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1.1. Thesis Overview

This thesis begins with a systematic review (Section 2). The review aims were to identify what meta-
analytic studies of psychotherapeutic treatments for late life depression (=55 years) had revealed with
regards predictors and moderators of treatment effect. The review is presented in the format required

by the journal, Clinical Psychology Review.

Following this, Section 3 outlines the hypothesis for the meta-analysis undertaken in Section 5.
Section 4 seeks to place both the preceding systematic review and subsequent meta-analysis in
context. It narratively reviews the evidence-base for psychotherapeutic interventions for late-life
depression and explores how depression may present differently in late-life: identifying both

challenges and protective factors associated with experiences of depression in this age group.

Section 5 presents a meta-analysis of randomised controlled trials evaluating cognitive behavioural
therapy for depression in older adults with co-morbid physical illness. This section is also presented
in the format required by the journal, Clinical Psychology Review. It was not possible to include full
details of the mathematical formulas used to undertake the meta-analysis in the journal article format.
Section 6 therefore supplements the methods described in the journal article and facilitates replication
of each stage of the meta-analytic process, presenting full details of the formulas and statistical

methods employed in the meta-analysis.

The guidelines for submission for Clinical Psychology Review are included in Appendix 1.
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1.2. Thesis Abstract

Aims: To examine the efficacy of CBT for late-life depression in older adults with co-morbid physical
illness and to review what has been revealed by meta-analytic studies with regards moderators of

treatment in psychological approaches for late-life depression.

Method: Systematic literature search and meta-analysis of randomised controlled trials (RCT)
evaluating CBT for depression in older adults with co-morbid physical illness and systematic review

of meta-analyses examining psychological therapies for late-life depression.

Results: Nine papers met inclusion criteria for meta-analysis. CBT was superior to waiting list and
treatment as usual control conditions, showing a statistically significant pooled standardised mean
difference (SMD) of 0.63 (95 per cent CI, 0.29 to 0.97, p = 0.0003). This was largely maintained at
follow up (SMD 0.5, 95 per cent CI, 0.08 to 0.92). Sensitivity analysis showed individual CBT yielded a
large, statistically significant summary effect size of 0.80 (95 per cent CI, 0.45 to 1.16), but that group
CBT did not show statistical superiority over controls. Clinician-rated measures of depression yielded
larger effect sizes, with a SMD of 1.57 (95 per cent CI, 0.56 to 2.59, p = 0.002) as compared with patient-
rated measures: 1.03 (95 per cent CI, 0.75 to 1.31, p = 0.0001).

Fourteen meta-analyses met inclusion criteria for systematic review. More recent publication was
significantly correlated with increased reporting quality and reduced analysis of moderating factors.
Duration of treatment, treatment setting and gender of participants showed no moderating impact on
outcome. Depression severity, participant age, treatment modality, and study quality showed no
consistent relationship with outcomes. Active or placebo controls were associated with reduced effect
sizes when compared with no treatment or waiting list controls. Patient-rated outcome measures

were associated with reduced effect sizes as compared with clinician-rated measures.

Conclusions: When compared with treatment as usual and waiting list controls Individual CBT is
effective in reducing depressive symptoms for depressed older adults with an underlying physical
illness. Meta-analytic studies of late-life depression show variable results regarding moderators of
treatment efficacy. More high quality studies examining the effectiveness of psychological therapies
are needed with clinically representative older populations, particularly, the older-old and those with

co-morbid physical illnesses.

Declaration of interests: None.
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Section 2 Systematic Review

Abstract

Objective: To systematically review predictors and moderators of treatment efficacy revealed by

meta-analytic studies of psychotherapeutic treatments for late life depression (=55 years).

Methods: Electronic databases were searched to Feb 2012. Reporting quality and risk of bias were
assessed. The relationship between publication date, study quality and number of sub-analyses was

explored with regression analyses.

Results: Fourteen meta-analyses were included. More recent publication date was correlated with
increased reporting quality and reduced analysis of moderating factors. Treatment setting, duration
and gender of participants showed no moderating impact on outcome. Physical co-morbidity was
associated with reduced treatment efficacy. Depression severity, participant age, treatment modality
and study quality showed inconsistent relationships with outcomes. Active or placebo controls were
associated with reduced effect sizes compared with waiting list controls. Patient-rated outcome

measures were associated with reduced effect sizes compared with clinician-rated measures.

Conclusions: Results of moderator analyses in meta-analytic studies of late life depression show
inconsistent results. More high quality studies need to be undertaken with clinically representative
older populations, in particular, the older old, in order to better understand moderating factors of

treatment efficacy in late-life depression.
(Word count: 188 / maximum 200)
Key words: (maximum 6)
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2.1. Introduction

Depression is the most common psychiatric condition experienced by older people (Beekman,
Copeland, & Prince, 1999). It is associated with increased mortality rates (Kane et al., 2010) reduced
quality of life (Doraiswamy, Khan, Donahue, & Richard, 2002) and increased morbidity (Penninx,
Deeg, & Eijk, 2000). Rates of suicide are higher in this group than in any other age-range (Conwell,
Duberstein, & Caine, 2002), and depression is identified as the leading cause of suicide (Baldwin &
Wild, 2004). Despite this, depression is under-recognised and under-treated in older people (Karel &
Hinrichsen, 2000). Indeed, although the efficacy of psychotherapeutic and other behavioural
treatments in treating depressive disorders is well-established (Scogin, Welsh, Hanson, Jamie, &
Coates, 2005) older adults are less likely than younger adults to receive adequate or appropriate

interventions (Bartels, 2002).

There is increasing recognition that older people should have access to the same range of
psychotherapeutic treatments available to younger adults (Department of Health, 2001a; Scottish
Executive, 2006; NHS Scotland, 2011). However, making evidence based clinical decisions about
which treatment is best suited to an individual older person remains challenging. This is, in part,
because identifying specificity of effect in psychotherapeutic outcome studies is far from
straightforward. Fiske’s (1977, p.24) question, asked at the beginning of the era of psychotherapy
meta-analytic research, remains both highly relevant and fiercely contested: “What kind of therapists
administering what kind of psychotherapeutic treatments to what kind of patients produce what kind

of perceived effects, both immediate and ultimate?’

The question seeks generalised knowledge about what is effective in relation to ‘kinds’ or
classes of therapists, interventions, patients and outcomes. Most studies examining the efficacy of
psychotherapeutic interventions have focused on treatment type as the main effect variable. This
focus on ‘brand name’ therapies (Scogin et al., 2005) has occurred despite the fact that non-specific
factors such as client hope, therapeutic alliance and the motivation and skill of both therapist and
client, have been claimed to explain more of the variance in outcome than treatment approach (Ahn &
Wampold, 2001). Meta-analysis has become one tool which can be employed to undertake the task of
investigating “what works for whom?’ (Roth & Fonagy, 1996). The promise of meta-analysis, is that it
can quantify and indentify potential bias in primary research and provide more accurate
generalizations of psychotherapy effects (Matt & Navarro, 1997). In addition, meta-analyses can

potentially help us identify those factors which might moderate or predict treatment efficacy.
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A moderator is a pre-treatment variable which can be demonstrated to have a statistically
significant interaction with an outcome variable (Barber, 2007). If such a relationship can be reliably
established, the assessment of moderator variables can help match most appropriate intervention to
specific patient needs: a core principle in the stepped care approaches which are now being driven
forward by public health organisations (Department of Health, 2009; NHS Scotland, 2011). Meta-
analyses frequently undertake analyses of moderating factors: seeking to developing an
understanding of under what conditions or for whom a particular treatment should be expected to
work (Kraemer, Wilson, Fairburn, & Agras, 2002). However such studies often yield equivocal or
contradictory results. This review will systematically identify and evaluate those meta-analyses that
have examined psychotherapeutic interventions for depressed older adults and ask to what extent

they have helped us answer the question: What works for whom in this group?
2.1.1 Rationale for review

The need for practitioners in real-life clinic settings to draw on the current evidence-base to
tailor psychotherapeutic interventions to the older person they are working with is recognised as a
key component in best-practice clinical guidelines (National Institute for Health and Clinical
Excellence, 2009; Scottish Intercollegiate Guidelines Network, 2010; NHS Scotland, 2011). However,
despite a growing body of literature exploring how best to adapt therapeutic approaches to meet the
differing needs of depressed older adults (Laidlaw & McAlpine, 2008; Satre, Knight, & David, 2006),
an evidence-based understanding of those factors which moderate treatment outcome in late-life
depression is not well developed. Although meta-analytic studies are limited in the degree to which
they can inform an understanding of specific process issues in therapy, they can support an
understanding of the relationship between therapy outcome and key potential moderators of
treatment: including therapist variables, treatment modality, and characteristics of the depressed
patient. Meta-analyses vary in quality, scope and purpose and although a number of meta-analyses
have been undertaken in this area there has been no systematic review of these studies which seeks to

critically evaluate and compare their findings with regard to moderators of treatment effect.
2.2. Objectives

This systematic review seeks to answer the following question:

To what extent have meta-analytic studies refined our understanding of what predicts or

moderates treatment effects in late-life depression?
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The implications of these findings will be discussed within the broader literature which seeks
to develop an empirical understanding of the specific factors which moderate psychotherapeutic

efficacy.

