality evidence from 2 RCTs (N=727) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/SNRI treatment with
an antipsychotic and augmentation with placebo on quality of life change from
baseline to endpoint, for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Low to very low quality evidence from 2 RCTs (N=491) shows neither a clinically
important nor statistically significant difference between augmenting SSRI treatment
with an antipsychotic and continuing with the SSRI-only on quality of life physical and
mental component scores, for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Personal, social, and occupational functioning

Low quality evidence from 1 RCT (N=313) shows a clinically important and
statistically significant benefit of augmenting sertraline with aripiprazole, relative to
augmentation with placebo, on global functioning change from baseline to endpoint
for adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode

Very low quality evidence from 1 RCT (N=886) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/SNRI treatment with
brexpiprazole and placebo augmentation on functional remission, for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode
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o Very low quality evidence from 1 RCT (N=201) shows a clinically important and
statistically significant benefit of augmenting SSRI/SNRI treatment with risperidone,
relative to placebo augmentation, on functional impairment at endpoint for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

o Low quality evidence from 10 RCTs (N=4554) shows a statistically significant but not
clinically important benefit of augmenting antidepressant treatment with an
antipsychotic, relative to placebo augmentation, on functional impairment change
from baseline to endpoint for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Comparison 46. Augmenting with antipsychotic versus bupropion
Critical outcomes:

Depression symptomatology

e Very low quality evidence from 1 RCT (N=103) shows a statistically significant but not
clinically important benefit of augmenting SSRI treatment with aripiprazole, relative to
bupropion augmentation, on depression symptomatology change from baseline to
endpoint for adults with depression who have shown an inadequate response to at
least 4 weeks of SSRI treatment

Remission

e Low quality evidence from 2 RCTs (N=1114) shows a clinically important but not
statistically significant benefit of augmenting SSRI/SNRI treatment with aripiprazole,
relative to bupropion augmentation, on the rate of remission for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Response

e Moderate quality evidence from 2 RCTs (N=1114) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/SNRI treatment with
aripiprazole and augmentation with bupropion on the rate of response, for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to any reason

e Moderate quality evidence from 2 RCTs (N=1114) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/SNRI treatment with
aripiprazole and augmentation with bupropion on the rate of discontinuation due to
any reason, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to side effects

e Moderate quality evidence from 2 RCTs (N=1114) shows a higher rate of
discontinuation due to side effects associated with augmenting SSRI/SNRI treatment
with bupropion relative to augmentation with aripiprazole for adults with depression
who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode, however this effect is not
statistically significant
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 47. Augmenting with antipsychotic versus lithium

Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

e Low quality evidence from 3 RCTs (N=510) shows a higher rate of remission
associated with augmenting antidepressant treatment with an antipsychotic relative to
augmentation with lithium for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode, however this effect is not statistically significant

Response

¢ Low quality evidence from 3 RCTs (N=510) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
an antipsychotic and lithium augmentation on the rate of response, for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to any reason

e Low quality evidence from 3 RCTs (N=510) shows a higher rate of discontinuation
due to any reason associated with augmenting antidepressant treatment with lithium
relative to augmentation with an antipsychotic for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode, however this effect is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 3 RCTs (N=510) shows neither a clinically important
nor statistically significant difference between augmenting antidepressant treatment
with an antipsychotic and lithium augmentation on the rate of discontinuation due to
side effects, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.
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Personal, social, and occupational functioning
No evidence was identified for this outcome.

Comparison 48. Augmenting with antipsychotic versus switch to antipsychotic
Critical outcomes:

Depression symptomatology

e Very low quality evidence from 1 RCT (N=395) shows a statistically significant but not
clinically important benefit of augmenting fluoxetine treatment with olanzapine,
relative to switching to olanzapine monotherapy, on depression symptomatology
change from baseline to endpoint for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode

Remission

e Low quality evidence from 2 RCTs (N=858) shows a clinically important and
statistically significant benefit of augmenting SSRI/venlafaxine treatment with an
antipsychotic, relative to switching to antipsychotic monotherapy, on the rate of
remission for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Response

e Very low quality evidence from 2 RCTs (N=858) shows a higher rate of response
associated with augmenting SSRI/venlafaxine treatment with an antipsychotic,
relative to switching to antipsychotic monotherapy for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode, however this effect is not statistically significant

Discontinuation due to any reason

e Low quality evidence from 2 RCTs (N=858) shows a significantly higher rate of
discontinuation due to any reason associated with switching to antipsychotic
monotherapy, relative to augmenting SSRI/venlafaxine treatment with an
antipsychotic, for adults with depression who have shown an inadequate response to
at least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to side effects

e Low quality evidence from 2 RCTs (N=858) shows neither a clinically important nor
statistically significant difference between augmenting SSRI/venlafaxine treatment
with an antipsychotic and switching to antipsychotic monotherapy on the rate of
discontinuation due to side effects, for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Important outcomes:

Quality of life
e Very low quality evidence from 1 RCT (N=395) shows a statistically significant but not
clinically important benefit of augmenting fluoxetine treatment with olanzapine,
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relative to switching to olanzapine monotherapy, on quality of life physical component
score for adults with depression who have shown an inadequate response to at least
2 previous courses of antidepressant treatment for the current episode

Low quality evidence from 1 RCT (N=395) shows neither a clinically important nor
statistically significant difference between augmenting fluoxetine treatment with
olanzapine and switching to olanzapine monotherapy on quality of life mental
component score, for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 49. Augmenting with antipsychotic versus switch to bupropion

Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

Moderate quality evidence from 1 RCT (N=1016) shows a clinically important and
statistically significant benefit of augmenting SSRI/SNRI treatment with aripiprazole,
relative to switching to bupropion monotherapy, on the rate of remission for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Response

Moderate quality evidence from 1 RCT (N=1016) shows a statistically significant but
not clinically important benefit of augmenting SSRI/SNRI treatment with aripiprazole,
relative to switching to bupropion monotherapy, on the rate of response for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Discontinuation due to any reason

High quality evidence from 1 RCT (N=1016) shows a significantly higher rate of
discontinuation due to any reason associated with switching to bupropion
monotherapy, relative to augmenting SSRI/SNRI treatment with aripiprazole, for
adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Discontinuation due to side effects

Moderate quality evidence from 1 RCT (N=1016) shows a significantly higher rate of
discontinuation due to side effects associated with switching to bupropion
monotherapy, relative to augmenting SSRI/SNRI treatment with aripiprazole, for
adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 50. Augmenting with buspirone versus continuing with antidepressant (+/-

placebo)
Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.

Remission

o Low quality evidence from 1 RCT (N=91) shows a higher rate of remission associated
with continuing paroxetine-only treatment relative to augmenting paroxetine with
buspirone on the rate of remission for adults with depression who have shown an
inadequate response to at least 2 previous courses of antidepressant treatment for
the current episode, however this effect is not statistically significant

Response

e Low quality evidence from 2 RCTs (N=193) shows neither a clinically important nor
statistically significant difference between augmenting SSRI treatment with buspirone,
relative to placebo augmentation or continuing with the SSRI-only, on the rate of
response for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

e Moderate quality evidence from 1 RCT (N=91) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with buspirone,
relative to continuing with paroxetine-only, on quality of life physical and mental
component scores for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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Critical outcomes:

Depression symptomatology

¢ Moderate quality evidence from 1 RCT (N=565) shows a statistically significant but
not clinically important benefit of augmenting citalopram with bupropion, relative to
buspirone augmentation, on depression symptomatology (at endpoint, and change
from baseline to endpoint) for adults with depression who have failed to respond to
citalopram monotherapy

Remission

e Low quality evidence from 1 RCT (N=565) shows neither a clinically important nor
statistically significant difference between bupropion and buspirone augmentation of
citalopram on the rate of remission, for adults with depression who have failed to
respond to citalopram monotherapy

Response

e Moderate quality evidence from 1 RCT (N=565) shows neither a clinically important
nor statistically significant difference between bupropion and buspirone augmentation
of citalopram on the rate of response, for adults with depression who have failed to
respond to citalopram monotherapy

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

¢ Moderate quality evidence from 1 RCT (N=565) shows a higher rate of
discontinuation due to side effects associated with buspirone augmentation of
citalopram, relative to bupropion augmentation, for adults with depression who have
failed to respond to citalopram monotherapy

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 52. Augmenting with methylphenidate versus placebo

Critical outcomes:

Depression symptomatology

e Very low quality evidence from 1 RCT (N=144) shows neither a clinically important
nor statistically significant difference between augmentation of antidepressant
treatment with methylphenidate or placebo on depression symptomatology change
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from baseline to endpoint, for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Remission

e Very low quality evidence from 1 RCT (N=60) shows a clinically important but not
statistically significant benefit of augmentation of antidepressant treatment with
methylphenidate, relative to placebo augmentation, on the rate of remission for adults
with depression who have shown an inadequate response to at least 1 previous
course of antidepressant treatment for the current episode

Response

e Very low quality evidence from 2 RCTs (N=205) shows neither a clinically important
nor statistically significant difference between augmentation of antidepressant
treatment with methylphenidate or placebo on the rate of response, for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=145) shows higher discontinuation due to
any reason associated with augmentation of antidepressant treatment with
methylphenidate relative to placebo for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode, however this effect is not statistically significant

Discontinuation due to side effects

e Very low quality evidence from 2 RCTs (N=205) shows higher discontinuation due to
side effects associated with augmentation of antidepressant treatment with
methylphenidate relative to placebo for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 53. Augmenting with lithium versus continuing with antidepressant (+/-

placebo)
Critical outcomes:

Depression symptomatology

e Low quality evidence from 2 RCTs (N=67) shows neither a clinically important nor
statistically significant difference between augmentation of TCA treatment with lithium
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or placebo on depression symptomatology at endpoint, for adults with depression
who have failed to respond to TCA monotherapy

e Low quality evidence from 3 RCTs (N=116) shows neither a clinically important nor
statistically significant difference between augmentation of antidepressant treatment
with lithium or placebo on depression symptomatology change from baseline to
endpoint, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Remission

e Low quality evidence from 1 RCT (N=34) shows a clinically important but not
statistically significant benefit of augmenting TCA treatment with lithium, relative to
placebo augmentation, on the rate of remission for adults with depression who have
failed to respond to TCA monotherapy

Response

e Very low quality evidence from 2 RCTs (N=59) shows a clinically important but not
statistically significant benefit of augmenting SSRI/TCA treatment with lithium, relative
to placebo augmentation, on the rate of response for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Discontinuation due to any reason

e Low quality evidence from 4 RCTs (N=159) shows a lower rate of discontinuation due
to any reason associated with augmenting antidepressant treatment with lithium
relative to placebo augmentation for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode, however this effect is not statistically significant

Discontinuation due to side effects

e Low quality evidence from 2 RCTs (N=68) shows a higher rate of discontinuation due
to side effects associated with augmenting TCA treatment with lithium relative to
placebo augmentation for adults with depression who have failed to respond to TCA
monotherapy, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning
No evidence was identified for this outcome.

Comparison 54. Augmenting with lithium versus switch to antipsychotic
Critical outcomes:

Depression symptomatology

No evidence was identified for this outcome.
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Remission

e Very low quality evidence from 1 RCT (N=457) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/venlafaxine
treatment with lithium and switching to quetiapine monotherapy on the rate of
remission, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Response

e Very low quality evidence from 1 RCT (N=457) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/venlafaxine
treatment with lithium and switching to quetiapine monotherapy on the rate of
response, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to any reason

e Very low quality evidence from 1 RCT (N=457) shows neither a clinically important
nor statistically significant difference between augmenting SSRI/venlafaxine
treatment with lithium and switching to quetiapine monotherapy on the rate of
discontinuation due to any reason, for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=457) shows a higher rate of discontinuation
due to side effects associated with switching to quetiapine monotherapy relative to
augmenting SSRI/venlafaxine treatment with lithium for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 55. Augmenting with lithium versus augmenting with a psychological

intervention
Critical outcomes:

Depression symptomatology

e Moderate quality evidence from 1 RCT (N=39) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
lithium and augmenting with individual CBT on depression symptomatology (at
endpoint, and change from baseline to endpoint), for adults with depression who have
shown a partial response to 8-14 weeks of antidepressant treatment
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o Moderate quality evidence from 1 RCT (N=39) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with lithium,
relative to augmenting with individual CBT, on depression symptomatology at 1-
month follow-up for adults with depression who have shown a partial response to 8-
14 weeks of antidepressant treatment

Remission

e Low quality evidence from 1 RCT (N=44) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with lithium,
relative to augmenting with individual CBT, on the rate of remission for adults with
depression who have shown a partial response to 8-14 weeks of antidepressant
treatment

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

e Low quality evidence from 1 RCT (N=44) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
lithium and augmenting with individual CBT on discontinuation due to any reason, for
adults with depression who have shown a partial response to 8-14 weeks of
antidepressant treatment

Discontinuation due to side effects

e Low quality evidence from 1 RCT (N=44) shows a higher rate of discontinuation due
to side effects associated with augmenting antidepressant treatment with lithium
relative to augmenting with individual CBT for adults with depression who have
shown a partial response to 8-14 weeks of antidepressant treatment, however this
effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 56. Augmenting with lithium versus augmenting with TCA

Critical outcomes:

Depression symptomatology

e Low quality evidence from 2 RCTs (N=94) shows neither a clinically important nor
statistically significant difference between augmenting fluoxetine with lithium or
desipramine on depression symptomatology (at endpoint, and change from baseline
to endpoint), for adults with depression who have failed to respond to 8 weeks of
treatment with fluoxetine
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Remission

e Very low quality evidence from 2 RCTs (N=94) shows neither a clinically important
nor statistically significant difference between augmenting fluoxetine with lithium or
desipramine on the rate of remission, for adults with depression who have failed to
respond to 8 weeks of treatment with fluoxetine

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

e Low quality evidence from 2 RCTs (N=94) shows neither a clinically important nor
statistically significant difference between augmenting fluoxetine with lithium or
desipramine on the rate of discontinuation due to any reason, for adults with
depression who have failed to respond to 8 weeks of treatment with fluoxetine

Discontinuation due to side effects

e Very low quality evidence from 1 RCT (N=26) shows a higher rate of discontinuation
due to side effects associated with augmenting fluoxetine with desipramine relative to
lithium for adults with depression who have failed to respond to 8 weeks of treatment
with fluoxetine, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 57. Augmenting with omega-3 fatty acids versus placebo

Critical outcomes:

Depression symptomatology

e Very low quality evidence from 3 RCTs (N=132) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with omega-3
fatty acids, relative to placebo augmentation, on depression symptomatology at
endpoint for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

e Very low quality evidence from 3 RCTs (N=132) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with omega-3
fatty acids, relative to placebo augmentation, on depression symptomatology change
from baseline to endpoint for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode
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Remission

e Very low quality evidence from 1 RCT (N=81) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with omega-3
fatty acids, relative to placebo augmentation, on the rate of remission for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Response

e Very low quality evidence from 3 RCTs (N=170) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with omega-3
fatty acids, relative to placebo augmentation, on the rate of response for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to any reason

e Low quality evidence from 4 RCTs (N=221) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
omega-3 fatty acids and placebo augmentation on discontinuation due to any reason,
for adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Discontinuation due to side effects

e Low quality evidence from 4 RCTs (N=221) shows a lower rate of discontinuation due
to side effects associated with augmenting antidepressant treatment with omega-3
fatty acids relative to placebo augmentation for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode, however this effect is not statistically significant

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

e High quality evidence from 1 RCT (N=50) shows a clinically important and statistically
significant benefit of augmenting sertraline with omega-3 fatty acids, relative to
placebo augmentation, on sleeping difficulties at endpoint for adults with depression
who have failed to respond to 8 weeks of treatment with sertraline

Comparison 58. Augmenting with thyroid hormone versus continuing with

antidepressant (+/- placebo)
Critical outcomes:

Depression symptomatology

¢ Moderate quality evidence from 1 RCT (N=33) shows a clinically important but not
statistically significant benefit of augmenting desipramine or imipramine with
trilodothyronine (T3), relative to placebo augmentation, on depression
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symptomatology at endpoint for adults with depression who have failed to respond to
at least 5 weeks of treatment with desipramine/imipramine

e Moderate quality evidence from 1 RCT (N=33) shows a clinically important and
statistically significant benefit of augmenting desipramine or imipramine with
triiodothyronine (T3), relative to placebo augmentation, on depression
symptomatology change from baseline to endpoint for adults with depression who
have failed to respond to at least 5 weeks of treatment with desipramine/imipramine

Remission

e Very low quality evidence from 2 RCTs (N=126) shows a clinically important but not
statistically significant benefit of augmenting SSRI/TCA treatment with thyroid
hormone, relative to placebo augmentation or continuing with the antidepressant-
only, on the rate of remission for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Response

e Low quality evidence from 1 RCT (N=93) shows neither a clinically important nor
statistically significant difference between augmenting paroxetine with thyroid
hormone and continuing with paroxetine-only, on the rate of response for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Discontinuation due to any reason

e High quality evidence from 1 RCT (N=33) shows neither a clinically important nor
statistically significant difference between augmenting desipramine or imipramine with
triiodothyronine (T3) and placebo augmentation on the rate of discontinuation due to
any reason, for adults with depression who have failed to respond to at least 5 weeks
of treatment with desipramine/imipramine

Discontinuation due to side effects

e High quality evidence from 1 RCT (N=33) shows neither a clinically important nor
statistically significant difference between augmenting desipramine or imipramine with
triiodothyronine (T3) and placebo augmentation on the rate of discontinuation due to
side effects, for adults with depression who have failed to respond to at least 5 weeks
of treatment with desipramine/imipramine

Important outcomes:

Quality of life

e Moderate to low quality evidence from 1 RCT (N=93) shows neither a clinically
important nor statistically significant difference between augmenting paroxetine with
thyroid hormone and continuing with paroxetine-only on quality of life physical and
mental component scores, for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 59. Augmenting with thyroid hormone versus augmenting with lithium
2 Critical outcomes:

Depression symptomatology

e Very low quality evidence from 2 RCTs (N=176) shows a statistically significant but
not clinically important benefit of augmenting antidepressant treatment with
triiodothyronine (T3), relative to lithium augmentation, on depression symptomatology
at endpoint for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

e Low quality evidence from 2 RCTs (N=176) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with

11 thyroid hormone and augmenting with lithium on depression symptomatology change

12 from baseline to endpoint, for adults with depression who have shown an inadequate

13 response to at least 1 previous course of antidepressant treatment for the current

14 episode

-_—
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15 Remission

16 e Very low quality evidence from 2 RCTs (N=177) shows a clinically important but not
17 statistically significant benefit of augmenting antidepressant treatment with

18 triiodothyronine (T3), relative to lithium augmentation, on the rate of remission for
19 adults with depression who have shown an inadequate response to at least 1

20 previous course of antidepressant treatment for the current episode

21 Response

22 e Very low quality evidence from 1 RCT (N=142) shows a clinically important but not
23 statistically significant benefit of augmenting antidepressant treatment with

24 triiodothyronine (T3), relative to lithium augmentation, on the rate of response for
25 adults with depression who have shown an inadequate response to at least 2

26 previous courses of antidepressant treatment for the current episode

27 Discontinuation due to any reason

28 e Low quality evidence from 1 RCT (N=142) shows a higher rate of discontinuation due
29 to any reason associated with augmenting desipramine or imipramine with lithium

30 relative to triiodothyronine (T3) augmentation for adults with depression who have

31 failed to respond to at least 5 weeks of treatment with desipramine/imipramine,

32 however this effect is not statistically significant

33 Discontinuation due to side effects

34 e Low quality evidence from 2 RCT (N=177) shows a significantly higher rate of

35 discontinuation due to side effects associated with augmenting antidepressant

36 treatment with lithium, relative to triiodothyronine (T3) augmentation, for adults with
37 depression who have shown an inadequate response to at least 1 previous course of
38 antidepressant treatment for the current episode

39 Important outcomes:

40 Quality of life

41 No evidence was identified for this outcome.
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Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 60. Switching to ECT versus switching to paroxetine

Critical outcomes:

Depression symptomatology

e Low quality evidence from 1 RCT (N=39) shows a clinically important and statistically
significant benefit of switching to ECT, relative switching to paroxetine, on depression
symptomatology (at endpoint, and change from baseline to endpoint) for adults with
depression who have shown an inadequate response to at least 2 previous courses
of antidepressant treatment for the current episode

Remission

No evidence was identified for this outcome.

Response

e Very low quality evidence from 1 RCT (N=40) shows a clinically important and
statistically significant benefit of switching to ECT, relative switching to paroxetine, on
the rate of response for adults with depression who have shown an inadequate
response to at least 2 previous courses of antidepressant treatment for the current
episode

Discontinuation due to any reason

e Low quality evidence from 1 RCT (N=40) shows a higher rate of discontinuation due
to any reason associated with switching to paroxetine relative to switching to ECT for
adults with depression who have shown an inadequate response to at least 2
previous courses of antidepressant treatment for the current episode, however this
effect is not statistically significant

Discontinuation due to side effects

e High quality evidence from 1 RCT (N=40) shows neither a clinically important nor
statistically significant difference between switching to ECT and switching to
paroxetine on discontinuation due to side effects, for adults with depression who have
shown an inadequate response to at least 2 previous courses of antidepressant
treatment for the current episode

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.
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1 Comparison 61. Augmenting with ECT versus continuing with antidepressant
2 Critical outcomes:

Depression symptomatology

e Very low quality evidence from 1 RCT (N=40) shows neither a clinically important nor
statistically significant difference between augmenting citalopram with ECT and
continuing with citalopram-only on depression symptomatology at endpoint, for adults
with depression who have failed to respond to 2 weeks of treatment with citalopram

e Low quality evidence from 1 RCT (N=40) shows a clinically important but not
statistically significant benefit of augmenting citalopram with ECT, relative to
continuing with citalopram-only, on depression symptomatology change from baseline

11 to endpoint for adults with depression who have failed to respond to 2 weeks of

12 treatment with citalopram

BN
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13 Remission

14 No evidence was identified for this outcome.

15 Response

16 No evidence was identified for this outcome.

17 Discontinuation due to any reason

18 No evidence was identified for this outcome.

19 Discontinuation due to side effects

20 No evidence was identified for this outcome.
21 Important outcomes:

22 Quality of life

23 No evidence was identified for this outcome.

24 Personal, social, and occupational functioning
25 No evidence was identified for this outcome.

26 Comparison 62. Augmenting with ECT versus augmenting with exercise
27 Critical outcomes:

28 Depression symptomatology

29 ¢ Moderate to low quality evidence from 1 RCT (N=40) shows neither a clinically
30 important nor statistically significant difference between augmenting citalopram with
31 ECT and augmenting with exercise on depression symptomatology (at endpoint, and
32 change from baseline to endpoint), for adults with depression who have failed to
33 respond to 2 weeks of treatment with citalopram
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1 Remission

2 e Low quality evidence from 1 RCT (N=40) shows neither a clinically important nor
3 statistically significant difference between augmenting citalopram with ECT and

4 augmenting with exercise on the rate of remission, for adults with depression who
5 have failed to respond to 2 weeks of treatment with citalopram

o]

Response

7 No evidence was identified for this outcome.

8 Discontinuation due to any reason

9 No evidence was identified for this outcome.

10 Discontinuation due to side effects

11 No evidence was identified for this outcome.
12 Important outcomes:

13 Quality of life

14 No evidence was identified for this outcome.

15 Personal, social, and occupational functioning
16 No evidence was identified for this outcome.

17 Comparison 63. Augmenting with ECT + exercise versus augmenting with exercise
18 Critical outcomes:

19 Depression symptomatology

20 ¢ High to moderate quality evidence from 1 RCT (N=40) shows a clinically important

21 and statistically significant benefit of augmenting citalopram with both ECT and

22 exercise, relative to augmenting with exercise-only, on depression symptomatology
23 (at endpoint, and change from baseline to endpoint) for adults with depression who
24 have failed to respond to 2 weeks of treatment with citalopram

25 Remission

26 ¢ High quality evidence from 1 RCT (N=40) shows a clinically important and statistically
27 significant benefit of augmenting citalopram with both ECT and exercise, relative to
28 augmenting with exercise-only, on the rate of remission for adults with depression

29 who have failed to respond to 2 weeks of treatment with citalopram

30 Response

31 No evidence was identified for this outcome.

32 Discontinuation due to any reason

33 No evidence was identified for this outcome.
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Discontinuation due to side effects

No evidence was identified for this outcome.

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 64. Augmenting with exercise versus TAU

Critical outcomes:

Depression symptomatology

Moderate quality evidence from 1 RCT (N=52) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with aerobic
exercise, relative to continuing with antidepressant treatment, on depression
symptomatology at endpoint for adults with depression who have shown an
inadequate response to at least 1 previous course of antidepressant treatment for the
current episode

Moderate quality evidence from 2 RCTs (N=94) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with aerobic
exercise, relative to continuing with antidepressant treatment, on depression
symptomatology change from baseline to endpoint for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Remission

Moderate quality evidence from 2 RCTs (N=94) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with aerobic
exercise, relative to continuing with antidepressant treatment, on the rate of remission
for adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Response

Low quality evidence from 1 RCT (N=42) shows a clinically important but not
statistically significant benefit of augmenting SSRI/SNRI treatment with aerobic
exercise, relative to enhanced TAU and continuing with SSRI/SNRI treatment, on the
rate of response for adults with depression who have shown an inadequate response
to at least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to any reason

Low quality evidence from 2 RCTs (N=94) shows neither a clinically important nor
statistically significant difference between augmenting antidepressant treatment with
aerobic exercise and continuing with antidepressant treatment on discontinuation due
to any reason, for adults with depression who have shown an inadequate response to
at least 1 previous course of antidepressant treatment for the current episode

170

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



(o]

10

11
12
13
14
15
16
17
18
19
20
21

22

23
24
25
26
27

28

29
30
31
32
33

34

35
36
37
38
39

DRAFT FOR CONSULTATION
Further-line treatment

Discontinuation due to side effects

No evidence was identified for this outcome.

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 65. Augmenting with exercise versus attention-placebo

Critical outcomes:

Depression symptomatology

Moderate quality evidence from 1 RCT (N=68) shows neither a clinically important nor
statistically significant difference between augmenting escitalopram with a Tai Chi
group and augmenting with attention-placebo on depression symptomatology at
endpoint, for adults with depression who have failed to respond to 4 weeks of
treatment with escitalopram

Low quality evidence from 1 RCT (N=29) shows a clinically important and statistically
significant benefit of augmenting antidepressant treatment with aerobic exercise,
relative to augmenting with attention-placebo, on depression symptomatology change
from baseline to endpoint for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

Remission

Low quality evidence from 2 RCTs (N=106) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with exercise,
relative to augmenting with attention-placebo, on the rate of remission for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Response

Low quality evidence from 2 RCTs (N=119) shows a clinically important and
statistically significant benefit of augmenting antidepressant treatment with exercise,
relative to augmenting with attention-placebo, on the rate of response for adults with
depression who have shown an inadequate response to at least 1 previous course of
antidepressant treatment for the current episode

Discontinuation due to any reason

Low quality evidence from 3 RCTs (N=192) shows a higher rate of discontinuation
due to any reason associated with augmenting antidepressant treatment with
exercise relative to augmenting with attention-placebo for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode, however this effect is not statistically significant
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Discontinuation due to side effects

No evidence was identified for this outcome.
Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

e Low quality evidence from 1 RCT (N=29) shows a clinically important and statistically
significant benefit of augmenting antidepressant treatment with aerobic exercise,
relative to augmenting with attention-placebo, on global functioning change from
baseline to endpoint for adults with depression who have shown an inadequate
response to at least 1 previous course of antidepressant treatment for the current
episode

e Moderate quality evidence from 1 RCT (N=68) shows neither a clinically important nor
statistically significant difference between augmenting escitalopram with a Tai Chi
group and augmenting with attention-placebo on sleeping difficulties at endpoint, for
adults with depression who have failed to respond to 4 weeks of treatment with
escitalopram

Comparison 66. Augmenting with exercise + ECT versus augmenting with ECT
Critical outcomes:

Depression symptomatology

e High to moderate quality evidence from 1 RCT (N=40) shows a clinically important
and statistically significant benefit of augmenting citalopram with both exercise and
ECT, relative to augmenting with ECT-only, on depression symptomatology (at
endpoint, and change from baseline to endpoint) for adults with depression who have
failed to respond to 2 weeks of treatment with citalopram

Remission

e High quality evidence from 1 RCT (N=40) shows a clinically important and statistically
significant benefit of augmenting citalopram with both exercise and ECT, relative to
augmenting with ECT-only, on the rate of remission for adults with depression who
have failed to respond to 2 weeks of treatment with citalopram

Response

No evidence was identified for this outcome.

Discontinuation due to any reason

No evidence was identified for this outcome.

Discontinuation due to side effects

No evidence was identified for this outcome.
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Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Comparison 67. Augmenting with yoga versus continuing with antidepressant (+/-
waitlist or attention-placebo)

Critical outcomes:

Depression symptomatology

High quality evidence from 1 RCT (N=25) shows a clinically important and statistically
significant benefit of augmenting antidepressant treatment with a yoga group
intervention, relative to continuing with antidepressant treatment (and being placed on
a waitlist for yoga), on depression symptomatology change from baseline to endpoint
for adults with depression who have shown an inadequate response to at least 1
previous course of antidepressant treatment for the current episode

Remission

Low quality evidence from 2 RCTs (N=147) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with a yoga
group intervention, relative to continuing with antidepressant treatment (in addition to
attention-placebo or waitlist), on the rate of remission for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Low to very low quality evidence from 1 RCT (N=122) shows a clinically important but
not statistically significant benefit of augmenting antidepressant treatment with a yoga
group intervention, relative to augmenting with attention-placebo, on the rate of
remission at 3-month and 6-month follow-up for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Response

Very low quality evidence from 2 RCTs (N=147) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with a yoga
group intervention, relative to continuing with antidepressant treatment (in addition to
attention-placebo or waitlist), on the rate of response for adults with depression who
have shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode

Low quality evidence from 1 RCT (N=122) shows a clinically important but not
statistically significant benefit of augmenting antidepressant treatment with a yoga
group intervention, relative to augmenting with attention-placebo, on the rate of
response at 3-month and 6-month follow-up for adults with depression who have
shown an inadequate response to at least 1 previous course of antidepressant
treatment for the current episode
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Discontinuation due to any reason

e Very low quality evidence from 2 RCTs (N=147) shows neither a clinically important
nor statistically significant difference between augmenting antidepressant treatment
with a yoga group intervention and continuing with antidepressant treatment (in
addition to attention-placebo or waitlist) on the rate of discontinuation due to any
reason, for adults with depression who have shown an inadequate response to at
least 1 previous course of antidepressant treatment for the current episode

Discontinuation due to side effects

No evidence was identified for this outcome.

Important outcomes:

Quality of life

No evidence was identified for this outcome.

Personal, social, and occupational functioning

No evidence was identified for this outcome.

Economic evidence statements

Evidence from 1 single UK study conducted alongside a RCT (N=637) indicates that
computerised CBT with support is unlikely to be cost-effective compared with attention
control in people with depression that have had limited response to previous
pharmacological treatment. The evidence is directly applicable to the UK context but is
characterised by very serious limitations and therefore was not considered further.

Evidence from 1 single UK study conducted alongside a RCT (N=158) is inconclusive
regarding the cost effectiveness of cognitive therapy added to treatment as usual in
people with depression who have responded inadequately to previous treatment and have
residual depressive symptoms, as the outcome measure was not the QALY and
interpretation of the results depends on the willingness to pay in order to avoid an
additional relapse. This evidence, although it was conducted in the UK, is only partially
applicable to the NICE decision-making context (due to lack of QALY estimation) and it
characterised by minor limitations.

Evidence from 1 single UK study conducted alongside a RCT (N = 469) suggests that
CBT added to treatment as usual is a cost-effective treatment option in people with
depression who have responded inadequately to previous treatment. This evidence is
directly applicable to the NICE decision-making context and is characterised by minor
limitations.

Evidence from 1 single Canadian study conducted alongside a RCT (N=60) is
inconclusive as to whether intensive short-term psychodynamic psychotherapy is cost-
effective compared with TAU in people with depression who have responded inadequately
to previous treatment. The evidence is partially applicable to the UK context and is
characterised by very serious limitations and therefore was not considered further.

Evidence from 1 single UK study conducted alongside a RCT (N=480) suggests that
mirtazapine may be cost-effective when added to a SSRI or SNRI in people who have
responded inadequately to previous treatment with a SSRI or SNRI. This evidence,
although it was conducted in the UK, is only partially applicable to the NICE decision-
making context (due to EQ-5D-5L being used for the estimation of QALYs) and it
characterised by minor limitations.
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¢ Evidence from 1 US model-based economic study suggests that switching (to venlafaxine
or sertraline) or augmentation (with bupropion) pharmacological strategies are more cost-
effective than continuation of current antidepressant treatment (citalopram) in adults with
major depression that failed to respond to previous treatment. The study is partially
applicable to the UK context and is characterised by very serious limitations.

e Evidence from 1 US model-based economic study suggests that switching (to venlafaxine
or sertraline) or augmentation (with bupropion) pharmacological strategies are more cost-
effective than continuation of current antidepressant treatment (citalopram) in adults with
major depression that failed to respond to previous treatment with a SSRI. The study is
partially applicable to the UK context and is characterised by very serious limitations.

e Evidence from 1 Finnish model-based economic study suggests that switching to
bupropion is more cost-effective that switching to venlafaxine or sertraline in adults with
depression that failed to respond to previous treatment with a SSRI. The study is partially
applicable to the UK context and is characterised by potentially serious limitations.
Evidence from 1 US study that made the same comparison was difficult to interpret, as the
study did not use the QALY as the measure of outcome; nevertheless, the study
suggested that the relative cost-effectiveness of the 3 treatment options was
characterised by uncertainty. The US study is partially applicable to the UK context and is
characterised by minor limitations.

e Evidence from 1 UK model-based economic study suggests that duloxetine is more cost-
effective than venlafaxine and mirtazapine in people with depression who have responded
inadequately to previous antidepressant treatment with SSRIs. The study is directly
applicable to the UK context but is characterised by potentially serious limitations.

¢ Evidence from 1 Swedish model-based economic study suggests that escitalopram is
more cost-effective than duloxetine and venlafaxine in adults with major depression
treated in primary care, who had had a history of treatment with another antidepressant
within the previous 6 months. The study is partially applicable to the UK context and is
characterised by potentially serious limitations.

¢ Evidence from 1 US model-based economic study suggests that paroxetine controlled
release and sertraline are less cost-effective compared with other SSRIs in adults with
major depression who failed to achieve remission with previous treatment with SSRIs. The
study is partially applicable to the UK context and is characterised by very serious
limitations.

¢ Evidence from 1 UK model-based study suggests that lithium dominates antipsychotics as
an adjunct to SSRIs in the treatment of adults with treatment-resistant depression. The
study is directly applicable to the NICE decision-making context and is characterised by
potentially serious limitations.

e Evidence from 1 US study conducted alongside a RCT (N=1522) is inconclusive regarding
the cost-effectiveness of aripiprazole adjunct to antidepressants versus bupropion adjunct
to antidepressants versus switching to bupropion in adults with treatment-resistant
depression. The study is partially applicable to the UK and is characterised by potentially
serious limitations.

¢ Evidence from 2 US model-based economic study was inconclusive as to whether
antipsychotics used as adjuncts to antidepressant therapy were cost-effective compared
with antidepressant therapy alone in adults with major depression who had responded
inadequately to previous antidepressant therapy, as the studies did not use the QALY as
the measure of outcome. The studies are partially applicable to the UK context; one is
characterised by very serious limitations and the other by potentially serious limitations.

e Evidence from 1 model-based UK study suggests that ECT may be cost-effective as part
of a sequence of treatments that includes ECT — SSRI — lithium augmentation in adults
with major depression that requires hospitalisation. The evidence is partially applicable to
the NICE decision-making context and is characterised by potentially serious limitations.
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¢ Evidence from 1 model-based US study suggests that ECT may be cost-effective as part
of a sequence of antidepressant, psychological and ECT treatments. The evidence is
partially applicable to the UK and is characterised by very serious limitations.

WN -

The committee’s discussion of the evidence

D

Interpreting the evidence
The outcomes that matter most

The aim of this review was to identify the most effective treatments for depression that has
not responded to previous therapies, so the committee prioritised depression
symptomatology, remission and response as critical outcomes. As a treatment can only be
effective if it is utilised by the person with depression, discontinuation due to any reason, and
due to side effects, were also prioritised by the committee as critical outcomes.

0O wVWoo~N O [¢)]
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12 The aim of treating depression is to improve people’s life and so health-related quality of life
13 and personal, social and occupational functioning were chosen as important outcomes. The
14 committee were cognisant that for people with depression, quality of life may be the most
15 valued outcome, however, it was not prioritised as a critical outcome as the committee were
16 aware that the data for this outcome was very limited and so it would have less of an impact
17 on decision-making.

18 The quality of the evidence

19 The quality of evidence was assessed using GRADE and was generally rated as low to very

20 low, reflecting the high risk of bias associated with the studies. This included high risk of bias
21 associated with randomisation method (as reflected by significant group differences at

22 baseline), and lack of (or unclear) blinding of outcome assessment. There were also a limited
23 number of studies for each comparator, small numbers of participants in most trials and

24 imprecision in most of the results.

25 Benefits and harms

26 In developing recommendations for people with depression that has not responded or where
27 there has been a limited response to treatment, the committee drew on their knowledge and
28 experience that a significant number of people with depression may not adhere to the

29 prescribed treatment regimen and their personal or social factors could have a significant

30 impact on their response to treatment, and so should be identified and addressed if possible.
31 They therefore agreed that a review of these factors should be considered before initiating
32 any additional treatment options. Based on the expert opinion of the committee, it was noted
33 that coexisting conditions or alternative diagnoses could also limit response to treatment, and
34 it was agreed that the diagnosis should be reviewed if adherence and lifestyle factors had

35 been addressed and a limited response continued.

36 The committee recognised that people with depression may experience a loss of confidence
37 when the initial treatment has not worked, and may need reassurance that alternative or

38 additional treatments can be tried, and that this can include a discussion about the rationale
39 for switching to an alternative approach, acknowledging that some treatments have not

40 worked and providing some explanation about how the further-line treatment works

41 differently.

42 When developing the recommendations for further-line treatment, the committee considered
43 a number of factors including the relative strength of the evidence, the preference that

44 service users may have for medication or psychological interventions and the adverse effects
45 of medication, in particular when combinations of medications are used. The committee

46 were aware, from established data on response curves to antidepressant treatment that most
47 people who respond to pharmacological interventions will have have shown some response
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within 4 weeks of initiation of treatment. Response curves are similar for psychological
interventions but response to psychological interventions may initially be slower than to
medication with people typically responding to treatment within 4 to 6 weeks.

In developing their recommendations, the committee considered three main scenarios: first
where a person had not responded to initial psychological therapy, secondly where a person
had not responded to initial antidepressant medication, and thirdly where a person had not
responded to initial treatment with a combination of antidepressant medication and
psychological therapy.

Where there was limited or no response to initial psychological therapy, the committee drew
on their expert knowledge, and evidence for other review questions in this guideline, as there
was no evidence identified that was specific to this population. Based on this limited
evidence base, the committee also made a research recommendation. The committee
agreed that switching to an alternative psychological intervention may align with clinical
needs and preferences, particularly for people who may not want to take antidepressant
medication, and that this option should be discussed and considered. The committee also
recommended a combination of a psychological intervention with antidepressant medication
(adding an SSRI or mirtazapine) as an option for those who have shown a limited response
to initial psychological therapy alone and who were willing to try an antidepressant. In
developing this recommendation, the committee drew on the evidence for first-line
treatments particularly in more severe depression where combination treatment was more
clinically and cost-effective than medication alone. The committee also recognised that
those who had shown limited response to an initial psychological intervention may wish to
switch to an antidepressant treatment and so, drawing on their expert knowledge and
experience and the data on first-line treatments developed a recommendation that a person
should have the option of switching to an SSRI or mirtazapine alone.