2.3 Methods
2.3.1 Eligibility criteria

Eligibility criteria for this review were developed according to methods described in The
Cochrane Handbook for Systematic Reviews of Interventions (O’Connor, Green & Higgins 2011).
Type of study: As the research question in this current study explicitly sought to determine to what
extent meta-analytic techniques have helped to understand what might predict and moderate
treatment effects, only meta-analytic studies were included. Systematic reviews, narrative reviews
and literature summaries were excluded. There was no limit set on date of publication. Only studies
in English were included, due to practical restraints of assessors translating other languages. Studies

could be published or unpublished. Length of follow up of included studies was not limited.

Participants: Only studies which examined interventions with older adults were included.
Older adults were defined as being aged 55+ years. This broad parameter for older age prevented
exclusion of potentially relevant studies and facilitated the inclusion of studies which might examine
moderating factors related to age. Published research in this area has tended to recruit ‘younger-old’

participants and adopting this broad age cut off afforded inclusion of earlier relevant meta-analyses.

Population: Only studies including diagnosis of depression, dysthymia or depressive
disorders assessed by qualified clinicians or using standardised measures were included. There was
no limit on setting (e.g. community, hospital). Meta-analyses which exclusively explored treatment
for depression for individuals with specific co-morbid physical conditions were excluded, as the
review question sought to identify treatment effects as they might apply to depressed elders in
general, and combined interventions taking account of specific co-morbidities were considered

unlikely to allow useful generalizability.

Intervention: Meta-analyses examining interventions without an active psychotherapeutic
intervention were excluded, for example: exercise therapy; non directive community support,
befriending, psychosocial support, behavioural activation. Meta-analyses which included a
comparison of psychotherapeutic and pharmacotherapy were also included, but only if data could be
usefully extracted from the statistical treatment of psychotherapeutic condition. Comparisons: Studies
were included if they involved meta-analytic comparisons between treatment modalities, treatment

condition and controls, or undertook meta-analytic analysis of moderating factors.

9
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Outcomes: O’Connor et al. (2011) note that types of outcome should not necessarily be used
to exclude studies from meta-analyses, as a variety of measures may be important in understanding
efficacy of treatment. However as this review sought to examine treatments of depression, only those
which included analyses of standardized rating of depressive symptoms as outcome measures were

included.
2.3.2. Information sources

The search to identify studies was conducted in February 2012. The following databases were
searched using EBSCOhost: MEDLINE with Full Text, PsycINFO, Psychology and Behavioral
Sciences Collection, Health Business Elite, Biomedical Reference Collection: Comprehensive, Library,
Information Science & Technology Abstracts, eBook Collection (EBSCOhost), Nursing Reference
Center. No limit was set for date of publication. Search terms used were: older adults OR older people
OR geriat* OR elder* OR late life OR senior; depress* OR dysthymi* OR mood; meta-analysis OR
systematic review OR quantitative review; psychotherap* OR psychosocial OR psychological OR
cognitive OR behavioural OR psychodynamic OR non-medical OR non-pharmaceutical OR
counselling OR inter-personal. Reference lists from included studies were screened to identify any

further relevant papers.

First authors of included studies, and The Cochrane Centre for Depression, Anxiety and
Neurosis, were contacted to establish whether any unpublished or ongoing meta-analytic studies
existed that were relevant to the research question. The World Health Organisation (WHO)
International Clinical Trials registry was searched for relevant ongoing studies. To minimise
publication bias a search of grey literature was undertaken via System for Information on Grey
Literature in Europe (http://www.opengrey.eu/); and Web of Science Conference Proceedings Citation
Index database. The first author screened abstracts for eligibility. Figure 1 illustrates the search
process. The last date searched was the 28.1.12. The full search strategy is included as Appendix 2.

Correspondences from contacted authors are included as Appendix 3.
2.3.3. Selection

The author conducted the electronic search and screened first by title, then abstract and
finally by reading full texts of journal articles. Studies not meeting eligibility criteria were excluded,

with reasons reported for those studies that were excluded at full-text stage.

10
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2.3.4. Data collection process and data items

Data were extracted by the author for the following variables: Number of included studies in
the meta-analyses!; Number of participants both total and in active intervention groups; Range of
number of participants in component studies; Gender ratio across studies; Range of mean age of
included studies; Overall mean age for meta-analysis; Diagnostic composition of component studies;
Format of included studies; Inclusion criteria of meta-analysis; Number of sessions: range of mean
across studies and overall mean; Reporting of random assignment / blinding; Controls of component
studies; Quality assessments used and rating co-efficient reported; Outcome measures used in
component studies; Reporting of follow up data; Reporting of drop out data; Main findings; Results

of any sub-group analyses.

Any missing data were coded as such, but authors were not contacted to supplement or
confirm this due to resource constraints of the reviewer. It was assumed that data reported in meta-
analyses with regard to primary studies was accurate, and so was not cross-referenced. This was
again due to resource constraint. Some of the data-items were reported incompletely or in different
form (e.g. ordinal or percentage data). No attempt was made to convert such information and it was
included in original form. An exception was when data could easily be collated from tabular results
(for example, if total number of participants was not explicitly reported, but could be summed from
data reported on individual studies in tabular form). For each study the author collated, in tabular
form and summary form, the main results, the results of any sub-analyses, and any analyses of drop-

out undertaken (Appendix 4).
2.3.5. Risk of bias in included studies

Studies were assessed according to the Preferred Reporting Items for Systematic reviews and
Meta-Analyses (PRISMA) guidelines (Moher et al., 2009), which present a 27-item checklist of best-
practice for reporting of systematic reviews and meta-analyses and can be used as a framework for
the critical appraisal of systematic reviews. The PRISMA guidelines represent a refinement of the
previous quality of reporting of meta-analyses (QUOROM) checklist (Moher et al., 1999). The author
coded each included meta-analysis against the 27 items set out by the PRISMA checklist (Appendix
6). A score of zero was given if there was no evidence of reporting a particular checklist item. A score
of one was given if the study was assessed to only partially meet the reporting guideline for a

checklist item. A score of two was given if it was considered a reporting criterion was fully met. Items

! For those trials where only a sub-section of analyses met the eligibility criteria: such as in studies also examining
pharmacotherapy, or reporting other outcomes such as life satisfaction, only data for this sub-section of trials was
extracted and coded.

11
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five, sixteen, and twenty-three on the checklist (Table 2) were not applicable to all studies so these
scores were not included in the comparative reporting quality score for each study. (Full details of

scoring given for each study with rationale are included as Appendix 7).