Where there was limited or no response to an initial antidepressant monotherapy the
committee recommended that, based on the evidence, either a group exercise programme or
a psychological therapy should be used to augment the antidepressant. Alternatively,
individuals could switch to a psychological intervention, or antidepressant medication could
be continued but with an alternative drug or an increased dose. There was some evidence
from randomised controlled trials for clinical benefits associated with augmenting
antidepressant treatment with group exercise programmes, in particular aerobic exercise
groups, and the committee agreed that this option should be discussed with the person and
offered. However, the committee took into account that this option may not suit everyone,
and may be difficult for some people to engage with. There was evidence from multiple trials
in the review of the benefit of augmenting antidepressant medication with cognitive-
behavioural therapies. The committee were also aware of a number of important, often
pragmatic, trials of cognitive-behavioural therapies (including CBASP and rumination-
focused CBT) as further-line treatment or treatment for residual depression, which replicated
the findings in the meta-analysis but were excluded, typically because patients were not
randomised at the point of non-response (including Clarke 2002; Fava 1994; Hollon 2014;
Hvenegaard 2020; Moore and Blackburn 1997; Segal 2020; Teissman 2014). The committee
agreed that an alternative further-line treatment option for those who have not responded to
initial antidepressant treatment could be switching to a psychological intervention. There was
no evidence that specifically examined switching to a psychological intervention for those
who have not responded to initial antidepressant treatment, however, the committee drew on
the evidence for first-line treatments in more severe depression. The committee agreed that
the psychological interventions that had been identified as effective and cost-effective for
first-line treatment of more severe depression could be used for people who had not
responded to antidepressants and wished to try a psychological therapy instead. The
committee also considered options for continuing antidepressant treatment. The committee
were aware that currently, a common approach to a limited or non-response to
pharmacological interventions is to either increase the dose or switch to an alternative
medication. The committee noted that the evidence reviewed in this guideline did not
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provide significant support for either of these two strategies as being effective. However, the
committee were aware that in a number of the trials which were reviewed, the absence of
benefit may have been due to improvement in the continued antidepressant/dose arm. The
committee were also aware that some people would not want to try an exercise programme
or a psychological intervention, nor be willing to accept the increased side effect burden of
combined drug treatment. Given this, the committee agreed to make a recommendation for
switching to another antidepressant or increasing the dose. However, the committee were
concerned about the limited evidence for these strategies and so also recommended close
monitoring and a review of the treatment strategy. They also recommended that discussion
of other treatment options should take place and consideration be given to referral for
specialist advice.

Where there was limited or no response to combined antidepressant medication and
psychological therapy, the committee considered that the options used in those who had
failed to respond to psychological intervention alone or antidepressant medication
monotherapy, namely switching to another psychological therapy and/or continuing with
antidepressant medication using an alternative drug or increased dose, should be used.
Combinations with an antidepressant of a different class, antipsychotics (aripiprazole,
risperidone, quetiapine, olanzapine) and lithium were all identified in the reviews undertaken
for this guideline as effective: there was evidence for improved depression symptomatology
and higher rates of remission or response in the treatment of people with no or limited
response to initial antidepressant treatment and so the committee decided to recommend
these options. There was also some evidence for clinical benefits associated with
augmenting antidepressant treatment with ECT, lamotrigine or triiodothyronine, however, the
committee agreed that these further-line treatment strategies may require increased
monitoring, and that use of all combination medications would require advice from specialist
mental health services. There was also some evidence for the use of augmentation with
omega-3 but the committee noted that the studies used a number of different preparations
and that there was uncertainty about the dose and preparation and so they did not
recommend this combination. The committee were aware that for all combinations of
medication, there was a risk of a significant increase in side effect burden and therefore
recommended that people should be informed about this so that they can decide if this
increased burden is acceptable to them.

The committee were aware that there was already NICE guidance on the use of vortioxetine
in people who had had no or limited response to at least 2 previous antidepressants and so
they included a reference to this as part of their recommendations.

There was some very limited evidence that ECT may be beneficial as a further-line
treatment, either alone or in combination with exercise. The committee used this evidence to
recommend that ECT may be considered for use as further-line treatment when other
treatments have been unsuccessful. However, the committee were aware that there may be
other situations where ECT could be considered: when a rapid response is needed (and the
committee provided an example of when this might be the case), or if a person with severe
depression had received successful ECT in the past and expressed a preference for it. The
committee discussed the care and considerations that needed to be taken into account when
delivering ECT, such as informing people of the risks and benefits, obtaining consent,
monitoring cognitive function and stopping ECT. The committee amended the existing
recommendations on these topics but agreed that there are now recognised up to date
standards produced by the Royal College of Psychiatrists which provide guidance on how a
sefae and effective ECT service should be delivered. This is in the contect of an ECT
accreditation service (ECTAS), and so the committee added a recommendation to advise
that clinics providing ECT should be accredited, and Trusts should ensure compliance with
ECTAS standards.

r.
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The committee were aware that, since the publication of the previous guideline, there had
been much further research into refining the administration of ECT, comparing different
modalities of ECT treatment, comparing ECT with other neuromodulatory therapies, and into
possible adverse effects. However the remit of the original review of ECT for the guideline
had a focus on sham-controlled randomised trials and so had not taken account of this wider
evidence base. The committee was also aware of the PRIDE study of continuation ECT in
depression in older people (Kellner 2016) which had reported a positive finding based on
odds ratios.

The committee considered the short-term and long-term harms associated with medication,
for example, side effects associated with SSRIs include drowsiness, nausea, insomnia,
agitation, restlessness and sexual problems. For the TCAs there is the potential for
cardiotoxicity and associated increased risk in overdose, although this is much greater for
some TCAs such as amitriptyline and dosulepin and so the committee included a warning
about this. They also added, based on their knowledge and the BNF guidance that
'lofepramine has a lower incidence of side-effects and is less dangerous in overdose [than
other tricyclic antidepressants] the fact that lofepramine has the best safety profile.. For
lithium there were concerns about renal toxicity and thyroid and parathyroid function. For the
antipsychotics concerns with weight gain and hyperlipidaemia and raised blood glucose were
also considered. The committee took these factors into consideration and in particular the
increased burden of harms that may arise with the use of a combination of medications. In
developing the recommendations, the committee were mindful of the negative consequences
of prolonged depressive episodes including not only the impact on the mental health of the
individual and their family but also on an individual’s physical health (depression is
associated with poorer physical health outcomes) and the impact on employment. The
committee agreed that the benefits of improving the outcome of a depressive episode
outweighed the potential harms. The committee were also aware that a number of
prescribers, including GPs, would not feel competent to initiate such combination treatment
and therefore also recommended that combination therapy should be initiated in specialist
settings or after consulting a specialist.

Longer-term follow-up

The committee noted that very few studies of further-line treatment reported any follow-up
data, and this data was particularly sparse for the pharmacological trials. A small number of
studies could be combined in meta-analyses for outcomes up to 6 months after endpoint,
however, beyond this point it was predominantly single-study analyses. The committee
considered this limited evidence, and noted that a small number of studies showed evidence
for sustained benefits on depression outcomes associated with augmenting antidepressants
with CBT (up to 40 months), IPT (up to 12 months), short-term psychodynamic
psychotherapy (up to 12 months), and long-term psychodynamic psychotherapy (up to 2
years). The committee agreed that the effects on depression outcomes at follow-up were
generally in line with the effects observed at endpoint, and this strengthened their confidence
in the recommendations.

Quality of life and functioning outcomes

The committee also noted that there was very little data for quality of life or functioning
outcomes. The committee considered the evidence for clinically important and statistically
significant effects, and noted single-study analyses showing equivocal benefits on quality of
life associated with increasing the dose of an SSRI (versus same dose), some evidence for a
benefit on global functioning or functional impairment of antipsychotic augmentation (relative
to increasing SSRI dose, or continuing with the antidepressant at the same dose) or
augmenting antidepressants with exercise, and of omega-3 augmentation on sleeping
difficulties. However, given the sparsity of this evidence, and that it is broadly consistent with
the findings observed for the critical outcomes, the committee did not consider it necessary
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to make any changes to recommendations based on effects observed for quality of life and
functioning outcomes.

Cost effectiveness and resource use

The committee considered the high healthcare costs and outcomes to the person associated
with depression showing an inadequate response to treatment, and expressed the view that
successful treatment, as expressed by full response to treatment and eventual remission,
would lead to the optimal outcome to the person but also considerable cost-savings to the
healthcare system.

The committee considered the available economic evidence on treatments for people with
depression who have responded inadequately to previous treatment. They noted that UK
evidence suggests that CBT may be a cost-effective treatment option in this population when
added to TAU (including pharmacological treatment) compared with TAU alone. Regarding
drugs, evidence from the UK suggests that mirtazapine is likely to be cost-effective when
added to a SSRI or SNRI in people who have responded inadequately to previous treatment
with a SSRI or SNRI; other UK evidence suggests that duloxetine is more cost-effective than
venlafaxine and mirtazapine in people with depression that has responded inadequately to
previous treatment with SSRIs. Evidence from Sweden suggests that escitalopram is more
cost-effective than duloxetine and venlafaxine in people whose depression responded
inadequately to previous antidepressant treatment. Evidence from Finland suggests that
switching to bupropion is more cost-effective that switching to venlafaxine or sertraline in
adults with depression that failed to respond to previous treatment with a SSRI. Other
evidence from the UK suggests that lithium dominates antipsychotics as an adjunct to SSRIs
in the treatment of adults with depression that has not responded to treatment. The
committee noted that economic evidence on psychological interventions is overall
characterised by minor limitations, whereas evidence on pharmacological interventions is
characterised by minor to potentially serious limitations. Other available non-UK evidence
was not considered as it was characterised by very serious limitations and/or high
uncertainty. Finally, there was some UK evidence that ECT may be cost-effective as part of a
sequence of treatments that includes ECT — SSRI — lithium augmentation in adults with
major depression that requires hospitalisation. The committee considered this evidence
when formulating separate ECT recommendations in the guideline.

The committee acknowledged that the economic evidence in this area is rather sparse and
has limitations, and decided to draw additional information from the economic analysis of
treatments of a new depressive episode that was undertaken for the guideline (See Evidence
report B, Appendix J). According to the guideline economic analysis, group psychological
therapies (such as group CBT and group behavioural activation), pharmacological treatment,
and other low-intensity psychological and physical interventions were the most cost-effective
options for the treatment of new episodes of less severe depression in adults. For
populations with more severe depression, the combination of individual CBT with an
antidepressant was likely to be the most cost-effective option for the treatment of new
episodes, followed by pharmacological treatments, group exercise and individual
psychological interventions (such as CBT, IPT or STPP). All these options were found to be
more cost-effective than GP care.

Considering the available economic evidence, the committee decided to recommend further-
line treatment options among those that were found to be cost-effective versus TAU (which
might include GP care, referral to specialist care, and/or active pharmacological treatment),
according to the type of treatment to which there was no or inadequate response, following a
shared decision and based on the person’s clinical need and preferences. They therefore
recommended, as one cost-effective option, the combination of medication and psychological
treatment for people who have responded inadequately to medication alone or to
psychological intervention alone, and the possibility of changing the components of
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combination therapy in people who are already on a combination of medication and a
psychological therapy.

The committee considered that offering an SSRI or mirtazapine as an alternative or as an
adjunct to psychological treatment to people whose symptoms have not adequately
responded to an initial psychological intervention would have minor resource implications as
the intervention cost of providing antidepressant treatment is overall lower than that of an
individual psychological intervention. Moreover, the committee noted that switching from a
psychological therapy that led to inadequate response to a different type of psychological
therapy or a different type of treatment, such as pharmacological or combined therapy, would
potentially result in better outcomes for the person and, therefore, anticipated reduction in
further care costs.

The committee considered that increasing the dose of a well-tolerated drug, switching
between antidepressants within the same or different class, or adding an antidepressant to
existing medication (for example, adding a SSRI or mirtazapine) would have negligible
resource implications in terms of the drug acquisition cost, as these drugs are available in
generic form, although there are costs associated with the necessary clinical review of dose
escalations or switching. Switching from a drug that is causing side effects to another drug of
the same or different class may lead to cost-savings and better outcomes for the person, if
the new drug is better tolerated.

The committee noted that, according to existing evidence, offering psychological therapy to
people who have limited response to previous pharmacological treatment may be cost-
effective. They also considered that adding a group exercise intervention to people with
inadequate response to previous antidepressant treatment has been shown to be beneficial
to the person and is likely to have minor resource implications.

The committee acknowledged the additional costs associated with combined medication
therapy, for example combined antidepressant treatment or provision of lithium or
antipsychotics in addition to antidepressant treatment, which should take place in specialist
settings or after consultation with a specialist. These costs relate to specialist staff time but
also to monitoring costs and costs associated with side effects. The committee considered
the available UK evidence according to which adding mirtazapine to SSRI treatment is cost-
effective. They also noted that lithium dominates antipsychotics as an adjunct to SSRIs in the
treatment of adults with depression that has not responded to treatment, but noted that this
evidence was characterised by potentially serious limitations. Based on the above
considerations, the committee recommended combining different antidepressants (for
example mirtazapine with a SSRI) or combining antidepressants with an antipsychotic or
lithium in specialist settings, or after consultation with a specialist, as an option if a person
has had no response or a limited response to antidepressant medication, does not want to
try a psychological therapy, and wants to try a combination of medications and is willing to
accept the possibility of an increased side-effect burden. In this population, alternative
effective treatment options are limited and the committee expressed the view that the
benefits of combined medication treatment are likely to outweigh costs associated with its
provision to this group.

Other factors the committee took into account

When reviewing the evidence for further line treatment the committee had originally decided
to separately examine the evidence base for treatment resistant depression (usually defined
as no or limited response to two adequate courses of an antidepressant) from no or limited
response to treatment. However, after carefully reviewing the trial populations and the
variation in the criteria used to identify both no or limited response and treatment resistance
the committee came to the view that there were considerable similarities and overlaps
between the two populations and therefore decided to use the same data sets for both
questions to inform the development of recommendations for no or limited response.
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The review of further-line treatment included those with chronic depression, but the
committee also took into consideration the evidence base for the first-line treatment of
chronic depression that was reviewed in Evidence report E. When reviewing the evidence
for further-line treatment, the committee were aware that a number of pragmatic trials were
excluded, typically because they recruited in usual clinical settings and participants were not
randomised at the point of no/inadequate/limited response. The committee used their
knowledge of these studies in the round when interpreting the evidence from the systematic
review and making recommendations.

ONO AR WN =

9 Recommendations supported by this evidence review

10 This evidence review supports recommendations 1.9.1 to 1.9.9, 1.13.1 to 1.3.9 and research
11 recommendations in the NICE guideline.

12
13
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Appendices

Appendix A — Review protocol

Review protocol for review question: What are the relative benefits and harms of further-line psychological, psychosocial,
pharmacological and physical interventions (alone or in combination), for adults with depression showing an inadequate
response to at least one previous intervention for the current episode?

Table 69: Review protocol
Field (based on PRISMA-P)

Review question

Type of review question
Objective of the review

Population

Exclude

Intervention

Content

What are the relative benefits and harms of further-line psychological, psychosocial, pharmacological and
physical interventions (alone or in combination), for adults with depression showing an inadequate response
to at least one previous intervention for the current episode?

Intervention review

To identify the most effective interventions for people who have had no or limited response to previous
treatment(s) (for the current episode), have not tolerated previous treatment(s) (for the current episode), or
have treatment-resistant depression

¢ Adults in a depressive episode whose depression has not responded or there has been limited response to
previous treatment(s) (for the current episode) according to DSM, ICD or similar criteria, or (residual)
depressive symptoms as indicated by depression scale score, or who have not tolerated previous treatment
(for the current episode), or who are defined as meeting criteria for treatment-resistant depression, and who
have been randomised to the further-line interventions at the point at which they had no/inadequate/limited
response

If some, but not all, of a study’s participants are eligible for the review, then we will include a study if at least
80% 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)

e Trials of people with learning disabilities

¢ Trials of people with bipolar disorder

e Trials of adults in contact with the criminal justice system (not solely as a result of being a witness or victim)

e Trials that specifically recruit participants with a physical health condition in addition to depression (e.g.
depression in people with diabetes)

Interventions listed below are examples of interventions which may be included either alone or in
combination:
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Field (based on PRISMA-P)

Content

Psychological interventions

e Behavioural therapies (including behavioural activation, behavioural therapy [Lewinsohn 1976], coping with
depression group)

e Cognitive and cognitive behavioural therapies (including CBT individual or group, problem solving, rational
emotive behaviour therapy [REBT], third-wave cognitive therapies, Mindfulness-based Cognitive Therapy
[MBCT] and Cognitive Behavioural Analysis System of Psychotherapy [CBASP])

¢ Counselling (including emotion-focused therapy [EFT], non-directive/supportive/ person-centred counselling
and relational client-centred therapy)

e Interpersonal psychotherapy (IPT)

e Psychodynamic psychotherapies (including short-term psychodynamic psychotherapy, long-term
psychodynamic psychotherapy and psychodynamic counselling)

e Psychoeducational interventions (including psychoeducational group programmes)

¢ Self-help with or without support (including cognitive bibliotherapy with or without support, computerised
CBT [CCBT] with or without support, computerised psychodynamic therapy with or without support)

o Art therapy
e Music therapy
e Eye movement desensitization and reprocessing (EMDR) (for depression, not PTSD)

Psychosocial interventions:
e Peer support (including befriending, mentoring, and community navigators)
e Mindfulness, meditation or relaxation (including mindfulness-based stress reduction [MBSR])

Pharmacological interventions
Antidepressants

SSRIs

e Citalopram

e Escitalopram

e Fluvoxamine

e Fluoxetine

e Paroxetine

e Sertraline

TCAs
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e Amineptine’

o Amitriptyline
o Clomipramine
o Desipramine?
e Imipramine

o Lofepramine
o Nortriptyline

TeCAs
e Mianserin

SNRIs
e Duloxetine
e Venlafaxine

Other antidepressant drugs
e Bupropion?
o Mirtazepine

Anticonvulsants
e Lamotrigine®

Antipsychotics
o Amisulpride?
e Aripiprazole®
e Olanzapine®
o Quetiapine

¢ Risperidone?®
e Ziprasidone?

Anxiolytics
e Buspirone
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Field (based on PRISMA-P) Content
Stimulants
e Methylphenidate?®

Other agents

e Lithium

e Omega-3 fatty acids
e Thyroid hormone?

Physical interventions

e Acupuncture

e ECT

e Exercise

e Yoga

e Light therapy (for depression, not SAD)

Interventions will be categorised into the following strategies:
e Dose escalation strategies

o Switching strategies (including switching to another antidepressant of the same class, switching to another
antidepressant of a different class, and switching to a non-antidepressant treatment)

e Augmentation strategies (including augmenting the antidepressant with another antidepressant,
augmenting the antidepressant with a non-antidepressant agent and augmenting the antidepressant with a
psychological/psychosocial/physical intervention)

Comparison e Other active intervention (must also meet inclusion criteria above)

e Treatment as usual

o Waitlist

e No treatment

e Placebo

In addition to placebo and head-to-head comparators, comparator treatment strategies include:
¢ Continuing with the antidepressant at the same dose
e Continuing with the antidepressant-only

Outcomes Critical outcomes:
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Field (based on PRISMA-P) Content
Efficacy
e Depression symptomatology (mean endpoint score or change in depression score from baseline)
e Remission (usually defined as a cut off on a depression scale)
e Response (usually defined as at least 50% improvement from the baseline score on a depression scale)

The following depression scales will be included in the following hierarchy:
e MADRS

e HAMD

e QIDS

e PHQ

e CGI (for dichotomous outcomes only)

e CES-D

e BDI

e HADS-D (depression subscale)

e HADS (full scale)

Acceptability/tolerability
¢ Discontinuation due to any reason (including side effects)
¢ Discontinuation due to side effects (for pharmacological trials)

Important outcomes:
e Quality of life:

o Quality of life (as assessed with a validated scale, including the 12-item/36-item Short-Form Survey [SF-
12/SF-36], 26-item short version of the World Health Organization Quality of Life assessment [WHOQOL-
BREF], EuroQoL [EQ5D], Quality of Life Depression Scale [QLDS], Quality of Life Enjoyment and
Satisfaction Questionnaire [Q-LES-Q], Quality of Life Inventory [QoLlI], and World Health Organization 5-
item Well-Being Index [WHO-5])

e Personal, social, and occupational functioning:
o Global functioning (as assessed with a validated scale, including Global Assessment of Functioning

[GAF], Global Assessment Scale [GAS], and Social and Occupational Functioning Assessment Scale
[SOFAS])

o Functional impairment (as assessed with a validated scale, including Sheehan Disability Scale [SDS],
Social Adjustment Scale [SAS], and Work and Social Adjustment Scale [WSAS])
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Field (based on PRISMA-P) Content

o Sleeping difficulties (as assessed with a validated scale, including Insomnia Severity Index [ISI] and
Pittsburgh Sleep Quality Index [PSQlI])

o Employment (for instance, % unemployed)

o Interpersonal problems (as assessed with a validated scale, including Inventory of Interpersonal Problems

[1IP])

Outcomes will be assessed at endpoint and follow-up (data for all available follow-up periods of at least 1-
month post-intervention will be extracted and will be grouped into categories for analysis, for instance, 1-3
months, 4-6 months, 7-9 months, 10-12 months, 13-18 months, 19-24 months, and >2 years).

Study design RCTs
Systematic reviews of RCTs

Include unpublished data? Conference abstracts, dissertations and unpublished data will not be included unless the data can be
extracted from elsewhere (for instance, from the previous guideline).

Restriction by date? 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.

Minimum sample size N =10 in each arm

Studies with <50% completion data (drop out of >50%) will be excluded.

Study setting Primary, secondary, tertiary and social care settings
Non-English-language papers will be excluded (unless data can be obtained from an existing review).
The review strategy 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.
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Field (based on PRISMA-P)

Heterogeneity
(sensitivity analysis and subgroups)

Data management (software)

Notes

Content

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% ClI 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 following subgroup analyses will be considered:

. Psychotic depression
. Depression with coexisting personality disorder
. Chronic depression

Endnote 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.

If trials specifically recruited populations with chronic depressive symptoms they would be included in this
review (as opposed to RQ 2.6) if the treatment was further-line and if they reported a critical outcome.

A Cochrane review of psychological therapies for treatment-resistant depression in adults was identified (ljaz
et al., 2018) which was used a source of studies for the review of psychological interventions.

1. Amineptine is not available to prescribe as a medicine (although it falls under Class C of the Misuse of
Drugs Act 1971, and listed as Schedule 2 under the Controlled Drugs Regulations 2001). However, this
drug is included in this review in order to assess the class effect of pharmacological interventions for
depression

2. Desipramine and ziprasidone are not available in the UK to prescribe. However, these drugs are included
in this review in order to assess the class effect of pharmacological interventions for depression
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Field (based on PRISMA-P)

Information sources — databases and
dates

Identify if an update
Author contacts

Highlight if amendment to previous
protocol

Search strategy — for one database

Data collection process —
forms/duplicate

Data items — define all variables to be
collected

Methods for assessing bias at
outcome/study level

Criteria for quantitative synthesis

Methods for quantitative analysis —
combining studies and exploring
(in)consistency

Meta-bias assessment — publication
bias, selective reporting bias

Confidence in cumulative evidence
Rationale/context — what is known

Describe contributions of authors and
guarantor

Content

3. None of these drugs are licensed for use in depression. However, they are included in the review in order
to assess harms and efficacy for off-label use and to assess the class effect of pharmacological
interventions for 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.

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.
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Field (based on PRISMA-P) Content

Sources of funding/support The NGA is funded by NICE and hosted by the Royal College of Obstetricians and Gynaecologists.

Name of sponsor The NGA is funded by NICE and hosted by the Royal College of Obstetricians and Gynaecologists.

Roles of sponsor NICE funds NGA to develop guidelines for those working in the NHS, public health and social care in England
PROSPERO registration number CRD42019151342

BDI: Beck depression inventory;(C)CBT: (computerised) cognitive behavioural therapy; CDSR: Cochrane Database of Systematic Reviews; CENTRAL: Cochrane Central
Register of Controlled Trials; CES-D: Centre of epidemiology studies — depression; CGlI: clinical global impressions; Cl: confidence interval; DARE: Database of Abstracts of
Reviews of Effects; DSM: Diagnostic and statistical manual; ECT: electroconvulsive therapy; EFT: emotion-focused therapy, EMDR: eye movement desensitization and
reprocessing; EQ-5D: European quality of life 5 dimensions; GAF: global assessment of functioning;, GAS: global assessment scale; GRADE: Grading of Recommendations
Assessment, Development and Evaluation; HADS-D: hospital anxiety and depression scale — depression; HAMD: Hamilton Depression Rating Scale; ICD: International
classification of diseases; IIP: inventory of interpersonal problems; ISI: insomnia severity index; ITT: intention to treat; MADRS: Montgomery—Asberg Depression Rating Scale;
MBSR: Mindfulness-based stress reduction; MID: minimally important difference; NGA: National Guideline Alliance; NHS: National health service; NICE: National Institute for
Health and Care Excellence; PHQ-9: patient health questionnaire-9; PSQI: Pittsburgh sleep quality index; PTSD: post-traumatic stress disorder; QIDS: quick inventory of
depressive symptomatology; QLDS: quality of life depression scale; Q-LES-Q: quality of life enjoyment and satisfaction questionnaire QOLI: quality of life inventory RCT:
randomised controlled trial; REBT: rational emotive behaviour therapy; RoB: risk of bias; SAD: seasonal affective disorder; SAS: social adjustment scale; SDS: Sheehan
disability scale; SMD: standardised mean difference; SNRI: serotonin-noradrenaline reuptake inhibitor; SOFAS: social and occupational functioning assessment scale; SSRI:
selective serotonin reuptake inhibitor; TAU: treatment as usual; TCA: tricyclic antidepressant; TeCA: tetracyclic antidepressant; WHOQOL-BRIEF: World health organization
quality of life assessment (brief); WHO-5: world health organization 5-item wellbeing index; WSAS: work and social adjustment scale
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1 Appendix B — Literature search strategies

2 Literature search strategies for review question: What are the relative benefits
and harms of further-line psychological, psychosocial, pharmacological and
physical interventions (alone or in combination), for adults with depression
showing an inadequate response to at least one previous intervention for the
current episode?

3

4
5
6

7 Clinical search

8
9
10

11
12

Database(s): Embase 1974 to 2019 Week 19, Emcare 1995 to present, Ovid MEDLINE(R)
and Epub Ahead of Print, In-Process & Other Non-Indexed Citations and Daily 1946 to May
14, 2019, PsycINFO 1806 to May Week 1 2019

Date of Search: 16/05/2019
Search updated: 04/06/2020

#
1

a b w

10

11

12

13

14

15
16
17
18
19
20

22
23
24
25

27

Searches

(depression/ or agitated depression/ or atypical depression/ or depressive psychosis/ or dysthymia/ or endogenous
depression/ or involutional depression/ or late life depression/ or major depression/ or masked depression/ or
melancholia/ or "mixed anxiety and depression"/ or reactive depression/ or recurrent brief depression/ or treatment
resistant depression/) use oemezd,emcr

(Depression/ or Depressive Disorder/ or Depressive Disorder, Major/ or Depressive Disorder, Treatment-Resistant/
or Disorders, Psychotic/ or Dysthymic Disorder/) use ppez

("depression (emotion)"/ or exp major depression/ or affective disorders/ or atypical depression/) use psyh
(depress* or dysthym* or melanchol* or ((affective or mood) adj disorder*)).tw.

((sever* or serious* or major* or chronic* or complex* or critical* or endur* or persist* or resist* or acute) adj2 (anxiety
or (mental adj2 (disorder* or health or illness* or ill-health)) or (obsessive adj2 disorder*) or OCD or panic attack* or
panic disorder* or phobi* or personality disorder* or psychiatric disorder* or psychiatric illness* or psychiatric ill-
health*)).tw.

or/1-5

(exp psychotherapy/ or exp counseling/ or mindfulness/ or problem solving/ or psychiatric treatment/ or
psychoeducation/ or self help/ or exp support group/) use oemezd,emcr

(exp Psychotherapy/ or Bibliotherapy/ or exp Cognitive Behavioral Therapy/ or exp Counseling/ or Problem Solving/
or Self Care/ or Self Efficacy/ or Self-Help Groups/) use ppez

(exp psychotherapy/ or behavioral activation system/ or bibliotherapy/ or cognitive therapy/ or exp counseling/ or
group intervention/ or mindfulness/ or exp problem solving/ or psychoeducation/ or exp self-help techniques/ or
support groups/) use psyh

((behavio* or abreact* or act* out* or age regression or assertive or autogenic or experiential) adj2 (activation or
analys* or cathar* or condition* or intervention* or modification* or therap* or training or treatment*)).tw.

((cognitive adj2 (behavior* or therap*)) or (CBT* or CBASP or biofeedback or contingency management or covert
conditioning or covert sensiti?ation or defusion or MBCT* or neurofeedback or problem focus* or problem solving or
rational emotive or REBT or schema or solution focus*) or ((third wave or 3rd wave) adj2 (intervention* or therap* or
treatment®))).tw.

(counsel* or ((art or creative or compassion* or conversation* or dialectic* or emotion* or group* or insight or
narrative or non-directive or nondirective or non-specific or nonspecific or rational or client-centred or client-centered
or humanistic or integrative or interpersonal or person-centred or person-centered or personal construct or
persuasion or Rogerian or talking or time-limited) adj2 (intervention* or therap* or training or treatment*))).tw.
(psychotherap* or (psycho* adj (aid* or help* or intervention* or support* or therap* or training or treatment*)) or
(balint group or group program* or mindfulness* or mind training or role play* or support group*)).tw.

(self-help or bibliotherap* or meditat* or self-analy* or self-esteem or self-control or self-imag* or self-validat* or
stress manag* or (computer* adj2 (intervention* or program* or therap* or treatment*)) or CCBT).tw.

or/7-14

drug therapy/ or drug therapy.fs.

psychopharmacotherapy/ use oemezd,emcr,psyh

antidepressant agent/ use oemezd,emcr

Antidepressive Agents/ use ppez

antidepressant drugs/ use psyh

serotonin uptake inhibitor/ use oemezd,emcr

Serotonin Uptake Inhibitors/ use ppez

serotonin reuptake inhibitors/ use psyh

serotonin noradrenalin reuptake inhibitor/ use oemezd,emcr

"Serotonin and Noradrenaline Reuptake Inhibitors"/ use ppez

serotonin norepinephrine reuptake inhibitors/ use psyh

tricyclic antidepressant agent/ use oemezd,emcr
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28
29

31
32
33

34

35
36
37

39
40
41
42
43
44
45

46
47

49
50
51
52
53
54
55
56
57
58
59
60
61
62
63

65
66

67
68

70
71

72
73

74
75
76
77
78
79
80
81
82

84
85

Searches

Antidepressive Agents, Tricyclic/ use ppez

tricyclic antidepressant drugs/ use psyh

monoamine oxidase inhibitor/ use oemezd,emcr

monoamine oxidase inhibitors/ use ppez,psyh

tetracyclic antidepressive agent/ use oemezd,emcr

amfebutamone/ or amineptine/ or amitriptyline/ or bupropion/ or clomipramine/ or chlorimipramine/ or citalopram/ or
desipramine/ or duloxetine/ or Duloxetine Hydrochloride/ or escitalopram/ or fluvoxamine/ or fluoxetine/ or
imipramine/ or lofepramine/ or mianserin/ or mirtazapine/ or moclobemide/ or nefazadone/ or nortriptyline/ or
paroxetine/ or phenelzine/ or sertraline/ or venlafaxine/ or Venlafaxine Hydrochloride/

(antidepress* or amfebutamone or amineptin* or amitr?ptylin* or bupropion or chlorimipramine or clomipramin* or
citalopram or desipramin* or duloxetin* or escitalopram or fluvoxamin* or fluoxetin* or imipramin* or lofepramin* or
mianserin or mirtazapin* or moclobemide or nefazadon* or nortriptylin* or paroxetin* or phenelzin* or
psychopharmacologic* or psychopharmacotherap* or sertralin* or venlafaxin* or SNRI* or SSRI* or TCA* or TeCA*
or tetracyclic or tricyclic or ((monoamine or serotonin) adj2 inhibitor*)).tw.

or/16-34

(anticonvulsive agent/ or anticonvulsant therapy/) use oemezd,emcr

Anticonvulsants/ use ppez

anticonvulsive drugs/ use psyh

lamotrigine/ or (lamotrigine or anticonvul* or anti-convul*®).tw.

or/38-39

neuroleptic agent/ use oemezd,emcr

Antipsychotic Agents/ use ppez

neuroleptic drugs/ use psyh

amisulpride/ or aripiprazole/ or olanzapine/ or quetiapine/ or Quetiapine Fumarate/ or risperidone/ or ziprasidone/
(antipsychotic* or anti-psychotic* or amisulpride or aripiprazole or olanzapine or psychotropic* or quetiapine or
risperidone or ziprasidone).tw.

or/41-45

anxiolytic agent/ use oemezd,emcr

Anti-Anxiety Agents/ use ppez

tranquilizing drugs/ use psyh

buspirone/

(anxiolytic* or antianxiet® or anti-anxiet* or tranquili* or buspirone).tw.

or/47-51

central stimulant agent/ use oemezd,emcr

Central Nervous System Stimulants/ use ppez

CNS stimulating drugs/ use psyh

methylphenidate/ or (methylphenidate or ritalin).tw.

or/53-56

lithium/ or lithium.tw.

omega 3 fatty acid/ use oemezd,emcr

Fatty Acids, Omega-3/ use ppez

fatty acids/ use psyh

(omega adj ("fatty acid*" or "polyunsaturated fatty acid*" or PUFA*)).tw.

thyroid hormone/ use oemezd,emcr

Thyroid Hormones/ use ppez

exp thyroid hormones/ use psyh

(thyroid hormone* or calcitonin or dextrothyroxine or diiodotyrosine or monoiodotyrosine or thyronines or
thyroxine).tw.

or/58-66

acupuncture/ or acupuncture.tw.

electroconvulsive therapy/ use oemezd,emcr,ppez

electroconvulsive shock therapy/ use psyh

(ECT or ((electroconvuls* or electro-convuls*) adj2 (therap* or treatment*)) or electroshock* or (shock adj (therap* or
treatment*))).tw.

exp exercise/

(exp Exercise Therapy/ or Physical Exertion/ or exp Physical Fitness/ or Bicycling/ or exp Running/ or Swimming/ or
Walking/) use ppez

(exp kinesiotherapy/ or exp physical activity/ or fitness/ or exp sport/) use oemezd,emcr

(exp physical fitness/ or exp sports/) use psyh

yoga/

(exercis* or yoga or cycling or bicycling or jogging or running or sport* or swimming or walking).tw.

or/68-77

peer group/ or mentoring/

peer relations/ use psyh

friendship/

Friends/ use ppez

(befriend* or friend* or mentor* or peer group* or peer support or (communit* adj (navigat* or support*))).tw.
or/79-83

or/15,35,40,46,52,57,67,78,84
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86
87

89
90
91
92
93
94
95
96
97
98

100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123

124
125

126
127

128
129
130
131
132
133
134
135
136
137
138
139
140
141
142
143

144
145
146
147
148
149

Searches

6 and 85

Letter/ use ppez

letter.pt. or letter/ use oemezd,emcr

note.pt.

editorial.pt.

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,emcr

(letter or comment™).ti.

or/87-98

randomized controlled trial/

random*.ti,ab.

100 or 101

99 not 102

(animals/ not humans/) use ppez

(animal/ not human/) use oemezd,emcr

nonhuman/ use oemezd,emcr

exp animals/ use psyh

"primates (nonhuman)"/ use psyh

exp Animals, Laboratory/ use ppez

exp Animal Experimentation/ use ppez

exp animal experiment/ use oemezd,emcr

exp experimental animal/ use oemezd,emcr

exp Models, Animal/ use ppez

animal model/ use oemezd,emcr

animal models/ use psyh

animal research/ use psyh

exp Rodentia/ use ppez

exp rodent/ use oemezd,emcr

exp rodents/ use psyh

(rat or rats or mouse or mice).ti.

or/103-120

86 not 121

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.

123 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.

125 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.

127 use oemezd,emcr

clinical trials/ or (placebo or randomi?ed or randomly).ab. or trial.ti.

129 use psyh

124 or 126

128 or 130 or 131

Meta-Analysis/

exp 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/133-135,137,139-144) use ppez

(or/135-138,140-145) use oemezd,emcr

(or/133,137,139-144) use psyh

or/146-148
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150
151
152
153
154
155
156
157

Searches

network meta-analysis/

((network adj (MA or MAs)) or (NMA or NMAs)).tw.

((indirect or mixed or multiple or multi-treatment* or simultaneous) adj1 comparison*).tw.
or/150-152

or/132,149,153

122 and 154

limit 155 to english language

limit 156 to yr="2016 -Current"

The Cochrane Library, issue 5 of 12, May 2019
Date of Search: 21/05/2019

Search updated: 05/06/2020

ID
#1
#2
#3
#4
#5
#6
#7
#38

#9

#10
#11
#12
#13
#14
#15
#16
#17
#18

#19

#20

#21

#22

#23
#24
#25
#26
#27
#28
#29
#30
#31
#32
#33
#34
#35
#36
#37
#38
#39

Search

MeSH descriptor: [Depression] this term only

MeSH descriptor: [Depressive Disorder] this term only

MeSH descriptor: [Depressive Disorder, Major] this term only

MeSH descriptor: [Depressive Disorder, Treatment-Resistant] this term only

MeSH descriptor: [Affective Disorders, Psychotic] this term only

MeSH descriptor: [Dysthymic Disorder] this term only

(depress* or dysphori* or dysthym* or melanchol* or ((affective or mood) next disorder*)):ti,ab

((sever® or serious* or major* or acute or chronic* or complex* or endur* or persist* or resist*) next/2 anxiety or
(mental next/2 (disorder* or health or iliness* or ill-health)) or (obsessive next/2 disorder*) or OCD or "panic attack*"
or "panic disorder*" or phobi* or "personality disorder*" or "psychiatric disorder*" or "psychiatric illness*" or
"psychiatric ill-health*"):ti,ab

{or #1-#8}

MeSH descriptor: [Psychotherapy] explode all trees

MeSH descriptor: [Bibliotherapy] this term only

MeSH descriptor: [Cognitive Behavioral Therapy] explode all trees

MeSH descriptor: [Counseling] explode all trees

MeSH descriptor: [Problem Solving] this term only

MeSH descriptor: [Self Care] this term only

MeSH descriptor: [Self Efficacy] this term only

MeSH descriptor: [Self-Help Groups] this term only

((behaviour* or behavior* or abreact* or "act* out*" or "age regression" or assertive or autogenic or experiential)
next/2 (activation or analys* or cathar* or condition* or intervention* or modification* or therap* or training or
treatment*)):ti,ab

((cognitive next/2 (behavio* or therap*)) or (CBT* or CBASP or biofeedback or "contingency management" or "covert
conditioning" or "covert sensitisation" or "covert sensiitization" or defusion or MBCT* or neurofeedback or "problem
focus™" or "problem solving" or "rational emotive" or REBT or schema or "solution focus*") or (("third wave" or "3rd
wave") next (intervention* or therap* or treatment*))):ti,ab

(counsel* or ((art or creative or compassion* or conversation* or dialectic* or emotion* or group* or insight or
narrative or non-directive or nondirective or non-specific or nonspecific or rational or client-centred or client-centered
or humanistic or integrative or interpersonal or person-centred or person-centered or "personal construct*" or
persuasion or Rogerian or talking or time-limited) next (intervention* or therap* or training or treatment*))):ti,ab
(psychotherap* or (psycho* next (aid* or help* or intervention* or support* or therap* or training or treatment*)) or
("balint group*" or "group program*" or mindfulness* or "mind training" or "role play*" or "support group*")):ti,ab
(self-help or bibliotherap* or meditat* or self-analy* or self-esteem or self-control or self-imag* or self-validat* or
"stress manag*" or (computer* next/2 (intervention* or program* or therap* or treatment*)) or CCBT):ti,ab

MeSH descriptor: [Drug Therapy] this term only

MeSH descriptor: [Antidepressive Agents] this term only

MeSH descriptor: [Serotonin Uptake Inhibitors] this term only

MeSH descriptor: [Serotonin and Noradrenaline Reuptake Inhibitors] this term only

MeSH descriptor: [Antidepressive Agents, Tricyclic] this term only

MeSH descriptor: [Monoamine Oxidase Inhibitors] this term only

MeSH descriptor: [Bupropion] this term only

MeSH descriptor: [Amitriptyline] this term only

MeSH descriptor: [Bupropion] this term only

MeSH descriptor: [Clomipramine] this term only

MeSH descriptor: [Clomipramine] this term only

MeSH descriptor: [Citalopram] this term only

MeSH descriptor: [Desipramine] this term only

MeSH descriptor: [Duloxetine Hydrochloride] this term only

MeSH descriptor: [Citalopram] this term only

MeSH descriptor: [Fluvoxamine] this term only

MeSH descriptor: [Fluoxetine] this term only
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ID
#40
#41

#43
#44
#45
#46
#AT

#49
#50

#51
#52
#53
#54
#55
#56
#57
#58
#59
#60

#61
#62
#63
#64
#65
#66
#67
#68
#69
#70
#71
#72

#73
#74
#75
#76

#17
#78
#79
#80
#81
#82
#83
#84
#85
#86
#87
#88
#89
#90
#91

Search

MeSH descriptor: [Imipramine] this term only

MeSH descriptor: [Lofepramine] this term only

MeSH descriptor: [Mianserin] this term only

MeSH descriptor: [Mirtazapine] this term only

MeSH descriptor: [Moclobemide] this term only

MeSH descriptor: [Nortriptyline] this term only

MeSH descriptor: [Paroxetine] this term only

MeSH descriptor: [Phenelzine] explode all trees

MeSH descriptor: [Sertraline] this term only

MeSH descriptor: [Venlafaxine Hydrochloride] this term only

(antidepress* or amfebutamone or amineptin* or amitriptylin* or amitryptylin* or bupropion or chlorimipramine or
clomipramin® or citalopram or desipramin* or duloxetin* or escitalopram or fluvoxamin* or fluoxetin* or imipramin* or
lofepramin® or mianserin or mirtazapin* or moclobemide or nefazadon* or nortriptylin* or paroxetin* or phenelzin* or
psychopharmacologic* or psychopharmacotherap* or sertralin* or venlafaxin* or SNRI* or SSRI* or TCA* or TeCA*
or tetracyclic or tricyclic or ((monoamine or serotonin) next/2 inhibitor*)):ti,ab

MeSH descriptor: [Anticonvulsants] this term only

MeSH descriptor: [Lamotrigine] this term only

(lamotrigine or anticonvul* or anti-convul*):ti,ab

MeSH descriptor: [Antipsychotic Agents] this term only

MeSH descriptor: [Amisulpride] this term only

MeSH descriptor: [Aripiprazole] this term only

MeSH descriptor: [Olanzapine] this term only

MeSH descriptor: [Quetiapine Fumarate] this term only

MeSH descriptor: [Risperidone] this term only

(antipsychotic* or anti-psychotic* or amisulpride or aripiprazole or olanzapine or psychotropic* or quetiapine or
risperidone or ziprasidone):ti,ab

MeSH descriptor: [Anti-Anxiety Agents] this term only

MeSH descriptor: [Buspirone] this term only

(anxiolytic* or antianxiet® or anti-anxiet* or tranquilis* or tranquiliz* or buspirone):ti,ab

MeSH descriptor: [Central Nervous System Stimulants] this term only

MeSH descriptor: [Methylphenidate] this term only

(methylphenidate or ritalin):ti,ab

MeSH descriptor: [Lithium] this term only

lithium:ti,ab

MeSH descriptor: [Fatty Acids, Omega-3] explode all trees

(omega next/2 ("fatty acid*" or "polyunsaturated fatty acid*" or PUFA*)):ti,ab

MeSH descriptor: [Thyroid Hormones] explode all trees

("thyroid hormone™" or calcitonin or dextrothyroxine or diiodotyrosine or monoiodotyrosine or thyronines or
thyroxine):ti,ab

MeSH descriptor: [Acupuncture] this term only

acupuncture:ti,ab

MeSH descriptor: [Electroconvulsive Therapy] this term only

(ECT or ((electroconvuls™ or electro-convuls*) next/2 (therap* or treatment*)) or electroshock* or (shock next (therap*
or treatment*))):ti,ab

MeSH descriptor: [Exercise Therapy] explode all trees

MeSH descriptor: [Physical Exertion] this term only

MeSH descriptor: [Physical Fitness] explode all trees

MeSH descriptor: [Bicycling] this term only

MeSH descriptor: [Running] explode all trees

MeSH descriptor: [Swimming] this term only

MeSH descriptor: [Walking] this term only

MeSH descriptor: [Yoga] this term only

(exercis* or yoga or cycling or bicycling or jogging or running or sport* or swimming or walking):ti,ab

MeSH descriptor: [Peer Group] this term only
MeSH descriptor: [Mentoring] this term only
MeSH descriptor: [Friends] this term only
(befriend* or friend* or mentor* or "peer group
{or #10-#89}

#9 and #90 with Cochrane Library publication date Between Jan 2016 and May 2019, in Cochrane Reviews,
Cochrane Protocols, Trials

*1

or "peer support" or (communit* next (navigat* or support*))):ti,ab
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1 Health Economics search

2
3
4
5
6

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 search: 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

2 ((Depression/ or exp Depressive Disorder/ or Adjustment Disorders/ or Affective Disorders, Psychotic/ or Factitious
Disorders/ or Premenstrual Dysphoric Disorder/) use ppez

& ("depression (emotion)"/ or exp major depression/ or affective disorders/ or atypical depression/ or premenstrual
dysphoric disorder/ or seasonal affective disorder/) use psyh

4 (depress* or dysphori* or dysthym* or melanchol* or seasonal affective disorder* or ((affective or mood) adj
disorder®)).tw.

5 or/1-4

6 Letter/ use ppez

7 letter.pt. or letter/ use oemezd

8 note.pt.

9 editorial.pt.

10 Editorial/ use ppez

11 News/ use ppez

12 exp Historical Article/ use ppez

13 Anecdotes as Topic/ use ppez

14 Comment/ use ppez

15 Case Report/

16 case study/ use oemezd

17 (letter or comment™).ti.

18 or/6-17

19 randomized controlled trial/

20 random*.ti,ab.

21 19 or 20

22 18 not 21

23 (animals/ not humans/) use ppez

24 (animal/ not human/) use oemezd

25 nonhuman/ use oemezd

26 exp animals/ use psyh

27 "primates (nonhuman)"/ use psyh

28 exp Animals, Laboratory/ use ppez

29 exp Animal Experimentation/ use ppez

30 exp animal experiment/ use oemezd

31 exp experimental animal/ use oemezd

32 exp Models, Animal/ use ppez

33 animal model/ use oemezd

34 animal models/ use psyh

35 animal research/ use psyh

36 exp Rodentia/ use ppez

37 exp rodent/ use oemezd

38 exp rodents/ use psyh

39 (rat or rats or mouse or mice).ti.

40 or/22-39

41 5 not 40

42 Economics/

43 Value of life/
44 exp "Costs and Cost Analysis"/

45 exp Economics, Hospital/
46 exp Economics, Medical/

47 Economics, Nursing/

48 Economics, Pharmaceutical/

49 exp "Fees and Charges"/
50 exp Budgets/

51 (or/42-50) use ppez

52 health economics/
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#

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
80
81
82
83
84
85

86
87
88
89
90
91
92
93
94
95

96

97

98

99

100
101
102
103
104
105
106
107
108

Searches

exp economic evaluation/

exp health care cost/

exp fee/

budget/

funding/

(or/52-57) use oemezd

exp economics/

exp "costs and cost analysis"/

cost containment/

money/

resource allocation/

(or/59-63) use psyh

budget*.ti,ab.

cost*.ti.

(economic* or pharmaco?economic®).ti.

(price* or pricing*).ti,ab.

(cost* adj2 (effective” or utilit* or benefit* or minimi* or unit* or estimat* or variable*)).ab.

(financ* or fee or fees).ti,ab.

(value adj2 (money or monetary)).ti,ab.

or/65-70

51 or 58 or 64 or 72

Quality-Adjusted Life Years/ use ppez

Sickness Impact Profile/

quality adjusted life year/ use oemezd

"quality of life index"/ use oemezd

(quality adjusted or quality adjusted life year*).tw.

(qaly* or gal or qald* or gale* or gtime* or qwb* or daly).tw.

(illness state* or health state®).tw.

(hui or hui2 or hui3).tw.

(multiattibute* or multi attribute™).tw.

(utilit* adj3 (score*1 or valu* or health* or cost* or measur* or disease* or mean or gain or gains or index*)).tw.
utilities.tw.

(eg-5d* or eq5d* or eg-5* or eq5* or euroqual* or euro qual* or euroqual 5d* or euro qual 5d* or euro qol* or
euroqol*or euro quol* or euroquol® or euro quol5d* or euroquol5d* or eur qol* or eurgol* or eur qol5d* or eurqol5d* or
eur?qul* or eur?qulbd* or euro* quality of life or european qol).tw.

(euro* adj3 (5 d* or 5d* or 5 dimension* or 5dimension* or 5 domain* or 5domain*)).tw.

(sf36 or sf 36 or sf thirty six or sf thirtysix).tw.

(time trade off*1 or time tradeoff*1 or tto or timetradeoff*1).tw.

Quality of Life/ and ((quality of life or qgol) adj (score*1 or measure*1)).tw.

Quality of Life/ and ec.fs.

Quality of Life/ and (health adj3 status).tw.

(quality of life or qol).tw. and Cost-Benefit Analysis/ use ppez

(quality of life or qol).tw. and cost benefit analysis/ use oemezd

(quality of life or qol).tw. and "costs and cost analysis"/ use psyh

((gol or hrqol or quality of life).tw. or *quality of life/) and ((gol or hrgol* or quality of life) adj2 (increas* or decreas* or
improv* or declin* or reduc* or high* or low* or effect or effects or worse or score or scores or change*1 or impact*1
or impacted or deteriorat*)).ab.

Cost-Benefit Analysis/ use ppez and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective* or
life expectanc®)).tw.

cost benefit analysis/ use oemezd and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective*
or life expectanc*)).tw.

"costs and cost analysis"/ use psyh and cost-effectiveness ratio*.tw. and (cost-effectiveness ratio* and (perspective*
or life expectanc*)).tw.

*quality of life/ and (quality of life or qol).ti.

quality of life/ and ((quality of life or qol) adj3 (improv* or chang*)).tw.

quality of life/ and health-related quality of life.tw.

Models, Economic/ use ppez

economic model/ use oemezd

or/74-101

73 or 104

41 and 105

limit 106 to english language

limit 107 to yr="2016 -Current"

Database(s): NIHR Centre for Reviews and Dissemination: Health Technology Assessment
Database (HTA)

Date of search: 26/02/2019
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# Searches

#1  MESH DESCRIPTOR: depressive disorder EXPLODE ALL TREES

#2  ((depres* or dysphori* or dysthymi* or melancholi* or seasonal affective disorder* or affective disorder* or mood
disorder®))

#3  #1or#2 IN HTA FROM 2016 TO 2019

Database(s): CINAHL Plus (Cumulative Index to Nursing and Allied Health Literature) 1937-

A W N

current, EBSCO Host
Date of search: 26/02/2019
Search updated: 02/03/2020

# Query Limiters/Expanders
S31 S4 AND S30 Limiters - Publication Year: 2016-2019;
Exclude MEDLINE records; Language:
English
Search modes - Boolean/Phrase
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 Limiters - Exclude MEDLINE records;
S19 OR S20 OR S21 OR S22 OR S23 OR S24 OR S25 OR S26 OR Language: English
S27 OR S28 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 ((gol or hrgol or quality of life) AND ((gol 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 gol) 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 gol) 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 (eqg-5d* or eqbd* 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 eurqol5d* or eur?qul* or eur?qul5d* or euro* quality of life or
european qol)
S18 TI utilities Search modes - Boolean/Phrase
S17 TX (utilit* N3 (score*1 or valu* or health* or cost* or measur* or disease*  Search modes - Boolean/Phrase
or mean or gain or gains or index*))
S16 TX (multiattibute* or multi attribute*) Search modes - Boolean/Phrase
S15 TX (hui or hui2 or hui3) Search modes - Boolean/Phrase
S14 TX (illness state* or health state*) Search modes - Boolean/Phrase
S13 TX (quality adjusted or quality adjusted life year*or qaly* or qal or qald* Search modes - Boolean/Phrase
or gale* or gqtime* or qwb* or daly)
S12 (MH "Sickness Impact Profile") Search modes - Boolean/Phrase
S11 (MH "Quality-Adjusted Life Years") Search modes - Boolean/Phrase
S10 S5 OR S6 OR S7 OR S8 OR S9 Limiters - Exclude MEDLINE records;
Language: English
Search modes - Boolean/Phrase
S9 TX (value N2 (money or monetary)) Search modes - Boolean/Phrase
S8 TX (cost* N2 (effective* or utilit* or benefit* or minimi* or unit* or estimat®*  Search modes - Boolean/Phrase
or variable*))
S7 Tl cost* or economic* or pharmaco?economic* Search modes - Boolean/Phrase
S6 TX budget* or fee or fees or finance* or price* or pricing Search modes - Boolean/Phrase
S5 (MH "Fees and Charges+") OR (MH "Costs and Cost Analysis+") OR Search modes - Boolean/Phrase
(MH "Economics") OR (MH "Economic Value of Life") OR (MH
"Economics, Pharmaceutical") OR (MH "Economic Aspects of lliness")
OR (MH "Resource Allocation+")
S4 S1 OR S2 OR S3 Limiters - Exclude MEDLINE records;
Language: English
Search modes - Boolean/Phrase
S3 TX (depress* or dysphori* or dysthym* or melanchol* or seasonal Search modes - Boolean/Phrase
affective disorder)
S2 (MH "Adjustment Disorders+") OR (MH "Factitious Disorders") OR (MH Search modes - Boolean/Phrase

"Affective Disorders, Psychotic")
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# Qey  Limiters/Expanders
S1 (MH "Depression+") OR (MH "Premenstrual Dysphoric Disorder") OR Search modes - Boolean/Phrase
(MH "Seasonal Affective Disorder")

216
Depression in adults: Evidence review D DRAFT (November 2021)



DRAFT FOR CONSULTATION

1 Appendix C — Clinical evidence study selection

2 Study selection for review question: What are the relative benefits and harms of

3

4
5
6

further-line psychological, psychosocial, pharmacological and physical
interventions (alone or in combination), for adults with depression showing an
inadequate response to at least one previous intervention for the current
episode?

Figure 1: Study selection flow chart

Titles and abstracts identified (71,717):
Up to 2016, N= 15,977
2016-2019, N= 42,599
2019-2020, N= 10,256

Citation search, N=2,885

| ‘

Full copies retrieved and Excluded, N= 71,309
assessed for eligibility,
N=408 (not relevant population, design,

intervention, comparison,
outcomes, unable to retrieve)

f Additional papers identified
and full-text reviewed:

2004/2009 guidelines, N=127

Handsearch, N=117

A J

Publications excluded from

Publications included in
review, N= 527

review, N= 125

(refer to excluded studies
list)
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Further-line treatment

1 Appendix D — Clinical evidence tables

2 Evidence tables for review question: What are the relative benefits and harms of further-line psychological, psychosocial,
3 pharmacological and physical interventions (alone or in combination), for adults with depression showing an inadequate
response to at least one previous intervention for the current episode?

4

5 Please refer to the clinical evidence tables in supplement D — Clinical evidence tables for Evidence review D Further-line treatment.
6

7

Depression in adults: Evidence review D DRAFT (November 2021)
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s Appendix E — Forest plots

9 Forest plots for review question: What are the relative benefits and harms of
10 further-line psychological, psychosocial, pharmacological and physical
11 interventions (alone or in combination), for adults with depression showing an
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12  inadequate response to at least one previous intervention for the current
13  episode?

14 Comparison 1. Augmenting with cognitive and cognitive behavioural therapies versus
15  continuing with antidepressant (+/ waitlist or attention-placebo)

16  Figure 2: Depression symptomatology 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
1.1.1 CBT individual
Dozaois 2009 B.43 695 21833 7.1 21 TT% -0.40 [-1.01, 0.21] 1
Dunn 1579 345 4.81 10 20.3 618 1m 4.4% -1.87 [2.96,-0.78] —_—
Makagawa 2017 82 47 40 132 69 40 9.0% -0.84 [1.30,-0.38] -
Paykel 1939/ cott 2000 87 &3 a0 94 512 78 10.3% -013[-0.44,0.18] -
Wiles 20132016 1849 142 206 245 131 213 111% -0.41 060, -0.22] -
Subtotal (95% CI) 357 362  42.5% -0.54 [-0.88, -0.20] +
Heterageneity: Tau®= 0.09; Chi*=13.27, df=4 (P= 001}, F=70%
Testfor overall effect Z= 3.08 (P=0.002)
1.1.2 Rumination-focused CBT
Watkins 2011a 548 515 2 905 525 21 T.6% -0.67 [-1.30,-0.05] —
Subtotal (95% CI) 21 21 7.6% -0.67 [-1.30, -0.05] L 2
Heterageneity: Mot applicable
Testfor overall effect Z= 212 {F=0.03)
1.1.3 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2008/Klein 2011 11.29 83 174 1228 8.44 TE 10.6% -0.12 [0.39,0.149] b
Subtotal (95% CI) 174 76 10.6% -0.12 [-0.39, 0.15] 4
Heterogeneity: Mot applicable
Testfor overall effect £= 086 (P = 0.39)
1.1.4 Dialectical behaviour therapy (DBT)
Lynch 2007 _study 2 T.B8 435 21 11.26 9.22 10 6.4% -0.52 [-1.29,0.24] -
Subtotal (95% Cl) 21 10 6.4% -0.52 [1.29, 0.24] &
Heterogeneity; Mot applicable
Testfar averall effect Z=1.34 (P =018}
1.1.5 Blended CCBT & individual CBT
MNakao 2018 94 &1 20 155 63 20 T.I% -1.04 [1.71,-0.38] -
Subtotal (95% Cl) 20 20 7.2% -1.04 [-1.71, -0.38] L 3
Heterogeneity: Mot applicable
Testfor overall effect Z= 3.07 (P =0.002)
1.1.6 CBT group
Chan 2012 682 573 17 10 4.41 16 6.9% -0.60 [-1.30, 0.10] 7
Ernbling 2002 1817 414 19 3217 8. 19  57% -2.47 [3.34,-1.61] -
Subtotal (95% Cl) 36 35 12.6% -1.52 [-3.35, 0.31] -
Heterageneity: Tau®= 1.8, Chi#=10.81, df=1 (P=0.001); F=91%
Testfor overall effect Z=1.63 (F=0.10)
1.1.7 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2015 982 735 23 138 732 a0 7% -0.83 [-1.14, 0.08] -
Subtotal (95% CI) 23 20 7.T% -0.53 [1.14, 0.08] L
Heterageneity: Mot applicable
Testfor overall effect Z=1.71 (F=0.08)
1.1.8 Person-based cognitive therapy (PBCT) group
Strauss 2012 27.93 T62 14 4319 858 14 5.4% -1.83 [2.73,-0.92] -
Subtotal (95% CI) 14 14 5.4% -1.83 [-2.73, -0.92] <
Heterogeneity: Mot applicable
Testfor overall effect £= 3.96 {F = 0.0001)
Total {95% CI) 666 558 100.0% -0.74 [-1.03, -0.45] +
Heterogeneity: Tau®=0.18, Chi*=52.93, df=12 (P = 0.00001); F=77% 5_10 55 b é 0
Testfaor overall effect 2= 5.06 (P = 0.00001) Favours CBT + AD  Favours AD
1 7 Testfor subgroup differences: Chi*=19.92, df=7 (P = 0.006), F=54.9%
18  AD: antidepressant
19
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Figure 3: 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% Cl IV, Random, 95% CI
1.2.1 CBT individual
Dozais 2009 -13.95 463 21 -8.72 4849 21 10.6% -0.87 [-1.51,-0.24] -
Dunn 1979 -13.4 404 10 -18 445 10 71% -2.60 [-3.85,-1.34] -
MNakagawa 2017 -127 3N a0 -TE 449 40 11.4% -1.231.71,-0.749] -
Paykel 1939/ cott 2000 -3.4 373 g0 -28 3.58 e O121% -0.16 [-0.48,0.14] b
Subtotal (95% CI) 151 149 41.2% -1.06 [-1.86, -0.27] <>
Heterageneity: Tau®= 0.54; Chi*= 24,57 df= 3 {F = 0.0001); F= 88%
Testfor overall effect 2= 2.61 (P = 0.009)
1.2.2 Rumination-focused CBT
Watkins 2011a -7 345 21 -314 365 21 10.4% -1.28 [-1.86, -0.62) -
Subtotal (95% CI) 21 21 104% -1.29 [-1.96, -0.62] L 3
Heterageneity: Mot applicable
Testfor overall effect 2= 3.77 (F=0.0002)
1.2.3 Blended CCBT & individual CBT
MNakao 2018 -89 3.38 20 -3 432 20 101% -1.48 [-2.20,-0.78] -
Subtotal (95% CI) 20 20 101% -1.49 [-2.20, -0.78] &>
Heterageneity: Mot applicable
Testfor overall effect Z=4.12 (P = 0.0001)
1.2.4 CBT group
Chan 2012 -5.42 381 17 -1.56 367 16 10.0% -1.01 [-1.74,-0.28] -
Ernbling 2002 -85 7.31 19 1.84 6.04 19 9.0% -2.68 [-3.58,-1.78] i
Subtotal {95% CI) 36 35 19.1% -1.82 [-3.46, -0.18] -
Heterogeneity: Tau®=1.22; Chi®= 8.00, df=1 (P = 0.00%); F= 88%
Testfor overall effect: Z=2.18 (F=0.03)
1.2.5 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2014 -6.41 459 23 135 449 20 10.45% -1.08 [-1.74,-0.49] -
Subtotal {95% CI) 23 20 10.5% -1.09 [1.74, -0.45] &
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.31 (P =0.000%)
1.2.6 Person-based cognitive therapy (PBCT) group
Strauss 2012 -381 54 14 271 611 14  B.8% -2.11 [-3.06,-1.186] -
Subtotal {95% CI) 14 14 8.8% -2.11 [-3.06, -1.16] -+
Heterogeneity: Mot applicable
Testfor overall effect £=4.35 (P = 0.0001)
Total (95% CI) 265 259 100.0% -1.36 [-1.87, -0.86] L 2
Heterogeneity: Tau®= 0.52; Chi®= 55.66, df= 9 (P = 0.00001); F= 84% ;

Test for overall effect Z=5.30 (F = 0.000013 -0 5
Test for subgroup differences: Chit= 4.03, df= 4 (P=054), F=0%

AD: antidepressant

Figure 4: Depression symptomatology at 2-3 month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI

]

IV, Random, 95% CI

- 5
Favours CBT + AD  Favours AD

10

1.7.1 CBT individual

Makagawa 2017 TE a8z 0 113 72 40 B4.8% -0.85 [F1.00,-0.10] [ |
Subtotal (95% CI) 40 40 64.8% -0.55 [-1.00, -0.10] L 3
Heterogeneity: Mot applicahle

Testfor averall effect Z=2.42 (P=0.02}

1.7.2 Mindfulness-based cognitive therapy (MBCT) group

Chiega 20149 932 845 23128 F.73 20 35.2% -0.42[-1.03,0149] -
Subtotal (95% CI) 23 20 352% -0.42 [-1.03, 0.19] L
Heterogeneity: Mot applicahle

Testfor averall effect Z=1.36(F =017}

Total {95% Cl) 63 60 100.0% -0.51 [-0.87, -0.15] +
Heterogeneity: Tau?=0.00; Chi*=012, df=1{F=0.73); F=0% I—'IIJ 55 b 10

Testfor averall effect £=2.75 (P = 0.00&)
Testfor subgroup differences: Chir=012, df=1 P =073 F=0%
AD: antidepressant
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Figure 5: Depression symptomatology at 4-6 month follow-up

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% ClI
1.10.1 CBT individual
Dunn 1978 11 471 10 206 602 10 54% -1. 70 [2.76, -0.64] —
Makagawa 2017 61 4.5 40 93 65 40 19.4% -0.54 [0.89,-0.10 -
Fayke! 18995 cott 2000 TEH 4T g0 92 582 T8 OITA% -0.32 [0.64, -0.01] =
Yifiles 201372016 17 14 197 217 129 188 353% -0.35 [-0.55,-0.14] u
Subtotal (95% CI) 327 326 87T.3% -0.47 [-0.76, -0.18] [
Heterogeneity, Tau®=0.04, Chi*=6.73, df=3(P=0.08); "= 55%
Test for averall effect Z= 3.23 (P = 0.001)
1.10.2 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2014 g.04 618 23 1325 698 20 127% -0.78 [1.40,-0.16] -
Subtotal (95% CI) 23 20 127% -0.78 [-1.40, -0.16] ’
Heterogeneity; Mot applicahle
Test for averall effect Z= 2,45 (F=0.01)
Total (95% CI) 350 346 100.0% -0.51 [-0.77, -0.24] 4
Heterogeneity, Tau®=0.04; Chi*=8.10, df= 4 (P = 0.09); = 51% 5_10 55 ] % ‘IDI
Test for averall effect Z= 3.78 (F = 0.0002) Favours CBT + AD Favaurs AD
Testfor subaroup differences: Chi*f=0.78, df=1 (F=038), F=0%
AD: antidepressant
Figure 6: Depression symptomatology at 11-12 month follow-up
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
1.13.1 CBT individual + any AD
Makagawsa 2017 54 A9 40 101 8.4 40 467% -0.64 [-1.09,-0.19] =
Faykel 1998/5cott 2000 72 o4a3 a0 7247 78 O53.3% 0.00[-0.31,0.31] :
Subtotal (95% Cl} 120 118 100.0% -0.30 [-0.93, 0.33]
Heterogeneity, Tau®= 0.17; Chi*= 527, df= 1 (P=0.02); F= 81%
Test for averall effect: £= 094 (P = 0.35)
} 1 } |
-10 -5 0 a 10
) , Favours CBT + AD  Favours AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 7: Depression symptomatology at 40-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.16.1 CBT individual + any AD
Wiles 201372016 182 138 136 234 132 112 1000% -0.31 [-0.56, -0.06]
Subtotal (95% Cl) 136 112 100.0% -0.31 [-0.56, -0.06]
Heterogeneity: Mot applicable
Testforoverall effect Z=2.41 (P=0.02)
1 1 ]
10 -5 0 10

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 8: Remission (ITT)

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

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.3.1 CBT individual
MNakagawa 2017 17 40 ] 40 11.3% 213[1.04, 4.35]
Paykel 19895 cott 2000 19 20 g 78 11.0% 206 [0.99, 4.27] T
Wiles 201312016 57 234 32 235 ME% 1.79[1.21, 2.65] ——
Subtotal (95% CI) 354 353 43.9% 1.90 [1.39, 2.59] . 3
Total events 83 LAs]
Heterogeneity: Tau®= 0.00; Chi*=0.23, df= 2 (F=0.89); *=0%
Test for overall effect: Z=4.02 (P = 0.0001)
1.3.2 Rumination-focused CBT
Watking 2011a 13 21 4 21 T.5% 3.25[1.27,8.39] e
Subtotal (95% CI) 21 21 7.5% 3.25[1.27, 8.35] e
Total events 13 4
Heterogeneity: Mot applicable
Test for overall effect Z= 2,45 (P =0.01)
1.3.3 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2008/Klein 2011 67 200 30 95 23.3% 1.07[0.75,1.53] -
Subtotal (95% CI) 200 96  23.3% 1.07 [0.75, 1.53] L
Total events 67 30
Heterogeneity: Mot applicable
Testfor overall effect: Z= 038 (P=0.70)
1.3.4 Dialectical behaviour therapy (DBT)
Lynch 2007 _study 2 15 21 5 14 10.5% 2.00([0.54, 4.29] T
Subtotal (95% CI) 21 14 10.5% 2.00 [0.94, 4.25] o
Total events 15 g
Heterogeneity: Mot applicable
Test for overall effect Z=1.80 (P =0.07)
1.3.5 Blended CCBT & individual CBT
Makao 2018 ] 20 1 20 20% 8.00[1.10,58.19] —
Subtotal (95% CI) 20 20 2.0% 8.00[1.10, 58.19] et —
Total events 8 1
Heterogeneity: Mot applicable
Test for overall effect: 2= 2.05 (P = 0.04)
1.3.6 Mindfulness-based cognitive therapy (MBCT) group
Eizendrath 2016 19 ar 12 86 12.6% 1.57 [0.81, 3.02] T
Subtotal (95% CI) 87 86 12.6% 1.57 [0.81, 3.02] -l
Total events 19 12
Heterogeneity: Mot applicable
Test for overall effect Z=1.33 (P=0.18)
Total {95% CI) 703 590 100.0% 1.76 [1.32, 2.36] &
Total events M5 m
Heterogeneity: TauR= 0.06; Chif=11.42 df= 7 (P =0.12%; F= 39% ID 0 DI1 150 1DDI
Test for overall effect: £= 3.82 (P = 0.0001) . Favours AD Favours CBT + AD
Test for subaroun differences: Chi®=11.06, df= 5 (P =0.05), F= 94 8%
AD: antidepressant
Figure 9: Remission (ITT) at 3-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.8.1 CBT individual + any AD
Makagawa 2017 20 40 12 40 100.0% 1.67 [0.94, 2.53] t
Subtotal (95% CI) 40 40 100.0% 1.67 [0.95, 2.93]
Total events 20 12
Heterageneity: Mot applicahle
Testfor overall effect £=1.77 (P = 0.08)
0.01 0.1 10 100
. . Favours AD  Favours CBT + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
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Figure 10: Remission (ITT) at 6-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.11.1 CBT individual + any AD
MNakagawa 2017 28 40 16 40 39.9% 1.75[1.14, 2.69] —
Wiles 20132016 78 234 36 235 BO01% 2181[1.53, 3.09 -
Subtotal (95% CI) 274 275 100.0% 1.99 [1.52, 2.62] &
Total events 106 a2
Heterogeneity, Tau®= 0.00; Chif= 062, df=1 (F=0.43), F=0%
Test for overall effect £= 4,98 (P = 0.00001)
0.01 0.1 10 100
) . Favours AD Favours CBT + AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
Figure 11: Remission (ITT) at 12-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.14.1 CBT individual + any AD
Makagawa 2017 24 40 17 40 100.0% 1.71[1.13, 2.56] !
Subtotal (95% CI) 40 40 100.0%  1.71[1.13, 2.56]
Total events 29 17
Heterogeneity: Mot applicable
Test for overall effect £= 257 (F=0.01)
0.01 01 10 100
. . Favours AD Favours CBT + AD
Test for subgroup differences: Mot applicable
AD: antidepressant
Figure 12: Remission (ITT) at 40-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.17.1 CBT individual + any AD
Wiiiles 201352016 38 234 20 235 100.0% 1.91 [1.14, 3.18] t
Subtotal (95% CI) 234 235 100.0%  1.91[1.15,3.18]
Total events 38 20
Heterageneity: Mot applicahle
Testfor overall effect £= 2.48 (P = 0.01)
0.01 0.1 10 100
. . Favours AD Favours CBT + AD
Testfor subaroup differences: Mot apnlicahle
AD: antidepressant
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Figure 13: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.4.1 CBT individual
MNakagawa 2017 3 40 13 40 20.9% 23B[1.48, 3.84] ——
Wiiles 2008 a8 14 il 11 06%  13.60[0.87, 212.59] +
Wiles 201 02016 a5 234 46 235 521% 207 [1.53, 2.81] L 3
Subtotal (95% CI) 288 286 T3.7% 219 [1.70, 2.83] L 2
Total events 134 a8
Heterogeneity: Tau®= 0.00; Chi*=1.88, df =2 (P=037) F=0%
Testfor averall effect £= 6.06 (P = 0.00001)
1.4.2 Rumination-focused CBT
Watkins 2011a 17 21 5 21 TH% 3.40[1.54,7.51] —_—
Subtotal (95% CI) 21 21 7.6% 3.40 [1.54, 7.51] B
Total events 17 ]
Heterogeneity: Mot applicahle
Test for overall effect £= 3.03 (P =0.002)
1.4.3 Blended CCBT & individual CBT
MNakao 2018 11 20 4 20 81% 2.75[1.058, 7.200 S
Subtotal (95% CI) 20 20 5.1% 2.75[1.05,7.20] i
Total events 11 4
Heterogeneity: Mot applicahle
Testforoverall effect Z= 2,06 {F = 0.04)
1.4.4 Mindfulness-based cognitive therapy (MBCT) group
Eisendrath 2016 27 ar 13 86 136% 205[1.14,3.71] —
Subtotal (95% CI) 87 86 13.6% 2.05[1.14, 3.71] -
Total events 27 13
Heterogeneity. Mot applicahle
Test for overall effect 2= 239 (F=0.02)
Total (95% CI) 416 413 100.0% 2.27[1.83, 2.83] L 3
Total events 189 a1
Heterogeneity: Tau? = 0.00; Chif= 3.30, df= 5 (P = 0.65) F= 0% I f f |
] 0.0 01 10 100
Test for overall effect 2= 738 (P = 0.00001) Favours AD  Favours CET + AD
Testfor subagroup differences: Chi=1.33, df= 3 (P=072, F=0%
AD: antidepressant
Figure 14: Response (ITT) at 3-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.9.1 CBT individual + any AD
Makagawa 2017 28 40 17 40 100.0% 1.65[1.09, 2.49] !
Subtotal (95% CI) 40 40 100.0% 1.65 [1.09, 2.49]
Total events 23 17
Heterogeneity: Mot applicable
Test for overall effect £= 236 (F=0.02)
0.01 01 10 100

Test for subgroup differences: Mot applicable
AD: antidepressant
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69 Figure 15: Response (ITT) at 6-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.12.1 CBT individual + any AD
MNakagawa 2017 34 40 24 40 461% 1.42[1.07,1.88] -
Wiiles 20132016 109 234 G2 235 53.9% 1.77[1.37, 2.28] L J
Subtotal (95% CI) 274 275 100.0% 1.60 [1.27, 2.01] &
Total events 143 a6

Heterogeneity: Tau®= 0.01; Chi*=146,df=1 (P=023; F=31%
Testforoverall effect Z= 3,99 {F < 0.0001}

0.01 01 10 100
Favours AD Favours CBT +AD

0 Testfor subgroup differences: Mot applicahle
1 AD: antidepressant

73  Figure 16: Response (ITT) at 12-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.15.1 CBT individual + any AD
Makagawa 2017 33 40 20 40 100.0% 1.68[1.17, 2.32] !
Subtotal (95% CI) 40 40 100.0% 1.65[1.17, 2.32]
Total events 33 20

Heterageneity: Mot applicahle
Testfor overall effect £= 2.88 (P = 0.004)

0.0 0 i 100

. . Favours AD  Favours CBT + AD
74 Testfor subaroun diferences: Mot annlicable
75  AD: antidepressant
76

77  Figure 17: Response (ITT) at 40-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.18.1 CBT individual + any AD
Wyiles 201352016 ] 234 30 235 100.0% 1.98[1.32, 2.558] !
Subtotal (95% CI) 234 235 100.0% 1.98 [1.32, 2.95]
Total events a4 a0

Heterogeneity: Mot applicable
Test for overall effect: £= 3.33 (F = 0.0009)

0.0 01 10 i)

. . Favours AD  Favours CBT + AD
78 Testfar subgroun differences: Mot applicable
79  AD: antidepressant
80
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Figure 18: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.5.1 CBT individual
Diozois 2009 4 25 2 23 4% 1.84[0.37,9.11] —
Makagawa 2017 1 40 1 40 0.8% 1.00 [0.08,15.44]
Paykel 1999r5cott 2000 19 a0 12 T8O 141% 1.64 [0.80, 2.96] I
Wyiles 2008 a 14 2 11 0.7% 0AG[0.01,2.03] *
Wyiles 201372016 25 234 22 235 04% 1.14 [0.66, 1.97] -
Subtotal (95% CI) 303 387 38.5% 1.26 [0.85, 1.88] E 3
Total events 43 39
Hetarogeneity: Tau®= 0.00; Chi*= 2 66, df=4 (P =062), F=0%
Testfor overall effect Z=1.16 (P = 0.29)
1.5.2 Rumination-focused CBT
Wigtking 20114 a 21 2 21 0.7% 0.20[0.01, 3.93]
Subtotal (95% CI) 21 21 07% 0.20 [0.01, 3.93] —————
Total events a 2
Heterageneity: Mot applicable
Test for overall effect: Z=1.06 (P = 0.29)
1.5.3 Cognitive behavioral analysis system of psychotherapy (CBASP)
Kocsis 2009K]ein 2011 25 200 16 95 18.0% 075042 1.34] —
Subtotal (95% CI) 200 96 18.0% 0.75[0.42, 1.34] L
Total events 25 16
Hetarogeneity: Mot applicatble
Testfor overall effect: 2= 0497 (P=0.33)
1.5.4 Dialectical behaviour therapy (DBT)
Lynch 2007 _study 2 a 21 4 14 0.7% 008 [0.00,1.31] #
Subtotal (95% CI) 21 14 0.7% 0.08 [0.00, 1.31] ——
Total events a 4
Heterogeneity: Mot applicable
Test for overall effect Z=1.78 (P = 0.08)
1.5.5 Blended CCBT & individual CBT
Makao 2018 0 20 0 20 Mot estimahle
Subtotal (95% CI) 20 20 Not estimable
Total events 0 0
Heterogeneity: Mot applicable
Test for overall effect: Mat applicable
1.5.6 CBT group
Chan 2012 g 25 9 29 101% 0.89[0.41,1.93] T
Subtotal (95% CI) 25 25 101% 0.89 [0.41,1.93] i
Total events g 9
Heterogeneity: Mot applicable
Test for overall effect Z=0.30(P=077)
1.5.7 Mindfulness-based cognitive therapy (MBCT) group
Chiesa 2015 5 26 4 24 8.0% 062 [0.26,1.47] 1
Eisendrath 2016 20 ar 22 86 1.7% 0.90[0.53,1.42] —
Subtotal (95% CI) 113 110 29.7% 0.81 [0.52,1.27] <
Total events 26 Kl
Heterogeneity: Tau®=0.00; Chi*=0.483, df=1 (P=047), F=0%
Testfor overall effect 2= 091 (P=0.37)
1.5.8 Person-based cognitive therapy (PBCT) group
Strauss 2012 3 14 2 14 2.3% 1.50[0.29, 7.64] e —
Subtotal (95% CI) 14 14 2.3% 1.50 [0.29, 7.65] —eeii———
Total events 3 2
Heterogeneity: Mot applicable
Test for overall effect Z= 048 (P =062
Total (95% CI) 807 G687 100.0% 0.95[0.74, 1.21] <&
Total events 111 103

o 2 — . H- - —_ - R - I 1 1

Heterogeneity, Tau*=0.00; Chif=10.73, df= 11 (P=047); F=0% 'D.D‘I 0!1 1'D 100

Test for overall effect: £= 0.45 (P = 0.69)

Testfor subaroun differences: Chi®= 782, df=6(F=0.28), F=202%

AD: antidepressant
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Figure 19: Discontinuation due to side effects

Experimental Control

Study or Subgroup Events Total Events Total Weight M-H

Risk Ratio
. Random, 95% Cl|

Risk Ratio
M-H, Random, 95% Cl

1.6.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus any AD

Kocsis 2009/Klein 2011 2 200 2 98 100.0% 0.48[0.07, 3.36] 1—

Subtotal {95% CI) 200 96 100.0% 0.48 [0.07, 3.36]

Tatal events 2 2

Heterageneity: Mot applicahble

Test for overall effect Z=0.74 (F = 0.46)

Total (95% CI) 200 96 100.0% 0.48 [0.07, 3.36]  ——e i ——

Total events 2 2

Heterogeneity; Mot applicahle ) t 1 |

Test for overall effect Z=0.74 (F = 0.4B5) 0.01 Fa\-'outg CBT +AD Favours .AI;I)D 100

Testfar subaroun differences: Mot applicable

AD: antidepressant
Figure 20: Quality of life endpoint
Experimental Control Std. Mean Difference $td. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl

1.19.1 CCBT + individual CBT + any AD {waitlist)

Makao 2018 0s8 01 20 o8 01 20 100.0% 0.00 062, 0.6Z]

Subtotal (95% CI) 20 20 100.0% 0.00 [-0.62, 0.62]

Heterageneity: Mot applicable

Test for averall effect: Z=0.00 (P =1.00)
} } T } {
-10 -4 1] ] 10

Test for subgroup differences: Mot applicable
AD: antidepressant

Favours AD Favours CBT + AD

Figure 21: Quality of life physical component score (PCS) endpoint

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% Cl

Experimental Control
Study or Subgroup Mean SD Total Mean SD Total Weight
1.20.1 CBT individual + any AD
Makagawa 2017 483 117 40 492 14 40 21.3%
Wiles 201 32016 441 142 201 424 14 2089 674%
Subtotal (95% CI) 241 249 88.7T%

Heterogeneity: Tau?=0.00; Chi*=074, df=1{F=0.39); F= 0%
Testfor overall effect Z=118{FP=0.24)

1.20.2 CCBT + individual CBT + any AD {waitlist)

Makao 2018 4894 134 20 a34 106 200 11.3%
Subtotal (95% CI) 20 20 11.3%
Heterogeneity: Mot applicable