Studiesidentified
from database
search: n=343

Studiesidentified fromather sources
(contacting authars, hand searching):
n=5

after duplicates
removed: n=263

l Excluded studies after
screening title:
n=215

Studies
provisionally
included: n=53

Excluded studies after
screening abstract:
n=19

Full textstudies
assessed: n =34

Studies excludedafter

screening full text: n=

20 (See Appendix 7 For
reasons)

Studiesincluded:
n=14

Figure 1. Flow of studies through the systematic review

Those items explicitly addressing the reporting of risk of bias (items 12,15,19 and 22 in Table
2) were collated to give an overall score relating to risk of bias. Half of the studies were selected
randomly (http://www.random.org) and rated according to the PRISMA criteria by an independent
assessor (CC). Moher et al. (2009) note the PRISMA checklist is not an instrument designed to
quantify the quality of a systematic review, rather a framework to critically appraise quality of
reporting. As such, summary scores were not used to rate quality directly, but rather as a heuristic to
facilitate assessment of the degree to which studies reported and critically considered the impact of:
search and inclusion methodology; sample sizes of included studies; standardisation of
psychotherapeutic interventions; expertise of therapists; adherence to therapeutic protocol;
randomisation/allocation concealment; intended sub-group analysis; publication bias; risks of bias

within meta-analytic methodology.

12
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Consideration of the adequate reporting of sources of bias was used when evaluating and
discussing the results of studies. This systematic review did not include in its objectives quantitative
synthesis of results, so in line with recommendations outlined by The Cochrane Handbook for
Systematic Reviews of Interventions (Higgins & Green, 2011), no formal attempt to weight studies

according to quality, or controlling for bias was undertaken.

2.3.6. Risk of bias across studies

Risks of bias that may affect cumulative evidence were considered and the degree to which
each study contributes to this was considered by coding study characteristics and assessing studies
according to the PRISMA checklist (Moher et al., 2009). The impact of risk of bias across studies was
examined by undertaking an analysis of the relationship between moderator analysis, study quality
and publication date and seeking to critically evaluate results in light of these factors. Risks of bias as
a result of the methodology of this review were identified and evaluated as limitations in the

discussion.

2.4. Results
2.4.1. Results of literature search

Following removal of duplicates, the systematic search yielded a total of 269 studies. A total
of 254 articles were excluded because they did not meet the inclusion criteria. 215 were excluded
after screening the title, 19 after screening the abstracts. Thirty-five full-texts were evaluated and 21 of

these excluded. A summary of reasons for exclusion of full text papers is included as Appendix 7.
2.4.2. Study characteristics

Characteristics of the included studies are summarised in Table 1.

KEY for Table 1 ‘Characteristics of the included studies Parts 1-4’

ABS = Affect Balance Scale. BDI = Beck Depression Inventory. Bibl. = Bibiliotherapy. BSI-D = Brief Symptom Inventory -
Depression Scale. BT = Behavioural Therapy. CBT = Cognitive Behaviour Therapy. Clin = Clinical. ClinR = Clinician-rated.
CES-D = Center for Epidemiological Studies Depression Scale. CT. = Cognitive Therapy. Dep. = Depression. Diag. =
Diagnosis. DSM = Diagnostic and Statistical Manual. Dysth. = Dysthymia. F = Female. GDS = Geriatric Depression Scale.
Gr = Group. HADS = Hospital Anxiety and Depression Scale. HDRS = Hamilton Depression Rating Scale. HSCL = Hopkins
Symptoms Checklist. ICD-10 = International Classification of Diseases Version 10. IDS = Inventory of Depressive
Symptomatology. Ind = Individual. IDD = Inventory to Diagnose Depression. IPT = Interpersonal Psychotherapy. LSI = Life
Satisfaction Index. M = Mean. MA = Meta-analysis. MADRS = Montgomery-Asberg Depression Rating Scale. MACL =
Mood Adjective Check List. MajD = Major Depression. MinD = Minor Depression. ModDep = Moderate Depression.
MMPI-D = Minnesota Multiphasic Personality Inventory Depression Scale. MUMS = Memorial University Mood Scale.
MAACL-R = Multiple Adjective Affect Check List Revised. MMPI-D = Minnesota Multiphasic Personality Inventory
Depression Scale. NR = Not reported. PGCMS = Philadelphia Geriatric Centre Morale Scale. PST = Problem Solving
Therapy. PsychEd = Psycho-education. PsyD = Psychodynamic Therapy. QRS = Quality Rating Scale. RA = Random
Assignment. RCT = Randomised Controlled Trial. Req. = Required. RT = Randomised Trial. RSS = Rosenberg’s Self-esteem
Scale. RT = Reminiscence Therapy. SCL-20 = 20-item Symptom Checklist. SD = Standard deviation. SevDep = Severe
Depression. SubClin =Subclinical. SCID = Structured Clinical Interview for DSM-IV. SWB = Subjective Well-Being. TAU =
Treatment as Usual. WL = Waiting List. Zung = Zung Self-Rating Depression Scale.
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Table 1: Summary of the characteristics of included studies: Part 1.

- Participants

Overall
mean age

I Diagnostic composition of
component studies

' Overall (GELT--I ' Mean age
. N°of Participants . g Gender &
Publication ‘ . . within . range
studies Intervention / atio -
component studies
Total .
studies)
Gorey & Cryns (1991) 19 809/NR NR 60.5% F NR
Scogin &McElreath
17 NR/773 16-162 43% F 62-85
(1994) / 0
5/17 NR.
Engels & Vermey F>Male
17 471/732 4-1 NR
(1997) 7 08 putNR by
MA
.. 55%-98%
Cuijpers (1998) 14 634/799 20-162 °F ° 5583
10-134 (M 21
Pinquart & Sorensen in Mean
(2001) 122 NR intervention  71%F 2587
arms)
Bohlmeijer et al., 14/20 >
2 NR NR
(2003) 0 959 66% F
Cuijpers et al., (2006) 25 1937 14-415 NR NR
Pinquart et al., (2006) 32/89 1407 NR 66% F NR
Chin (2007) 6/15 95/178 25-35 85% F 75-82
Pinquart et al., (2007) 57 1956 NR 67% F NR
3/12 NR.
Wilson et al., (2008) 7 NR/153 30-262 Mge/al"z_of NR
70% F
Peng et al., (2009) 14 445/705 NR NR NR
Samad etal, (2011) 4 186/256 30-95 3% 6668
v 85% F
96%,
75%,
. 80%,
Krishna et al., (2011) 6 NR <30-238 75%, 50 66 -84
% F One
study: NR

14

69.6 NR
MajD =4. Clin + SubClin =10.
705 SubClin =3.

ModDep = 103. SevDep: 258
68.6 .
(participants)

NR 6/14 Diag. according to
DSM/research criteria
M=71.4
(£7.1) NR
M: NR.  5/20 = severe. 15/20 = mild-
9/12: 75+ moderate.
>250=1 .
55525 15/25 = Any diag. of Dep.
> 60 =10 (9 =MajD.) r1;)/25 diag. not
> 65=7 9
70.4 9/32 = MajD
Formal diagnosis of
79.3 . .
depression not required
Self-Rated: 21/75 = MajD.
51/75 =MajD/MinD/Dysth.
21,77 .3/75 = MlnD/Dysth.'
Clin-Rated: 20/49 =MajD.
25/49 =MajD/MinD/Dysth
3/49 = MinD/Dysth.
Detailed diagnostic
composition of each study
NR
recorded: Range: Dysth,
MinD to MajD.
NR (‘depression’ key word in
NR
search)

2/4 = MajID. 1/4 = HDRS210.
NR 1/4 = HDRS210, BDI 210, GDS
211.

5/6 Diag. according to
DSM/research criteria. 2/6
NR excluded severe depression.
6/6 'mild-moderate’
depression.



Table 1: Summary of the characteristics of included studies: Part 2.

Outcome measures

Follow up

Drop out

Gorey &
Cryns
(1991)

Scogin &

McElreath
(1994)

Engels &

Vermey
(21997)

Cuijpers
(1998)

Pinquart &
Sorensen
(2001)

Bohlmeijer
etal.,
(2003)

0,
EIET, IS, AL ciEgRunt ety o155 4/19 although details not given
of measures used.
Coded 'self' (e.g., BDI) or 'clinician’ NR
(e.g. HDRS)
HDRS =4. BDI =4. BDI-short =3. GDS
=3.

8/17, 1month-1yr. Effect sizes
maintained.

BDI, HDRS, GDS, MMPI-D, Zung,

BSI-D. Breakdown not reported. 6/14 = 1month-2yr.

Self-rated Dep. =57/122. Clin
rated =12/122. Self-rated SWB =
84. BDI=22. GDS=11. Zung =8. CES-
D =5. HDRS (7) LSI(18)RSS (12)
PGCMS (8) ABS (5)

BDI. HDRS, GDS MACL, Zung,
MADRS, MUMS, MAACL-R.
Breakdown not reported.

use control groups. No sig

of analyses, but limited data.

NR

2/25 studies included data

HDRS, SCID, BDI, GDS, HSCL-20, comparing follow up & control.

Most studies with follow up didn't

difference at follow up in over 50%

23.10%

NR

4/17 studies no info given. Mean of
others 16%. 5 studies reported 0%
drop-out.

2/14 did not report. For others:
dropout rate: 0.9-0.47 (mean 0.23, SD
0.13.)

NR

5/20 NR. 4 studies dropout..25%.
Mean dropout across studies 16%.

Cuijpers et MMPI-d, Zung, CES-D, HADS-D, IDS, 4/25 allowed calculation of post- 10 studies = <20%. 8 studies = 20-30%.

al., (2006)

Pinquart et
al., (2006)

Chin (2007)

Pinquart et
al., (2007)

Wilson et
al., (2008)

Peng et al.,
(2009)

Samad et
al.,, (2011)

Krishna et
al., (2011)

HDRS, MADRS, IDD. Breakdown

not reported. yr). No analysis reached

significance.
For all studies (including drug
trials) HDRS =61. MADRS=4. NR
BDI=21. GDS =20. Other =29.
GDS =5. BDI =1. NR

GDS =22. BDI =19. HDRS =17. CESD

=6. Zung =6. Clinical Interview =5.
Other 'validated measures' =11.

21% reported follow up

One included study was a follow-
up trial. Another recorded follow
up between 12-16 weeks.

HDRS =8. GDS =7.

607/705 received 'follow up'
unclear if this actually means
'study completers'

Including' SCL-20, HDRS, BDI, GDS.
Breakdown not reported.

3-month follow up (one study)
considered comparable to
immediate outcome data for
analysis
2/6 + no follow up. 3/6 = one yr.
1/6 = 9 months. mean 11.3
months (SD 1.5)

BDI =3. Zung =1.HDRS =4. GDS=3.
BSI=1.

(HDRS) + (GDS) + (BDI) =2/6. IDS
=1/6 .MADRS = 1/6. HDRS =1/6.

15

test/follow up, (range 3months -1

5 studies= >30%. Two studies = NR.

NR

Three studies 0%. mean of others: 12%

18.9% of intervention participants and
18% of control groups (from 50
samples)

Drop out coded and reported for 9/12.
2/12 dropout unclear. 1/12 not
reported. High dropout rates across
trials. Difference between therapy and
control rates reported.
Drop-out rates not reported: analysis
undertaken: those receiving treatment
for depression with or without
psychotherapy( 5 studies)
Reported in all four. Pooled odds ratio
was 1.50
(95% CI 0.32—6.96) with no significant
difference between trials.

1/6 unclear. 5/6 data detailed.



Section 2

Table 1: Summary of the characteristics of included studies: Part 3.

Intervention

Publicati ..
ublication Conditions.

Systematic Review

| Quality Assessment '

Controls of Component Studies.

Used.

Random
assignment
/Blinding

Cognitive-Behavioural'

NR

All studies used control/comparison

Gorag&;lc)ryns 'Psychodynamic’
'Other'. Numbers NR.
CBT =7.BT =4. IPT/PsyD
Scogin & ooy

=3. RT =8. Eclectic

McElreath (1994) e

CT =7. BT=4.PsyD=4.
CBT =5. 'Other' =7.

Engels & Vermey
(1997)

CBT=9. PST =1. BT=1.
PsyD =4. Bibl-CBT =2.
Bibl-BT =1.

Cuijpers (1998)

Pinquart &
Sorensen (2001) Breakdown NR.
Bohlmeijer et al.,

(2003) review.

" CBT =12. BT=4. RT =4.
Cuijpers et al.,

(2006) 'Bibl =4. CT =1.

Pinquart et al.,

(2006) Breakdown NR.

Chin (2007) RT.

CBT =13. BT =11. CT

Pinquart et al., =10. RT =8. PsychED

g =8. PsyD= 3. IPT =3
'Other' =25.
g, T
(2008) : :

collated.
CBT,n=138.RT,n =

Peng et al., (2009) 109. ' psychotherapy'
n = 100.

Samad et al.,
(2011)

BT =4.

CBT (all studies)= 6.
Comparators: RT=2
Other =4.

Krishna et al.,
(2011)

group: No treatment = 17.

Attention placebo =4. Pill placebo =

2. Supportive contact = 1.
Comparator intervention =10.
No control =6. Artificial control
calculated to allow synthesis of

data. Actual controls categorized:
'Wait list/minimum support' and
'placebo therapy'.

Control = 8, of these waiting list =6.

No treatment = 96. Attention
placebo =38.

=9. WL=1. RT =3

Control =17. WL =8. TAU =4.

IPT =4. PST =4. PsyD=2 Placebo =3. Other = 3. Comparison

between treatments =8.

Coded 'CBT' or 'other'. Drug placebo =4. Attention placebo

=6.TAU =2. WL=22.

All studies used control: type not
recorded.

Coded 'active placebo' or 'other"
data NR.

All studies used control: types
detailed, not collated.

All studies used control: type not

recorded.

Delayed treatment =3.

All studies used control/

comparator. RT=2. Group visual
imagery =1. Education =1. WL=3.

Educational group =2.

16

NR

Suydam (1968) Nine

dimensions. Two
raters: (r) 0.73.

No measure. 5/17

randomisation.

NR

‘3-point scale.”

15/20 = RT. 7/20 = life No treatment =13. Psych placebo 4/20 Assessed as high

quality

Higgins & Green
(2005)

Juni et al., (2001)

Chalmers et al .,1990.

Four criteria: random
assignment; >10
participants in each

group; equivalence of

control group; exact
effects reported.

QRS (Moncrieff, 2001)

NR

Higgins and Green
(2008) Cochrane

collaboration risk of

bias tool.

QRS (Moncrieff et al.

2006) inter-rater
reliability of k 0.76
(95%Cl: 0.48, 1.07).

NR

NR

RA =10. Adjusted

'poor quality’: failure randomisation =3
to report drop-out or Clients matched

=2. Noinfo. =3

RA = 12. Method
NR.

NR, but coded in
quality
assessment

RA =15 Method
NR.

Independent RA
=2. 13/25
blinding of
assessors

RA =29 Method
NR.

RA =4. Method
NR.

RA =87.9%
Method NR.

RA =9 Details of
blinding reported.

NR

RA= 4. Method
NR. Allocation,
concealment or
blinding not clear

7

RA=6.Method NR.



Section 2 Systematic Review

Table 1: Summary of the characteristics of included studies: Part 4.

Sessions
(range)

Publication  Format Inclusion Criteria

Not systematic: 'relevance to question'; Inclusion of data
Gr=19. toallow MA. Although >65yrs detailed in abstract, 27% 10-160 56.5
of participants between 55 yrs and 64 yrs.
Gr = 10. Ind. 260 yr; Psychosocial treatment for depression; control
=2.Self- comparison; standardized depression outcome measure. 5-46 12
directed =2.
Gr =9. Ind No specific age criteria: ‘elderly’. Evidence of ‘depressive
Engels & Vermey =18.Ind complaints'; Inclusion of data to allow MA.