Testfor overall effect Z=1.01 (P=0.31)

Total {95% Cl) 261 269 100.0%

Heterogeneity: Tau*=0.01;, Chi®*=2.43,df =2 (P=0.30); F=18%
Testfor overall effect Z=0.40 (P = 0.65)
Testfor subgroup differences: Chi*=1.69, df=1 (P =019, F= 40.8%

AD: antidepressant

-0.07 [0.51, 0.37]
0.14 [0.05, 0.34]
0.1 [-0.07, 0.28]

0.04 [-0.17, 0.26]
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98 Figure 22: Quality of life mental component score (MCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
1.21.1 CBT individual + any AD
Makagawa 2017 432 114 40 437 1049 40 27.3% -0.04 [-0.48, 0.349]
Wiles 201 32016 w1 141 201 337 125 209 56.1% 0.40[0.21, 0.60]
Subtotal (95% CI) 241 249 83.5% 0.22 [-0.21, 0.65]

Heterogeneity: Tau?=0.07; Chi*= 235, df=1 {F =007 PF=70%
Testfor averall effect Z=1.02 (P =0.31}

1.21.2 CCBT + individual CBT + any AD (waitlist)

Makao 2018 439 102 0 413 74 20 16.4% 0.28 [0.34, 0.90]
Subtotal (95% CI) 20 20 16.5% 0 0
Heterogeneity: Mot applicahle

Testfor averall effect Z=0.88 (P =10.33)

Total (95% CI) 261 269 100.0% 0.26 [-0.03, 0.55]
Heterogeneity: Tau?=0.03; Chi*=3.37, df= 2 (P=019; F= 41% I ; T f {
Testfor overall effact Z=1.79 (P = 0.07) 1o > o > 10
- . s Favours AD Favours CBT + AD
99 Testfor subgroun differences: Chi*= 0.02, df=1 (P = 0.89), F= 0%
100  AD: antidepressant

102  Figure 23: Quality of life physical component score (PCS) at 3-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.22.1 CBT individual + any AD
Makagaws 2017 482 104 40 502 124 40 100.0% -0.17 [-0.61,0.27]
Subtotal (95% CI) 40 40 100.0% -0.17 [-0.61,0.27]

Heterogeneity: Mat applicable
Test far averall effect: Z=0.75 (P = 0.45)

10 -5 0 5 10
Favours AD Favours CBT + AD

103 Test for subaroup differences: Mot applicable
104  AD: antidepressant
105

106  Figure 24: Quality of life mental component score (MCS) at 3-month follow-up

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
1.23.1 CBT individual + any AD
Makagawa 2017 423 118 40 44 114 40 1000% -0.15 [-0.58, 0.249]
Subtotal {95% CI) 40 40 100.0% -0.15 [-0.58, 0.29]

Heterogeneity; Mot applicahle
Test for overall effect Z= 062 (F =052

-10 -5 1] ] 10
Favours AD Favours CBT + AD

Testfor subdgroup differences: Mot applicable

107
108  AD: antidepressant
10
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Figure 25: Quality of life physical component score (PCS) at 6-month follow-up

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI

Std. Mean Difference
IV, Random, 95% CI

1.24.1 CBT individual + any AD

Makagawa 2017 479 T4 40 402 141 40 40.7% -0.20 [0.64, 0.24]
Wiles 201372016 446 132 194 411 135 195 59.3% 0.26 [0.06, 0.48]
Subtotal (95% CI) 234 235 100.0% 0.07 [-0.37, 0.52]

Heterogeneity: Tau?=0.08; Chi®*= 2.95, df=1 {F =008}, P=72%
Testfor overall effect Z=0.32 (P=0.79)

-10

Testfor subaroup differences: Mot applicable
AD: antidepressant

1
-5 ] 3 10
Favours AD Favours CBT + AD

Figure 26: Quality of life mental component score (MCS) at 6-month follow-up

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 85% CI

Std. Mean Difference
IV, Random, 95% CI

1.25.1 CBT individual + any AD

Makagawa 2017 434 10 40 467 108 40 44.1% -0.31 FO.7E, 0.13]
Wiles 201302016 391 146 194 354 128 195 558% 0.27 [0.07, 0.47]
Subtotal (95% CI) 234 235 100.0% 0.01 [-0.56, 0.58]

Heterogeneity: Tau®= 014, Chi*= 587, df=1 (P=0.02);,F=82%
Testfor overall effect Z=0.04 (P=0.497)

I
-10

Testfor subgroun differences: Mot applicahle
AD: antidepressant

-5 0 5 10
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Figure 27: Quality of life physical component score (PCS) at 12-month follow-up

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
1.26.1 CBT individual + any AD
Makagawa 2017 508 11.8 40 502 114 40 100.0% 0.05 [-0.39, 0.449]
Subtotal (95% Cl) 40 40 100.0% 0.05 [-0.39, 0.49]

Heterogeneity; Mot applicahle
Test for overall effect; Z=0.22 (P =082

-10

Testfar subgroup differences: Mot applicable
AD: antidepressant

5 0 5 10
Favours AD Favours CBT + AD

Figure 28: Quality of life mental component score (MCS) at 12-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.27.1 CBT individual + any AD
Makagawa 2017 4545 10 40 477 114 40 100.0% -0.20 -0.64, 0.24]
Subtotal (95% CI) 40 40 100.0% -0.20 [0.64, 0.24]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.91 (P = 0.36)

-10

Testfor subaroup differences: Mot applicable
AD: antidepressant
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127  Figure 29: Quality of life physical component score (PCS) at 40-month follow-up

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
1.28.1 CBT individual + any AD
Wiles 201372016 422 138 132 392 1345 110 1000% 0.22 [0.03,0.47]
Subtotal (95% CI) 132 110 100.0% 0.22 [0.03, 0.47]

Heterogeneity: Mot applicable
Testfor overall effect: Z=1.69 (P =0.09)

10 -5 0 5
Favours AD Favours CBT + AD
128 Test for subaroup differences: Mot applicable
129  AD: antidepressant
130

131  Figure 30: Quality of life mental component score (MCS) at 40-month follow-up

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.29.1 CBT individual + any AD
Wiles 201372016 w/F o121 132 346 11.8 110 1000% 0.34[0.09, 0.600
Subtotal (95% CI) 132 110 100.0% 0.34 [0.09, 0.60]

Heterogeneity: Mat applicable
Test far averall effect: £= 263 (P =0.008)

10 -5 0 5
Favours AD Favours CBT + AD

132 Test for subaroup differences: Mot applicable
133  AD: antidepressant
134

135 Figure 31: Functional impairment 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
1.30.1 CBT individual
Paykel 1959/5cott 2000 1.81 039 a0 205 0A1 T8 465% -0.A3 084, -0.21] L
Subtotal (95% Cl) 80 78 46.5% -0.53 [-0.84, -0.21] +

Heterogeneity; Mot applicable
Testfar averall effect 2= 3.25 (P =0.001)

1.30.2 Cognitive behavioral analysis system of psychotherapy (CBASP)

Kacsis 2008/Klein 2011 1024 325 172 10896 363 A A3.5% -0.21 [0.48, 0.08] |
Subtotal (95% CI) 172 75 53.5% -0.21 [-0.48, 0.06] 4
Heterogeneity: Mot applicable
Testfor overall effect Z=1.54 (P=012)
Total (95% CI) 252 153 100.0% -0.36 [-0.67, -0.05] L]
Heterngeneity: Tau®= 0.03; Chi*= 217, df=1 (P = 0.14); F= 54% =—1D % b %
Testfor overall effect £= 229 {F =0.02) Favours CBT + AD Favours AD
136 Testfor subaroun diferences: ChiF= 2,17, df= 1 (P = 0.14), F= 53.9%
137  AD: antidepressant
138
139  Figure 32: Functional impairment at 11-month follow-up
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
1.31.1 CBT individual + any AD
Paykel 1939/5cott 2000 1.83 047 80 1.497 046 T8 100.0% -0.30 0061, 0.01]
Subtotal (95% CI) 80 78 100.0% -0.30 [-0.61, 0.01]

Heterogeneity: Mot applicable
Test for averall effect: 2= 187 (P = 0.08)

10 -5 0 5
. ) Favours CBT + AD  Favours AD
Testfor subaraun diferences: Mot anplicable

140
141 AD: antidepressant
142
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144 Comparison 2. Augmenting with cognitive and cognitive behavioural therapies versus

145

146

147
148

149

150
151

152

153
154

155

156
157

augmenting with counselling

Figure 33: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 20090klein 2011 1128 B3 174 1277 845 168 1000% -0.18 [0.39, 0.04]
Subtotal (95% CI) 174 168 100.0% -0.18 [-0.39, 0.04]
Heterogeneity: Mot applicable
Test for overall effect Z=1.63 P =0.10)
-0 5 0 5 0
. ) Favours CBT Favours counselling
Testfor subaroup differences: Mot apnlicable
Figure 34: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.2.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 20090klein 2011 67 200 52 195 100.0% 1.26[0.83,1.70]
Subtotal (95% CI) 200 195 100.0% 1.26 [0.93, 1.70]
Total events 67 52
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.47 (P=0.14)
L U T t |
0.1 0.1 1 10 100
. X Favours counselling Favours CBT
Testfor subgroun differences: Mot applicable
Figure 35: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Eventis Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.3.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 2009/klein 2011 25 200 27 195 100.0% 0.90 [0.54, 1.50]
Subtotal (95% CI) 200 195 100.0% 0.90 [0.54, 1.50]
Total events 25 27
Heterogeneity: Mot applicahle
Test for overall effect: 7= 0.40 {F = 0.65)
L t T t |
0o 0.1 1 10 100
. X Favours CBT Favours counselling
Testfor subgroup differences: Mot applicable
Figure 36: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
2.4.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocsis 2009/Klein 2011 2 200 1195 1000% 195018, 21.33]
Subtotal {95% CI) 200 195 100.0% 1.95[0.18, 21.33]
Total events 2 1
Heterogeneity: Mot applicable
Testfor overall effect: £=0.55 (F = 0.58)
L + T + d
0.o1 0.1 1 10 100

Testfor subaroup differences: Mot apnlicable
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158  Figure 37: Functional impairment endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.5.1 Cognitive behavioral analysis system of psychotherapy (CBASP) + any AD versus brief supportive psychotherapy + any AD
Kocgis 20094<lein 2011 10024 328 172 1073 246 162 1000% -0.16 [0.26, 0.07]
Subtotal {95% CI) 172 162 100.0% -0.15 [-0.36, 0.07]

Heterogeneity: Mot applicable
Testfor overall effect: £2=1.33 F=0.18)

,
10 -5 0 5 0
Favours CBT Favours counselling

1 59 Testfor subaroup differences: Mot apnlicable

160

161 Comparison 3. Augmenting with counselling versus continuing with antidepressant

162  Figure 38: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.1.1 Brief supportive psychotherapy + any AD
Kaocsis 2009/klein 2011 1277 845 168 1228 B8.44 TE 100.0% 0.06 [-0.21,0.33]
Subtotal {95% CI) 168 76 100.0% 0.06 [-0.21,0.33]
Heterogeneity: Mot applicable
Testfor overall effect 2= 042 (P = 0.63)

10 -5 0 5 10
Favours counselling + AD Favours AD

Testfor subgroup differences: Mot applicable

163
164  AD: antidepressant
6

1

()]

166  Figure 39: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
3.2.1 Brief supportive psychotherapy + any AD
Kocsis 20080 ein 2011 a2 184 30 95 100.0% 0.85[0.58,1.24]
Subtotal (95% Cl) 195 96 100.0%  0.85[0.59,1.24]
Total events 52 30

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.82 (F=0.41)

0.01 0.1 1 10 100
Favours AD  Favours counselling + AD

Testfor subaroup differences: Mot applicable

167
168  AD: antidepressant
6

1

[{e]

170  Figure 40: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
3.3.1 Brief supportive psychotherapy + any AD
Kocsis 20080Kein 2011 27 184 16 96 100.0% 0.83[0.47,1.47]
Subtotal (95% CI) 195 96 100.0%  0.83[0.47,1.47]
Total events 27 16

Heterageneity: Mot applicable
Test for overall effect Z=0.64 (F =052

1 1 1
0.01 01 1 10 100
) . Favours counselling + AD  Favours AD
Testfor subaroup differences: Mot applicable
AD: antidepressant

N NN
N—

—_
w
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174  Figure 41: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

3.4.1 Brief supportive psychotherapy + any AD
Kocsis 20080K]ein 2011 1 185 2 96 100.0% 0.25[0.02, 2.68] l
Subtotal (95% Cl) 195 96 100.0% 0.25[0.02, 2.68] —

Total events 1 2
Heterogeneity: Mot applicable
Testfor overall effect Z=1.15(F =0.249)

L 1 1
0.01 0.1 10

100
) . Favours counselling + AD  Favours AD
175 Testfor subaroup differences: Mot applicable
176  AD: antidepressant
177
178  Figure 42: Functional impairment endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.5.1 Brief supportive psychotherapy + any AD
Kocsis 20094Klein 2011 1073 346 162 10896 363 75 100.0% -0.07 [0.34,0.21]
Subtotal {95% CI) 162 75 100.0% 0.07 [-0.34, 0.21]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.47 (F = 0.64)
10 -5 i 5 10
. ) Favours counselling + AD Favours AD
1 79 Testfor subdroun differences: Mot applicable
180  AD: antidepressant
181
182 Comparison 4. Augmenting with IPT versus continuing with antidepressant
183  Figure 43: Depression symptomatology endpoint
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% Cl
4.1.1 IPT individual + any AD versus any AD
Souza 2016 123 68 16 138 5494 18 217% -0.23[-0.81, 0.41] =
Subtotal (95% CI) 16 18 217 -0.23 [-0.91, 0.45] L 3
Heterogeneity: Mot applicable
Testfor overall effect Z=0.67 (P =0.40)
4.1.2 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 249 64 B3 118 ¥4 1 FE3% -0.40 [F0.76, -0.058] [ ]
Subtotal (95% CI) 63 61 78.3% -0.40 [-0.76, -0.05] L.
Heterogeneity: Mot applicable
Testfor overall effect Z=2.21 (P =0.03)
Total {95% Cl) 79 79 100.0% -0.36 [-0.68, -0.05] L]
Heterogeneity: Tau*=0.00; Chi*=019, df=1 (P=0.66), F=0% I } }
. -10 -4 0 a 10
Testfor overall effect Z=2.27 (P =0.02) Favours IPT +AD  Favours AD
184 Test for subgroup differences: Chi= 019, df=1 (P = 0.66), F= 0% ) ’
185  AD: antidepressant
186
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Figure 44: Depression symptomatology change score

Experimental Control Std. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.2.1 IPT individual + any AD versus any AD
Souza 2016 -7.8 4549 16 -46 407 18 29.0% -0.66 [-1.35, 0.04] i
Subtotal (95% Cl} 16 18 29.0% -0.66 [-1.35, 0.04] ’
Heterogeneity: Mot applicable
Test for overall effect £2=1.85 (F = 0.06)
4.2.2 |PT group + any AD versus any AD
Murray 2010 -4.23 1036 27 177 1016 27 334% -0.24 [-0.77, 030 :
Subtotal (95% CI) 7 27T 334% -0.24 [-0.77, 0.30]
Heterogeneity: Mot applicable
Testfar overall effect: Z=0.86 (P =0.39)
4.2.3 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 -16.2 0 424 63 101 5483 61 3r.5% -1.23[-1.62,-0.849] =
Subtotal (95% Cl) 63 61 37.5% 1.23 [1.62, -0.85] L
Heterogeneity: Mot applicable
Test for overall effect: 7= 628 (F = 0.00001)
Total (95% CI) 106 106 100.0% -0.73 [-1.38, -0.08] ’
Heterogeneity: Tau®= 0.26; Chif=9.15, df= 2 (P = 0.01); F= 78% =-1D % 1 % 1D=
Test far overall effec.t: =270 (P:. 0.03) Favours IPT + AD  Favaurs AD
Testfor subaroup differences: Chif= 915, df=2(P=001F=73.1%
AD: antidepressant
Figure 45: Depression symptomatology at 1-3 month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 85% CI IV, Random, 95% CI
4.6.1 IPT individual + any AD versus any AD
Souza 2016 14 B4 16 139 5494 18 35.3% 0.02 [-0.66, 0.65]
Subtotal (95% CI) 16 18  353% 0.02 [-0.66, 0.69]
Heterogeneity: Mot applicahle
Testfor averall effect £=0.05 (P = 0.96)
4.6.2 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 456 6.22 a0 T8l OFE 47 B4T% -0.49 [-0.90, -0.08] ||
Subtotal (95% CI) 50 47  64.T% -0.49 [-0.90, -0.09] L J
Heterogeneity: Mot applicahle
Testfor averall effect 2= 238 (P=0.02)
Total {95% Cl) 66 65 100.0% -0.31 [-0.79, 0.16] q
Heterogeneity, Tau= 0.05; Chi*=1.60, df=1 (P = 0.213; F= 37% I ; T I {
Testfor overall effact Z=1.29 (P = 0.20) 10 S v 5 10
A - Fawours IPT + AD  Favours AD
Testfor subgroup differences: Chi*=1.60, df=1 (P =021}, F= 37.9%
AD: antidepressant
Figure 46: Depression symptomatology at 12-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
4.7.1 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 436 435 a0 8.4 822 47 100.0% -054[-0.84,-0173]
Subtotal (95% Cl) 50 A7 100.0% -0.54 [-0.94, -0.13]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 259 (FP=0.010)
1 1 1 ]
10 -5 0 5 10
) . Favours IPT + AD  Favours AD
Testfor subaroup differences: Mot applicable
AD: antidepressant
235
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Figure 47: Remission (ITT)

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

4.3.1 IPT individual + escitalopram (dose increase) versus escitalopram (dose increase)

Reynalds 2010 35 g0 29 G4 55.2% 1.29[0.81,1.82]
Subtotal (95% CI) 60 64 55.2% 1.29 [0.91,1.82]
Total ewents 35 249
Heterageneity: Mot applicahle
Testfor overall effect Z=1.44 (P=015)
4.3.2 IPT individual + any AD versus any AD
Souza 2016 ] 17 3 23 3.9% 225062, 817] N —
Subtotal (95% CI) 17 23 3.9% 2.25[0.62, 8.17] e
Total events ] 3
Heterogeneity: Mot applicabla
Testfor overall effect Z=1.24 (P=0.22)
4.5.3 IPT group + any AD versus any AD
Murray 2010 12 34 4 30 6.3% 2.651[0.95, 7.34] T
Subtotal (95% CI) 34 30 6.3% 2.65[0.95,7.34] =
Total ewents 12 4
Heterageneity: Mot applicahle
Test for overall effect £=1.87 (P = 0.06)
4.3.4 1PT individual & group + SSRITCA versus SSRITCA
Schramm 2007 i G5 21 A5 34.6% 1.48[0.96, 2.28] i
Subtotal (95% CI) 65 65 34.6% 1.48 [0.96, 2.28] o
Total events Kl 21
Heterogeneity: Mot applicahle
Testfor averall effect £=1.76 (F = 0.08)
Total (95% Cl) 176 182 100.0% 1.44[1.12, 1.86] &
Total ewents a3 a7
Hs . i . I 1 1 1
Heterageneity: Tau®= 0.00; Chi*= 236, df= 3 (P=050), F= 0% 'D.D1 D!1 1'D 1DD'

Testfor overall effect £=2.82 (F=0.00%)
Test for subaroup differences: Chi®= 2.26, df=3(P=052), F= 0%
AD: antidepressant
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Figure 48: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
4.4.1 IPT individual + any AD versus any AD
Souza 2016 f 17 4 23 A.5% 203 [0.68, 6.09] —
Subtotal (95% Cl) 17 23 6.5% 2.03 [0.68, 6.09] —~—
Total events g 4
Heterogeneity: Mot applicahle
Test for averall effect Z2=1.26 (F =0.21)
4.4.2 IPT group + any AD versus any AD
Murray 2010 12 34 ] a0 9.2% 212[0.84,5.32] T
Subtotal (95% Cl) 34 30 9.2% 2.12[0.84, 5.32] Sl
Total events 12 a
Heterogeneity: Mot applicahle
Testfor overall effect £=1.60(F=0.11)
4.4.3 IPT individual & group + SSRITCA versus SSRITCA
Schrarmm 2007 44 A5 )l G5 B43% 1.42[1.058,1.93] |.
Subtotal (95% Cl) 65 65 B4.3% 1.42 [1.05, 1.93] &
Total events 44 N
Heterogeneity: Mot applicahle
Test for averall effect Z2= 225 (P =0.02)
Total (95% CI) 116 118 100.0% 1.51[1.14, 1.99] L 2
Total events G2 aa
Heterogeneity: Tau‘zl 0.00; ChF=1.02, df=2 (P =060} F=0% 'D.D1 Df1 1'D 1IZIIZI'
Testfor averall effect £= 287 (P = 0.004) Favours AD  Favaurs IPT + AD
Testfor subagroup differences: Chi= 095, df= 2 (P= 062, F=0%
AD: antidepressant
Figure 49: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% CI M-H, Random, 95% CI
4.5.1 IPT individual + escitalopram (dose increase) versus escitalopram (dose increase)
Reynalds 2010 ¥ 50 A G4 214% 1.49[0.50, 4.458] B
Subtotal (95% CI) 60 64 21.4% 1.49 [0.50, 4.45] -
Total ewents T ]
Heterageneity: Mot applicahle
Testfar averall effect Z=0.72 (P =0.47)
4.5.2 IPT individual + any AD versus any AD
Souza 2016 5 17 2 23 1M.2% 3.381[0.74,15.34] e
Subtotal (95% CI) 17 23 11.2% 3.38[0.74,15.39] el
Total events ] 2
Heterogeneity: Mot applicable
Testfor overall effect Z=1.58 (P=0.11)
4.5.3 IPT group + any AD versus any AD
Murray 2010 T 34 3 30 1E1% 206 [0.58, 7.26] N
Subtotal (95% CI) 34 30 16.1% 2.06 [0.58, 7.26] sl
Total ewents ¥ 3
Heterageneity: Mot applicahle
Test far averall effect £=1.12 (F = 0.26)
4.54 |PT individual & group + SSRITCA versus SSRITCA
Schramm 2007 12 G5 13 A5 51.3% 0.921[0.46,1.87] t
Subtotal (95% CI) 65 65 51.3% 0.92 [0.46, 1.87]
Total events 12 13
Heterogeneity: Mot applicabla
Testfor overall effect Z= 022 (P=0.82)
Total (95% Cl) 176 182 100.0% 1.35 [0.81, 2.23] -
Total events Kl 23
Heterageneity; Tau®= 0.00; Chi*= 3.01, df= 3 (P = 0.39); F= 0% ID 0 051 150 1DD=
Testfor averall effect Z=1.15 (P = 0.29) ' Favours IPT + AD Favours AD

Testfor subgroup differences: Chi®= 2,99, di= 3{F=0.39), F=0%
AD: antidepressant
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223 Comparison 5. Augmenting with short-term psychodynamic psychotherapy versus
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Figure 50: Global functioning endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
4.8.1 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 GY1 1286 63 B26 142 61 100.0% 0.32 [0.03, 0.68]
Subtotal (95% CI) 63 61 100.0% 0.32 [-0.03, 0.68]
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.77 (P = 0.08)
1 T } {
-10 -5 1] 5 10
. i Favours AD Favours IPT + AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 51: Global functioning at 3-month follow-up
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
4,91 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 TE83T 1234 a0 Fia 1437 47 100.0% 0.44[0.03, 0.584]
Subtotal (95% Cl) 50 A7 100.0% 0.44 [0.03, 0.84]
Heterogeneity, Mot applicable
Testfor overall effect Z=212{F=0.03)
10 -5 0 5 10
) . Favours AD  Favours IPT + AD
Testfor subaroun differences: Mot applicable
AD: antidepressant
Figure 52: Global functioning at 12-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4,101 IPT individual & group + SSRITCA versus SSRITCA
Schramm 2007 Ta.08 11.29 a0 FIAT 1748 47 100.0% 0.47 [0.06,0.87]
Subtotal (95% Cl) 50 A7 100.0% 0.47 [0.06, 0.87]
Heterogeneity, Mot applicable
Testfor overall effect Z=2.27 (F=0.02)
-0 0 5 10

Testfor subaroun differences: Mot applicable
AD: antidepressant

continuing with antidepressant

Figure 53: Depression symptomatology endpoint

Experimental Control

Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI

-5
Favours AD  Favours IPT + AD

Std. Mean Difference
IV, Fixed, 95% CI

5.1.1 Intensive short-term dynamic psychotherapy + any AD

Town 201752020 13919 8.995 30 18.384 H.648 30 100.0% -0.486 [-1.07, -0.04]
Subtotal (95% CI) 30 30 100.0% -0.56 [-1.07, -0.04]

Heterageneity: Mot applicable
Testforoverall effect =211 (F=0.03)

Test for subaroup differences: Mot applicable
AD: antidepressant
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Figure 54: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI|
5.2.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 -9.6587 6121 30 -5.828 440 30 100.0% -0.71 [F1.23,-0.19] !
Subtotal {95% CI) 30 30 100.0% -0.71[1.23, -0.19]

Heterogeneity: Mot applicable
Test for overall effect 7= 2. 66 (F=0.008)

-10 5 0

5 10
) . Favours STPP + AD Favours AD
Testfor subgroup differences: Mot apnlicable
AD: antidepressant
Figure 55: Depression symptomatology at 3-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.5.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 13.284 7358 30 18 8514 30 100.0% -0.58 [1.10,-0.07]
Subtotal (95% CI) 30 30 100.0% -0.58 [-1.10, -0.07]
Heterogeneity: Mat applicable
Testfor overall effect: Z=2.22 (P=0.03)
10 -5 0 5 10
. . Favours STPP + AD Favours AD
Testfor subgroup differences: Mot applicahle
AD: antidepressant
Figure 56: Depression symptomatology at 6-month follow-up
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
5.6.1 Intensive short-term dynamic psychotherapy + any AD
Town 201792020 13.088 7.89549 30 17.8849 8.782 30 100.0% -0.56 [-1.08, -0.08]
Subtotal (95% CI) 30 30 100.0% -0.56 [-1.08, -0.05]
Heterogeneity: Mot applicable
Testforoverall effect =214 (F=0.03)
10 -5 0 5 10
) , Favours STPP + AD Favours AD
Test for subaroup differences: Mot apnlicable
AD: antidepressant
Figure 57: Depression symptomatology at 12-month follow-up
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
5.7.1 Intensive short-term dynamic psychotherapy + any AD
Tawn 201752020 13.044 6529 30 17.856 B8.569 30 100.0% -0.62 [-1.14,-0.10]
Subtotal {95% CI) 30 30 100.0% -0.62 [1.14, -0.10]
Heterogeneity, Mot applicable
Testfor overall effect: =235 (F=0.02)
10 5 0 10

- &
) _ Favours STPP +AD Favours AD
Test for subaroup differences: Mot apnlicable

AD: antidepressant
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Figure 58: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI

5.3.1 Intensive short-term dynamic psychotherapy + any AD
Town 201712020 11 30 1 30 100.0% 11.00[1.51,79.96] i
Subtotal {35% CI) 30 30 100.0% 11.00 [1.51, 79.96]

Total events 11 1
Heterageneity: Mot applicatble
Test for overall effect £=2.37 (P=0.02)

0.01 0.1 10 100
Fawours AD Favours STPP + AD

Test for subgroup differences: Mot applicable
AD: antidepressant

Figure 59: Remission (ITT) at 12-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
5.8.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 12 30 gq 30 100.0% 1.33[0.66, 2.69)
Subtotal (95% CI) 30 30 100.0%  1.33[0.66, 2.69]
Total events 12 g

Heterageneity: Mot applicahle

Testfor overall effect Z= 080 (P = 0.42)

0.01 01 1 10 100
Favours AD  Favours STPP + AD

Testfor subaroup differences: Mot apnlicahle
AD: antidepressant

Figure 60: Response (ITT) at 12-month follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
5.9.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 15 30 12 30 100.0% 1.25[0.71, 2.20]
Subtotal (95% CI) 30 30 100.0% 1.25[0.71, 2.20]
Total events 15 12

Heterageneity: Mot applicahle

Testfor overall effect Z=0.77 (P = 0.44)

0.01 01 1 10 100
Favours AD  Favours STPP + AD

Testfor subaroup differences: Mot apnlicahle
AD: antidepressant

Figure 61: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
5.4.1 Intensive short-term dynamic psychotherapy + any AD
Town 201772020 5 30 3 30 100.0% 1.67 [0.44, 6.36] i
Subtotal (95% CI) 30 30 100.0% 1.67 [0.44, 6.36]
Total events a 3

Heterogeneity: Mot applicable
Test for overall effect Z= 075 (F=0.49)

0.01 01 10 100
Favours STPP + AD Favours AD

Test for subgroup differences: Mot applicable
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259
260

AD: antidepressant

261 Comparison 6. Augmenting with long-term psychodynamic psychotherapy versus

262  continuing with antidepressant
263  Figure 62: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.1.1 Augmenting any AD
Fonagy 2015 164 62 53 1749 645 46 100.0% -0.23 [-0.63, 0.16]
Subtotal (95% CI) 53 46  100.0% -0.23 [-0.63, 0.16]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.16 (P = 0.25)
10 -5 0 5 10
. . Favours LTPP + AD  Favours continuing AD
264 Testfor subgroup differences: Mot applicahle
265  AD: antidepressant
266
267  Figure 63: Depression symptomatology at 6-month follow-up
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
6.4.1 Augmenting any AD
Fonagy 2015 154 6B 49 176 6.1 47 100.0% -0.34 [-0.75, 0.086]
Subtotal (95% CI) 49 47 100.0% -0.34 [-0.75, 0.06]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.67 (P=0.10)
-0 -5 0 5 10
) ) Favours LTPP + AD  Favours continuing AD
268 Testfor subgroun differences: Not apelicable
269  AD: antidepressant
270
271
272  Figure 64: Depression symptomatology at 1-year follow-up
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
6.5.1 Augmenting any AD
Fonagy 20145 167 7.4 43 194 645 45 100.0% -0.38 [0.78, 0.02]
Subtotal (95% CI) 49 49 100.0% -0.38 [-0.78, 0.02]
Heterageneity: Mot applicable
Testfor averall effect: Z=1.88 (P = 0.06)
-0 - ; 8 10
. . Favours LTPP + AD Favours continuing AD
273 Testfor subgroup differences: Mot applicahle
274  AD: antidepressant
275
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276  Figure 65: Depression symptomatology at 2-year follow-up
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
6.6.1 Augmenting any AD
Fonagy 2015 159 62 47 2041 54 45 100.0% -0.68 [-1.10, -0.26] ’
Subtotal {95% CI) 47 45 100.0% -0.68 [-1.10, -0.26]
Heterogeneity Mot applicable
Testfor overall effect Z= 315 (P = 0.002)
10 -5 0 5 10
) . Favours LTPP + AD  Favours continuing AD
277 Testfor subgroup differences: Mot applicahle
278  AD: antidepressant
279
280 Figure 66: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.2.1 Augmenting any AD
Fonagy 2015 g BT 4 B2 100.0% 1.39[0.41, 4. 649]
Subtotal (95% Cl) 67 62 100.0%  1.39[0.41, 4.69]
Total events g 4
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.53 (F = 0.60)
.01 0.1 1 10 100
) . Favours continuing AD Favours LTPP + AD
281 Testfor subaroup differences: Mot applicable
282  AD: antidepressant
283
284  Figure 67: Remission (ITT) at 2-year follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
6.7.1 Augmenting any AD
Fonagy 2015 10 67 3 B2 1000% 3.0%[089, 1068 t
Subtotal (95% CI) 67 62 100.0% 3.08 [0.89,10.69]
Total events 10 3
Heterageneity: Mot applicable
Test for overall effect: Z=1.78 (F=0.08)
} } } |
0.01 0 10 100
. i Favours continuing AD Favours LTPP + AD
285 Testfor subgroup differences: Mot applicable
286  AD: antidepressant
287
288  Figure 68: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
6.3.1 Augmenting any AD
Fanagy 2014 10 67 g G2 100.0% 1.16 [0.49, 2.74]
Subtotal (95% Cl) 67 62 100.0%  1.16[0.49, 2.74]
Total events 10 g
Heterageneity: Mot applicable
Testfar averall effect Z=033 (F=0.74)
} } 1 ) |
0.01 0.1 1 10 100
) . Favours LTPP +AD  Favours continuing AD
289 Testfor subaroup differences: Mot applicable
290
291 AD: antidepressant
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293 Comparison 7. Augmenting with self-help versus continuing with the antidepressant (+/-

294

295

304
305
306

attention-placebo)

Figure 69: Depression symptomatology endpoint

Experimental Control 5td. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% Cl

7.1.1 Attentional bias training + any AD versus attention-placebo + any AD

Baert 2010_study 2 30 11.96 19 3406 11.13 200 21.9% -0.35[-1.02,0.33]
Dai 2019 11.38%  6.04 16 13586 5.92 16 20.4% -0.36 [-1.05,0.34]
Subtotal (95% CI) M 36 42.4% -0.35[-0.84, 0.14]

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P = 0.98); F=0%
Test for averall effect: Z=1.41 (F=0.16)

7.1.2 Cognitive bibliotherapy + any AD versus any AD

Schlogelhofer 2014 1141 49 449 124 a7 41 A87.6% -0.24 066, 0.17]
Subtotal (95% CI) 49 41  57.6% -0.24 [-0.66, 0.17]
Heterogeneity: Mot applicable

Test for averall effect: Z=114(F=0.25)

—
—

*

Total {95% CI) 80 77 100.0% -0.29 [-0.61, 0.03] L
Heterogeneity: Tau®= 0.00; Chi*=0.11, df= 2 (P = 0.95; F= 0% 5_10 55 3 ! ‘IDI
Test for averall effect Z=1.79 (F=0.073 Favours selfhelp +AD  Favours AD
Testfor subaroup differences: Chif= 011, df=1{F =075, F=0%
AD: antidepressant
Figure 70: 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
7.2.1 Attentional bias training + any AD versus attention-placebo + any AD
Baert 2010_study 2 -5 8.06 18 -248 736 0223% -0.32 [-0.99, 0.36] —-
Dai 2019 -11.75 4.45 16 -9.32 43 16 20.2% -0.54[-1.25,0.17] —
Subtotal (95% CI) 31 36 424% -0.42 [-0.91, 0.06] L
Heterogeneity: Tau®= 0.00; Chi*=0.20, df=1 (P = 0L6EY, F= 0%
Testfor overall effect Z=1.71 (F=0.09)
7.2.2 Cognitive bibliotherapy + any AD versus any AD
Schlogelhofer 2014 -1.48 338 49 -01 417 41 A7 6% -0.37 [-0.79, 0.04] :
Subtotal {95% CI) 49 41 57.6% -0.37 [-0.79, 0.05]
Heterogeneity: Mot applicable
Test for overall effect Z2=1.73 (F=0.08)
Total (95% CI) 80 77 100.0% -0.39 [-0.71, -0.08] 4
Heterogeneity: Tau®= 0.00; Chi*=0.23, df= 2 (P = 0.89); F= 0% I—'ID 55 7 é 1D=
Test far overall effec.t =242 (F':I 0.0 Favours selt-help + AD Favours AD
Testfor subaroup differences: Chi*=0.03,df=1{P=087 F=0%
AD: antidepressant
Figure 71: Depression symptomatology at 1-month follow-up
Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.4.1 Attentional bias training + any AD versus attention-placebo + any AD
Dai 2019 814 367 16 12 1.3 16 100.0% -1.37 [-2.15,-0.59] !
Subtotal (95% CI) 16 16 100.0% -1.37 [-2.15, -0.59]
Heterogeneity; Mot applicahle
Test for overall effect; £=3.44 (P = 0.0006)
10 -5 0 5 10

Testfor subdgroup differences: Mot applicable
AD: antidepressant
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Figure 72: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

7.3.1 Attentional bias training + any AD versus attention-placebo + any AD

Dai 2019 4 20 4 20 34T% 1.001[0.29, 3.45]

Subtotal (95% CI) 20 20 34.T% 1.00 [0.29, 3.45]

Total events 4 4

Heterogeneity: Mot applicable

Test for overall effect; Z2=0.00 (F = 1.00)

7.3.2 Cognitive bibliotherapy + any AD versus any AD

Schlogelhofer 2014 11 49 B 41 B5.3% 1.53[0.62, 3.79] ——
Subtotal (95% CI) 49 41 B65.3% 1.53 [0.62, 3.79] .
Total events 11 B

Heterogeneity: Mot applicable

Test for overall effect £=0.83 (F = 0.35)

Total (95% CI) 69 61 100.0% 1.32 [0.64, 2.74] e

Total events 15 10

Heterogeneity: Tau’zI 0.00; Chi*=0.30,di=1 {P= 058} F=0% ID.D1 0?1 150 1DD=
Test for overall effect 2= 0.75 (F = 0.45) Favours self-help +AD  Favours AD

Test for subgroup differences: Chi*= 030, df=1 (P =0.88), F=0%

AD: antidepressant

311 Comparison 8. Augmenting with self-help and switching to SSRI versus switching to

312

313

314

315

316
317

318

319
320

SSRI-only

Figure 73: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.1.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 794 219 81 1041 218 83 100.0% =113 [-1.46,-0.80] ’
Subtotal {95% CI) 81 83 100.0% -1.13 [-1.46, -0.80]

Heterogeneity: Mot applicahle
Testfor averall effect Z=6.68 (P = 0.00001)

10 -5 0

Testfor subaroun differences: Mot annlicable

244

g 10
. . Favours self-help + SSRI Favours SSRI
Testfor suboroup differences: Mot applicable
Figure 74: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
8.2.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 -5.56 412 81 -249 354 83 100.0% -0.76 [-1.08,-0.44] !
Subtotal (95% Cl) A | 83 100.0% -0.76 [-1.08, -0.44]
Heterogeneity: Mot applicahle
Testfor overall effect: Z=4.68 (P = 0.00001)
0 - 0 5 10
. . Favours self-help + SSRI Favours SSRI
Testfor suboroup differences: Mot applicable
Figure 75: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
8.3.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline
Mantani 2017 % 8l 15 83 100.0%  1.71(0.97,3.00] t
Subtotal (95% Cl) A | 83 100.0%  1.71[0.97, 3.00]
Total events 28 14
Heterogeneity: Mot applicahle
Testfar overall effect Z2=1.87 (P = 0.06)
.01 01 10 100

Favours SSRI Favours self-help + S5RI
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Figure 76: Response (ITT)

Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

8.4.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline

Mantani 2017 34 81 18 83 1000%  1.94[1.19, 3.14]
Subtotal {95% CI) 81 83 100.0%  1.94[1.19,3.14]
Total events 34 18

Heterogeneity: Mot applicahle
Testfor overall effect 2= 2.68 {F=0.007)

Testfor suboroup differences: Mot applicable

Figure 77: Discontinuation due to any reason

Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl

8 &

.01 01 10 100
Favours SSRI Favours self-help + S5RI

Risk Ratio
M-H, Fixed, 95% Cl

8.5.1 Computerised CBT (CCBT) + switch to escitalopram/sertraline versus switch to escitalopram/sertraline

Mantani 2017 1 81 0 83 1000% 3.07[0.13, 74.39]
Subtotal {95% CI) 81 83 100.0% 3.07 [0.13,74.35]
Total events 1 1]

Heterogeneity: Mot applicahle
Testfor overall effect 2= 069 (P = 0.49)

Test for subaroup differences: Mot applicable

.01 01 1 10 100
Favours self-help + SSRI Favours SSRI

326 Comparison 9. Augmenting with art therapy versus attention-placebo

327

328

329

330
331

Figure 78: Depression symptomatology endpoint

Std. Mean Difference
IV, Fixed, 95% CI

Experimental Control
Study or Subgroup  Mean S0 Total Mean SD Total Woeight

Std. Mean Difference
IV, Fixed, 95% Cl

9.1.1 Clay art therapy + any AD

Man 2017 204 114 52
Subtotal (95% CI)

Heterogeneity: Mot applicable

Testfor overall effect 2= 2,75 (P = 0.006)

42 100.0%
48 100.0%

-0.56 [-0.96, -0.16]
-0.56 [-0.96, -0.16]

262 88

T -5 10
. ) Favours arttherapy Favours attention-placebo
Test for subdroup differences: Not applicable
Figure 79: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
9.2.1 Clay art therapy + any AD
Man 2017 -11.9 7.AT 52 -26 TH1 48 100.0% -1.22[1.64,-0.79] ,
Subtotal (95% CI) 52 48 100.0% -1.22 [-1.64, -0.79]
Heterogeneity, Mot applicable
Test for overall effect. Z=5.56 (F = 0.00001)
10 5 0 5 10