Gorey & Cryns
(2991)

Scogin &
McElreath (1994)

4-2 NR
(1997) and Group 0
=1.
B Gr=6.ind 255 yrs. Psychological intervention for depression; Active
Cuijpers (1998) _ oo/_5 recruitment; pre/post test data. 5-46 most’ = 10-20
Gr =65.4%. > 55 yrs. Psychosocial or psychotherapeutic intervention
Pinquart &  Ind =27.7%. compared to control; outcome measure of depression or 1-250 Median = 9
Sorensen (2001) (Gr+Ind) + well-being; inclusion of data to allow MA.
NR =6.9%
eillaiar e, @ = i No age |'ncIu5|on criteria. Reminiscence/life rewev'v; 9/20 = <6.
Depression outcome measure; control or comparison 9/20= 7-12. NR
(2003) =6.
group. 2/20= >7.
s e, | @ i >50 yrs. RCT comparing psychf)lf)gical treatment to .
. control or other treatment; Clinically relevant depressive 4-20 NR
(2006) =14. Bibl =4. .
symptoms; Inclusion of data to allow MA.
Gr > 60; Diagnosis of depressive disorder; control used;
Pinquart et al., (inpatient) =Inclusion of data to allow MA.
NR 9.4 k
(2006) 9. Others WeeKs
NR.
>50 yrs. Reminiscence; controlled trial; before 2001; life 6(2hr) -16
Chin (2007) Gr=6. satisfaction, happiness, self-esteem or depression (1hr) 10.3
outcomes; Pre-test/post-test; >5 in each group.
>60 yrs; MajD/MinD or Dysth. (ICD-10, DSM-1V);
Pinquart et al., psychological or behavioural intervention compared with
=61.79 NR 15.2
(2007) Gr=61.7% control; sufficient data to estimate depression change >
score.
P . RCT | RT ;di is of i i -2 k
ot @6 i, Gr=4. Ind ?5 yrs j C F)r c uster ,dlagn05|s o. depression using  6-20 (wge S
diagnostic criteria or standardized rating scale; following NR

8 RELE randomisation)

>55 yrs. RCT; drop-out rates > 50%; ‘depression’

Pengetal.,
(2009) NR although not defined. NR NR
Samad et al., Ind =3. 25.5 yrs. Behavi.our Therapy; RCT; diagno.sis of d.epre.:ssign 10 - 20 (excl e
(2011) Bibl.=1. using standardized outcome measure/diagnostic criteria. Bibli) .

>50 yrs. RCT or cluster RT; formalised psychotherapeutic

=1.10=1.11
Krishna et al., treatment; diagnosis of depression using standardized 8 0
Gr =6. . L =1.12=2.24 12.8
(2011) outcome measure/diagnostic criteria; at least one group; W

(>3) in group.
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Section 2 Systematic Review

2.4.3. Risk of bias within studies.

There was an 89% agreement between raters with a Kappa of 0.82 (95% CI 0.75 to 0.89)
(Appendix 8). Overall, the quality of reporting was not optimum, meaning it was often not possible to
ascertain actual methodology and therefore adequately account for potential sources of bias within

studies.

Search and inclusion methodology was particularly poorly reported across studies. Only
Wilson, Mottram and Vassilas (2008) reported in such a way that would facilitate a fully systematic
and replication of the process. One potential source of bias in Wilson et al.’s (2008) search and
inclusion criteria was the exclusion of potentially eligible studies that were in the process of review.
However, transparent reporting of this facilitated potential further analysis as to whether these
named studies may have altered findings. Only four studies were judged to report on risk of bias
adequately. Three of these studies (Krishna et al. 2011; Samad, Brealey & Gilbody, 2011; Wilson et al.,
2008) reported on the insufficiency of randomisation/allocation concealment. Other studies either
failed to report on randomisation or reported this variable without critical appraisal of its impact on
bias across or within studies. Wilson et al. (2008) reported on whether studies had evidenced therapist
experience, adherence to therapeutic protocol and whether studies had evidenced standardisation of
psychotherapeutic interventions. These factors were not considered systematically in other included

reviews.

All meta-analyses included primary studies with small sample sizes, but not all studies
identified this as a source of potential bias or considered this in their conclusions. Reporting of
intended sub-group analysis, and evaluation of risks of bias within meta-analytic methodology were
not routinely reported in the majority of reviews. Coding for intention to treat analysis was only

reported by Pinquart, Duberstein and Lyness (2006) and Wilson et al. (2008).

Table 2: Assessment of reporting quality. The scores allocated for each PRISMA
checklist criteria 1-27 are tabulated. Detailed PRISMA criteria outlined in Moher et al., (2009).
‘0’ = Did not meet criteria. ‘1’ = Partially met criteria. ‘2’ = Fully met criteria. Mean scores for
each criterion across studies is listed in far right column. Items 5, 16, and 23 were not
applicable to all studies and were therefore not included in overall ‘Quality of reporting Score’

(maximum value = 48). Reporting of risk of bias sums items 12, 15 19, 22 (maximum value = 8).
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1 Title 2 1 1 2 2
Abstract

N
N
N
N
N
N
N
N
N

1.9

2 Structured summar 1 1 1 1 1 1 1 2 2 1 2 1 2 1 1.3
3 Rationale 1 2 2 2 2 2 2 2 2 2 2 0 2 2 1.8
4 Obiectives 1 1 1 1 2 1 2 2 1 2 1 0 2 1 1.3
5 Protocol and registration 0 0 0 O 0 o0 O 0 0 0 1 0 0 0 0.1
6 Eligibility criteria o 1 1 1 1 2 2 1 1 1 2 0 2 2 1.2
7 Information sources 1 1 1 1 1 1 1 1 1 1 2 1 1 2 1.1
8 Search 0 0 0 0O 0 0 O 0 0 0 2 0 0 O 0.1
9 Study selection o 1 1 1 0 1 1 1 2 0 2 1 2 1 1.0
10  Data collection process o 1 1 0 0 0 O 1 2 1 2 1 2 1 0.9
11  Data items o 2 2 2 2 1 2 2 2 2 2 1 2 0 1.6
12 Risk of bias within studies 11 0 0 1 0 O 1 1 1 2 0 2 2 0.9
13  Summary measures 1 2 2 2 2 2 2 2 1 2 2 O 2 2 1.7
14  Synthesis of results 12 1 2 2 2 2 2 2 2 2 0 2 1 1.6
15  Risk of bias across studies 0o 1 0 1 0 1 O 1 2 0 2 0 2 2 0.9
16  Additional analyses 1 0 0 2 1 0 1 0 0 1 2 0 0 1 0.6

Results

17  Study selection 1 0 1 0 0 0 2 0 1 0 1 1 2 2 0.8
18  Study characteristics o 1 0 2 0 2 2 0 2 2 2 0 2 2 1.2
19  Risk of bias within studies o 1 1 0 0 o0 1 0 1 0 2 0 2 2 0.8
20 Results of individual studies o 1 o0 1 0 0 2 0 2 1 2 0 2 2 0.9
21  Synthesis of results 11 1 2 2 2 2 2 1 2 2 1 2 1 1.6
22  Risk of bias across studies 0O 0 1 o0 1 0 O 0 2 1 1 0 1 1 0.6
23  Additional analysis 1T 2 2 2 2 2 2 2 0 2 2 1 0 O 14

24  Summary of evidence 11 1 1 2 2 2 2 1 1 2 1 2 2 1.5
25  Limitations o 1 2 1 2 1 2 2 2 1 2 2 1 1.4
26  Conclusions 1 2 2 2 2 2 2 2 1 2 2 0 2 2 1.7
27  Funding o 0 1 0 0 0 O 2 0 0 2 0 2 2 0.6
Quality of Reporting Score 13 25 24 25 25 25 32 30 34 27 45 11 44 36 284
Reporting of risk of bias 1 3 2 1 2 1 1 2 6 2 7 0 7 7 3.1

19



Section 2 Systematic Review

2.4.4. Risk of bias across studies

In addition to the failure to report or critically evaluate adherence to therapeutic protocols in
primary studies, detailed definition of therapeutic categories defined within meta-analyses was
frequently not adequately outlined, or linked with primary studies. Thus there was a risk across
studies that interventions classed as, for example, ‘cognitive’ in one analysis, may be grouped within
the ‘cognitive-behavioural’ category in another analysis without this being easy to explicitly cross-
reference or check. A significant number of included studies did not adequately report on outcome
measures, drop out, control conditions or random assignment, and therefore did not critically
appraise the possible risk of bias emerging across studies from synthesizing data without attempting

to quantify or consider these factors.