Test far subaroup diferences: Mat applicable
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Favours arttherapy Favours attention-placebo

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



332

333
334

DRAFT FOR CONSULTATION

Figure 80: Discontinuation due to any reason

Risk Ratio
Weight M-H, Fixed, 95% CI

Experimental Control
Study or Subgroup Events Total Events Tofal

Risk Ratio
M-H, Fixed, 95% CI

9.3.1 Clay art therapy + any AD

Man 2017 1 53 5 53 1000%  0.20[0.02,1.65)
Subtotal (95% CI) 53 53 100.0%  0.20 [0.02, 1.65]
Total events 1 g

Heterogeneity: Mot applicable
Testfor overall effect Z=149(F=014)

— =

0.01

Test for subagroup differences: Mot applicable

1
0.1 10 100
Favours arttherapy Favours attention-placebo

335 Comparison 10. Augmenting with eye movement desensitization reprocessing (EMDR)
versus augmenting with cognitive behavioural therapy

336

337

338

339

340

341

342

Figure 81: Depression symptomatology endpoint

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI
10.1.1 EMDR + any AD versus CBT individual + any AD
Ostacali 2018 1085 1117 M O1786 1117 35 100.0% -0.65[1.14,-0.15]
Subtotal (95% CI) Kyl 35 100.0% 0.65 [-1.14, -0.15]
Heterogeneity, Mat applicahle
Test for overall effect Z=2 55 (P =0.01)
10 -5 0 5 10
) . Favours EMODR  Favours CBT
Testfar subaroun diferences: Mot applicable
Figure 82: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total

Weight M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

10.2.1 EMDR + any AD versus CBT individual + any AD

Ostacali 2018 22 40 17 42 100.0% 1.36 [0.86, 2.16]
Subtotal (95% CI) 40 42 100.0%  1.36 [0.86, 2.16]
Total events 22 17

Heterageneity: Mot applicahle
Testfor overall effect £=1.30 (P =019

0.0 0 1 i

i 100
. . Favours CBT Favours EMDR
Testfor subaroup differences: Mot apnlicahle
Figure 83: Remission (ITT) at 6-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
10.4.1 EMDR + any AD versus CBT individual + any AD
Ostacali 2018 17 40 14 42 100.0% 1.19[0.69, 2.08)]
Subtotal (95% CI) 40 42 100.0%  1.19[0.69, 2.05]
Total events 17 14
Heterageneity: Mot applicahle
Testfor overall effect Z= 063 (P=0.53
0.01 01 1 10 100
. . Favours CBT Favours EMDR
Testfor subaroup differences: Mot apnlicahle
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343  Figure 84: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
10.3.1 EMDR + any AD versus CBT individual + any AD
(Ostacali 2018 ] 40 T 42 100.0% 1.35[0.56, 3.28]
Subtotal (95% CI) 40 42 100.0% 1.35 [0.56, 3.28]
Total events q T

Heterogeneity: Mot applicable
Test for overall effect Z= 0.66 (F=0.481)

0.0 01 1 10

100
. . Favours EMDR  Favours CBT
344 Test for subgroup differences: Mot applicahle
345 Figure 85: Global functioning at endpoint
Experimental Control $td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SO0 Total Mean 50 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.5.1 EMDR + any AD versus CBT individual + any AD
Ostacali 2018 TT.9 1087 I OF4E 17.84 35 100.0% 0.22 [-0.27,0.70)
Subtotal (95% CI) k3| 35 100.0% 0.22 [-0.27,0.70]
Heterogeneity: Mat applicahle
Test for averall effect Z=0.88 (P =0.38)
10 -5 0 5 10
. i Favours CBT Favours EMDR
346 Test for subgroup differences: Mot applicable
347  Figure 86: Global functioning at 6-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
10.6.1 EMDR + any AD versus CBT individual + any AD
Ostacali 2018 TT.ABY 13.04 3 F4.484 1072 35 100.0% 0.24[-0.24 073
Subtotal (95% CI) Kyl 35 100.0% 0.24 [-0.24, 0.73]
Heterogeneity: Mat applicahle
Test for overall effect =088 (F =033
-0 -5 0 : 10
) . Favours CBT Favours EMDR
348 Testfar subaroun diferences: Mot applicable
349

350 Comparison 11. Increasing the dose of SSRI versus continuing SSRI at the same dose

351 Figure 87: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
11.1.1 Paroxetine 30-50mg versus 20mg
Ruhe 2008 161 1.22 30 153 1.28 27 100.0% 0.63[0.10,1.17]
Subtaotal (95% CI) 30 27 100.0% 0.63 [0.10,1.17]
Heterogeneity: kot applicable
Testfor overall effect £=2.32 (F=0.02)

-0 -5 0 5 10

Favours higher dose Favours same dose

352 Test for subaroup differences: Mot applicable
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Figure 88: Depression symptomatology change score

Experimental Control Std. Mean Difference §td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
11.2.1 Escitalopram 30mg versus 20mg
kim 2019 -11.8 3} 25 -8 463 22 302% -0.64 [-1.23,-0.09] —
Subtotal (95% CI) 25 22 30.2% -0.64 [-1.23, -0.05] &
Heterageneity: Mot applicable
Test for overall effect Z=2.13 (P =0.03)
11.2.2 Fluoxetine 60mg versus 20mg
Dornseif 1954 -8148 T.34 180 -B74 T4 183 B98% -0.19 [-0.40, 0.01] |
Subtotal (95% CI) 180 180  69.8% -0.19 [-0.40, 0.01] #
Heterogeneity: Mot applicable
Test for overall effect: Z=1.85 {P = 0.06)
Total (95% CI) 205 211 100.0% -0.33 [-0.73, 0.07] ¢|
Heterogeneity: Tau®= 0.05; Chi*=1.98, df=1 (P= 0163 F=50% =—1D % b :ij 1D=
Testfor overall Eﬁec_t Z=1.60 (P:_ 0 Favours higher dose Favours same dose
Test for subaroun differences: Chif=1.98, df=1 (P = 0.16), F= 49.6%
Figure 89: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
11.3.1 Escitalopram 30mg versus 20mg
Kirm 2014 14 25 10 28 17.2% 1.590[0.84, 2.67] T
Subtotal (95% CI) 25 25 17.2% 1.50 [0.84, 2.67] Sl
Total events 14 10
Heterogeneity: Mot applicable
Testfor averall effect Z=138 (F=017)
11.3.2 Fluoxetine 60mg versus 20mg
Darngeif 1989 a1 181 91 180 347% 1.05[0.75, 1.46] :
Subtotal (95% CI) 181 190 34.7% 1.05 [0.75, 1.46]
Total events a1 a1
Heterogeneity: Mot applicable
Testfor averall effect Z=0289(F=077)
11.3.3 Paroxetine 30-50mg versus 20mg
Ruhe 2009 4 30 2 o 28% 2.00[0.40,10.11] R —
Subtotal (95% CI) 30 30 2.8% 2.00 [0.40,10.11] ——e——
Total events 4 2
Heterogeneity: Mot applicable
Test for averall effect Z=10.84 (P =0.40)
11.3.4 Sertraline 150mg versus 50mg
Schweizer 2001 14 38 12 7 1T4% 1.46[0.82, 2.59] T
Subtotal (95% CI) 38 37 17.4% 1.46 [0.82, 2.59] e 4
Total events 18 12
Heterogeneity: Mot applicable
Test for averall effect Z=1.30 (P =0.20)
11.3.5 Sertraline 200mg versus 100mg
Licht 2002 28 93 v 99 27.9% 0.76 [0.51,1.14] —
Subtotal (95% CI) a3 99  27.9% 0.76 [0.51,1.14] <4
Total events 28 ar
Heterogeneity: Mot applicable
Testfor averall effect Z=130(F=019)
Total (95% CI) 3r2 381 100.0% 1.10 [0.84, 1.45] P>
Total events 116 112

it 2 — - 2= — — 2= I ] 1 |
Heterogeneity: Tau*=0.03; Chi*=871, df= 4 (P =022}, = 30% 'D.D'I Df'l 110 ‘IDD'

Test for averall effect Z= 065 (F =0.49)

Testfor subaroup differences: Chitf= 570, df=4 (P=022 F=298%
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Figure 90: Response (ITT)

Experimental
Study or Subgroup  Events

Control
Total Events Total

Risk Ratio

Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

11.4.1 Escitalopram 30mg versus 20mg

Kim 2018 0 25 12
Subtotal (95% CI) 25
Total events 20 12

Heterageneity: Mot applicable
Test for overall effect £=2.21 (P =0.03)

11.4.2 Fluoxetine 60mg versus 20mg

Dornseif 1989 G 181 B2
Schweizer 1990 18 36 21
Subtotal (95% CI) 217

Total events a1 a3

25 14.3%
25 14.5%

190 206%
41 147%
231 35.3%

Heterogeneity: Tau*=0.00; Chi*= 011, df=1 (P =074}, F=0%

Testfor averall effect Z=0.31 (F=0.75)

11.4.3 Paroxetine 30-50mg versus 20mg

Ruhe 2003 10 an 10
Subtotal (95% CI) 30
Total events 10 10

Heterogeneity: Mot applicable
Test for averall effect Z=0.00 {(F =1.00)

11.4.4 Sertraline 150mg versus 50mg

Schweizer 2001 a0 ] hal
Subtotal (95% CI) 38
Tatal events a0 21

Heterogeneity: Mot applicable
Test for averall effect £=1.959 (F = 0.05)

11.4.5 Sertraline 200mg versus 100mg

Licht 2002 54 a8 69
Subtotal {95% CI) 08
Total events 54 69

Heterogeneity: Mot applicable
Test for averall effect Z=2.08 (F=0.04)

Total (95% CI) 408
Total events 195 195

Heterogeneity: Tauf= 0.05; Chif= 13.24, df= 5 (P = 0.02); F= 62%

Testfor overall effect Z=0.74 (P = 0.46)

a0 82%
30 8.2%
3T 19.0%
37 19.0%
99 233%
99 23.5%
422 100.0%

1 67 [1.0B, 2.62]
1.67 [1.06, 2.62]

1.07 [0.80, 1.42]
0.98 [0.53, 1.52]
1.04 [0.82, 1.32]

1.00[0.49, 2.05]
1.00 [0.49, 2.05]

1.391.00,1.93]
1.39[1.00, 1.93]

0.79 [0.63, 0.99]
0.79 [0.63, 0.99]

1.10 [0.86, 1.39]

Testfor subaroup differences: Chi*=1313,df=4 (P=0.01), F=E69.59%
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Figure 91: Discontinuation due to any reason

Experimental Control
Study or Subgroup  Events Total Events Total Weight N-H,

Risk Ratio
Random, 95% CI

Risk Ratio
M-H, Random, 95% Cl

11.5.1 Escitalopram 30mg versus 20mg

Kim 2018 1 25 fi 25 82%
Subtotal (95% CI) 25 25 8.2%
Total events 1 3]

Heterageneity: Mot applicable
Test for overall effect £=1.72 (P =0.08)

11.5.2 Fluoxetine 60mg versus 20mg

Dornseif 1989 45 181 48 180 38.8%
Subtotal (95% CI) 181 190 38.8%
Total events 45 48

Heterageneity: Mot applicable
Test for overall effect £=0.08 (P =0.93)

11.5.3 Paroxetine 30-50mg versus 20mg

047 [0.02,1.29]
0.17 [0.02, 1.29]

0,98 [0.69, 1.40]
0.98 [0.69, 1.40]

————

Ruhe 2009 1 30 ] n 84% 013[0.02 0.94]
Subtotal (95% CI) 30 30 8.4% 0.13 [0.02, 0.94] ——e——
Tatal events 1 g
Heterageneity: Mot applicable
Test for overall effect £=2.02 (P =0.04)
11.5.4 Sertraline 150mg versus 50mg
Schweizer 2001 4 38 5 37 IT0% 0.78[0.23 2.68] . E—
Subtotal (95% CI) 38 T O1T.0% 0.78[0.23, 2.68] ——enlii—
Tatal events 4 5
Heterageneity: Mot applicable
Test for overall effect £=0.40 (P = 0.65)
11.5.5 Sertraline 200mg versus 100mg
Licht 2002 14 98 10 99 2T E% 152072 3.1] T
Subtotal (95% CI) a8 99 27.6% 1.52[0.72, 3.21] -
Tatal events 14 10
Heterageneity: Mot applicable
Test for overall effect =108 (P =0.28)
Total {95% CI) 372 381 100.0% 0.77 [0.40, 1.48] -
Total events 66 T
Heterageneity: Tau‘:l 0.258; Chi*=8.55, df=4 (P =007}, F=53% YT 0 10 P
Testfor overall eﬁec_t. Z=077 (P = 0.44) Favours higher dose Favours same dose
Testfor subaraup differences: Chi*=8.30, df=4 {P=0.08), F=51.8%
Figure 92: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
11.6.1 Escitalopram 30mg versus 20mg
kim 2018 1] 25 0 5 Mot estirmabla
Subtotal (95% CI) 25 25 Not estimable
Tatal events a a
Heterogeneity: Mot applicable
Test for averall effect: Mot applicable
11.6.2 Fluoxetine 60mg versus 20mg
Dornseif 1989 il 181 10 180 &049% 2.20[1.07, 4.59] ——
Schweizar 1980 G 36 2 41 333% 34210074, 15.88] &
Subtotal (95% CI) 217 231 B4.2% 2.39[1.24, 4.60] -
Total events 27 12
Heterogeneity: Tau®=0.00; Chi*=0.26,df=1 (F=061); F=0%
Test for averall effect 2= 260 (F = 0.009)
11.6.3 Paroxetine 30-50mg versus 20mg
Ruhe 20049 a 30 4 30 15.8% 0.1 [0.01,1.98 4
Subtotal (95% CI) 30 30 158% 0.11 [0.01, 1.98] = —
Total events a 4
Heterogeneity: Mot applicable
Testfor averall effect Z=180 (F=013)
Total (95% CI) 272 286 100.0% 1.59[0.42, 6.03] el
Tatal events 27 16
Heterageneity: Tau®= 0.77, Chi*=4.62 df= 2 (P =010}, F=57% o1 0 10 100

Test for overall effect £=0.68 (P =0.48)
Testfor subaroup differences: Chi*=415, df=1 (F=004), F=759%
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Figure 93: Quality of life physical component score (PCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
11.7.1 Paroxetine 30-50mg versus 20mg
Ruhe 2008 418 043 30 424 1.06 27 100.0% -0.60 [1.13,-0.08]
Subtaotal (95% CI) 30 27 100.0% -0.60 [-1.13, -0.06]
Heterogeneity: Mot applicable
Testfor overall effect 2= 219 (F=0.03)

-0 -5 0 5 10

Testfor subaroup differences: Mot applicahle

Favours same dose Favours higher dose

Figure 94: Quality of life mental component score (MCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
11.8.1 Paroxetine 30-50mg versus 20mg
Ruhe 2008 296 1.37 30 273 1487 27 100.0% 1.55[0.95, 2.14] !
Subtotal {95% CI) 30 27 100.0% 1.55[0.95, 2.14]

Heterogeneity: Mot applicable
Testfor overall effect Z=5.07 (P = 0.00001)

Test for subaroup differences: Mot applicahle

10 -5 0 5 10
Favours same dose Favours higher dose

368 Comparison 12. Increasing the dose of SSRI versus switching to SNRI

369

370

371

372

373

374

Figure 95: Depression symptomatology endpoint

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
12.1.1 Escitalopram (dose increase) versus duloxetine

Boge 2012 7T 83 1218 88 514 243 100.0% -0.21 [-0.39,-0.03]
Subtotal (95% CI) 229 243 100.0% 0.21 [-0.39, -0.03]

Heterogeneity: Mot applicable
Testfor overall effect 2= 228 (P =0.02)

Testfor suboroup diffierences: Mot apnlicable

0 -5 0 5 10
Favours higher dose SSRI Favours switch to SMRI

Figure 96: Depression symptomatology change score

Experimental Control

Std. Mean Difference
IV, Fixed, 95% CI

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
12.2.1 Escitalopram (dose increase) versus duloxetine
Bosge 2012 -74 545 229 -BS 546 243 100.0% 016 [-0.35, 002
Subtotal (95% CI) 229 243 100.0% -0.16 [-0.35, 0.02]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.78{F=0.07)
10 -5 0 5 10
. . Favours higher dose SSRI Favours switch to SMRI
Testfor suboroup diffierences: Mot apnlicable
Figure 97: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

12.3.1 Escitalopram (dose increase) versus duloxetine

Bose 2012 124 238 102 246 100.0%
Subtotal (95% CI) 238 246 100.0%
Total events 124 102

Heterageneity: Mot applicable
Testforoverall effect Z=2.33{F=0.02)

Test for subaroup differences: Mot applicable

1.26[1.04,1.582]
1.26 [1.04, 1.52]

0.01 01 1 10
Favours switch to SNRI  Favours higher dose SSRI
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Figure 98: Response (ITT)

Risk Ratio Risk Ratio

Experimental Control
M-H, Fixed, 95% CI

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl

12.4.1 Escitalopram {dose increase) versus duloxetine

Boge 2012 167 238 170 246 100.0% 1.02[0.80,1.14]

Subtotal {95% CI) 238 246 100.0%  1.02 [0.90, 1.14]

Total events 167 170

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.25{F = 0.80)
.01 01 1 10 100

) _ Favours switch to SNRI  Favours higher dose S5RI
Testfor subaroup differences: Mot applicable
Figure 99: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

12.5.1 Escitalopram {dose increase) versus duloxetine

Boge 2012 il 238 53 246 100.0% 1.081[0.78,1.52]

Subtotal {95% CI) 238 246 100.0%  1.09[0.78, 1.52]

Total events ab a3

Heterogeneity: Mot applicable

Testfor overall effect: Z=0.52 (P = 0.60)
.01 0.1 1 10 100

) ) Favours hiﬁher dose S5RI Favours switch to SNRI
Testfor subaroup differences: Mot applicable

Figure 100: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

12.6.1 Escitalopram {dose increase) versus duloxetine

Bose 2012 13 238 13 246 100.0% 1.03[0.49, 2.18]
Subtotal (95% CI) 238 246 100.0%  1.03 [0.49, 2.18]
Total events 13 13

Heterogeneity: Mot applicahle
Testfor overall effect: Z=0.08 {F =093}

, ,
.01 0.1 1 10 100
) ) Favours higher dose SSRI Favours switch to SNRI
Testfor subaroup differences: Not applicable
Figure 101: Quality of life endpoint
Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
12.7.1 Escitalopram (dose increase) versus duloxetine
Bose 2012 472 1089 229 461 9.95 243 100.0% 011 [0.08,0.29]
Subtotal (95% CI) 229 243 100.0% 0.11 [-0.08, 0.29]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.14 (P =0.25)
I 1 1 } |
-10 -5 1] ] 10

. . Favours switch to SNRI Favours higher dose SSRI
Testfor suboroup diffierences: Mot apnlicable
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384 Comparison 13. Increasing the dose of SSRI versus augmenting with TCA

385
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Figure 102: Depression symptomatology endpoint

Experimental Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% CI

13.1.1 Fluoxetine {dose increase) versus desipramine + fluoxetine {(same dose)

Fava 19943 7347 15 138 7.2 12 36.45% -1.08 [-1.90,-0.26] ——
Fava 2002 11 6.6 33 141 TH 34 B35% -0.43 [-0.91, 0.09]
Subtotal {95% Cl) 43 46 100.0% -0.67 [-1.28, -0.05] ‘
Heterogeneity: Tau®=0.09; Chi*=1.78,df=1{P=018), F=44%
Testfar overall effect £= 213 (P=0.03)
10 -5 0 5 10
. . Favours higher dose S5RI Favours TCA + SSRI
Test for subgroup differences: Mot applicable
Figure 103: 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
13.2.1 Fluoxetine {dose increase) versus desipramine + fluoxetine {(same dose)
Fava 19943 -10.4 G 15  -57 43 12 301% -0.80 [-1.59,-0.01]
Fava 2002 -1 A3 33 -35 a6 34 B9.9% -0.29 07T, 0.19]
Subtotal {95% CI) 43 46 100.0% -0.44 [-0.90, 0.01]
Heterogeneity: Tau?=0.02; Chi*=1.16,df=1 {P=0.28), F=14%
Test for overall effect, Z=1.90 (P = 0.06)
10 5 0 5 10
. . Favours higher dose SSRI Favours TCA + S3RI
Test for subgroup differences: Mot applicable
Figure 104: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
13.3.1 Fluoxetine (dose increase) versus desipramine + fluoxetine (same dose)
Fava 1994a a 15 3 12 26.6% 213[0.72, 6.33] I I A
Fava 2002 14 33 10 34 TIA% 1.44 [0.758, 2.78] —l—
Subtotal {95% CI) 48 46 100.0% 1.60 [0.91, 2.81] -
Total events 22 13
Heterogeneity: Tau®= 0.00; Chi*= 037, df=1 (P =045); F=0%
Testfor averall effect: Z=1.64 (P =0.10)
0.01 0.1 10 100

Testfor subagroup differences: Mot apnlicable

Figure 105: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Favours TCA+SSRI Favours higher dose SSRI

Risk Ratio
M-H, Fixed, 95% CI

13.4.1 Fluoxetine (dose increase) versus desipramine + fluoxetine (same dose)

Fava 195944 2 14 3 12 40.4% 0.83 011, 2700
Fava 2002 3 33 5 34 A89.6% 0.62 016 2.38]
Subtotal (95% CI) 48 46 100.0%  0.58 [0.21, 1.65]
Total events |3 a

Heterogeneity: Chi®= 0.02, df=1 (F=0.89); F= 0%
Test for overall effect Z=1.02 (P=0.31)

RS —
—
——

0.01

Test for subgroup differences: Mot applicable
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Figure 106: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

13.5.1 Fluoxetine (dose increase) versus desipramine + fluoxetine {(same dose)
Fava 19943 a 148 2 12 100.0% 0.16[0.01,3.09] 4
Subtotal (95% CI) 15 12 100.0%  0.16 [0.01, 3.09] —+-——

Total events i} 2
Heterogeneity: Mot applicable
Test for overall effect =121 (F =023

0.01 0.1 10 100
) ) Fawours higher dose S8RI Favours TCA + S3RI
Testfar subaraup differences: Mot applicable

396 Comparison 14. Increasing the dose of SSRI versus augmenting with antipsychotic

397

398

399

400

401

402

Figure 107: Depression symptomatology endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 85% CI IV, Fixed, 95% CI
14.1.1 Paroxetine {dose increase) versus amisulpride + paroxetine (same dose)
Rocea 2002h 1011 467 28 966 464 32 100.0% 0.10 [0.41, 0.60]
Subtotal (95% CI) 28 32 100.0% 0.10 [-0.41, 0.60]

Heterogeneity: Mot applicable
Testfor overall effect, Z=0.37 (P=0.71)

|
10 -5 0 5 10
Favours higher dose SSRI Favours AP + 3SR

Testfor subgroup differences: Mot applicable

Figure 108: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
14.2.1 Paroxetine (dose increase) versus amisulpride + paroxetine {same dose)
Rocea 20020 -8.32 363 28 -B.58 36 32 100.0% 0.07 [0.43, 0.58]
Subtotal (95% C1) 28 32 100.0% 0.07 [-0.43, 0.58]

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.28 (P = 0.78)

10 -5 0 5 10
Favours higher dose SSRI1 Favours AP + SSRI

Test for subgroup differences: Mot applicable

Figure 109: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.3.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)
Rocea 2002k ] 28 14 32 100.0% 0.73[0.38,1.43]
Subtotal (95% CI) 28 32 100.0%  0.73[0.38,1.43]
Total events ] 14

Heterogeneity: Mat applicable

Test for averall effect. £=0.81 (P =0.36)

0.01 0.1 1 10 100
Favours AP + 35RI  Favours higher dose SSRI

Testfor subgroup differences: Mot applicable
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Figure 110: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.4.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)

Rocea 20020 14 28 18 32 100.0% 0.85 [0.60, 1.51]
Subtotal (95% Cl) 28 32 100.0%  0.95[0.60,1.51]
Total events 14 18

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.21 (P =0.84)

0.01 0.1 1 10 100
. . Favours AP + SSRI Favours higher dose SSRI
Testfor subdroup differences: Mot applicable

Figure 111: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.5.1 Paroxetine {dose increase) versus amisulpride + paroxetine (same dose)
Rocca 2002k 4 28 ] 32 100.0% 0.81 0,27, 3.08]
Subtotal (95% CI) 28 32 100.0%  0.91[0.27, 3.08]
Total events 4 5
Heterogeneity: Mot applicahble
Testfor overall effect: =014 (P=0.88)

0.0 0.1 1 10 100

. ) Fawours higher dose S5RI Favours AP + SSRI
Testfor subgroup differences: Mot applicable

Figure 112: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.6.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)
Rocea 20020 2 28 2 32 100.0% 1.14 017, 7.59]
Subtotal (95% Cl) 28 32 100.0% 114 [0.17,7.59]
Total events 2 2
Heterogeneity: Mot applicable
Test for overall effect Z=014 (P =0.88)
I } 1 } |
0.0 0.1 1 10 100

) ) Fawours higher dose SSRI Favours AP + SSRI
Testfor subdroup differences: Mot applicable

Figure 113: Functional remission (GAF score 271)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
14.7.1 Paroxetine {dose increase) versus amisulpride + paroxetine (same dose)
Rocca 2002b 11 28 27 32 100.0%  0.57[0.34,0.98) 1
Subtotal (95% CI) 28 32 100.0%  0.57 [0.34, 0.96]
Total events 11 22

Heterogeneity: Mot applicahble
Testfor averall effect £= 212 (P=0.03)
0.0 0.1 10 100
Favours AP + SSRI Favours higher dose SSRI

Testfor subgroup differences: Mot applicable

Figure 114: Global functioning endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
14.8.1 Paroxetine (dose increase) versus amisulpride + paroxetine (same dose)
Rocea 2002k G7.21 B.24 28 734 983 32 100.0% -0.67 [-1.19,-0.15] !
Subtotal (95% CI) 28 32 100.0% 0.67 [1.19, -0.15]

Heterogeneity: Mot applicahble
Testfor overall effect. £=2.91 (P =0.01)

10 -5 0 5 10
Favours AP + 35RI Favours higher dose S3RI

Testfor subgroup differences: Mot applicable

255
Depression in adults: Evidence review D DRAFT (November 2021)



413

DRAFT FOR CONSULTATION

414 Comparison 15. Increasing the dose of SSRI versus augmenting with lithium

415

416

417

418

419

420

421

422

Figure 115: Depression symptomatology endpoint

Experimental Control Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% CI

15.1.1 Fluoxetine ({dose increase) versus lithium + fluoxetine {same dose)

Fava 19943 7347 15 106 56 14 29.2% -0B2[F1.37,013]
Fava 2002 11 66 33 124 57 34 70.8% -0.22 F0.71, 0.26]
Subtotal (95% CI) 48 48 100.0% -0.34 [-0.75, 0.06]

Heterogeneity: Tau®= 0.00; Chi*=0.77, df=1 (P =0.38); F= 0%
Testfor overall effect Z=1.65(F =010

10 -5 i 5 10
. . Favours higher dose SSRI Favours lithium + SSRI
Testfor subgroup diffierences: Mot applicable
Figure 116: Depression symptomatology change score
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
15.2.1 Fluoxetine (dose increase) versus lithium + fluoxetine {same dose)
Fava 19943 -10.4 B 149 -749 49 14 29.8% -0.44 [1.18,0.30]
Fava 2002 -51 53 33 -36 62 34 702% -0.26 [F0.74,0.22]
Subtotal (95% Cl) 48 48 100.0% -0.31[-0.72, 0.09]
Heterogeneity: Tau®= 0.00; Chi*= 017, df=1 (P = 0.68); F=0%
Testfor overall effect Z=1.52{F=013)
10 -5 0 5 10
) ) Favours higher dose S3RI Favours lithium + 53Rl
Testfor subgroup diffierences: Mot applicable
Figure 117: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% Cl
15.3.1 Fluoxetine (dose increase) versus lithium + fluoxetine {(same dose)
Fava 19943 g 15 4 14 366% 1.87[0.72, 4.55] T &
Fava 2002 14 33 a 34 G34% 1.80[0.87,3.72] —i—
Subtotal (95% CI) 48 48 100.0% 1.83 [1.03, 3.25] e
Total events 22 12
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P = 0.99), F= 0%
Test for overall effect Z=2.05 (P = 0.04)
0.01 0.1 10 100
) ) Favours lithium + SSRI Favours higher dose S3RI
Test for subagroup differences: Mot applicable
Figure 118: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
15.4.1 Fluoxetine (dose increase) versus lithium + fluoxetine (same dose)
Fava 19943 2 15 2 14 355% 0.83[0.15,5.76]
Fava 2002 3 a3 ] 34 G4.5% 0.62[0.186, 2.38]
Subtotal (95% CI) 48 48 100.0% 0.72 [0.24, 2.11]
Tatal events ] 7
Heterogeneity: Tau®= 0.00; Chi*=013, df=1 (F=0.72) F= 0%
Test for overall effect: Z=0.61 (P = 0.54)
0.0 01 1 10 100

Test for subaroup differences: Mot apnlicable
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423  Figure 119: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
15.5.1 Fluoxetine (dose increase) versus lithium + fluoxetine (same dose)

Fava 19943 i 15 1 14 100.0% 0.31 [0.01, 7.09] I
Subtotal {95% CI) 15 14 100.0%  0.31 [0.01,7.09]
Total events a 1

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.73 (P =0.47)

0.01 01 10 100
Favours higher dose S5SRI - Favours lithium + SSRI

424 Testfar subaroup differences: Mot applicable

425

426 Comparison 16. Switching to SSRI versus continuing with antidepressant

427  Figure 120: 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
16.1.1 Fluoxetine versus nortriptyling
Sheltan 2005 -851 834 142 -T48 B08 B3 H5.4% -013[-0.42 0.16]
Subtotal (95% CI) 142 68 55.4% -0.13 [-0.42, 0.16]

Heterogeneity: Mot applicable
Test for overall effect: £=0.86 (F=0.28)

16.1.2 Fluoxetine versus venlafaxine

Corya 2006 -7 8.83 56 -13.73 841 58 44.6% 0.23[-0.14, 0.60]
Subtotal {95% CI) 56 58  44.6% 0.23 [-0.14, 0.60]
Heterogeneity: Mot applicable
Testfor overall effect Z=1.21 (P=0.23)
Total (95% CI) 198 126 100.0% 0.03 [-0.31, 0.38]
Heterogeneity: Tau®= 0.03; Chi*=2159,df=1 (P=014); F=54% =-1D 55 ﬁ é 1D=
Testfor overall effect 2= 0.18 (P = 0.88) Favours SSRI Favours continuing AD
428 Testfor subgraup differences: Chit= 218, df=1 (P = 0.14), F= 54.4%
429  AD: antidepressant
430
431 Figure 121: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
16.2.1 Fluoxetine versus nortriptyline
Shelton 2005 19 142 12 B8 556% 0.76[0.39,1.47] ——
Subtotal (95% CI) 142 68 55.6% 0.76 [0.39, 1.47] e 3
Total events 19 12
Heterogeneity: Mot applicahle
Test for overall effect. Z=0.82 (P = 0.41)
16.2.2 Fluoxetine versus venlafaxine
Corya 2006 10 B0 13 59 44.4% 0.76 [0.36, 1.59] ——
Subtotal (95% CI) 60 59 44.4% 0.76 [0.36, 1.59] B
Total ewents 10 13
Heterogeneity: Mot applicable
Test for overall effect: Z=0.74 (F = 0.46)
Total (95% CI) 202 127 100.0% 0.76 [0.46, 1.24] <
Taotal events 29 25
_Il-_iet?;ugenemrl:lT?ru :§P3;1oghlp:—njnzuf df=1(F=1.00) F=0% 'D.D‘I 0!1 1'D 1DD'
estioroverall & EC_' =1.10¢ i ] Favours continuing AD  Favours SSRI
432 Test for subgroup differences: Chif= 0.00, df=1 (P=1.00%, F= 0%
433  AD: antidepressant
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435 Figure 122: Response (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

16.3.1 Fluoxetine versus nortriptyline

Sheltan 2005 41 142 21 B3 51.2% 0.931[0.
Subtotal (95% CI) 142 68 51.2% 0

Total events 41 21
Heterogeneity: Mot applicable
Testfor overall effect: Z= 030 (F=0.76)

16.3.2 Fluoxetine versus venlafaxine

Corya 2006 19 B0 29 53 48.8% 064 [0.41,1.01]
Subtotal (95% CI) 60 50 48.8% 0.64 [0.41, 1.01]
Total events 19 28

Heteragenaity: Mot applicahla
Test for overall effect: 2= 1.90 (F = 0.06)

Total (95% CI) 202 127 100.0% 0.78 [0.54, 1.12]

Total ewents 4] a0

—
<>

<&

Heterogeneity: Tau®=0.02; Chi®=1.34 df=1 (P = 0.25), F= 26%
Testfor overall effect Z=1.34 (P =018
436 Testfor subgroup differences: Chif=1.34, df= 1 (P = 0.25), F= 25.2%
437  AD: antidepressant

0.01

439  Figure 123: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% Cl

01

Risk Ratio
M-H, Random, 85% Cl

10 100

Favours continuing AD  Favours S3RI

16.4.1 Fluoxetine versus nortriptyline

Shelton 2005 28 142 8 B8 48.1% 1.68[0.81, 3.48]
Subtotal (95% CI) 142 68 48.1% 1.68 [0.81, 3.48]
Total events 28 g

Heteragenaity: Mot applicahla
Testfor overall effect: Z=1.39(F=017)

16.4.2 Fluoxetine versus venlafaxine

Corya 2006 12 60 15 59 51.9% 0.79[0.40,1.54]
Subtotal (95% CI) 60 59  51.9% 0.79 [0.40, 1.54]
Total events 12 18

Heterogeneity: Mot applicahle
Test for overall effect: Z=0.70 (F = 0.48)

Total (95% CI) 202 127 100.0% 1.13 [0.54, 2.38]

Total events 40 23

_.._
-

.

——
-

Heterogeneity: Tau®=016; Chi*= 227, df=1 (P=013); F= 56% f
Testfor overall effect: Z=0.32 (F=0.74)

440 Testfor subaraup difierences: Chif= 224, df=1 (P=0.13), F= 55.4%

441 AD: antidepressant

442
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443  Figure 124: Discontinuation due to side effects

Risk Ratio
Weight M-H, Random, 95% Cl

Control
Events Total

Experimental
Study or Subgroup  Events  Total

Risk Ratio
M-H, Random, 95% CI

16.5.1 Fluoxetine versus nortriptyline

Shelton 2005 4 142 2 68
Subtotal (95% CI) 142 68
Total events 4 2
Heterogeneity: Mot applicable

Test for averall effect: Z=0.05 (F = 0.96)

64.1%
64.1%

0,86 [0.18, 5.10]
0.96 [0.18, 5.10]

16.5.2 Fluoxetine versus venlafaxine

Carya 2008 3 B0 1 a4
Subtotal (95% CI) 60 50
Total events 3 1
Heteragenaity: Mot applicahla

Testfor overall effect: Z=0.95 (F=0.34)

35.9%
35.9%

2,85 [0.32, 27 .56]
2.95 [0.32, 27.56]

127 100.0% 1.43 [0.38, 5.47]

Total (95% CI) 202
Total ewents 7 3

"
—ee i ——
—i——

Heterogeneity: Tau®= 0.00; Chi®= 063, df=1{F=043), F=0% 'D 0

Testfor averall effect: 2= 0.3 {F = 0.60)
Test for subgroup differences: Chi*= 062, df=1(F=043), F=0%
AD: antidepressant

444
445
446

0.1 10
Favours SSRI

447 Comparison 17. Switching to a different SSRI versus continuing same SSRI

448  Figure 125: Remission (ITT)

Risk Ratio
Weight M-H, Fixed, 95% CI

Control
Events Total

Experimental
Study or Subgroup Events Total

Risk Ratio
M-H, Fixed, 95% CI

]
100
Favours continuing AD

17.1.1 Paroxetine versus sertraline

Makajima 2011 12 20 3 2
Subtotal (95% CI) 20 21
Total events 12 3
Heterogeneity: Mot applicable

Testfor overall effect Z=2.54 {(F=0.01)

100.0%  4.201(1.39,12.71]
100.0%  4.20 [1.39, 12.71]

=

0.01
449

Testfor subgroup differences: Mot applicable

450 Figure 126: Response (ITT)

Risk Ratio
Weight M-H, Fixed, 95% CI

Control
Events Total

Experimental
Study or Subgroup  Events Total

0.1 10
Favours same 3SRl Favours switch 33RI

Risk Ratio
M-H, Fixed, 95% CI

100

17.2.1 Paroxetine versus sertraline

Makajima 2011 15 20 4 2
Subtotal {95% CI) 20 21
Total events 15 4
Heterogeneity: Mot applicable

Testfor overall effect Z= 283 (F=0.003)

100.0%
100.0%

3.94 [1.57, 9.89]
3.9411.57, 9.85]

= =

0.01
451

Testfor subgroup differences: Mot applicable
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Figure 127: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

17.3.1 Paroxetine versus sertraline

MNakajima 2011 2 20 5 21 100.0% 0.42[0.09,1.82]
Subtotal (95% CI) 20 21 100.0%  0.42[0.09,1.92]
Total events 2 g

Heterogeneity: Mot applicable
Testfor overall effect Z=1.12 (P = 0.28)

e

}
01

J
10 100

0.01
) . Favours switch S5R1 Favours same S3RI
Testfor subgroup diferences: Mot applicatle
Figure 128: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 85% Cl
17.4.1 Paroxetine versus sertraline
Makajima 2011 0 20 i} 21 Mot estimahble
Subtotal (95% CI) 20 21 Not estimable
Total events 0 i}
Heterogeneity: Mot applicable
Test for overall effect: Mat applicable
0.01 0.1 10 100

Testfor subaroun differences: Mot applicable

457 Comparison 18. Switching to SSRI versus antipsychotic

458

459

Figure 129: Depression symptomatology change score

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CIl

Favours switch 38Rl Favours same 35RI

Std. Mean Difference
IV, Random, 95% Cl

18.1.1 Nortriptyline non-responder: Fluoxetine versus olanzapine

Shelton 2005 -8.81 834 142 -695 B.452 144 BETH -0.18 [-0.42, 0.08]
Subtotal (95% CI) 142 144 66.7% -0.18 [-0.42, 0.05]

Heterogeneity: Mot applicable
Testfor averall effect Z=1.56 (P=012)

18.1.2 Venlafaxine non-responder: Fluoxetine versus olanzapine

Corya 2006 417 883 58 -T71 821 59 333%  -0.44 [0.81,-0.07]
Subtotal (95% Cl} 56 50 33.3%  -0.44[0.81,-0.07]

Heterogeneity: Mot applicable
Test for overall effect 2= 2.32 (F=0.02)

Total (95% CI) 198 203 100.0%  -0.27 [-0.50, -0.03]

Heterogeneity: Tau®= 0.01; Chif=1.30, df= 1 (P = 0.25); F= 23%
Test far overall effect Z= 225 (F =003}
Testfor subaroup differences: Chi*=1.30,df=1{P=025 F=232%
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Figure 130: Remission (ITT)

Experimental Control

Study or Subgroup Events Total Events Total Weight M-

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

18.2.1 Nortriptyline non-responder: Fluoxetine versus olanzapine

Shelton 2005 19 142 19 144 B7.8%
Subtotal (95% CI) 142 144 67.8%
Total events 18 18

Heterogeneity: Mot applicable
Test for overall effect 2= 0.05 (P = 0.96)

18.2.2 Venlafaxine non-responder: Fluoxetine versus olanzapine

Coarya 2008 10 1] ] G2 32.2%
Subtotal (95% CI) 60 62 32.2%
Total events 10 g

Heterogeneity: Mot applicable
Test for overall effect 2= 0.58 (P = 0.56)

Total {95% CI) 202 206 100.0%
Total events 28 27

Hetarageneity: Tau®= 0.00; Chi*=0.21, df=1 (F = 0.65), F= 0%
Test for overall effect Z=0.37 (P=0.71)

Test for subgroup differences: Chit=0.21, df=1 {F = 0.65), F= 0%

Figure 131: Response (ITT)

1.01 [0.58, 1.83]
1.01 [0.56, 1.83]
1,29 [0.55, 3.09] —
1.29 [0.55, 3.05] -
1.10 [0.67, 1.79] <
0.01 0.1 10 100