Significant heterogeneity was found in a large proportion of the included meta-analyses and
meta-analytic techniques were frequently not adequately reported. There is therefore a significant risk
that discrepant results in moderator analysis may be an artefact of methodological approaches.
Pinquart and Sorensen (2001), for example, note that the fact that they did not find significant age
differences in treatment effects where Engels and Vermey (1997) report a tentative finding in this
direction, may be due to the latter authors employing a fixed, rather than random-effects analysis,
and thus potentially over-estimating the statistical significance of their results. Many of the included
meta-analyses included outcome studies with less than ideal quality and failed to adequately
discriminate between poor and good quality studies when reporting data synthesis, making the

reliability and validity of comparative analyses difficult to ascertain.

The impact of publication bias was not represented by funnel plots in any of the included
studies and generally poorly reported, leading to a high risk of over-estimation of effect sizes across
the included studies (Cuijpers, Smit, Bohlmeijer, Hollon, & Andersson, 2010). Two studies (Krishna et
al., 2011; Samad et al., 2011) reported that they had insufficient studies to undertake sensitivity and
funnel plot analyses. Wilson et al. (2008) reported use of funnel plots, but did not report data. The
study by Chin (2007) scored highly for its reporting of bias despite including studies of poor quality,
as limitations related to poor quality were clearly delineated and the consequent limited capacity for

robust conclusions detailed.

2.4.5. Relationship between date of publication, reporting quality and number of analyses of

predictor/moderating factors.

Earlier studies tended to be reported less systematically and include a greater number of

sub-analyses. Linear regression analysis was undertaken using the ‘R’ statistical and programming
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Section 2 Systematic Review

environment (R Development Core Team, 2011). More recent publication date was significantly
correlated with increased reporting quality (A’: r2=0.33, F = 6.004 p = 0.03) and reduced analysis of
predictors of outcome/moderating factors (‘B”: r2 = 0.42, F = 8.601 p = 0.013). Reporting quality and
number of analyses were not significantly correlated due to the disproportionate influence of a single
outlier (Peng et al., 2009) as revealed by a Cook’s distance >1 (Crawley, 2009 p. 401) Excluding the
paper by Peng et al., (2009) revealed a significant inverse relationship between reporting quality and
number of analyses of moderating factors undertaken (‘C’: r2 = 0.54, F=13.03 p = 0.004). Plots used to
validate the model and check for violation of assumptions of linear regression analysis are included

as Appendix 9.

2.4.6. Moderators of outcomes in the psychotherapeutic treatment of depression: results from

the included meta-analyses.

As seen in Table 3, treatment moderators explored by the included studies were: severity of
depression; modality of therapy; duration of treatment; treatment setting; participant age; gender;
presence of co-morbidities; therapist experience; social support. Other factors for which relationship
to outcome was explored included: type of therapy; outcome measures used; type of control; study

quality.
2.4.6.1. Factors that consistently showed a moderating effect on treatment response
2.4.6.1.1. Presence of co-morbidities (two analyses)

Presence of co-morbidities showed a consistent moderating effect on treatment response,
although this was only across two analyses. Engels and Vermey (1997) found that patients classed as
having ‘multiple complaints’ responded less well to treatment (d = 0.14) than those diagnosed with
either major depression (d = 0.86) and other depression diagnoses (d = 0.68) and inferred that co-
morbidity may inhibit response to therapeutic treatment. These results need to be interpreted with
caution as non-psychological interventions were included in the analysis and the natures of
secondary diagnoses were not detailed. Pinquart et al. (2007) found significantly weaker
improvements of depressive symptoms were found in studies that included participants with

physical co-morbidities (B =-0.35,  =-0.22, t=-2.23).
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Section 2 Systematic Review

Figure 2. A: Relationship between reporting quality (as determined by PRISMA checklist
score) and year of publication. B: Relationship between number of analyses undertaken of
potential moderating factors and year of publication. C: Relationship between number of
analyses undertaken of potential moderating factors and reporting quality (Dotted line

indicates non-significant correlation before removing outlier. Outlier =triangular point).

A:r2=0.33, F =6.004 p =0.03 B:r2=0.42, F =8.601 p = 0.013
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2.4.6.2. Factors that consistently showed no moderating effect on treatment response

2.4.6.2.1. Duration of treatment (six analyses)

Gorey and Cryns (1991) reported non-significance without supporting analyses or data.
Scogin and McElreath (1994) report a non-significant association of effect size with number of
treatment sessions (ES =-0.20, n = 12). Engels and Vermey (1997) included artificial controls in their
analysis, but when these data were omitted the number of treatment hours was not significantly

associated with effect size (r = 0.06). Non-psychological interventions were included in this analysis.
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Table 3: Studies arranged according to PRISMA checklist reporting quality score. Ticks

indicate factors reported as significantly associated with treatment outcome. Crosses indicate
factors reported as not significantly associated with treatment outcome. A dash indicates that
this factor was not analysed. If a study undertook analysis of drop-out this is indicated with a

tick. Total number of analyses of potential moderating factors is listed in the final column.
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Peng et al., (2009) 12 X - - - - - v/ 1
Gorey & Cryns 13 v - - X X X X - / v v 10
(1991)
Engels & Vermey 28 v X v /Y X vV - - / X /V - - - - 9
(1997)
Scogin & McElreath 25 X X - X X - X - - - - - - - - 5
(1994)
Cuijpers (1998) 25 X x - X X - - - X X - - - - v 6
Pinquart & 25 v v v /Y X X X X - - - -/ - - 9
Sorensen (2001)
BohImeijer et al., 25 X v - X - - X X - x - - - - - 6
(2003)
Pinquart et al,, 27 v vV X X X v v X X - J/ - - - v 10
(2007)
Pinquart et al., 30 v = 4 = = = - - - - - - _ _ _ 2
(2006)
Cuijpers et al., 32 X X X X - - - - - - - - - 5
(2006)
Chin (2007) - -0
Krishna et al., 36 - - /- -/ - - - - - - - - - 2
(2011)
Samad etal., (2011) 44 X  V/ v 3
Wilson et al., (2008) 45 X -/ - - - - - - - - - R - v/ 2
Effect found 4 5 6 2 0 4 2 0 1 0 2 1 1 1
No effect found 8 4 2 5 6 2 3 4 3 4 0 0 O0 O

Cuijpers (1998) reported that regression analysis yielded no correlation between number of
treatment sessions and effect size, although data are not reported. Pinquart and Sorensen (2001)

compared psychotherapeutic interventions with more than nine sessions with those with nine or
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fewer sessions. Outcomes were not significantly different on either self-report (sr) or clinician rated
(cr) measures. For interventions with more than 9 sessions, ES(sr) = 0.59, ES(cl) = 1.21. For those with
less than nine sessions, ES(sr) = 0.40, ES(cl) = 0.76. Pinquart et al. (2007) found no significant

correlation between number of sessions and outcome (B =-0.01, $=-0.12, t = 1.17).
2.4.6.2.2. Treatment setting (four analyses)

Gorey and Cryns (1991) report non-significance without reporting results of their analysis.
Pinquart and Sorensen (2001) found mean effect sizes did not differ significantly between community
(g =0.51) and nursing home (g = 0.39) settings. Bohlmeijer et al. (2003) found that effect sizes for
interventions in community and non-community settings overlapped at the 95% confidence interval:
Community, d =1.11, 95%CI = 0.12 to 2.10, non-community d = 0.38, 95%CI = 0.05 to 0.71. Pinquart et
al. (2007) reported no correlation between treatment setting (inpatient versus other settings) and effect

sizes (B =-0.19, 3 =-0.14, t =-1.29).
2.4.6.2.3. Gender (four analyses)

Gorey and Cryns (1991) reported non-significance without supporting data. Engels and
Vermey (1997) compared treatments where the proportion of women and men was fairly equal with
treatments with a large proportion of women. They found a non-significant difference (Z=1.69, p =
0.6, n =17) but note that the results are difficult to interpret as gender had to be coded at study, rather
than intervention level and non-psychological interventions were included in the analysis. Cuijpers
(1998) reported gender was not significantly correlated with outcome in a regression analysis across
studies. Bohlmeijer et al. (2003) found no significance when comparing studies with more than 72%
females with studies with less than 72% female, with 95% confidence interval overlapping: >72%

female, d = 0.58, 95 % CI = 0.31 to 0.84, compared with, <72 % female, d = 0.75, 95% CI = 0.21 to 1.28.