Favours antipsychotic  Favours SSRI

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
18.3.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2004 41 142 28 144 B52% 1.48 [0.97, 2.26] -l
Subtotal {(95% CI) 142 144  65.2% 1.48 [0.97, 2.26] g
Total events 41 28
Heterogeneity; Mot applicahle
Testfor averall effect Z=1.84 (FP=0.07)
18.3.2 Venlafaxine non-responder: Fluoxetine versus olanzapine
Carya 2006 18 ali] 15 A2 34.8% 1.31[0.74, 2.33)] T
Subtotal {95% CI1) 60 62 34.8% 1.31[0.74, 2.33] o
Total events 18 15
Heterogeneity: Mot applicable
Testfor averall effect 2= 082 (P = 0.36)
Total (95% Cl) 202 206 100.0% 1.42 [1.01, 2.00] -
Total events B0 43
Heterogeneity: Tau®*=0.00; Chi*=012, df =1 (P=0.73) F=0% 'D.D1 Df1 1IIJ 1UUI

Test for overall effect 2= 2.03 (P = 0.04)
Test for subaroun differences: Chif= 012, df=1 {P=0.73), F=0%

Fawours antipsychotic Favours SSRI

Figure 132: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
18.4.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2004 28 142 32 144 BET% 083 [0.87,1.349]
Subtotal {95% CI) 142 144  66.7% 0.89 [0.57, 1.39]
Total events 28 32
Heterogeneity: Mot applicahle
Testfor overall effect £=0.52 (P =0.60)
18.4.2 Venlafaxine non-responder: Fluoxetine versus olanzapine
Carya 2006 12 311l 18 A2 33.3% 0.68[0.36, 1.30] ——
Subtotal {95% CI) 60 62 33.3% 0.69 [0.36, 1.30] e
Total events 12 18
Heterogeneity; Mot applicahle
Testfor overall effect Z=1.14 (P=0.25)
Total {95% CI) 202 206 100.0% 0.82 [0.56, 1.18] <
Total events 40 a0
e
i ) L Favours SSRI Favours antipsychotic
Test for subaroun differences: Chif=0.40,df=1 {P=0.53), F=0%
261
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Figure 133: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
18.5.1 Nortriptyline non-responder: Fluoxetine versus olanzapine
Shelton 2005 4 142 14 144 61.9% 0.28[0.10, 0.86] —l—
Subtotal (95% CI) 142 144  61.9% 0.29 [0.10, 0.86] —~ i
Total events 4 14
Heterogeneity: Mot applicable
Test for overall effect 2= 223 (P=0.03)
18.5.2 Venlafaxine non-responder: Fluoxetine versus olanzapine
Corya 2006 3 a11] g G2 3% 0.62[0.15 2.48] I —
Subtotal (95% CI) 60 62 38.1% 0.62 [0.15, 2.48] ——aall—
Total events 3 g
Heterogeneity: Mot applicable
Test for overall effect 2= 0.68 (P = 0.50)
Total {95% CI) 202 206 100.0% 0.39 [0.16, 0.91] -
Total events 7 18
Hetarageneity: Tau®= 0.00; Chi*=0.72, df=1 (F=0.40), F= 0% T 01 10 100

Test for overall effect 2= 218 (P=0.03)
Test for subgroup differences: Chif=0.72, df=1 {F =040}, F= 0%

Favours SSRI Favours antipsychotic

470 Comparison 19. Switching to combined SSRI + antipsychotic versus switching to

471

472

473
474
475

antipsychotic-only

Figure 134: Depression symptomatology change score

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

19.1.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine

Shelton 2005 -8.71 B46 146 -6.95 852 144 51.8% -0.21 [-0.44,0.02]
Subtotal {95% CI) 146 144  51.8% 0.21 [-0.44, 0.02]
Heterogeneity: Mot applicable

Testfor overall effect: Z=1.76 (P = 0.08)

19.1.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

Corya 2006 -14.06 82 230 -7.71 9.1 59 48.2% -0.69 [-0.98,-0.40]
Subtotal {95% CI) 230 53  48.2% -0.69 [-0.98, -0.40]
Heterogeneity: Mot applicable

Testfor overall effect: Z=4 63 (P = 0.00001)

Total (95% CI) 376 203 100.0% -0.44 [-0.91, 0.03]

Heterogeneity: Tau®=010; Chi*=6.44, df =1 (P =0.013; F= 84%

Testfar overall effect: Z=1.82 (P =0.07})

Test for subdgroup diferences: Chi*=6.44, df=1 {P=0.01), F= 84.5%
AP: antipsychotic
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Figure 135: Remission (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

18.2.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine

5

Shelton 2005 25 146 19 144 571% 1.30[0.75, 2.259]

Subtotal (95% CI) 146 144 57.1% 1.30 [0.75, 2.25]
Total events 25 19

Heterogeneity: Mot applicahle
Test for averall effect Z2= 093 (F = 0.35)

19.2.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus clanzapine

Coarya 2006 69 243 ] G2 42.9% 220112, 4.33] ——
Subtotal (95% CI) 243 62 42.9% 2.20[1.12,4.33] e
Total events o] a

Heterogeneity: Mot applicahle

Testfor overall effect £= 2,28 (F =0.02)

Total (95% CI) 389 206 100.0% 1.63 [0.97, 2.73] =
Total events 94 27

Heterogeneity: Tau® = 0.04; Chif=1.43, df=1 (P = 0.23); F= 30% ID 0 DI1 150 1E|E|=
Test for overall effect £=1.85 (F = 0.06) ’ .Favours AP Favours SSRI + AP
Testfor subgroup differences: Chif=1.41, df=1 (P=024), F=25.0%

AP: antipsychotic
Figure 136: Response (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
19.3.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine

Shelton 2005 40 146 28 144 546% 1.41 082, 2.158] -
Subtotal (95% CI) 146 144 54.6% 1.41[0.92, 2.15] -

Total events 40 28

Heterogeneity: Mot applicahle

Testfor averall effect Z=158(F=0.11)

19.3.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

Coarya 2006 100 243 15 G2 454% 1.70[1.07,2.71] i
Subtotal (95% CI) 243 62 454% 1.70 [1.07, 2.71] L 2
Total events 100 15

Heterogeneity: Mot applicahle

Testfor overall effect £= 2,24 (F=0.03)

Total (95% CI) 389 206 100.0% 1.53[1.12, 2.10] &

Tatal events 140 43

Heterogeneity: Tau® = 0.00; Chi*=0.34, df=1 (P = 0.56); F= 0% ID_D1 0?1 150 1E|E|=

Test for overall effect £= 2,68 (P = 0.007)
Testfor subgroup differences: Chif=0.34, df=1 (P = 0.56), F=0%
AP: antipsychotic
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484  Figure 137: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
19.4.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine
Shelton 2005 30 146 32 144 506% 0.92[0.59,1.44]
Subtotal (95% CI) 146 144 50.6% 0.92 [0.59, 1.44]
Total events a0 32

Heterogeneity: Mot applicahle
Test for averall effect Z=035(F=0.73)

19.4.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

Coarya 2006 G0 243 18 G2 49.4% 0.85[0.54,1.33] t
Subtotal (95% CI) 243 62 49.4% 0.85 [0.54, 1.33]
Total events 4] 18

Heterogeneity: Mot applicahle
Testfor overall effect 2= 0.71 (F =0.48)

Total (95% CI) 380 206 100.0% 0.89 [0.65, 1.21] &

Total events 40 a0

Heterogeneity: Tau = 0.00; ChifF=007, df =1 (P=0.79), F=0% o o 0 ey
Testfor overall effect £=0.75 (F = 0.46) Favours SSRI+ AP Favours AP

485 Testfor subgroup diferences: Chi*= 0.07, df=1 (P =079, F= 0%
486  AP: antipsychotic

488 Figure 138: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
19.5.1 Nortriptyline non-responder: Fluoxetine + olanzapine versus olanzapine
Shelton 2005 10 146 14 144 551% 0.70[0.32,1.63] —i—
Subtotal (95% CI) 146 144 551% 0.70 [0.32, 1.53] -l
Total events 10 14

Heterogeneity: Mot applicahle
Test for averall effect Z= 088 (F=0.38)

19.5.2 Venlafaxine non-responder: Fluoxetine + olanzapine versus olanzapine

Coarya 2006 29 243 5 G2 449% 1.48 060, 3.67] —ri—
Subtotal (95% CI) 243 62 44.9% 1.48 [0.60, 3.67] -
Total events 28 ]

Heterogeneity: Mot applicahle
Test for overall effect £= 085 (F =0.40)

Total (95% CI) 389 206 100.0% 0.98 [0.48, 2.03] -'-
Total events 34 18
Heterogeneity: Tau® = 0.09; Chi*=1.49, df=1 (P = 0.22); F= 33% ID 0 DI1 150 1E|E|=
Test for overall effect £2= 0.05 (F = 0.96) ’ Favouré SSRI+AP Favours AP
489 Testfor subaroup differences: Chi®=1.48, df=1 (P = 0.22). *= 32.5% ) '
490  AP: antipsychotic
491
492

493 Comparison 20. Augmenting with SSRI versus augmenting with lithium

494  Figure 139: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
20.1.1 Citalopram + imipramine
Mavarro 2019b -166 BTT 52 -12.25 BE5 a2 100.0% -0.56 [-0.95,-0.16]
Subtotal {95% CI) 52 52 100.0% -0.56 [-0.95, -0.16]

Heterogeneity: Mat applicable
Testfor averall effect 2= 2.78 (P = 0.009)

-10 5 0 5 10
Favours SSRI Favours lithium

495 Testfor subaroun differences: Mot apnlicable
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496  Figure 140: Remission (ITT)

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

20.2.1 Citalopram + imipramine

Mavarra 2019b il 52 11 52 100.0% 1.91 [1.03, 3.558]
Subtotal (95% CI) 52 52 100.0% 1.91 [1.03, 3.55]
Total events M "

Heterogeneity: Mot applicable
Test for overall effect £=2.04 (F=0.04)

: 3

01 10

0. 100
. . Favours lithium Favours 3SRl
497 Test for subgroup differences: Mot applicahle
498
499 Comparison 21. Switching to TCA versus SSRI
500 Figure 141: Depression symptomatology endpoint
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
21.1.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Souery 2011a 14.09 8.56 G7 1683 B.7A 85 100.0% -0.20 F0.52,0.12]
Subtotal (95% CI) 67 85 100.0% -0.20[-0.52,0.12]
Heterogeneity; Mot applicahle
Test for overall effect £=1.22 (P =0.22)
10 5 ; ' 10
) . Favours TCA Favours SSRI
501 Test for subgroup differences: Mot applicahble
502 Figure 142: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
21.2.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Sauery 2011a 21 84 16 105 100.0%  1.64[0.92, 2.94) ‘t
Subtotal (95% CI) 84 105 100.0%  1.64 [0.92, 2.94]
Total events 21 16
Heterogeneity. Mot applicable
Test for averall effect: Z=1.66 (F=0.10)
0.01 0.1 10 100
, , Favours SSRI Favours TCA
503 Testfor subagroup differences: Mot applicable
504  Figure 143: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
21.3.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram
Souery 2011a a7 34 46 105 100.0% 1.01[0.73,1.39]
Subtotal (95% CI) 84 105 100.0%  1.01[0.73, 1.39]
Total events w 46
Heterogeneity: Mot applicable
Testfor averall effect Z=0.03(F =087}
0.m 0.1 1 10 100

505 Testfor subaroup differences: Mot applicable
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Figure 144: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% Cl

21.4.1 Any AD (except study drugs) non-responders: Desipramine versus citalopram

Souery 2011a 17 34 20 105 100.0% 1.06 [0.6D, 1.90]
Subtotal (95% CI) 84 105 100.0%  1.06 [0.60, 1.90]
Total events 17 20

Heterageneity: Mot applicable
Testfor overall effect. Z=0.21 (F=0.84)

0.01 01 1 10

100
) ) Favours TCA Favours SSRI
Test for suboroup differences: Mot applicable
509 Comparison 22. Switching to TCA versus augmenting with mirtazapine
Figure 145: Depression symptomatology endpoint
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
22.1.1 Imipramine versus mirtazapine + venlafaxine
Mavarro 2019a 6.43 4.28 46 14.07 8.41 96 100.0% 113 [1.83,-0.73] !
Subtotal (95% CI) 56 100.0% 113 [1.53, -0.73]
Heterogeneity: Mot applicahle
Test for averall effect 2= 5.52 (P = 0.00001)
=-10 I5 a é 1IJI

oo
a
w N

(@)
'y

514

(GBS (6]
=
N OO

518

Testfor subgroup differences: Mot applicable
AD: antidepressant

Figure 146: Depression symptomatology change score

Favours switch to TCA Favours mirtazapine + AD

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
22.2.1 Imipramine versus mirtazapine + venlafaxine
MNavarro 20193 -21.46 348 S6 -14.48 565 56 100.0% -1.47 [-1.88,-1.04] ’
Subtotal (95% CI) 56 100.0% -1.47 [1.88, 1.05]

Heterogeneity: Mot applicable
Test for overall effect: £=6.86 (F = 0.00001)

-10 - 0 5 10
. . Favours switch to TCA Favours mirtazapine + AD
Test for subgroup differences: Mot applicable
AD: antidepressant
Figure 147: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
22.3.1 Imipramine versus mirtazapine + venlafaxine
Mavarra 20193 o 56 22 56 100.0%  1.82[1.26, 2.52] !
Subtotal (95% CI) 56 56 100.0%  1.82[1.26, 2.62]
Total events 40 22
Heterogeneity: Mot applicable
Testfor overall effect Z=3.21 (P=0.001}
0.0 01 10 100

Favours mirtazapine + AD  Favours switch to TCA

Testfor subgroup differences: Mot applicable
AD: antidepressant
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522  Figure 148: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI|
22.4.1 Imipramine versus mirtazapine + venlafaxine
Navarro 20193 5 56 2 56 1000% 250 [0.51,12.35] —t
Subtotal (95% CI) 56 56 100.0% 2.50[0.51,12.35] ——
Total events ] 2
Heterogeneity; Mot applicable
Test for averall effect Z=112 (P =0.26)
I } } |
0.01 o1 10 100
) ) Favours switch to TCA Favours mirtazapine + AD
523 Testfor subgroup differences: Mot anplicable
524  AD: antidepressant
525
526 Comparison 23. Switching to mianserin versus continuing with antidepressant
527  Figure 149: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
23.1.1 versus fluoxetine
Ferreti 2001 -131 73 33 -11.3 74 38 100.0% -0.24 071,023
Subtotal (95% CI) 33 38 100.0% -0.24 [-0.71, 0.23]
Heterogeneity: Mat applicable
Test for overall effect: Z=1.01 (P =0.31)
10 -5 0 5 10
. ) Favours mianserin  Favours continuing AD
528 Test for suboroup differences: Mot applicable
529  AD: antidepressant
530
531 Figure 150: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
23.2.1 versus fluoxetine
Ferreri 2001 12 34 7 38 1000% 187085, 4.30] —t
Subtotal (95% CI) 34 38 100.0%  1.92 [0.85,4.30] -
Total events 12 7
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.87 (P=012)
} } 1 |
0. 0.1 10 100
. i Favours continuing AD  Favours mianserin
532 Testfor subgroup differences: Mat applicable
533  AD: antidepressant
534
535 Figure 151: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C|
23.3.1 versus fluoxetine
Ferreri 2001 16 34 14 38 100.0% 1.28[0.74,2.21]
Subtotal {95% CI) 34 38 100.0% 1.28[0.74,2.21]
Total events 16 14
Heterogeneity: Mot applicahle
Testfor overall effect Z= 083 (P =0.38)
f } T 1 |
0.0 0.1 1 10 100
) . Favours continuing AD  Favours mianserin
536 Testfor subgroup differences: Mot applicahle
537  AD: antidepressant
538
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Figure 152: Discontinuation due to any reason

Risk Ratio
Weight M-H, Fixed, 95% CI

Experimental Control
Study or Subgroup  Events Total Events Total

Risk Ratio
M-H, Fixed, 95% CI

23.4.1 versus fluoxetine

Ferreri 2001 12 24 738 100.0%  1.92 [0.85, 4.30]
Subtotal (95% CIj 34 38 100.0%  1.92 [0.85, 4.30]
Total events 12 7

Heterogeneity: Mot applicahle
Testfor overall effect Z=157 (P=012)

Testfor subgroup differences: Mot applicahle
AD: antidepressant

Figure 153: Discontinuation due to side effects

Risk Ratio
M-H, Fixed, 95% Cl

Experimental Control
Study or Subgroup Events Total Events Total Weight

" =

t 1 |
0.1 10 100

Favours mianserin  Favours continuing AD

Risk Ratio
M-H, Fixed, 95% Cl

23.5.1 versus fluoxetine

Ferreri 2001 8 34 1] 38 100.0% 13.94[1.13, 316.39]
Subtotal (95% CI) 34 38 100.0% 18.94[1.13, 316.35]
Total events g 1}

Heterogeneity: Mot applicable
Test for averall effect Z=2.05 (F = 0.04)

Test for subgroup differences: Mot apnlicable
AD: antidepressant

E——

01 10 100

Favours mianserin  Favours continuing AD

548 Comparison 24. Augmenting with mianserin versus continuing with antidepressant (+/-

549

550

551
952
553

placebo)

Figure 154: Depression symptomatology change score

Experimental Control

Std. Mean Difference

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Tofal Weight IV, Fixed, 95% CI
24.1.1 Mianserin + fluoxetine versus fluoxetine
Ferreri 2001 -16.1 7 32 113 74 38 100.0% -0.6E[-1.14,-017]
Subtotal (95% Cl) 32 38 100.0% -0.66 [-1.14, 0.17]
Heterageneity: Mot applicahle
Testfor averall effect 7= 2.67 (F=0.008)
10 -5 0 5 10
) . Favours mianserin + AD Favours AD
Testfar subgraup differences: Mot applicable
AD: antidepressant
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Figure 155: Remission (ITT)

Experimental Control

Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI

Risk Ratio
NM-H, Random, 95% Cl

24.2.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 14 32 ¥ 3} ITA%
Subtotal (95% Cl) 32 3B 374%
Total events 14 7

Heterogeneity: Mot applicable
Testfor overall effect Z= 218 (F=003)

24.2.2 Mianserin + sertraline versus placebo + sertraline

Licht 2002 43 48 ar 99 G2.6%
Subtotal (95% CI) 98 99  B2.6%
Total events 43 ar

Heterogeneity: Mot applicable
Testfor overall effect Z= 093 (P=0.3%)

2.38[1.08, 5.16]
2.38[1.09, 5.16]

—

B

s

Total {95% Cl) 130 137 100.0% 1.53 [0.78, 2.99] -
Total events a7 44
Heterogeneity: Tau : 016, Chi*=2.65, df=1 (F=010), F= 63% 'D.D1 Df1 1ID 1IJIJ'
Testfor overall effect Z=1.24 (P = 0.13) Favours AD Favours mianserin + AD
Testfor subgroup differences: Chi*= 266, df =1 (P =010, F= 62 4%
AD: antidepressant
Figure 156: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
24.3.1 Mianserin + fluoxetine versus fluoxetine
Ferreri 2001 20 32 14 3/ M.E% 1.70[1.03, 2.78] —
Subtotal (95% Cl) 32 3B 41.8% 1.70 [1.03, 2.78] <
Total events 20 14
Heterogeneity, Mot applicable
Test for overall effect: Z=2.08 (P =0.04)
24.3.2 Mianserin + sertraline versus placebo + sertraline
Licht 2002 lila] 45 G5 98 A8.2% 0.97 [0.80,1.17] :
Subtotal (95% Cl) 98 99 58.2% 0.97 [0.80,1.17]
Total events i3] 69
Heterogeneity: Mot applicable
Testfor averall effect Z=035 (P=072
Total {95% Cl) 130 137 100.0% 1.22 [0.70,2.13] -
Total events a5 a3
Heterageneity Tau®=0.13; Chi*= 443, df=1 {P=003), F=78% o oh e o0

Testfor overall effect Z=0.71 (P=0.48)

Testfor subgroup differences: Chi*=4.33, df=1 (P=0.04}, F=76.9%

AD: antidepressant
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Figure 157: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI

Risk Ratio
NM-H, Random, 95% Cl

24.4.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 f 32 ¥ 3B 358% 1.02 [0.38, 2.7%]
Subtotal (95% Cl) 32 38 35.5% 1.02 [0.38, 2.72]
Total events 6 7

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.04 (F=087)

24.4.2 Mianserin + sertraline versus placebo + sertraline

Licht 2002 17 48 10 99 G4.5% 1.72[0.83, 3.56]
Subtotal (95% CI) 98 99  64.5% 1.72 [0.83, 3.56]
Total events 17 10

Heterogeneity: Mot applicable

Testfor overall effect. Z=1.45(P=0.15)

Total (95% CI) 130 137 100.0% 1.43 [0.79, 2.56]
Total events 23 17

Heterogeneity, Tau®= 0.00; Chi*=0.70, df=1 (P=0.40); F= 0%

Testfor overall effect Z=118(P=0.23)

Testfor subgroup differences: Chit= 070, df =1 (P =040, F= 0%
AD: antidepressant

Figure 158: Discontinuation due to side effects

Risk Ratio
Weight M-H, Fixed, 95% CI

Experimental Control
Study or Subgroup Events Total Events Total

.
-

>

1 1 1
0.01 0.1 10
Favours mianserin + AD Favours AD

Risk Ratio
M-H, Fixed, 95% CI

100

24.5.1 Mianserin + fluoxetine versus fluoxetine

Ferreri 2001 2 32 ] 38 1000% 5.591[0.29 118.78]
Subtotal (95% CI) 32 38 100.0% 5.91[0.29,118.78]
Total events 2 a

Heterogeneity: Mot applicahle
Testfor overall effect: Z=116 (P =0.259)

Testfor subaroup differences: Mot applicable
AD: antidepressant

—+;

0.01 0.1 10
Favours mianserin + AD  Favours AD

100

571 Comparison 25. Augmenting with mianserin versus increasing dose of antidepressant

572

573
574

575

Figure 159: Remission (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

25.1.1 Sertraline 100mg non-responder: Mianserin + sertraline {(100mg) versus sertraline (200mg)

Licht 2002 43 93 28 98 100.0% 1.54 [1.05, 2.26]
Subtotal {95% CI) 98 98 100.0%  1.54[1.05, 2.26]
Total events 43 28

Heterogeneity: Mot applicable
Testfor overall effect Z=218 (P =0.03)

Testfor subdgroun differences: Not annlicable
AD: antidepressant
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0.01 01 10
Favours higher dose AD  Favours mianserin + AD
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576  Figure 160: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
25.2.1 Sertraline 100mg non-responder: Mianserin + sertraline (100mg) versus sertraline (200mg)
Licht 2002 66 93 54 98 100.0% 1.221[0.98,1.53]
Subtotal {95% CI) 98 98 100.0%  1.22[0.98,1.53]
Total events [al3] a4

Heterogeneity: Mot applicable
Testfor averall effect Z=1.74 (P = 0.08)

0.01 01 1 10 100
; ) Favours higher dose AD  Favours mianserin + AD
Testfor suboroun differences: Mot applicable

577
578  AD: antidepressant

580 Figure 161: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
25.3.1 Sertraline 100mg non-responder: Mianserin + sertraline (100mg) versus sertraline (200mg)
Licht 2002 17 93 15 98 100.0% 1.13[0.60,2.14]
Subtotal {95% CI) 98 98 100.0%  1.13[0.60, 2.14]
Total events 17 14

Heterogeneity: Mot applicable
Testfor averall effect Z=0.39 (P =0.70)

0.01 01 1 10 100
Favours mianserin + AD  Favours higher dose AD

Testfor suboroun differences: Mot applicable

581
582  AD: antidepressant

585 Comparison 26. Augmenting with mianserin versus switch to mianserin

586 Figure 162: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
26.1.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 -16.1 T 32 131 73 33 100.0% -0.41 091, 0.08]
Subtotal (95% CI) 32 33 100.0% -0.41 [-0.91, 0.08]

Heterageneity: Mot applicable
Test for averall effect: Z=1.65 (P =010}

10 5 0 5 10
Favours augment Favours switch

587 Test for subaroup differences: Mot applicable

588 Figure 163: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
26.2.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 14 32 12 34 100.0% 1.24 [0.68, 2.26]
Subtotal (95% CI) 32 34 100.0% 1.24 [0.68, 2.26]
Total events 14 12

Heterogeneity: Mot applicable
Test for overall effect Z= 070 (F =0.48)

0.01 01 1 10 100
. . Favours switch Favours augment
589 Test for subaroun differences: Mot annlicable
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Figure 164: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
26.3.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 20 32 16 34 100.0% 1.33[0.85, 2.08]
Subtotal (95% CI) 32 34 100.0% 1.33 [0.85, 2.08]
Total events 20 16
Heterogeneity: Mot applicable
Testfor overall effect Z=125(F=0.21)

0.01 01 1 10 100

. . Favours switch Favours augment
Test for subgroup differences: Mot applicable

Figure 165: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
26.4.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 B 32 12 34 100.0% 0.583[0.23,1.25] i—
Subtotal (95% CI) 32 34 100.0% 0.53 [0.23, 1.25] -
Total events A 12

Heterogeneity: Mot applicable
Testfor overall effect Z=145(F=0.1%9)

0.01 01 10 100
Favours augment Favours switch

Test for subgroup differences: Mot applicable

Figure 166: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
26.5.1 Mianserin + fluoxetine versus mianserin (discontinue fluoxetine)
Ferreri 2001 2 32 g 34 100.0% 0.27 [0.08, 1.16] i‘
Subtotal (95% CI) 32 34 100.0% 0.27 [0.06, 1.16]
Total events 2 a

Heterogeneity: Mot applicable
Test for overall effect Z=1.76 (F=0.08)

0.01 01 10 100
Favours augment Favours switch

Test for subgroup differences: Mot applicable

597 Comparison 27. Increasing the dose of SNRI versus continuing SNRI at the same dose

598

599

Figure 167: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
27.1.1 Duloxetine 120mg versus 60mg
Komstein 2008 -3.38 597 118 -346 593 130 100.0% 0.01 [-0.24, 0.26]
Subtotal {95% CI) 118 130 100.0% 0.01 [-0.24, 0.26]
Heterageneity: Mot applicahle
Testfor averall effect Z=0.11 (P = 0.92)

10 5 0 5 10

) : Favours higher dose Favours same dose
Test for subaroup differences: Mot applicable
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600 Figure 168: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
27.2.1 Duloxetine 120mg versus 60mg
Karnstain 2008 36 124 39 131 100.0% 098 [0.67, 1.43]
Subtotal {95% CI) 124 131 100.0%  0.98 [0.67, 1.43]
Total events 36 39
Heterogeneity: Mot applicable
Testfor overall effect Z= 013 (P = 0.90)
I } T } |
0.01 01 1 10 100

Favours same dose Favours higher dose
601 Testfor subaroun differences: Mot apnlicakle g

602 Figure 169: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
27.3.1 Duloxetine 120mg versus 60mg
Karnstain 2008 48 124 58 131 100.0% 0.87 [0.68,1.17]
Subtotal (95% CI) 124 131 100.0%  0.87 [0.65,1.17]
Total events 48 58
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.80 {F=0.37)
I } T } |
0.01 01 1 10 100

Favours same dose Favours higher dose
603 Testfor subaroun differences: Mot apnlicakle g

604 Figure 170: Discontinuation due to any reason

Risk Ratio Risk Ratio

Experimental Control
M-H, Fixed, 95% CI

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl
27.4.1 Duloxetine 120mg versus 60mg

Kiornstein 2008 34 124 26 131 100.0% 1.38 [0.88, 2.16]
Subtotal (95% CI) 124 131 100.0%  1.38 [0.88, 2.16]

Total events 34 26
Heterogeneity: Kot applicable
Testfor overall effect £=1.41 {(F=0.18)

0.01 0.1 1 10 100
Favours higher dose Favours same dose

605 Testfor subaroun differences: Mot apnlicakle

606 Figure 171: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

27.5.1 Duloxetine 120mg versus 60mg

karnstein 2008 ¥ 124 B 131 1000% 1.23[0.43, 3.87]

Subtotal (95% CI) 124 131 100.0%  1.23[0.43, 3.57]

Total events T B

Heterogeneity: Kot applicable

Testfor overall effect £=0.39 {(F=0.70)

0.01 0.1 1 10 100
) . Favours higher dose Favours same dose

607 Testfor subaroup differences: Mot applicable
608
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609 Comparison 28. Switching to SNRI versus continuing with antidepressant

610

-
w N

614

> OO
-
~N OO

618

Figure 172: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
28.1.1 Venlafaxine versus paroxetine
Fang 2010 21 50 21 45 100.0% 0.90[0.57,1.41]
Subtotal (95% CI) 50 45 100.0%  0.90 [0.57, 1.41]
Total events 21 N

Heterogeneity: Mot applicable
Test for overall effect. £=0.46 (F = 0.65)

0.01 01 1 10 100
) ) Favours continuing AD  Favours SMRI
Testfor subgroun diferences: Mot applicable

AD: antidepressant

Figure 173: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
28.2.1 Venlafaxine versus paroxetine
Fang 2010 3z a0 30 45 100.0% 0.96[0.72,1.249]
Subtotal (95% CI) 50 45 100.0%  0.96 [0.72,1.29]
Total events 32 30

Heterogeneity: Mot applicable
Testfor overall effect Z=0.27 (F=0.78)

0.01 01 1 10 100
. ) Favours continuing AD  Favours SMRI
Testfor subgroup diferences: Mot applicahle

AD: antidepressant

Figure 174: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
28.3.1 Venlafaxine versus paroxetine
Fang 2010 g 50 8 45 100.0% 1.01 [0.43, 2.40]
Subtotal (95% CI) 50 45 100.0%  1.01[0.43, 2.40]
Total events q 2

Heterageneity: Mot applicable
Test far averall effect: Z=0.03 {F = 0.98)

0.01 01 1 10 100
. ) Favours SNRI Favours continuing AD
Test far subdroup differences: Mot applicable

AD: antidepressant
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622  Figure 175: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

28.4.1 Venlafaxine versus paroxetine
Fang 2010 il a0 1 45 100.0% 0.30[0.01, 7.20] l
Subtotal (95% CI) 50 45 100.0%  0.30 [0.01, 7.20]

Total events a 1
Heterogeneity: Mot applicable
Testfor overall effect. Z2=0.74 (F = 0.46)

0.01 01 10 100
. ) Favours SMNRI Favours continuing AD
Testfor subgroun diferences: Mot applicable

623
624  AD: antidepressant

626  Figure 176: Quality of life physical component score (PCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
28.5.1 Venlafaxine versus paroxetine
Fang 2010 13.89 11.57 50 1368 11.43 45 100.0% 0.02[-0.38,0.42]
Subtotal (95% CI) 50 45 100.0% 0.02 [-0.38, 0.42]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.09 (F=0.93)
-0 -5 0 5 10
Favours continuing AD - Favours SNRI

Test far subgroup differences: Mot applicahle

627
628  AD: antidepressant

630 Figure 177: Quality of life mental component score (MCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
28.6.1 Venlafaxine versus paroxetine
Fang 2010 2242 1742 50 18.98 1718 45 100.0% 0.14 [-0.26, 0.54]
Subtotal (95% CI) 50 45 100.0% 0.14 [-0.26, 0.54]

Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.68 (F=0.50)

-0 -5 0 5 10
) ) Favours continuing AD - Favours SNRI
Test far subgroup differences: Mot applicahle

631
632  AD: antidepressant

634

275
Depression in adults: Evidence review D DRAFT (November 2021)



635 Comparison 29. Switching to SNRI versus switching to another antidepressant from

636

637

638

639

640

DRAFT FOR CONSULTATION

same class

Figure 178: Depression symptomatology change score

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight |V, Random, 95% Cl

Std. Mean Difference
IV, Random, 5% CI

29.1.1 Citalopram non-responder: Venlafaxine versus sertraline

Rush 2006 -169 724 250 -9 411 238 B20% 0.08 [-0.09, 0.26]
Subtotal (95% CI) 250 238 82.0% 0.08 [-0.09, 0.26]
Heterogeneity: Kot applicable

Test for overall effect: £=0.93 (P = 0.39)

29.1.2 TCA/SSRI {not paroxeting) non-responder: Venlafaxine versus paroxetine

Poirier 1989 111 85 52 102 68 55 18.0% -0.12 [F0.50, 0.26]
Subtaotal (95% CI) 52 55 18.0% -0.12 [-0.50, 0.26]
Heterogeneity: Mot applicable

Test for averall effect: 2= 0.60 (P = 0.55)

Total (95% CI) 302 293 100.0% 0.05[-0.11, 0.21]

Heterogeneity: Tau®=0.00; Chi*= 088, df=1 (F=0.39), F=0%

5

10

Testfor overall effiect 2= 0.58 (P = 0.56) 0 Favours SNRI Favours sam?e class switch
Testfor subgroup differences:; Chi*= 088, df=1 (P =038, F=0%
Figure 179: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
29.2.1 Citalopram non-responder: Venlafaxine versus sertraline
Rush 2006 g2 2480 B3 238 3T6% 0.94 [0.69,1.27]
Subtotal (95% CI) 250 238 37.6% 0.94 [0.69, 1.27]
Total events g2 63
Heterageneity: Mat applicahle
Testfar overall effect Z= 042 (P =067}
29.2.2 §5RI (not citalopram) non-responder: Venlafaxine versus citalopram
Lenagx-Smith 2008 61 200 33 206 359.3% 1.80([1.31,2.77] ——
Subtotal (95% CI) 200 206 35.3% 1.90 [1.31, 2.77] <
Total events 61 33
Heterogeneity: Mot applicahle
Testfor averall effect £= 2335 (P =0.0008)
29.2.3 TCA/SSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine
Fairier 19949 22 61 11 G2 27 1% 2.03[1.08 3.87 —
Subtotal (95% CI) 61 62 27.1% 2.03[1.08, 3.82] e
Total events 22 IR
Heterogeneity: Mot applicahle
Testfor averall effect 2= 220 (P=0.03)
Total {95% Cl) 511 506 100.0% 1.48 [0.86, 2.56] i
Total events 144 107
Heterogeneity, Tau=0.18; Chi*=10.40, df= 2 (P = 0.006); F= 81% IIJ.D1 0?1 150 100

Testfor averall effect Z=1.42 (P=0.16)
Testfor subgroun differences: Chi*= 1037, df= 2 (P = 0.006), F=80.7%
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Figure 180: Response (ITT)

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

28.3.1 Citalopram non-responder: Venlafaxine versus sertraline

Rush 2006 70 280 B3 238 B4.2% 1.06 [0.79,1.41]
Subtotal (95% CI) 250 238 64.2% 1.06 [0.79, 1.41]
Total events 7o 63

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.38 (P=0.70}

20.3.2 TCAISSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine

Fairier 19949 ar 61 18 G2 35.8% 1.52[0.94, 2.46]
Subtotal (95% CI) 61 62 35.8% 1.52 [0.94, 2.46]
Total events 27 18

Heterogeneity: Mot applicahle
Testfor averall effect £=1.72 (P =0.09)

Total {95% Cl) 31 300 100.0% 1.21 [0.85, 1.70]
Total events 97 =3

Heterogeneity: Tau?=0.03; Chi*=1.63, df=1 {F =020} P=39%

Testfor averall effect £=1.07 (P =0.249)

Testfor subgroup differences: Chi*=1.63, df=1 (P = 0.20}, F= 38.6%

Figure 181: Discontinuation due to any reason

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl

i
>

>

L
0.01

}
0.1

1
10 100

Favours same class switch Favours SNRI

Risk Ratio
M-H, Random, 95% CI

29.4.1 S5RI (not citalopram) non-responder: Venlafaxine versus citalopram

Lenox-Srmith 2008 49 200 43 206 96.5% 117 [0.82, 1.68]
Subtotal (95% CI) 200 206  86.8% 1.17 [0.82, 1.68]
Total events 49 43

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.87 (P =0.38)

29.4.2 TCA/ISSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine

Pairier 1899 g 61 TOB2 13.2% 1.31 [0.52, 3.29]
Subtotal (95% CI) 61 62 13.2% 1.31 [0.52, 3.29]
Tatal events 9 T

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.57 (P =0.57)

Total (95% CI) 261 268 100.0% 1.19 [0.85, 1.67]
Total events 58 50

Heterogeneity, Tau*= 0.00; Chi*=0.05, df=1 {P=0.83); F= 0%

Testfor overall effect Z=1.02 (P=0.31)

Testfor subgroup differences: Chi*=0.05, df= 1P =083, F=0%
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Figure 182: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl M-H, Random, 95% Cl
28.5.1 Citalopram non-responder: Venlafaxine versus sertraline
Rush 2006 53 280 a0 238 BOV% 1.01 [0.72,1.42]
Subtotal (95% CI) 250 238 B0.T% 1.01[0.72,1.42]
Total events 53 a0

Heterogeneity: Mot applicahle
Testfor averall effect £=0.05 (P = 0.96)

20.5.2 S5RI (not citalopram) non-responder: Venlafaxine versus citalopram

Lengx-Smith 2008 11 200 11 206 14.4% 1.03 [0.45, 2.32] —
Subtotal (95% CI) 200 206 14.4% 1.03 [0.46, 2.32] i
Total events 11 IR

Heterogeneity: Mot applicable
Testfor overall effect Z=0.07 (P =0.94)

20.5.3 TCAISSRI (not paroxetine) non-responder: Venlafaxine versus paroxetine

Fairier 19949 ] 1 3 62 4.8% 1.69[0.42 6.78] I —
Subtotal (95% CI) 61 62 4.9% 1.69 [0.42, 6.78] ——agi—
Total events ] 3

Heterogeneity: Mot applicable
Testfor overall effect Z=0.74 (P =0.46)

Total {95% Cl) 511 506 100.0% 1.04 [0.76, 1.41] <&
Total events 69 64
ity: = Shir= = = = } } } |
_I?etﬂngeneltg].ﬁ;u ;ng'§4hlp_—Dﬁ5311' df=2{F=078)F=0% T 0 0 100
estfor overall effect Z=0.24 (P = 0.81) Favours SMRI Favours same class switch

Testfor subgroup differences: Chi*= 051, df= 2 (P =078), F=0%

648 Comparison 30. Switching to SNRI versus switching to bupropion

649

650

651

652

Figure 183: Depression symptomatology change score

Experimental Control S$td. Mean Difference $td. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
30.1.1 Citalopram non-responder: Venlafaxine versus bupropion
Rush 2006 169 724 250 164 52T 239 1000% -0.01 [-0.19,017]
Subtotal (95% CI) 250 239 100.0% -0.01 [-0.19, 0.17]

Heterogeneity: Mot applicable
Test for overall effect: Z=0.09 (F = 0.93)

1
-10 -5 0 5 10
Favours SNRI Favours bupropion

Testfor subaroup differences: Mot applicable

Figure 184: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
30.2.1 Citalopram non-responder: Venlafaxine versus bupropion
Rush 2006 B2 250 1 239 100.0% 0.97[0.72,1.32]
Subtotal (95% CI) 250 239 100.0% 0.97 [0.72,1.32]
Total events G2 A1

Heterogeneity: Mot applicable
Test for overall effect Z=0.18 (P =0.89)

0.01 01 1 10 100
Favours bupropion Favours SMRI

Test for subgroup differences: Mot applicable

278
Depression in adults: Evidence review D DRAFT (November 2021)



653

654

655

656
657

DRAFT FOR CONSULTATION

Figure 185: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
30.3.1 Citalopram non-responder: Venlafaxine versus bupropion
Rush 2006 T0 250 F2 239 100.0% 1.08[0.81,1.45]
Subtotal (95% CI) 250 239 100.0% 1.08 [0.81, 1.45]
Total events Ta A2
Heterogeneity: Mot applicable
Test for overall effect £=0.51 (F = 0.61)

0.01 01 1 10 100

. . Favours bupropion Favours SMRI
Test for subgroup differences: Mot applicable

Figure 186: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

30.4.1 Citalopram non-responder: Venlafaxine versus bupropion

Rush 2006 a3 250 f5 239 100.0% 0.78[0.57,1.07]
Subtotal (95% CI) 250 239 100.0% 0.78 [0.57,1.07]
Total events a3 A4

Heterogeneity: Mot applicable

Testfor overall effect Z=154 (F=012)

0.01 01 1 10 100
Favours SNRI Favours bupropion

Test for subgroup differences: Mot applicable

658 Comparison 31. Switching to SNRI versus switching to mirtazapine

659

660

661

662

Figure 187: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
31.1.1 Paroxetine non-responder: Venlafaxine versus mirtazapine
Fang 2010 21 a0 20 55 100.0% 1.16([0.72, 1.86]
Subtotal {95% CI) 50 55 100.0%  1.16[0.72, 1.86]
Total events 21 20
Heterogeneity: Mot applicahle
Test for overall effect. £=0.59 (F = 0.5948)

0.0 0.1 1 10 100

) ) Favours mirtazapine Favours SNRI
Testfor subgroup differences: Mot applicahle

Figure 188: Response (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI
31.2.1 Paroxetine non-responder: Venlafaxine versus mirtazapine

Risk Ratio
M-H, Fixed, 95% CI

Fang 2010 32 a0 32 a5 100.0% 1.10[0.81, 1.44]
Subtotal {95% CI) 50 55 100.0%  1.10[0.81,1.49]
Total ewents 32 32

Heterogeneity: Mat applicahle

Test for overall effect: £= 061 (F=0.54)

0.0 0.1 1 10 100
Favours mirtazapine Favours SNRI

Testfor subaroup diferences: Mot applicatle
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Figure 189: Discontinuation due to any reason

Risk Ratio Risk Ratio

Experimental Control
M-H, Fixed, 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

31.3.1 Paroxetine non-responder: Venlafaxine versus mirtazapine

Fang 2010 q a0 10 55 100.0% 0.99[0.44, 2.24]
Subtotal {95% CI) 50 55 100.0%  0.99 [D.44, 2.24]
Total ewents q 1

Heterogeneity. Mot applicahle
Test for overall effect: £=0.02 (F =0.93)

Test for subgroup differences: Mot applicable

Figure 190: Discontinuation due to side effects

Risk Ratio

Experimental Control Risk Ratio
M-H, Fixed, 95% CI

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

0.01 0.1 1 10
Favours SMNRI Favours mirtazapine

100

31.4.1 Paroxetine non-responder: Venlafaxine versus mirtazapine

Fang 2010 0 ag 0 il Mot estimahle
Subtotal (95% CI) 50 55 Not estimable
Total events 1} 1}

Heterageneity: Mot applicahle

Test for overall effect: Mat applicable

0.0 0.1

110

100

Favours SMNRI Favours mirtazapine

Test for subgroup differences: Mot applicable

Figure 191: Quality of life physical component score (PCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fixed, 95% CIl IV, Fixed, 95% CI
31.5.1 Paroxetine non-responder: Venlafaxine versus mirtazaping
Fang 2010 1388 1157 a0 1005 1422 55 100.0% 0.29[-0.09, 0.68]

Subtotal (95% CI) 50 55 100.0% 0.29 [-0.09, 0.68]

Heterogeneity: Mot applicable
Testfor overall effect Z=1 49 (F=014)

10 5 0 5 10
. , Favours mirtazapine Favours SMRI
Test for subaroup differences: Mot applicable
Figure 192: Quality of life mental component score (MCS) change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean  SD Total Mean  SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
31.6.1 Paroxetine non-responder: Venlafaxine versus mirtazapine
Fang 2010 2242 1742 50 16.84 1926 &5 100.0% 0,30 [-0.08, 0.69]
Subtotal (95% CI) 50 55 100.0% 0.30 [-0.08, 0.69]
Heterogeneity: Mot applicable
Testfor overall effect Z=1583 (F=013)
10 5 0 5 10

Favours mirtazapine Favours SNRI

Testfor subgroup differences: Mot applicahle
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671 Comparison 32. Switching to bupropion versus placebo

672

673

674

683
684

685

Experimental Control

Std. Mean Difference

Figure 193: Depression symptomatology change score

Std. Mean Difference
IV, Fixed, 95% CI

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI
32.1.1 Paroxetine non-responder
GlaxaSmithKline 2009 -449 834 165 -51 802 157 1000% 002019, 0.24]
Subtotal (95% CI) 165 157 100.0% 0.02 [-0.19, 0.24]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.22 (P = 0.83)
10 -5 0 5 10

Test for subagroup differences: Mot applicable

Figure 194: Remission (ITT)

Risk Ratio
Weight M-H, Fixed, 95% CI

Control
Events Total

Experimental
Study or Subgroup Events  Total

Favours bupropion Favours placebo

Risk Ratio
M-H, Fixed, 95% CI

32.2.1 Paroxetine non-responder

Testfor subaroup differences: Mot applicable
AD: antidepressant

281

GlaxaSmithkline 2009 40 166 39 1489 100.0% 0.98 [0.67, 1.44]
Subtotal (95% CI) 166 159  100.0% 0.98 [0.67, 1.44]
Total events 40 39
Heterogeneity: Mot applicable
Testfor overall effect 2= 009 (P=083)
I 1 1 ]
0.01 0.1 1 10 100
. ) Favours placebo switch Favours AD switch
Testfor subgroup differences: Mot applicable
AD: antidepressant
Figure 195: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
32.3.1 Paroxetine non-responder
GlaxaSmithkline 2009 53 166 A8 149 100.0% 1.04[0.758,1.38]
Subtotal (95% CI) 166 159  100.0% 1.04 [0.78, 1.38]
Total events 63 ag
Heterogeneity: Mot applicable
Testfor overall effect Z= 027 (P=078)
0.01 0.1 1 10 100
. , Favours placebo switch Favours AD switch
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 196: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
32.4.1 Paroxetine non-responder
GlaxaSmithkline 2009 67 166 47 188 100.0% 1.371.01,1.89]
Subtotal {95% CI) 166 159 100.0%  1.37[1.01, 1.85]
Total events 67 47
Heterogeneity: Mot applicable
Testfor averall effect 7= 202 (P=0.04)
.o 01 ' 10 100

FavoLlrs AD switch Favours placebo switch
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686  Figure 197: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
32.5.1 Paroxetine non-responder
GlaxoSmithkline 20049 34 166 3 159 100.0% 1.21[0.79,1.83]
Subtotal {95% CI) 166 159 100.0%  1.21[0.79,1.83]
Total events 39 )l

Heterogeneity: Mot applicable
Testfor overall effect 2= 087 (P =038

0.01 0.1 1 10 100
Favours AD switch Favours placebo switch

Testfor subdroup differences: Mot applicakle

687
688  AD: antidepressant
689
690

691 Comparison 33. Switching to bupropion versus switching to another antidepressant from
692 same class

693 Figure 198: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
33.1.1 Citalopram non-responder: bupropion versus sertraline
Rush 2006 164 527 239 -8 411 238 100.0% 012 [-0.06, 0.30]
Subtatal (95% CI) 239 238 100.0% 0.12 [-0.06, 0.30]

Heterogeneity: Mot applicable
Testfor averall effect: Z=1.27 (P =0.20)

-10 -5 a 5 10
Favours bupropion Favours same class switch

694 Testfor subdgroun differences: Notapnlicable

695 Figure 199: Remission (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
33.2.1 Citalopram non-responder: bupropion versus sertraline
Rush 2006 61 234 3 238 100.0% 086 [0.71,1.31]
Subtotal (95% CI) 239 238 100.0%  0.96 [0.71,1.31]
Total events 61 53

Heterogeneity: Mot applicable
Testfor averall effect Z=0.24 (P =081}

0.01 01 1 10 100
) ) Favours same class switch Favours bupropion
696 Testfar subaraup differences: Mot apnlicable

697  Figure 200: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
33.3.1 Citalopram non-responder: bupropion versus sertraline
Rush 2006 G2 234 3 238 100.0% 083073, 1.32]
Subtotal (95% CI) 239 238 100.0%  0.98[0.73,1.32]
Total events 62 63

Heterogeneity: Mot applicable
Test for overall effect Z=013 (P = 0.90)

0.0 0.1 10 100
) ) Favours same class switch Favours bupropion
698 Testfor subgroup differences: Mot applicable
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Figure 201: Discontinuation due to side effects

Experimental Control Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

33.4.1 Citalopram non-responder: bupropion versus sertraline

Rush 2006 |4} 239 50 238 100.0% 1.29[0.94,1.79]
Subtotal (95% CI) 239 238 100.0%  1.29[0.94,1.79]
Total events 4] a0

Heterogeneity: Mot applicable
Test for overall effect 2=1.57 (P=012)

0.0

Testfar subaroup differences: Mot apnplicable

1 1
041 1 10 1
Favours bupropion Favours same class switch

702 Comparison 34. Augmenting with bupropion versus placebo

703

704
705

707

708

709

710

Figure 202: Remission (ITT)

Risk Ratio
Weight M-H, Fixed, 95% CI

Experimental Control
Study or Subgroup Events Total Events Total

Risk Ratio
M-H, Fixed, 95% CI

]
oo

34.1.1 Augmenting SSRI

Gulrez 2012 18 30 7 30 100.0% 287 [1.26,5.24]
Subtotal (95% CI) 30 30 100.0%  2.57 [1.26, 5.24]
Total events 18 T

Heterogeneity: Mot applicahle
Testfor overall effect; £= 2.60 (P = 0.009)

B

01 10 1

0.01 oo
. . Favours placebo Favours bupropion
Testfor subaroup differences: Mot apnlicable
706 Comparison 35. Augmenting with bupropion versus switching to bupropion
Figure 203: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

35.1.1 SSRI/'SNRI non-responder

Mohamed 2017 136 a06 114 411 100.0% 1.20[0.97, 1.50]

Subtotal (95% CI) 506 511 100.0%  1.20[0.97,1.50]

Total events 136 114

Heterageneity: Mot applicahle

Testfor overall effect £=1.69 (P = 0.09)

0.01 01 1 10 100
. . Favours switch Favours augment
Testfor subaroup differences: Mot apnlicahle
Figure 204: Response (ITT)
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

35.2.1 SSRISNRI non-responder

Mohamed 2017 332 a06 M9 a1l 100.0% 1.05[0.96, 1.149]

Subtotal (95% CI) 506 511 100.0%  1.05[0.96,1.15]

Total events 332 39

Heterageneity: Mot applicahle

Testfor overall effect £=1.06 (P = 0.29)

0.01 01 1 10 100
. . Favours switch Favours augment
Testfor subaroup differences: Mot apnlicahle
283

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



DRAFT FOR CONSULTATION

711 Figure 205: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
35.3.1 SSRISNRI non-responder
Mohamed 2017 128 A06 158 511 100.0% 0.82 [0.67,1.00]
Subtotal (95% CI) 506 511 100.0% 0.82 [0.67, 1.00]
Total events 128 148

Heterogeneity: Mot applicable
Test for overall effect £=1.89 (F=0.09)

0.01 01 1 10 100
Favours augment Favours switch

712 Test for subgroup differences: Mot applicahle

713  Figure 206: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
35.4.1 SSRISNRI non-responder
Mohamed 2017 ar A06 51 &11 100.0% 0.73[0.49 110
Subtotal (95% CI) 506 511 100.0% 0.73[0.49,1.10]
Total events ar a1

Heterogeneity: Mot applicable
Test for overall effect Z=151 (F=013)

0.01 01 1 10 100
Favours augment Favours switch

714 Testfor subgroup differences: Mot applicable
715

716 Comparison 36. Switching to mirtazapine versus continuing with antidepressant

717  Figure 207: Depression symptomatology endpoint

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
36.1.1 versus paroxetine
Xiao 2020 904 836 68  8.87 6.64 68 41.5% 0.02 [-0.31, 0.38]
Subtotal (95% CI) 68 68 41.5% 0.02 [-0.31, 0.36]

Heterageneity: Naot applicable
Test for overall effect: Z= 013 (P = 0.80)

36.1.2 versus sertraline

Kato 2018 825 275 &80 B2 275 A37T 885% -0.37 [-0.49,-0.25]

Subtotal (95% CI) 550 537 58.5% -0.37 [-0.49, -0.25] {
Heterogeneity: Mot applicable

Test for overall effect: Z= 6.00 {F < 0.00001})

Total {95% CI) 618 605 100.0% -0.21 [-0.58, 0.17]
Heterogeneity: Tau® = 0L06; Chi*= 4.57, df=1 (P = 0.03); F= 78% =-1D 55 5 é 1D=
Testfor overall effec.t Z=1.07 (p:_ 0.28) Favours mirtazapine Favours continuing AD
718 Test for suboroup difierences: Chi*= 4,57, df=1 (P = 0L03), F= 78.1%
719  AD: antidepressant
720

721 Figure 208: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
36.2.1 versus paroxetine
Hiao 2020 -1365 75 68 -12.24 7.32 68 100.0% -019[-0.53,0.14]
Subtotal (95% CI} 68 68 100.0% -0.19 [-0.53, 0.15]

Heterogeneity: Mot applicable
Test for overall effect Z=110{P =0.27)

10 -5 0 5 10
Favours mirtazapine Favours continuing AD

Test for subgroup differences: Mot applicable

122
723  AD: antidepressant
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Figure 209: Depression symptomatology at 4-month follow-up

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
36.7.1 versus sertraline
kato 2018 GE1 259 540 E.58 289 538 1000% 0.01 [-0.11,0.13]
Subtotal {95% Cl) 540 538 100.0% 0.01 [-0.11,0.13]
Heterogeneity: Mot applicahble
Testfor overall effect Z=017 (P =0.87)
10 -5 0 5 10
. . Favours mirtazapine Favours continuing AD
Testfor subgroup differences: Mot applicable
AD: antidepressant
Figure 210: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
36.3.1 versus paroxetine
Fang 2010 20 55 21 45 12.3% 0.781[0.49, 1.29] T
®ian 2020 38 o=} 32 8 17.0% 1.149[0.85, 1.69] I
Subtotal (95% CI) 123 113 29.3% 1.02[0.78,1.33] L 2
Total events 58 a3
Heterogeneity: Chif=2.09, df=1 (F=0.148); F=52%
Testfor averall effect Z=0.12 (P =091}
36.3.2 versus sertraline
Kato 2018 174 A58 132 5851 FO7% 1.30[1.07,1.58] L
Subtotal (95% CI) 558 551 70.7%  1.30[1.07,1.58] L3
Total events 174 132
Heterogeneity: Mot applicahle
Testfor overall effect. 2= 267 (P=0.007)
Total (95% CI) 681 664 100.0%  1.22[1.04,1.43] L 3
Total events 232 185
Heterogeneity: Chi®= 3.96, df=2 (F=014);, F=50% f f t |
Testfn?nverzfll eﬁect:Z:i.dd(Piu.Dﬂ ’ 0.01 01 e ’ 10 - 100
A - Favours continuing AD  Favours mirtazapine
Testfor subgroup differences: Chit= 218, df=1 (P=014), F=534%
AD: antidepressant
Figure 211: Remission (ITT) at 4-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
36.8.1 versus sertraline
Kato 2018 262 ] 245 551 100.0% 1.06 [0.93,1.20]
Subtotal (95% CI) 558 551 100.0%  1.06 [0.93,1.20]
Total events 262 245
Heterogeneity: Mot applicable
Testfor averall effect Z= 083 (P =041}
} } 1 } |
0.01 01 1 10 100

Testfor subdroup differences: Mot applicable
AD: antidepressant

Favours bontinuing AD  Favours mirtazapine

285

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



737

738
739
740

741

743
744

745

746
747

748

DRAFT FOR CONSULTATION

Figure 212: Response (ITT)

Experimental Control Risk Ratio

Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
36.4.1 versus paroxetine

Fang 2010 32 55 30 45 18.5% 0BT [0.64,1.18]

Hiao 2020 50 g4 43 8 281% 116[0.82,1.46]

Subtotal (95% CI) 123 113 46.6% 1.03 [0.78, 1.36]

Total events 82 73

Heterogeneity, Tau®=002; Chi*= 218 df =1 P =014) F=54%
Testfor averall effect. £=0.18 (P =0.86)

36.4.2 versus sertraline

kato 2018 278 558 233 581 434% 17 [1.02,1.33] :
Subtotal (95% CI) 558 551 534% 147 [1.02,1.33]
Total events 275 233
Heterogeneity: Mot applicable
Testfor overall effect: £= 233 (P=0.02)
Total {(95% CI) 681 664 100.0% 1.10 [0.95, 1.28] »
Total events 357 306
e = — . iz = —_ —_ SR = I I I I
m
. ) Favours continuing AD  Favours mirtazapine
Testfor subaroup differences: Chif= 0.66, df=1 (P=042), F=0%
AD: antidepressant
Figure 213: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% C|
36.5.1 versus paroxetine
Fang 2010 10 55 g 45 30.3% 1.02[0.44, 2.37]
Hiao 2020 12 63 12 623 40.7% 1.00[0.48, 2.07]
Subtotal (95% CI) 123 113 71.0% 1.01 [0.58, 1.75]
Total events 22 20
Heterogeneity, Tau®= 0.00; Chi*= 0.00, df=1 (P = 0.97); F= 0%
Test for overall effect =003 (P=0.87)
36.5.2 versus sertraline
kato 2018 g8 548 14 851 29.0% 0.86[0.24,1.33] —
Subtotal (95% CI) 558 551  29.0% 0.56 [0.24, 1.33] i
Total events a 14
Heterogeneity: Mot applicahble
Testfor avaerall effect =130 (P =018}
Total {95% CI) 681 664 100.0% 0.85 [0.54, 1.36] g
Tatal events a0 34
Heterogeneity: Tau®= 000, Chi®=1.26,df=2 (P=053), F=0% f t ; |
Testfu?overgil effact £= DI.E? (F= D.SDI) ( g 0.01 o1 ] . w . Too
) ) Favours mirtazapine Favours continuing AD
Testfor subagroup diferences: Chi®=1.25, df=1 (P =0.26), F=19.8%
AD: antidepressant
Figure 214: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
36.6.1 versus paroxetine
Fang 2010 i 54 1 45 385% 0.27[0.01, .56] =
Himo 2020 3 ot 1 68 G61.9% 3.00(00.32, 2819 i
Subtotal (95% CI) 123 113 100.0% 1.19[0.12,11.73] e ——
Total events 3 2
Heterogeneity: Tau®= 0.90; Chi*=1.46, df=1 (P=0.23); F= 31%
Testfor overall effect Z= 015 (P =0.88)
.01 01 10 100

Testfor subaroup differences: Mot applicable
AD: antidepressant
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Figure 215: Quality of life physical component score (PCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

36.9.1 versus paroxetine

Fang 2010 10.05 1422 85 1368 11.43 45 100.0% -0.28 [0.67,0.12]

Subtotal (95% Cl) 55 45 100.0% 0.28 [0.67,0.12]

Heterogeneity: Mot applicahble

Testfor overall effect Z=1.37 (P=017)
I 1 T 1 {
-10 -5 0 ] 10

. . Favours continuing AD Favours mirtazapine
Testfor subaroup differences: Mot apnlicable
AD: antidepressant
Figure 216: Quality of life mental component score (MCS) change score
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

36.10.1 versus paroxetine

Fang 2010 16.84 19.26 95 19.98 1718 45 100.0% -017 [-0.596, 0.22]

Subtotal (95% CI) 55 45 100.0% -0.17 [-0.56, 0.22]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.84 (P =0.40)
I 1 T } {
-10 -4 0 5 10

Test for subaroup differences: Mot applicable
AD: antidepressant

Favours continuing AD  Favours mirtazapine

758 Comparison 37. Augmenting with mirtazapine versus continuing with antidepressant (+/-

759

760

761
762
763

placebo)

Figure 217: Depression symptomatology endpoint

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 8D Total Mean SD Total Weight IV, Random, 5% CI IV, Random, 85% CI
37.1.1 Mirtazapine + paroxetine versus placebo + paroxetine
Hiao 2020 TAT B.22 68 8.87 B.64 68 18.5% -0.14 [-0.48, 0.20] -
Subtotal (95% CI) 68 68 18.5% -0.14 [-0.48, 0.20] 4
Heterageneity: kot applicahle
Testfor overall effect: Z=081 (P=042)
37.1.2 Mirtazapine + SSRI/SNRI versus placebo + SSRIISNRI
Carpenter 2002 107 7 11 173 82 19 4.4% -0.83[-1.64,-0.01] -
Kessler 2018a/2018h 18 123 214 197 124 217 337% -0.14 [-0.33, 0.04] J
Subtotal (95% Cl) 225 232 38.1% -0.36 [-1.00, 0.27]
Heterogeneity: Tau*=0.15; Chi*= 261, df=1 (P=011} F=62%
Testfor overall effect: Z2=1.12 (P = 0.26)
37.1.3 Mirtazapine + sertraline versus sertraline
Kato 2018 827 275 B52F 926 275 537 434% -0.36 [-0.48,-0.24] L
Subtotal (95% CI) 527 537 434% -0.36 [-0.48, -0.24] t
Heterogeneity: Mot applicable
Testfor overall effect: 2= 5.82 (P = 0.00001)
Total (95% Cl) 820 837 100.0% -0.26 [-0.44, -0.09] [}
Heterageneity: Tau®= 0.02; Chi*= 6.22, df= 3 (P =010); F=52% =—1D 55 p :53 1D=
Testfor overall eﬁec_t: Z=2480 (F'=_ 0.004) Favours mirtazapine + AD  Favours AD
Testfor subdroup differences: Chif=1.47, df=2 (P =0.48), F=0%

AD: antidepressant
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Experimental Control

Study or Subgroup  Mean  SD Total Mean SD Total Weight

Figure 218: Depression symptomatology change score

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

37.2.1 Mirtazapine + paroxetine versus placebo + paroxetine

Kiao 2020 -12.82 663 68 -12.24 732 68 A7.3%
Subtotal (95% CI) 68 68 57.3%

Heteroneneity: Mot applicable
Test for overall effect: 7= 048 (P = 0.63)

37.2.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI/'SNRI

Carpenter 2002 -11.2 485 " -5.2 5.44 19 427%
Subtotal {95% CI) 11 15  42.7%

Heterogeneity: Mot applicable
Testfor overall effect: 2= 258 (P =0.010)

Total (95% CI) 79 83 100.0%

Heterogeneity: Tau?=0.43; Chi*= 4 97 df=1 (P =003} F=20%
Testfor overall effect: Z=1.02 (P=0.31)
Testfor subaroup differences: Chi*= 4,87, df=1 (P=0.03), F=79.9%

AD: antidepressant

-0.08 [0.42, 0.25]
0.08 [0.42, 0.25]

142 [-1.96,-0.27]
1.12 [1.96, -0.27]

20.52 [1.53, 0.48]

-
<>

f ; *.
-10 -5 0

Favours mirtazapine + AD' Favours AD

5 10

Figure 219: Depression symptomatology at 4-month follow-up

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
37.7.1 Mirtazapine + sertraline versus sertraline
Kato 2018 .37 288 520 658 29 538 100.0% -0.07 [-0.19, 0.048]
Subtotal (95% CI) 520 538 100.0% -0.07 [-0.19, 0.05]
Heterageneity: Mot applicahle
Test for overall effect Z=118 (P =0.24)

-10 -5 0 5 10

Testfor subdroup differences: Mot applicable

AD: antidepressant

Figure 220: Remission (ITT)

Experimental Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Favours mirtazapine + AD  Favours AD

Risk Ratio
M-H, Random, 95% CI

37.3.1 Mirtazapine + paroxetine versus placebo + paroxetine

®ian 2020 34 68 3z B3 24.9%
Subtotal (95% CI) 68 68  24.9%
Total events 34 32

Heterogeneity: Mot applicahle
Testfor averall effect Z=0.34 (P=0.73)

37.3.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI

Carpenter 2002 a 11 2 14 2.2%
Kessler 201842018k 63 241 53 239 2T E%
Subtotal (95% CI) 252 254 29.8%
Total events Ba 55

Heterageneity: Tau®= 0.28; Chi®=1.98, df=1 (P=0.16), F=50%
Testfor overall effect 2= 096 (P = 0.34)

37.3.3 Mirtazapine + sertraline versus sertraline

Kato 2018 188 A37 132 5581 453%
Subtotal (95% CI) 537 551  453%
Total events 188 132

Heteragenaity: Mot applicable
Testfor overall effect £=3.95 (P = 0.0001)

Total (95% CI) 857 873 100.0%
Total events 2590 2149

Heterogeneity Tau®= 002, Chi*=4.79, df= 3 (F=019), F=37%
Testfor overall effect 2= 235 (P=0.02)

1.06 [0.75, 1.50]
1.06 [0.75, 1.50]

341 [0.80, 14.44]

118 [0.86, 1.52]
1.57 [0.62, 3.97]

1.46[1.21,1 78] =
1.46 [1.21, 1.76] *
1.30 [1.04, 1.61] >

0.01 0.1 10 100

Testfor subaroup differences: Chi®= 2.60, df= 2 (P =027, F=23.2%

AD: antidepressant
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Figure 221: Remission (ITT) at 4-month follow-up

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

37.8.1 Mirtazapine + sertraline versus sertraline

Kato 2018 263 A37 245 551 100.0% 1.10[0.97,1.29]
Subtotal (95% CI) 537 551 100.0%  1.10[0.97,1.25]
Total events 263 245
Heterogeneity: Mot applicable
Testfor overall effect Z=149(FP=0.14)
Test for subgroup differences: Mot applicahle
AD: antidepressant
Figure 222: Response (ITT)
Experimental Control Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

01 1 10 100
Favours AD Favours mirtazapine + AD

Risk Ratio
M-H, Random, 95% CI

37.4.1 Mirtazapine + paroxetine versus placebo + paroxetine

Hian 2020 48 B8 43 B 211% 112[0.88,1.47]
Subtotal (95% CI) 68 68 21.1% 1.12 [0.88, 1.42]
Total events 43 43

Heteragenaity: Mot applicable
Testfor overall effect 2= 091 (P = 0.36)

37.4.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI'SNRI

Carpenter 2002 7 1 115 11% 318[1.05,8.52]
Kessler 201821201 8b 94 241 78 239 20.6% 1.20 [0.94,1.52]
Subtotal {95% CI) 252 254 21.6% 1.67 [0.67, 4.15]
Total events 101 81

Heterogeneity: Tau®=0.31; Chi*= 288, df=1 (F=0.09), F=65%
Testfor overall effect Z=110{P=0.27)

37.4.3 Mirtazapine + sertraline versus sertraline

Kato 2018 273 a37 233 891 57.2% 1.20[1.06,1.37]
Subtotal (95% CI) 537 551 57.2% 1.20 [1.06, 1.37]
Total events 273 233

Heterogeneity: Mot applicahle

Testfor overall effect 2= 2.82 (P = 0.005)

Total (95% CI) 857 873 100.0% 1.19[1.06, 1.34]

Total events 422 387

Heterogeneity: Tau®=0.00; Chi*= 336, df=3 (F=034), F=11%

Testfor overall effect 2= 3.01 (P=0.003)

Testfor subgroup differences: Chi®= 083, df= 2 (P = 0.66), F= 0%
AD: antidepressant
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Experimental Control

Figure 223: Discontinuation due to any reason

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

37.5.1 Mirtazapine + paroxetine versus placebo + paroxetine

Hian 2020 ] B8 12 B8 231%
Subtotal (95% CI) 68 68 23.1%
Total events 9 12

Heteragenaity: Mot applicable
Testfor overall effect Z=0.71 (P =0.48)

37.5.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI'SNRI

Carpenter 2002 1 11 2 148 2.8%
Kessler 201842018k 27 241 220239 914%
Subtotal (95% CI) 252 254 54.2%
Total events 28 24

Heterogeneity: Tau®=0.00; Chi*=0.24,df=1 {(F=0E63), F=0%
Testfor overall effect Z= 063 (P =0453)

37.5.3 Mirtazapine + sertraline versus sertraline

Kato 2018 10 a37 14 851 227%
Subtotal (95% CI) 537 551  22.7%
Total events 10 14

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.76 (P = 0.45)

Total (95% CI) 857 873 100.0%
Total events 47 50

Heterogeneity: Tau®=0.00; Chi®=1.65, df= 3 {(F=065), F=0%
Testfor overall effect Z=0.24 (P=0.81)

Testfor subgroup differences: Chit=1.41, df= 2 (P =049, F=0%

AD: antidepressant

Experimental Control

0.75 [0.34, 1.56]
0.75 [0.34, 1.66]

0,68 [0.07, B.51]

1.22[0.71, 2.08]
1.18 [0.70, 1.99]

0.95 [0.65, 1.40]

Figure 224: Discontinuation due to side effects

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

— m—

-

>

<>

1 1 1
0.01 0.1 10 100
Favours mirtazapine + AD Favours AD

Risk Ratio
M-H, Random, 95% CI

37.6.1 Mirtazapine + paroxetine versus placebo + paroxetine

Xiao 2020 2 B8 1 B3 556%
Subtotal (95% CI) 68 68 55.6%
Total events 2 1

Heterogeneity: Mot applicable
Test for overall effect. 2= 0.57 (F = 0.57)

37.6.2 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI

Carpenter 2002 1 11 1 19 44.4%
Subtotal (95% CI) 11 15 44.4%
Total events 1 1

Heterogeneity: Mot applicahle
Testfor overall effect Z=0.23 (F=038%)

Total (95% CI) 79 83 100.0%
Total events 3 2

Heterogeneity, Tauw®=0.00; ChiF=0.04, df=1 (P =0.83); F=0%
Test for overall effect: 2= 0.58 (P = 0.56)

Test for subagroup differences; Chif=0.04, df=1 (P=0.83), F=0%

AD: antidepressant

2.00[0.19, 21.54]
2.00 [0.19, 21.54]

1.36[0.10, 18.50]
1.36 [0.10, 19.50]

1.69[0.29, 9.93]
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Figure 225: Quality of life endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.9.1 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI
Kessler 2018a/2018b 072 027 213 073 025 216 100.0% -0.04 [0.23,019]
Subtotal (95% CI) 213 216 100.0% -0.04 [-0.23, 0.15]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.40 (F = 0.69)

-10 -5 0 5 10

Testfor subaroup differences: Mot applicable
AD: antidepressant

Favours AD  Favours mirtazapine + AD

Figure 226: Quality of life physical component score (PCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.10.1 Mirtazapine + SSRI/SNRI versus placebo + SSRISNRI
Kessler 20182/2018h 4408 12,87 208 4585 1254 210 100.0% -0.14 [F0.33, 0.09]
Subtotal (95% CI) 208 210 100.0% -0.14 [-0.33, 0.05]
Heterogeneity: Mot applicable
Test for averall effect Z=1.41 (P =0.16)

-0 -5 0 5 10

Test for subgroup differences: Mot applicable
AD: antidepressant

Favours AD Favours mirtazapine + AD

Figure 227: Quality of life mental component score (MCS) endpoint

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
37.11.1 Mirtazapine + SSRI/SNRI versus placebo + SSRISNRI
Kessler 2018a/2018b 3984 1227 208 3633 12453 210 1000% 0.28[0.10, 0.48]
Subtotal (95% CI) 208 210 100.0% 0.29 [0.10, 0.48]
Heterngeneity: Mot applicable
Test for overall effect Z=2.95 (P = 0.003)

-0 -5 0 5 10

Test for subagroun differences: Mot applicable
AD: antidepressant

Figure 228: Global functioning endpoint

Favours AD  Favours mirtazapine + AD

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
37.12.1 Mirtazapine + SSRI/SNRI versus placebo + SSRI/SNRI
Carpenter 2002 GBE1 144 11 537 1149 15 100.0% 0.92[0.10,1.75] !
Subtotal (95% CI) 1 15 100.0% 0.92 [0.10, 1.75]
Heterogeneity: Mot applicable
Testfor overall effect Z= 220 (P=0.03)
10 -5 0 5 10

i _ Favours AD  Favours mirtazapine + AD

Testfor subaroun differences: Mot applicable
AD: antidepressant
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809 Comparison 38. Augmenting with mirtazapine versus switching to mirtazapine

810

811

812

813

814

815

Figure 229: Depression symptomatology endpoint

Experimental Control Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% Cl

38.1.1 Mirtazapine + paroxetine versus mirtazapine

Hiao 2020 THY BZZ ES 904 836 g8 11.2% S04 [-0.48,014] -

Subtotal (95% CI) 68 68 11.2% -0.14 [-0.48, 0.19] 4

Heterogeneity: Mot applicable

Testfor overall effect Z=0.84 (P =0.40)

38.1.2 Mirtazapine + sertraline versus mirtazapine

kato 2018 827 2¥a  ABYY  BI8 2¥s 5A0 BRE% 0.01 B0, 03] .

Subtotal (95% CI) 527 550 88.8% 0.01 [-0.11,0.13]

Heterogeneity: Mot applicable

Testfor overall effect Z=012 (P =0.91)

Total {95% CI) 595 618 100.0% -0.01 [-0.12, 0.10]

Heterogeneity: Tau?= 0.00; Chi*= 0.69, df=1 (P = 0.41)%; F= 0% I f I {

Testfor overall effect Z= 0417 (P=0.87) -0 -3 v 5 1o

- . s Favours augment Favours switch
Testfor subgroup differences: Chi*= 069, df=1 (P =041}, F=0%
Figure 230: Depression symptomatology change score
Experimental Control $td. Mean Difference $td. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

38.2.1 Mirtazapine + paroxetine versus mirtazapine

Wiao 2020 -12.82 B.63 8 -1365 7.5 A8 100.0% 012 [F0.22,0.44]

Subtotal {95% Cl) 68 68 100.0% 0.12 [-0.22, 0.45]

Heterageneity: Mat applicable

Teast far avarall effect 2= 0.68 (P = 0.50)
} } 1 } {
-10 -5 ] 5 10

. . Favours augment Favours switch
Test for subaroup differences: Mot applicable
Figure 231: Depression symptomatology at 4-month follow-up
Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl

38.7.1 Mirtazapine + sertraline versus mirtazapine

kato 2018 B37 288 A20 6B 28 &40 100.0% -0.08 [0.20, 0.04]

Subtotal (95% CI) 520 540 100.0% -0.08 [-0.20, 0.04]

Heterageneity: Mot applicable

Test for averall effect Z=1.35 (P =0.18)
} } T } {
-10 -4 1] ] 10

Test for subgroup differences: Mot applicable
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Figure 232: Remission (ITT)

Experimental Control

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

38.3.1 Mirtazapine + paroxetine versus mirtazapine

Wiao 2020 34 68 38 8 32.0%
Subtotal (95% CI) 68 68 32.0%
Total events kL] a8

Heterogeneity: Mot applicahle
Test for averall effect 2= 0.69 (P = 0.4&)

38.3.2 Mirtazapine + sertraline versus mirtazapine

Kato 2018 188 837 174 558 GEO0%
Subtotal (95% CI) 537 558 68.0%
Total events 188 174

Heterogeneity: Mot applicahle
Testfor overall effect £2=1.34 (F=0.18)

0.29[0.65,1.23]
0.89 [0.65, 1.23]

3

Total (95% CI) 605 626 100.0% 1.04 [0.85, 1.29] L
Total events 237 b
Heterogeneity: Tau® = 0.01; Chi*=1.55, df=1 (P = 0.21); F= 36% ID 0 DI1 150 1E|E|=
Test for overall effect £= 040 (F = 0.64) ’ Favburs switch Favours augment
Testfor subgroup differences: Chif=1.583, df=1 (P=022), F=34.5%
Figure 233: Remission (ITT) at 4-month follow-up
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
38.8.1 Mirtazapine + sertraline versus mirtazapine
Kato 2018 263 A37 262 A58 100.0% 1.04 [0.92,1.18]
Subtotal (95% CI) 537 558 100.0% 1.04 [0.92, 1.18]
Total events 263 262
Heterogeneity: Mot applicable
Test for overall effect: £= 0.67 (P = 0.50)
0.01 01 1 10 100
. . Favours switch Favours augment
Test for subgroup differences: Mot applicable
Figure 234: Response (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
38.4.1 Mirtazapine + paroxetine versus mirtazapine
Kiao 2020 48 68 a0 68 24.2% 096 [0.78,1.18]
Subtotal (95% CI) 68 68 24.2% 0.96 [0.78, 1.18]
Total events 48 a0
Heterogeneity: Mot applicahle
Test for overall effect 2= 038 (F=0.70)
38.4.2 Mirtazapine + sertraline versus mirtazapine
Kato 2018 273 a37 275 558 THE% 1.03[0.52,1.16]
Subtotal (95% CI) 537 558 T75.8% 1.03 [0.92, 1.16]
Total events 273 2Th
Heterogeneity: Mot applicahle
Test for averall effect Z= 0581 (F=0.61)
Total (95% CI) 605 626 100.0% 1.01[0.91,1.12]
Total events a1 325
Heterogeneity: Tau® = 0.00; Chi*= 0.36, df=1 {P = 0.55) F=0% ID 0 051 ; 150 1IZIIZI=

Testforoverall effect 2= 026 {F = 0.79)
Testfor subgroup differences: Chif= 0.34, df=1 (P = 0.6, F= 0%
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822  Figure 235: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
38.5.1 Mirtazapine + paroxetine versus mirtazapine
Wiao 2020 g 68 12 8  67.3% 0.75[0.34, 1.66] ——
Subtotal (95% CI) 68 68 57.3% 0.75 [0.34, 1.66] -
Total events 9 12
Heterogeneity: Mot applicahle
Test for averall effect 2= 071 (P =0.48)
38.5.2 Mirtazapine + sertraline versus mirtazapine
Kato 2018 10 837 8 558 427% 1.30[0.52, 3.27] —il—
Subtotal (95% CI) 537 558 42.7% 1.30 [0.52, 3.27] .
Total events 10 a
Heterogeneity: Mot applicahle
Test for overall effect £2= 056 (F = 0.58)
Total (95% CI) 605 626 100.0% 0.95[0.52, 1.73] e
Total events 18 20
?etn:;ugenemfl:lT?fu :zDPg;1C?h|P=_DD.?ESé df=1{F=0.38), F=0% 'D.D1 Df1 1'D 1E|E|'
estfor overall effect 2= 017 (P = 0.86) Favours augment Favours switch
823 Test for subgroun diferences: Chi*= 0.78. df=1 (P = 0.38). F= 0%
824  Figure 236: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
38.6.1 Mirtazapine + paroxetine versus mirtazapine
Xiao 2020 T 3 @8 100.0%  0.67[0.12, 3.86) 1—
Subtotal (95% CI) 68 68 100.0% 0.67 [0.12, 3.86]
Total events 2 3
Heterogeneity: Mot applicable
Test for overall effect: £= 044 (P = 0.648)
0.0 0.1 10 100
. . Favours augment Favours switch
825 Test for subaroun differences: Mot annlicable
826
827 Comparison 39. Augmenting with trazodone versus continuing with antidepressant
828  Figure 237: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M_-H, Fixed, 95% Cl
39.1.1 Trazodone + paroxetine versus paroxetine
Fang 2011 20 47 21 45 100.0% 0.91[0.68, 1.44]
Subtotal (95% CI) 47 45 100.0%  0.91 [0.58, 1.44]
Total events 20 21
Heterogeneity: Mot applicable
Test for overall effect 2= 040 (P = 0.649)
0.0 0.1 1 10 100
. . Favours continuing AD  Favours frazodone + AD
829 Testfor subgroup differences: Mot applicable
830  AD: antidepressant
831
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Figure 238: Response (ITT)

Experimental Control
Study or Subgroup  Events  Total Events Total

Risk Ratio

Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

39.2.1 Trazodone + paroxetine versus paroxetine

Fang 2011 29 47 30 448 100.0%
Subtotal (95% CI) 47 45 100.0%
Total events 29 30

Heterogeneity: Mot applicable
Test for overall effect £=050 (P = 0.62)

Testfar subaroup differences: Mot apnplicable
AD: antidepressant

0.93[0.68,1.26]
0.93 [0.68, 1.26]

1
0.01 0.1 1 10 100
Favours continuing AD  Favours trazodone + AD

Figure 239: Quality of life physical component score (PCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

39.3.1 Trazodone + paroxetine versus paroxetine

Fang 2011 10071 11.88 47 1368 11.43 45 100.0% -0.26 [-0.67,0.15]

Subtotal (95% CI) 45 100.0% -0.26 [-0.67, 0.15]

Heterogeneity: Mot applicable

Testfor overall effect, Z=1.22{FP =022
| , , )
10 -5 0 g 10

Test for subaroup differences: Mot applicable
AD: antidepressant

Favours continuing AD  Favours trazodone + AD

Figure 240: Quality of life mental component score (MCS) change score

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

39.4.1 Trazodone + paroxetine versus paroxetine

Fang 2011 2314 1382 47 19498 1718 45 100.0% 0.20 0.21, 0.61]

Subtotal (95% CI) 47 45 100.0% 0.20 [-0.21, 0.61]

Heterageneity: Mot applicable

Test for overall effect 2= 0.96 (P = 0.34)
I 1 1 } |
-10 -5 0 5 10

Test for suboroup differences: Mot applicable
AD: antidepressant
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845 Comparison 40. Augmenting with anticonvulsant versus continuing with antidepressant

846

847

852
853

854

(/- placebo)