2.4.6.3. Factors for which the majority of analyses showed a moderating effect on treatment

response

2.4.6.3.1. Outcome measures (8 analyses)

Six studies found that clinician rated measures significantly increased effect sizes as
compared with self-rated outcome measures. Engels and Vermey (1997) found the clinician-rated
Hamilton Depression Rating Scale (HDRS) (Hamilton, 1967) significantly increased effect sizes as
compared with all other outcome measures including self-rated outcomes such as the Becks
Depression Inventory (BDI) (Beck, Brown, Steer, & Weissman, 1991)and the Geriatric Depression
Scale (GDS)(Yesavage et al., 1983): HDRS d = 1.10; BDI d = 0.57; GDS d = 0.68. Paired t-tests showed
this to be significant: HDRS vs. BDI: Z=3.30, p=0.00; HDRS vs GDS: Z=1.56, p = 0.05. Pinquart and
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Sorensen (2001) also found that clinician rated measures significantly increased effect sizes as
compared with self-rated outcomes across a wide range of interventions: CBT, ES(sr) = 0.64, ES(cr) =
1.18; Psychodynamic therapy, ES(sr) = 0.79, ES(cr) =1.68; Reminiscence, ES(sr) = 0.44, ES(cr) =

0.66. Pinquart et al. (2006) similarly found clinician rated depression to be associated with larger effect
sizes for CBT: ES(sr) = -0.88, Es(cr) =-1.22. Wilson et al. (2008) using the weighted mean difference
(WMD) found that CBT was superior to active control as measured by the HDRS: WMD = -5.69,
95%CI = -11.04 to -0.35, N = 86) but not as measured by the GDS (WMD = 2.00, 95%CI =-5.31 to 1.32, N
= 80). Krishna et al. (2011) found that behavioural therapy was significantly more effective than
waiting list control as measured by the HDRS (ES =-0.95, 95%CI = -1.75 to -0.14) but not when
measured by the BDI (ES =0.19, 95 % CI =-0.82 to 0.45) or the GDS (ES =-0.10, 95 % CI =-0.86 to 0.37).
Samad et al. (2011) found behavioural therapy for older people significantly more effective than wait-
list (WL) control when measured by HDRS (WMD = -5.68, 95 % CI =-7.71 to -3.66, p < 0.001, n =117)
but not significantly different when measured by patient self-report measures GDS and BDI (SMD = -
0.52, 95 % CI=-1.35 to 0.30, p = 0.21, n = 117). Scogin and McElreath (1994) also report increased effect
sizes associated with clinician rated outcome measures (mean ES(cl) = 1.15, Z = 3.64, p <0.05,
weighted mean ES(cl) = 1.33) as compared with self-rated outcome measures (mean ES(sr) = 0.69, Z =
3.31, p<0.05, weighted mean ES(sr) = 1.10), however, they do not report the statistical significance of

this finding.

Two studies found that outcome measures did not significantly predict effect sizes. Cuijpers
et al. (2006) reported that effect sizes were comparable in studies using self-rating questionnaires and
those where depression was defined according to diagnostic criteria, although the methodology for
this analysis was not presented. Pinquart et al. (2007) reported overall effect sizes for self-rated and
clinician rated depression overlapping at the 95% confidence interval: ES(sr) = 0.84, 95 % CI=0.71 to
0.97; ES(cr) =0.93, 95 % CI=0.74 - 1.11.

2.4.6.3.2. Control used (six analyses)

Four of the six analyses examining the impact of the type of control found that active or
placebo controls were associated with reduced effect sizes when compared with no treatment or

waiting list controls.

Gorey and Cryns (1991) reported group therapy versus no treatment, yielded an effect size of
d = 0.68, compared with group therapy versus placebo d = 0.09. Unfortunately no details as to the
process of classifying controls or describing placebo interventions were outlined in the methodology,

thus making interpretation of this result difficult. Engels and Vermey (1997) reported that
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comparisons with placebo yielded significantly lower effect sizes than no-treatment controls (Z = 2.08
p =0.02, N = 16) however they note that mean age varied significantly between these two conditions
and non-psychological treatments were included in this analysis. Pinquart et al. (2007) also reported
weaker improvement in depressive symptoms in interventions with active placebo control groups as
compared with ‘other’ controls (3 =-0.53, t =-4.97, p <0.001). Similarly, Krishna et al. (2011) found
that behavioural therapy was effective for older people when compared with waiting list control (MD
=6.29, Z=4.63, p = 0.0001) but not more effective when compared with active controls (MD =-0.2, Z =

0.18, p = 0.86).

Two studies found that type of control used did not significantly alter effect sizes. Cuijpers et
al. (2006) found no significant difference in effect sizes between waiting list (d = 0.72), care as usual (d
=(0.75) and “other’ controls (d = 0.64). However, the study did not detail the nature of “other” controls
included, and did not undertake specific analysis between active placebo controls and non-active
controls. Pinquart and Sorensen (2001) did not find a significant difference between changes in
control groups using psychological placebo with changes in waiting list controls (self-rated

depression: g =0.12, 95% CI=0.00 to 0.24, compared with g =0.04, 95% CI =-0.03 to 0.11).

2.4.6.3.3 Severity/presence of depression (nine analyses)

2.4.6.3.3.1. Increased severity of depression associated with larger effect sizes.

Gorey and Cryns (1991) found that studies ‘narratively defined” as including mild, moderate
or severe depression showed significant variance in outcomes, with higher levels of depression
associated with higher effect sizes (mild, d = 0.14; moderate, d = 0.94; severe, d = 1.37). Bohlmeijer et
al. (2003) similarly found participants with elevated depressive symptoms showed greater mean

effect size (d = 1.23) than those without elevated symptoms (d = 0.37).

2.4.6.3.3.2. Participants reaching diagnostic thresholds for depressive disorder compared with

non-depressed participants.

Pinquart and Sorensen (2001) found significantly larger effect sizes associated with depressed
participants in comparison to non-depressed participants on both self-report and clinician rated
measures. Depressed participants showed mean effect sizes of ES(cr) =1.16, ES(sr) = 0.70, compared
with non-depressed participants: ES(cr) = 0.40, ES(sr) = 0.31. Samad et al. (2011) found that only
including studies with a formal diagnosis of depression in their analysis reduced the effectiveness of

behaviour therapy as compared with cognitive therapy on self-rated measures (All studies, WMD =
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0.23 versus only studies with formal diagnosis: WMD = 0.02) although this was not statistically

significant and only included a small number of trials.

2.4.6.3.3.3. Increased severity of depression associated with smaller effect sizes.

Pinquart et al., (2007) found weaker improvements of depressive symptoms associated with
studies including patients with diagnosis of major depression as opposed to other mood disorders:

minor depression, mixed depressive symptoms and dysthymia (B =-0.26, § =-0.22, t =-2.21, p <0.05).

2.4.6.3.3.4. Depression severity showed no moderating effect.

Four studies found that depression severity did not predict effect sizes. Scogin and McElreath
(1994) reported similar mean effect sizes when comparing studies including severe depression (ES =
0.76) with those only including mild or sub-clinical depression (ES = 0.79). Engels and Vermey (1997)
compared mild/moderate depression with severe depression and found depression severity to be a
non-significant predictor of effect sizes in both controlled (Z = 0.44, p = 0.33) and all studies with
artificial controls (Z = 0.83, p = 0.20). Cuijpers (1998) compared studies with a formal diagnosis of
depression with studies without this requirement and found a non-significant difference between
effect sizes: d =1.25 versus d = 0.9. The remaining meta-analyses did not undertake analysis of
depression severity. Cuijpers et al. (2006) comparing studies including only patients diagnosed with
major depressive disorder, (MDD) with studies including patients with a range of depressive
symptoms did not find any significant difference (MDD, d = 0.84, 95 %ClI, 0.56 to 1.11, versus ‘Other’
d =0.67, 95% CI, 0.49 to 0.85).