Figure 241: Depression symptomatology endpoint

Control
Mean SD Total Weight

Experimental
Study or Subgroup  Mean 5D Total

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% Cl

40.1.1 Lamotrigine versus placebo

Barbes 2011 18.08 9.84 48 1737 8E2 48 128%
Santos 2008 218 106 17 212 13 17 12.3%
Subtotal (95% CI) 65 65 25.1%
Heterogeneity: Tau®= 0.00; Chi®*=0.00, df=1 {F = 0.95); F=0%
Testfor overall effect Z=040{P =0.69)

40.1.2 Lamotrigine + AD versus AD

Liz009 99 44 43 171 27 43 127%
Liz201s 96 422 58 2152 272 a7 125%
Wang 2012a 12.97 2449 30 20,03 249 300 12.2%
Yang 2016 10,26 3.97 33 1785 235 33 12.4%
Zhang 2016 873 237 46 93 254 42 128%
Subtotal (95% Cl) 216 211 62.5%

Heterogeneity: Tau®=1.69; Chi®=91.42 df=4 (P = 0.00001}; F = 96%
Testfor overall effect 2= 3.54 (P = 0.0004)

40.1.3 Topiramate versus placebo

Mowla 2011 1466 83 20 20,73 g 22 124%
Subtotal {95% CI) 20 22 12.4%
Heterogeneity: Mot applicable

Testfor overall effect Z=228{P=0.02)

Total (95% CI) 30 298 100.0%

Heterogeneity: Tau®=1.73, Chi*=167.92 df=7 (P = 0.00001), *= 96%
Testfor overall effect 2= 292 (P =0.003)

0.08[0.32, 048]
0.05[-0.62, 0.73]
0.07 [-0.27, 0.41]

-1.96 [-2.44,-1.47]
-3.33[-3.90,-2.76]
-2.80[-3.52,-2.07]
-2.30[-2.93,-1.67]
-0.23[-0.65,0.14]
-2.11 [-3.28, -0.94]

-0.73 [1.36,-0.10]
.73 [1.36, 0.10]

.39 [-2.33, 0.46]

Testfor subaroun differences: Chi*= 1530, df= 2 (P = 0.0005), *=86.9%

AD: antidepressant

y

&

->

I
-10

B

0
Favours anticonvulsant+AD  Favours continuing AD

Figure 242: Depression symptomatology change score

Control
Mean

Experimental
Study or Subgroup Mean SD Total

SD Total Weight

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 85% CI

g

40.2.1 Lamotrigine versus placebo

Barbee 2011 -2 11 48 -937 833 48 12.8% 0.01 [0.39,0.41]
Santos 2008 1048 7.1 17 -7.2 7.A1 17 12.4% -0.44 [-1.13,0.24]
Subtotal (95% CI) 65 65 25.2% -0.13 [-0.54, 0.27]
Heterageneity: Tau®= 0.02; Chi*=1.24, df=1 (P=0.26); F= 20%

Testfor overall effect Z= 063 (P =0.53)

40.2.2 Lamotrigine + AD versus AD

Li 2008 -137 0 302 43 -67 181 49 126% -279F3.35,-2.27]
Liz2015 -26.99 2493 58 -1488 28 57 12.4% -4.20[4.86,-3.53]
Wang 2012a -12.4 266 a0 0 442 30 12.2% -3.38[-4.19,-2.98]
Yang 2016 -178 269 33 -10.01 2.08 33 12.3% -3.25[-4.00,-2.91]
Zhang 2016 -2354 378 46 -208 299 42 12.8% -0.79 [F1.23,-0.36]
Subtotal (95% CI) 216 211 62.3% -2.87 [4.20, -1.54]

Heterogeneity: Tau®= 2.19; Chi*=93.28, df= 4 (P = 0.00001); F= 96%
Test for averall effect: Z=4.22 (P = 0.0001)

40.2.3 Topiramate versus placebo

Movwla 2011 -6.91 8.5 200 117 539 22 12.58% -1.03[-1.68,-0.39]
Subtotal (95% CI) 20 22 12.5% -1.03 [-1.68, -0.39]
Heterageneity: Mot applicable

Testfor overall effect £= 313 (P =0.002)

Total (95% CI) 301 298 100.0% -1.97 [-3.07, -0.87]

Heterogeneity: Tau®= 2.43; Chi®=201.86, df=7 (P = 0.00001);, F=497%
Testfor owerall effect: £= 3,50 (F = 0.000%5)

Test far subaroup differences: Chi*=17.91, df= 2 (P = 0.0001%, F= 88.8%

AD: antidepressant
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Favours anticonvulsant+AD  Favours continuing AD
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Figure 243: Remission (ITT)

Experimental

Study or Subgroup  Events  Total

Control

Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

40.3.1 Sodium valproate + paroxetine versus paroxetine

Fang 2011 18 39
Subtotal (95% CI) 39
Total events 18

Heterogeneity: Mot applicahle
Testfor overall effect: Z= 019 {P = 0.85)

21 45 100.0%
45 100.0%

21

Test for subaroup differences: Mot applicable

AD: antidepressant

Figure 244: Response (ITT)

Experimental
Study or Subgroup  Events  Total

Control

Events Total

1.04 [0.67,1.63]
1.04 [0.67, 1.63]

Risk Ratio
Weight M-H, Random, 95% CI

0.m

0.1

10 100

Favouré continuing AD Favours anticonvulsant+AD

Risk Ratio
M-H, Random, 95% CI

40.4.1 Lamotrigine versus placebo

Barbee 2011 16 48
Santos 2008 ] 17
Subtotal (95% CI) 65
Total events 21

16 a3
4 17
65

22

14.9% 1.00[0.57,1.76]
9.9% 0.83[0.31, 2.22]
24.8% 0.96 [0.59, 1.56]

Heterogeneity: Tau®= 0.00; Chi*= 010, df=1 {P=079); F=0%

Testfor overall effect Z= 018 (P =0.85)

40.4.2 Lamotrigine + AD versus AD

Li 2008 25 49
Li2015 35 58
Wang 2012a 9 30
Yang 2016 9 33
Zhang 2016 26 46

Subtotal (95% CI) 216

Total events 104

16 49
9 57
1] 30
3 33

26 42

211

e}

15.8% 1.56 [0.96, 2.54]
14.0% 3.82[2.03,7.21]
2.2%  19.00[1.16, 312.47]
7.8% 3.00(0.58,10.10]
17.5% 0.95 [0L67, 1.36]
57.3% 2.18[1.03, 4.61]

Heterogeneity, Tau== 0.50; Chi® = 22.76, df= 4 (P = 0.0001); F= 82%

Testfor overall effect Z=2.03 (F=0.04)

40.4.3 Sodium valproate + AD versus AD

Fang 2011 24 39
Subtotal (95% Cl) 39
Total events 24

Heterogeneity, Mot applicable
Testfor overall effect 2= 049 (P=0.63)

Total (95% CI) 320

Tatal events 149

30 45
45
30
3
104

17.8% 0.92 [0.67,1.27]
17.8% 0.92 [0.67, 1.27]
100.0% 1.44 [0.93, 2.24]

Heterogeneity: Tau®= 0.25, Chi*= 28.96, df= 7 (P = 0.0001); F=76%

Testfor overall effect: Z2=1.64 (P =0.10)

Testfor subgroup differences: Chif= 436, df= 2 (P=011), F=541%

AD: antidepressant
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Figure 245: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
40.5.1 Lamotrigine versus placebo
Barhee 2011 14 43 17 48 GB.9% 0.82 [0.46, 1.48]
Santos 2008 3 17 4 17 127% 0.75[0.20, 2.86]
Subtotal (95% CI) 65 65 79.6% 0.81 [0.48, 1.38]
Total events 17 21
Heterogeneity: Tau®= 0.00; Chi*= 002, df=1 (P=090); F= 0%
Testfor overall effect Z=0.77 (P =0.44)
40.5.2 Topiramate versus placebo
Mowdla 2011 3 26 ] 27 104% 1.25[0.43, 3.59] I e —
Subtaotal (95% CI) 26 27  20.4% 1.25 [0.43, 3.59] ol
Total events [} b}
Heterogeneity: Mot applicable
Testfor overall effect Z=0.41 (F = 0.68)
Total (95% CI) 91 92 100.0% 0.89 [0.55, 1.43] -
Total events 23 26
¢ET$;UgenEIN|:| T?ru t:g_ﬂ% gDmP:_DD.SEQQ, df=2(P=077), F=0% ot a1 1 100
estfor overall effect 7= 0.50 (F = 0.63) Favours anticonvulsant+AD Favours continuing AD
Testfor subaroup differences: Chif=0.50, df=1 (P=0.48), F=0%
AD: antidepressant
Figure 246: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
40.6.1 Lamotrigine versus placebo
Barbee 2011 7 48 10 48 761% 0.70[0.29, 1.68] —il—
Santos 2008 2 17 ] 17 23.8% 5.00[0.26, 97.00] )
Subtotal (95% CI) 65 65 100.0% 1.12 [0.21, 5.94] —-*——
Tatal events g 10
Heterageneity: Tau®= 0.75, Chi*=1.60, df=1 {P =021}, F= 38%
Testfor averall effect Z=0.13 {P = 0.59)
0.01 0.1 10 100
. . Favours anticonvulsant+AD  Favours continuing AD
Test for subaroup differences: Mot applicable
AD: antidepressant
Figure 247: Quality of life physical component score (PCS) change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
40.7.1 Sodium valproate + paroxetine versus paroxetine
Fang 2011 11.36 9.88 39 1368 11.43 45 100.0% -0.21 [0.64, 0.22]
Subtotal (95% CI) 39 45 100.0% -0.21 [-0.64, 0.22]
Heterogeneity, Mot applicahle
Testfor overall effect Z=0.98 (P = 0.33)
10 -5 0 g 10

Test for subaroup differences: Mot applicable
AD: antidepressant

Favours continuing AD  Favours anticonvulsant+AD

Figure 248: Quality of life mental component score (MCS) change score

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean §D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

40.8.1 Sodium valproate + paroxetine versus paroxetine

Fang 2011 2304 1405 3 1988 1718 45 100.0% 0159 [-0.24, 0.62]

Subtotal (95% CI) 3a 45 100.0% 0.19 [-0.24, 0.62]

Heterogeneity: Mot applicable

Testfor overall effect, £= 087 (P = 0.38)
| , , )
10 -5 0 3 10

Testfor subgroup differences: Mot applicable

Favours continuing AD  Favours anticonvulsant+AD
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AD: antidepressant

880 Comparison 41. Augmenting with anticonvulsant versus lithium

881

882

883

884

885

886

887

888

Figure 249: Depression symptomatology endpoint

Experimental Control §td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
41.1.1 Lamotrigine + any AD
Schindler 2007 1.7 42 17 133 57 17 100.0% -0.31 [-0.98, 0.36]
Subtotal (95% CI) 17 17 100.0% -0.31 [-0.99, 0.36]

Heterogeneity, Mot applicable
Test for overall effect: Z= 080 {F = 0.37)

-10 -5 0

5 10
_ ) Favours anticonvulsant Faveurs lithium
Testfor subaraun differences: Mot applicable
Figure 250: Depression symptomatology change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
41.2.1 Lamotrigine + any AD
Schindler 2007 -1 2.88 17T -82 38 17 100.0% 0.81 [1.81,-0.11] !
Subtotal (95% CI) 7 17 100.0% -0.81 [-1.51, -0.11]
Heterogeneity: Mot applicable
Testfor averall effect: 2= 226 (P = 0.02)
10 5 0 g 10
. ) Favours anticonvulsant Favours lithium
Testfor subaroun differences: Mot applicable
Figure 251: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
41.3.1 Lamotrigine + any AD
Schindler 2007 4 17 3 17 100.0% 1.33[0.35, 5.08]
Subtotal (95% Cl) 17 17 100.0%  1.33 [0.35, 5.08]
Total events 4 3
Heterogeneity: Mot applicable
Testfor averall effect Z=042 (P=067)
0.01 0.1 1 10 100

. ) Favours lithium Favours anticonvulsant
Testfor subgroup differences: Mot applicable

Figure 252: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% Cl W-H, Fixed, 95% Cl
41.4.1 Lamotrigine + any AD
Schindler 2007 9 17 ¥ 17 100.0% 1.29 [0.62, 2.65]
Subtotal (95% Cl) 17 17 100.0%  1.29 [0.62, 2.65]
Total events 9 7

Heterogeneity: Mot applicable
Test for overall effect: £= 068 (P =0.50)

0.01 01 1 10 100
Favours lithium Favours anticonvulsant

Testfor subgroup diferences: Mot applicable
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889  Figure 253: Discontinuation due to any reason
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% Cl W-H, Fixed, 95% Cl

41.5.1 Lamotrigine + any AD

Schindler 2007 2 17 2 17 100.0% 1.00[0.16, 6.30]

Subtotal (95% CI) 17 17 100.0%  1.00 [0.16, 6.30]

Total events 2 2

Heterogeneity: Mot applicable

Test for overall effect: Z=0.00 {F=1.00)

0.0 0.1 1 10 100
. _ Favours anticonvulsant Favours lithium
890 Testfor subgroup diferences: Not applicable
891  Figure 254: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

41.6.1 Lamotrigine + any AD

Schindler 2007 a 17 a 17 MHat estimahle

Subtotal {(95% CI) 17 7 Not estimable

Total events a a

Heterogeneity; Mot applicahle

Test for averall effect Mot applicable

oo 0.1 10 100
. . Fawvours anticonvulsant Fawvours lithium

892 Testfor subaroup differences: Mot applicable
893

894 Comparison 42. Switching to antipsychotic versus continuing with antidepressant

895 Figure 255: Depression symptomatology change score
Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
42.1.1 Olanzapine versus fluoxetine L
Thase 2007 -89 9 187  -82 47 203 3I81% 0.03 [-0.16, 0.23]
Subtotal (95% CI) 197 203 38.1% 0.03 [-0.16, 0.23] [ ]
Heterogeneity: Mot applicahle
Test for overall effect Z=0.32 (P=0.75)
42.1.2 Olanzapine versus nortriptyline
Shelton 2005 -6.95 852 144 -T46 8.08 B3 33.2% 0.06 [-0.23, 0.35] -
Subtotal (95% CI) 144 68 332% 0.06 [-0.23, 0.35] *
Heterogeneity: Mot applicahle
Test for overall effect Z=0.41 (P = 0.68)
42.1.3 Olanzapine versus venlafaxine
Corya 2006 -771 a2 89 1373 8.9 58 28.7% 0.66 [0.29,1.03] &+
Subtotal {95% CI) 59 58 28.7% 0.66 [0.29, 1.03] L 2
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.47 (P =0.00058)
Total {95% CI) 400 329 100.0% 0.22 [-0.12, 0.56] r
Heterogeneity: Tau?=0.07, Chi®=8.94 df=2 (P =0.01), F=78% =-1D _I b 1 1D=
Test for averall effeclt Z=12¢ (P:, 0.20 Favours antipsychotic Favours continuing AD
896 Test for subgroup differences: Chit= 8.84, df= 2 (P = 0.01), F= 77.6%
897  AD: antidepressant
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Figure 256: Remission (ITT)

Control
Events Total

Experimental
Study or Subgroup  Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

42.2.1 Olanzapine versus fluoxeting

Thase 2007 29 198 34 206 558% 0.88 [0.56, 1.349]
Subtotal (95% CI) 199 206 55.8% 0.88 [0.56, 1.39]
Total events 29 34
Heterogeneity. Mot applicable
Test for overall effect Z= 054 (P = 0.549)
42,2.2 Olanzapine versus nortriptyline
Shelton 2005 14 144 12 B8 26.4% 0.75[0.38,1.44] —
Subtotal (95% CI) 144 68 26.4% 0.75[0.39, 1.45] il
Tatal events 14 12
Heterogeneity: Mat applicahle
Test for overall effect 7= 086 (F = 0.39)
42.2.3 Olanzapine versus venlafaxine
Corya 2006 a8 g2 13 59 17.8% 0.59 [0.26, 1.31] —
Subtotal (95% CI) 62 53  17.8% 0.59 [0.26, 1.31] B
Total events g 13
Heterogeneity: Nat applicahble
Test for averall effect Z=1.30F=018)
Total (95% CI) 405 333 100.0% 0.79 [0.56, 1.10] <
Tatal events 56 549
Heterogeneity: Tau?= 0.00; Chi*=0.79, df= 2 (P = 0.68); F= 0% I 1 t |
Test for overall effect Z=139{FP =018 0.01 0.1 S _1EI ] 100
A - Favours continuing AD Favours antipsychotic

Test for subgraup differences: Chi*= 0.79, df=2 (P = 0.68), F=0%

AD: antidepressant

Figure 257: Response (ITT)

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
42.3.1 Olanzapine versus fluoxetine
Thase 2007 51 198 G0 206 432% 0.858 [0.64,1.21]
Subtotal (95% CI) 199 206 43.2% 0.88 [0.64, 1.21]
Total events a1 60
Heterogeneity: Nat applicahble
Testfor averall effect Z=079(F=0.43)
42.3.2 Olanzapine versus nortriptyline
Shelton 2005 28 144 21 68 29.2% 0.63[0.39,1.02) ——
Subtotal (95% CI) 144 68 29.2% 0.63 [0.39, 1.02] e
Total events 28 21
Heterogeneity, Mot applicable
Test for overall effect 2=1.86 (F = 0.06)
42,3.3 Olanzapine versus venlafaxine
Carya 2006 14 g2 249 59 27 E% 0.449 [0.30,0.82) —a—
Subtotal (95% CI) 62 59 27.6% 0.49 [0.30, 0.82] e 3
Tatal events 15 24
Heterogeneity, Mat applicahle
Testfor averall effect Z= 272 (P =0.007)
Total (95% CI) 405 333 100.0% 0.68 [0.48, 0.96] <
Tatal events 94 110
Heterogeneity Tau®=0.05, Chi®= 394, df=2 (P = 0.14); = 49% o o 0 100

Testfor overall effect Z=216{F=0.03)

Test for subgroup differences: Chi®= 3.94, df=2 (P=0.14), F=49.2%

AD: antidepressant

301

Favours continuing AD  Favours antipsychotic

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



907

o  ©O
= OO
o O

911

o OO
e
AN

DRAFT FOR CONSULTATION

Figure 258: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
42.4.1 Olanzapine versus fluoxetine

Thase 2007 72 198 0 206 B21% 1.86 [1.33, 2.60] -

Subtotal (95% CI) 199 206 62.1% 1.86 [1.33, 2.60] -

Total events 72 40

Heterogeneity. Mot applicable

Test for overall effect Z=3.65 (P =0.0003)

42.4.2 Olanzapine versus nortriptyline

Shelton 2005 32 144 ] 68 15.3% 1.89[0.92 3.88) T

Subtotal (95% CI) 144 68 15.3% 1.89 [0.92, 3.88] -

Tatal events 32 ]

Heterogeneity: Mat applicahle

Test for overall effect Z=173(F =008

42.4.3 Olanzapine versus venlafaxine

Corya 2006 18 g2 14 59 226% 1.14 [0.64, 2.048] -

Subtotal (95% CI) 62 50  22.6% 1.14 [0.64, 2.05] -

Total events 18 14

Heterogeneity: Nat applicahble

Test for averall effect Z=0.44 (P = 0.66)

Total (95% CI) 405 333 100.0% 1.67 [1.26, 2.23] &

Tatal events 122 53

Heterogeneity: Tau?= 0.01; Chif= 215, df= 2 (P = 0.34%; F= 7% ID.D1 0?1 150 1005
Testfor overall eﬁec.t: Z=351 (Pz_ 0.0004) Favours antipsychotic Favours continuing AD
Test for subgroup differences: Chi*= 214, df=2 (P=0.34), F=6.7%

AD: antidepressant
Figure 259: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

42.5.1 Olanzapine versus fluoxetine

Thase 2007 32 198 5 206 EB28% £.63[2.63, 16.66] —i—
Subtotal (95% CI) 199 206 62.8% 6.63 [2.63, 16.66] —~
Total events 32 ]

Heterogeneity: Nat applicahble

Test for averall effect Z=4.02 (P = 0.0001)

42.5.2 Olanzapine versus nortriptyline

Shelton 2005 14 144 2 68 25.3% I3 [0TT, 14.14] _
Subtotal (95% CI) 144 68 25.3% 3.31[0.77,14.14] el
Total events 14 2

Heterogeneity, Mot applicable

Testfor overall effect Z=1.61 (F=0.11)

42.5.3 Olanzapine versus venlafaxine

Carya 2006 5 g2 1 59 11.9% 476 [0.87, 39.593]

Subtotal (95% CI) 62 58 11.9% 4.76 [0.57, 39.53] —
Tatal events 5 1

Heterogeneity, Mat applicahle

Testfor averall effect Z=1.44(F=015)

Total (95% CI) 405 333 100.0% 5.34 [2.57, 11.09] il
Tatal events 51 ]

Heterogeneity Tau®=0.00; Chi®= 0.64, df=2 (P =0.73); I*= 0% T o e 0

Test for overall effect Z=4.49 (P < 0.000013
Test for subgroup differences: Chi*= 064, df=2 (P=0.73), F=0%
AD: antidepressant
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915  Figure 260: Quality of life physical component score (PCS) change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
42.6.1 Olanzapine versus fluoxetine
Thase 2007 -1 87 1497 0.4 87 203 100.0% -0.15[-0.35,0.04]
Subtotal {95% CI) 197 203 100.0% -0.15 [-0.35, 0.04]
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.52(F=0.13)
10 E i : 10
. . Favours continuing AD  Favours antipsychotic
91 6 Test for subgroup differences: Mot apnlicable
917  AD: antidepressant
918
919  Figure 261: Quality of life mental component score (MCS) change score
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
42.7.1 Olanzapine versus fluoxetine
Thase 2007 6.7 11.2 197 73123 203 100.0% -0.05 [-0.25,0.14]
Subtotal (95% CI) 197 203 100.0% -0.05 [-0.25, 0.15]
Heterogeneity: Mot applicable
Testfor overall effect; Z=0.51 (P = 0.61)
10 -5 0 5 10
) ) Favours continuing AD Favours antipsychotic
920 Testfor subgroup differences: Mot applicable
921 AD: antidepressant
922
923
924 Comparison 43. Switching to combined antipsychotic + SSRI versus continuing with
925 antidepressant
926  Figure 262: 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
43.1.1 Olanzapine + fluoxetine versus nortriptyline J
Shelton 2005 -871 846 146 -TA4E B2.08 B2 50.0% 015 [-0.44 0.14]
Subtotal (95% CI) 146 68  50.0% -0.15[-0.44, 0.14] L
Heterageneity: Naot applicable
Testfor overall effect: Z=1.02 (P = 0.31)
43.1.2 Olanzapine + fluoxetine versus venlafaxine
Corya 2006 -14.068 9.2 230 -13.73 891 48 50.0% -0.04 [-0.32, 0.29] N
Subtotal (95% CI) 230 58  50.0% -0.04 [-0.32, 0.25] 4
Heterogeneity: Mot applicable
Testfor overall effect Z=0.24 {F = 0.81)
Total (95% CI) 376 126 100.0% -0.09 [-0.30,0.11] L
Heterogeneity: Tau? = 0.00; Chi*=0.30, df=1 (P = 0.83); F= 0% I—'ID » ! 1D=
Testfor overall effect: 7= 0.83 (P = 0.37) Favours AP + SSRI Favours continuing AD
927 Testfor subgroup differences: Chi*=0.30, df=1{P =059, F=0%
928  AD: antidepressant; AD: antipsychotic
929
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Figure 263: Remission (ITT)

Experimental Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% Cl

43.2.1 Olanzapine + fluoxetine versus nortriptyline

Shelton 2005 25 146 12 68 40.9%
Subtotal (95% CI) 146 68  40.9%
Total events 25 12

Heterogeneity: Mot applicahle
Testfor averall effect £=0.09 (P =092}

43.2.2 Olanzapine + fluoxetine versus venlafaxine

0.87 [0.52,1.81]
0.97 [0.52, 1.81]

Caorya 2006 Jage] 243 13 a9 849.1% 1.29[0.77, 217] — il
Subtotal (95% CI) 243 50  59.1% 1.29[0.77, 2.17] -
Total events 69 13
Heterogeneity: Mot applicahle
Testfor averall effect £=0.96 (P =0.34)
Total {95% Cl) 389 127 100.0% 115 [0.77,1.71] a4
Total events 94 25
Heterogeneity, Tau= 0.00; Chi*= 047, df=1 (P = 0.49; F= 0% f t t {
Testfor averall effect £=0.67 (P =0.50} 0.01 01 - 10 100
- : o Favours continuing AD  Favours AP + SSRI

Testfor subgroup differences: Chi*= 047, df=1 (P = 0.49), F= 0%

AD: antidepressant; AP: antipsychotic

Figure 264: Response (ITT)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
43.3.1 Olanzapine + fluoxetine versus nortriptyline
Shelton 2005 40 146 il 68 31.4% 089 o.av, 1.38
Subtotal (95% CI) 146 68  31.4% 0.89 [0.57, 1.38]
Total events 40 21
Heterogeneity: Mot applicable
Testfor overall effect 2= 053 (P = 0.60)
43.3.2 Olanzapine + fluoxetine versus venlafaxine
Corya 2006 100 243 28 a9 BRE% 084062113 5
Subtotal (95% CI) 243 59  68.6% 0.84 [0.62,1.13]
Total events 100 29
Heterogeneity: Mot applicable
Testfor overall effect Z=1.16 (P =0.25)
Total {95% Cl) 389 127 100.0% 0.85 [0.67, 1.09] &
Total events 140 a0
H™ 2 . - —_ — - I 1 1

Heterogeneity: Tau*=0.00; Chi*=0.05,df =1 (P=083); F=0% T 0 0 100

Testfor overall effect Z=1.26 (P =0.21)

Testfor subgroup differences: Chi*= 004, df=1 (P =083, F=0%

AD: antidepressant; AP: antipsychotic

Depression in adults: Evidence review D DRAFT (November 2021)
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Figure 265: Discontinuation due to any reason

Experimental Control
Study or Subgroup  Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

Risk

Ratio

M-H, Random, 95% Cl

43.4.1 Olanzapine + fluoxetine versus nortriptyline

Shelton 2005 30 146 g 68 39.4% 1.75[0.859, 3.61] T
Subtotal (95% CI) 146 68 39.4% 1.75 [0.85, 3.61] .
Total events 30 g
Heterogeneity: Mot applicahle
Testfor averall effect £=1.51 (P=013)
43.4.2 Olanzapine + fluoxetine versus venlafaxine
Caorya 2006 g0 243 15 59 BO.6% 0.97 [0.60, 1.58] 1
Subtotal (95% CI) 243 59  60.6% 0.97 [0.60, 1.58]
Total events 60 15
Heterogeneity: Mot applicahle
Testfor averall effect Z=012 (P =091}
Total {95% Cl) 389 127 100.0% 1.22 [0.69, 2.16] -
Total events 90 23
Heterogeneity, Tau?= 0.08; Chi*=1.76, df=1 (P = 0.18); F= 43% f t t {
Testfor averall effect Z=0.70 (P =0.449) 0.01 0.1 1-0 ) 100
- : o Fawours AP + SSRI1 Favours continuing AD

Testfor subgroup differences: Chir=1.73, df=1 (P =019, F=42.2%

AD: antidepressant; AP: antipsychotic

Figure 266: Discontinuation due to side effects

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WN-H, Random, 95% Cl M-H, Random, 95% CI
43.5.1 Olanzapine + fluoxetine versus nortriptyline
Shelton 2005 10 146 2 68 B37% 2.33[0.52,10.34] —r—
Subtotal (95% CI) 146 68 63.7% 2.33[0.52,10.34] ————
Total events 10 2
Heterogeneity: Mot applicable
Testfor overall effect Z=111 (P=0.27)
43.5.2 Olanzapine + fluoxetine versus venlafaxine
Corya 2006 249 243 1 a9 36.3% 7.04 [0.98, 50.658] o
Subtotal (95% CI) 243 59 36.3% 7.04 [0.98, 50.65] — e
Total events 29 1
Heterogeneity: Mot applicable
Testfor overall effect Z=1.94 (P =0.05)
Total {95% Cl) 389 127 100.0% 3.48 [1.06, 11.44] —enl—
Total events 39 3
i 2 — . i = — — SR = ! Il 1 |

Heterogeneity: Tau*=0.00; Chi*=0.84,df=1 (P=0.36), F=0% T 0 0 100

Testfor overall effect 2= 2.06 (P = 0.04)

Testfor subgroup differences: Chir= 077, df=1 (P = 0.38), F= 0%

AD: antidepressant; AP: antipsychotic

305

Favours AP + S5RI

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

Favours continuing AD



DRAFT FOR CONSULTATION

947 Comparison 44. Switching to combined antipsychotic + SSRI versus switch to SSRI-only

948

953
954
955

Figure 267: Depression symptomatology change score

Experimental Control Std. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl

Std. Mean Difference
IV, Random, 95% CI

44.1.1 Nortriptyline non-responder; Olanzapine + fluoxetine versus fluoxetine

Shelton 2005 -8.71 B4E 145 -BA1 834 142 5TT% -0.02 [-0.25, 0.21]
Subtotal {95% CI) 146 142 57.7% -0.02 [-0.25, 0.21]

Heterogeneity: Mot applicable
Test for averall effect, Z2=020 (F=0.24)

44.1.2 Venlafaxine non-responder; Olanzapine + fluoxetine versus fluoxetine

Corya 2006 -1406 82 230 -11.7 883 6 423% -0.26 [-0.55, 0.04] L |
Subtotal {95% Cl) 230 56 42.3% 0.26 [-0.55, 0.04] L
Heterogeneity: Mot applicable
Test for averall effect, 2=1.73 (F=0.08)
Total (95% CI) 376 198 100.0% 0.12 [0.35,0.10] L
Heterogeneity: Tau®= 0.01; Chi*=1.51, df=1 (P = 0.22); F= 34% i-'IIII =5 3 % 1D=
Testfor overall effect: Z=1.06 (P = 0.29) Favaurs AP + SSRI Favours SSRI
Test for subaroup differences: Chi*=1.91,df=1{P= 022}, F=339% '
AP: antipsychotic
Figure 268: Remission (ITT)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
44.2 1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine
Shelton 2005 25 146 19 142 543% 1.281[0.74, 2.22]
Subtotal (95% Cl) 146 142 54.3% 1.28 [0.74, 2.22]
Total events 25 18
Heterogeneity: Mot applicahle
Test for averall effect 2= 0.88 (F =0.38)
44.2.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine
Corya 2008 AY 243 10 GO0 45 7% 1.70 084, 3.10] il
Subtotal (95% Clj 243 60 457% 1.70 [0.94, 3.10] o
Total events 69 10
Heterogeneity: Mot applicahle
Test for overall effect £=1.74 (F=0.08)
Total (95% CI) 389 202 100.0% 1.46 [0.97, 2.19] . 3
Total events 94 29
Heterogeneity, Tau®= 0.00; Chi*= 048, df=1 (F=0.49), F=0% 'D.D1 Df1 1'D 1E|E|'

Test for overall effect £=1.82 (F=0.07)
Testfor subgroup diferences: Chif= 047, df=1 (P=043), F=0%
AP: antipsychotic
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Figure 269: Response (ITT)

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

44.3.1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine

Shelton 2005 40 146 41 142 53.2% 0.95[0.6B, 1.37]
Subtotal (95% CI) 146 142 53.2% 0.95 [0.66, 1.37]
Total events a0 1

Heterogeneity: Mot applicahle
Test for averall effect Z=0.28(F =0.78)

44.3.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine

Coarya 2006 100 243 149 G0 46.8% 1.30[0.87,1.94]
Subtotal (95% CI) 243 60 46.8% 1.30 [0.87, 1.94]
Total events 100 18

Heterogeneity: Mot applicahle
Testfor overall effect £=1.28 (F =0.20)

Total (95% CI) 380 202 100.0% 1.10 [0.81, 1.50]

Total events 140 G0
Heterogeneity, Tau®= 0.01; Chi*=1.28, df=1 (P = 0.26), F= 22%

3

B
>

L 4

04

10

100

Test for overall effect £= 060 (F = 0.55) 0.01 Favours SSRI Favours AP + SSRI

Testfor subgroup differences: Chif=1.28, df=1 (P=026), F=21.8% !
AP: antipsychotic
Figure 270: Discontinuation due to any reason

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

44.4.1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine

Shelton 2005 30 146 28 142 55.0% 1.04 [0.6B, 1.65]

Subtotal (95% CI) 146 142  59.0% 1.04 [0.66, 1.65]

Total events a0 28

Heterogeneity: Mot applicahle

Test for averall effect Z= 018 (F = 0.86)

44.4.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine

Coarya 2006 G0 243 12 G0 41.0% 1.23[0.71,2.14] ﬂ:

Subtotal (95% CI) 243 60 41.0% 1.23 [0.71, 2.14]

Total events 4] 12

Heterogeneity: Mot applicahle

Testfor overall effect 2= 075 (F =0.45)

Total (95% CI) 389 202 100.0% 1.12 [0.78, 1.59] %

Total events 40 40

Heterogeneity, Tau®= 0.00; Chif=0.21,df=1 (F=0.64), F=0% 'D.D1 Df1 1'D 1E|E|'

Test for overall effect £2= 061 (F = 0.54)
Testfor subgroup differences: Chif=0.21, df=1 (P =064}, F=0%
AP: antipsychotic
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964  Figure 271: Discontinuation due to side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
44.5.1 Nortriptyline non-responder: Olanzapine + fluoxetine versus fluoxetine
Shelton 2005 10 146 4 142 50.8% 243078, 7.57] T——
Subtotal (95% CI) 146 142 50.8% 2.43[0.78, 7.57] -
Total events 10 4
Heterogeneity: Mot applicahle
Test for averall effect Z=153(F=0.13)
44.5.2 Venlafaxine non-responder: Olanzapine + fluoxetine versus fluoxetine
Coarya 2006 29 243 3 G0 48.2% 238075, 7.57] -—
Subtotal (95% CI) 243 60 49.2% 2.39 [0.75, 7.57] —eulii-—
Total events 28 3
Heterogeneity: Mot applicahle
Testfor overall effect £=1.48(F=0.14)
Total (95% CI) 389 202 100.0% 2.41[1.07,5.42] -
Total events 34 7
Heterogeneity: Tau = 000, ChF=0.00,df=1(F=0498) F=0% 'D.D1 Df1 1'D 1E|E|'
Test for overall effect 2= 213 (F=0.03) Favours AP + SSRI Favours SSRI
965 Testfor subaroun differences: Chi®= 0.00, df=1 (P = 0.98), F= 0% '
966  AP: antipsychotic
967
968
969 Comparison 45. Augmenting with antipsychotic versus antidepressant-only or
970 antidepressant + placebo
971 Figure 272: Depression symptomatology 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
45.1.1 Aripiprazole versus placebo
Fava 201 2Mischoulon 2012 2215 768 54 2311 908 167 21.2% 011 [-0.42 0.20] -
Subtotal (95% CI) 54 167  21.2% -0.11 [-0.42, 0.20] 4
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.70 (P = 0.49)
45.1.2 Quetiapine + AD versus AD
Li 2013 10,08 26 49 1424 414 46 19.3% -1.20 [-1.64, -0.78] -
Moica 2018 855 374 36 18.22 778 36 1T.E% -1.66 [-2.08, -1.03] -
Subtotal (95% Cl) 85 82 37.2% -1.35[1.70, -1.00] 4
Heterogeneity: Tau®= 0.00; Chi*=1.05, df=1 {P=031); F=5%
Testfor overall effect: £=7.62 (P = 0.00001)
45.1.3 Risperidone versus placebo
Mahmoud 2007 134 5456 106 162 961 112 21.7% 0.50 [-0.77,-0.23] -
Subtotal (95% CI) 106 112 21.7% -0.50 [-0.77,-0.23] L
Heterogeneity: Mot applicahble
Testfor overall effect: £= 3.63 (F = 0.0003)
45.1.4 Risperidone + AD versus AD
Song 2007 1327 443 50 16.64 514 a0 19.9% -0.68 [-1.09,-0.29] -
Subtotal (95% Cl) 50 50 19.9% 0.69 [-1.09, -0.29] L 2
Heterogeneity: Mot applicahle
Testfor overall effect: £= 334 (F = 0.0008)
Total (95% CI) 295 411 100.0% 0.78 [-1.24, -0.32] L ]
Heterogeneity: Tau®= 0.23; Chi®= 3036, df=4 (P = 0.00001}; F= 87% :-10 55 B } 0
Testfor overall effect 2= 3.34 (P = 0.0008) Favours AP +AD Favours AD
972 Testfor subgroup diferences: Chif= 28,45, df= 3 (P = 0.00001), F=806% o '
973  AD: antidepressant; AP: antipsychotic
974
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Figure 273: Depression symptomatology change score

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean §D Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
45.2.1 Aripiprazole versus placebo
Berman 2009 -1012 976 174 -638 962 169 5.7% -0.38 [-0.60,-017] -
Fava 201 2iMischoulon 2012 -884 T 54 -B09 813 167 46% -0.06 [0.36, 0.25] T
Kamijima 2013 -10.08 839 3m -74 838 195 62% -0.32 [0.49,-0.14] |
Kamijirma 2018 -92 72 208 -T2 7120 203 6O0% -0.28 [-0.47,-0.08] -
Subtotal (95% CI) 827 734 22.5% -0.29 [-0.40, -0.19] |
Heterogeneity: Tau®= 0.00; Chi®= 3.06, df=3 (P =0.38);, F=2%
Testfor overall effect 2= 542 (P = 0.00001)
45.2.2 Brexpiprazole versus placebo
Hobart 20183 -104 829 19 -8 853 202 58% -0.27 [0.47,-0.07] N
Otsuka Pharmaceutical 2015 -82 841 184 702 8534 1 5.8% -0.14 [0.35, 0.06] b
Otsuka Pharmaceutical 2016 -719 FA7 289 -609 808 126 58% -0.14 [0.35, 0.07] b
Thase 201483 -8.27 834 187 -515 8239 191 5.9% -0.37 [0.58,-017] -
Thase 2015k -7.82 788 451 645 753 M8 B3% -0.18 [0.34,-0.02] 1
Subtotal (95% CI) 1312 918  29.7% -0.22 [-0.30, -0.13] |
Heterogeneity: Tau®= 0.00; Chi®= 3.89, dfi=4 (P=042); F=0%
Testfor overall effect £=4.96 (P = 0.00001;
45,2.3 Brexpiprazole/quetiapine versus placebo
Hobart 2018k -5.62 57 2490 46 573 205 61% -0.18 [F0.36, 0.00] 1
Subtotal (95% CI) 290 205  6.1% -0.18 [-0.36, 0.00] #
Heterogeneity: Mot applicable
Testfor overall effect 2=1.95 (F =0.05)
45.2.4 Cariprazine versus placebo
Durgarm 2016 -13.988 911 544 125 812 264 B5% -0.17 [F0.32,-0.02] 1
Earley 2018 -72o88 M -68 0 592 218 6O0% -0.12 031, 0.07] 1
Fava 2018 -8.63 954 148 -8 9 a1 5.0% -0.07 [-0.34, 0.20] b
Subtotal (95% CI) a04 564 17.6% 0.14 [-0.24, -0.03] |
Heterogeneity: Tau®= 0.00; Chi*= 048, df=2{P=0759);, F=0%
Test for overall effect 2= 2.53 (P = 0.01)
45.2.5 Olanzapine + AD versus AD
Thase 2007 -126 103 198 -8.2 97 203  58% -0.34 [0.54,-0.14] -
Subtotal (95% CI) 198 203 5.0% -0.34 [-0.54, -0.14] []
Heterogeneity: Mot applicable
Testfor overall effect 2= 3.37 (F = 0.0007)
45.2.6 Pimavanserin versus placebo
Fava 2019 -11.8 TS 45 -7 62 127 41% -0.72 [1.07,-0.37] -
Subtotal (95% CI) 45 127 42% 0.72 [1.07, -0.37] ¢
Heterogeneity: Mot applicable
Testfor overall effect £=4.07 (F = 0.0001)
45.2.7 Quetiapine + AD versus AD
Liz2013 -15.88 296 49 -11.54 302 46 3.2% -1.44 [-1.89,-0.99] -
Moica 2018 -13.59 2.5 36 -G398 54 36 26% -1.69[2.23,-1.15] -
Subtotal (95% CI) 85 82 57% -1.54 [-1.89, -1.20] *
Heterogeneity: Tau®= 0.00; Chi®= 049, df=1 (P =048); F=0%
Testfor overall effect 2= 8.70 (F = 0.00001)
45.2.8 Risperidone versus placebo
Reeves 2008 S20.31 1147 12 -13.2 11.48 11 1.3% -0.60 [1.44,0.24