2.4.6.4. Factors which the majority of analyses found to be non- significant in predicting

treatment outcome
2.4.6.4.1. Treatment type (14 analyses)

Eight of the fourteen meta-analyses found that type of therapy did not predict treatment
response as measured by effect sizes. Gorey and Cryns (1991) did not present methodology for sub-
group analysis and it is therefore difficult to evaluate the validity of their findings. Scogin and
McElreath (1994) independently compared cognitive and behavioural approaches with ‘other
approaches’ (treatment orientations defined as: behavioural, cognitive, psychodynamic and eclectic).
Cuijpers (1998) compared CBT with ‘other therapies” and behaviour therapy with ‘other therapies’.

Bohlmeijer et al. (2003) compared reminiscence with life review. Cuijpers et al. (2006) compared CBT
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to ‘other treatments’. Wilson et al. (2008) compared cognitive with behavioural approaches and
cognitive with psychodynamic approaches. Peng et al. (2009) compared CBT with reminiscence
approaches. Samad et al. (2011) sub-divided the analysis according to self-rated and clinician rated
outcome measures and compared behavioural therapy with cognitive therapy and behavioural
therapy with brief psychodynamic therapy. None of the above comparisons revealed treatment type

to be a significant predictor of outcome.

Four meta-analyses found that type of therapy was significant in predicting outcome. Engels
and Vermey (1997) found that cognitive therapy (CT) and behaviour therapy (BT) were
independently more effective than therapies which were defined as both cognitive and behavioural in
their orientation (CBT). CT, d = 0.78; BT, d = 0.85; CBT, d = 0.12. Unfortunately the methodology for
classifying treatment orientation was not adequately reported so it is difficult to evaluate the
implications or validity of this finding. Engels and Vermey (1997) also found both cognitive and
behavioural approaches to be more effective than ‘other’ therapies, but the latter category included
poor quality studies examining non-psychological approaches making it difficult to draw any

meaningful conclusions from this analysis.

Pinquart and Sorensen (2001) found that CBT and Psychodynamic approaches were
associated with significantly higher effect sizes than reminiscence approaches: CBT, ES = 0.64, 95% CI
= 0.5 to 0.78; Psychodynamic therapy, ES = 0.79, 95% CI = 0.37 to 1.21; Reminiscence, ES = 0.44, 95% CI
= 0.30 to 0.58. Significant heterogeneity was noted in the findings for CBT but not psychodynamic
therapy. Pinquart et al. (2007) found reminiscence, and cognitive behavioural approaches to show
large effect sizes. Moderate effect sizes were found for psychodynamic therapy: Reminiscence, ES =
1.00, 95% CI = 0.73 to 1.27; Cognitive behavioural approaches, ES = 1.06, 95% CI = 0.87 to 1.26;
Psychodynamic therapy, ES = 0.76, 95% CI = 0.31 to 1.21.

Two of the studies (Cuijpers, 1998; Samad et al., 2011) that did not find treatment type to be a
significant predictor of outcome overall nonetheless found some evidence that treatment type was a
significant variable. Cuijpers (1998) found CBT to be a predictor of increased effect sizes with multiple
regression analysis whilst Samad et al. (2011) found that the effectiveness of behavioural therapy as
compared to cognitive therapy was reduced (although this did not reach significance) when studies
without a formal diagnosis of depression were excluded and outcome was measured via self-report

measures.
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2.4.6.4.2. Modality (seven analyses)

Modality (group or individual) was found not to be related to treatment outcomes in five out
of seven analyses (Bohlmeijer et al., 2003; Cuijpers, 1998; Cuijpers et al., 2006; Pinquart et al., 2007;
Scogin & McElreath, 1994). Two studies found therapy modality to be a predictor of treatment
efficacy. Engels and Vermey (1997) found individual therapy to be more effective than group therapy
ilndividual d = 0.76, group d = 0.38). However neither the relative quality of studies included in each
category nor the proportion of psychological/non-psychological studies contained within each
category were detailed, making it difficult to interpret this result. Pinquart and Sorensen (2001),
including only psychotherapeutic interventions, found individual interventions to be significantly
more effective than group interventions with both self-rated and clinician-rated outcome measures:

Individual, ES(sr) = 0.70, ES(cr) = 1.56; Group, ES(sr) = 0.44, ES(cr) = 0.68.
2.4.6.4.3. Age of participants (four analyses)

Three studies found that age was not significantly associated with effect sizes. Gorey and
Cryns (1991) report non-significance without supporting data. Regression analysis undertaken by
Cuijpers (1998) showed age to be a non-significant predictor of effect size across fourteen studies.
Regression analysis by Pinquart et al. (2007) also yielded non-significant results for age effects. Engels
and Vermey (1997) employed a methodology which included artificial controls and note that the
mean age of clients in the controlled studies was 70 years (range 65-81) and in the studies with
artificial controls, 64 years (range 52-68). Including all studies they found a non-significant
relationship between age and outcome (r = 0.03, p = 0.41, n = 28). However, only including studies
with real controls yielded a significant result with younger age associated with better outcome (r =

0.33, p=0.01, n = 20).

2.4.6.4.4. Study quality (five analyses)

Three studies found that study quality was not associated with effect size. Scogin and
McElreath (1994) found no correlation between study quality and effect size (r =0.19, n=14) in
treatment versus no-treatment or placebo comparisons. Pinquart and Sorensen (2001) divided studies
into three quality categories and found no significant relationship between study quality and effect
size (low ES = 0.35; medium ES = 0.56; high ES = 0.56). Bohlmeijer et al. (2003) identified high quality
studies and compared these with the remaining studies. They found that effect sizes overlapped
significantly at the 95% confidence interval meaning study quality was not a reliable predictor of

effect size: High quality: d = 0.92 (95% CI = 0.28 to 1.56); other studies: d = 0.60, (95% CI = 0.33 to 0.88).
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Two studies found a significant relationship between study quality and effect sizes. Gorey and Cryns
(1991) reported that effect sizes attenuated by two thirds as study quality increased from the lowest to
highest: F(3,18) =9.90, p <0.001. Pinquart et al., (2007) similarly found studies of higher quality were

associated with lower effect sizes. B =-0.23, t =-2.25 p < 0.05).

2.4.6.5. Factors only examined by one study

Gorey and Cryns, (1991) found smaller groups (<6 d=1.38) to be more effective than larger
groups (6-14, d = 0.81) and found that studies with more than a quarter of participants living alone
yielded a greater effect size than studies where less than a quarter lived alone (d = 1.42, compared
with d = 0.84, p = 0.041). However, methodology to control for potential confounding factors was not
evidenced. Pinquart & Sorensen (2001) examined the impact of therapist variables on outcome. They
divided interventions into those delivered by: graduate level therapists or paraprofessionals;
therapists with advanced degrees; therapists with advanced degrees plus significant gerontological
experience. The latter category was associated with significantly higher effect sizes (N = 108, mean ES
=0.81, 95% CI = 0.56 to 1.06) as compared with the other two categories. There was no statistical
significance found between the effect sizes associated with both graduate level paraprofessionals (N =
161, mean ES = 0.28, 95% CI = 0.07 to 0.28) and those with advanced degrees (N = 316, means ES =
0.40, 95% CI = 0.24 to 0.56).

2.4.7. Predictors of drop-out

Six studies included analysis of drop-out. Gorey and Cryns (1991) found that studies with
drop-out ranges of 0-15 % produced a higher mean effect size (d = 1.26) than studies with 16-50%
drop-out (d = 0.31). They infer that subject attrition was likely selective: those who may benefit most
being also those more likely to drop out. Cuijpers (1998), transforming the binary drop-out data to
undertake a regression analysis, found four significant variables which accounted for 94 % of the
variance (F = 28.47, p = 0.0002): group interventions (B = 0.36, SE = 0.06); CBT interventions (B = 0.29,
SE = 0.05); treatments with a higher percentage of female participants (B = 0.02, SE = 0.003);
interventions offering more sessions (B = 0.04, SE = 0.01). Variables that were not associated with
increased drop-out included individual therapy, behavioural therapy bibliotherapy, pre-test BDI
scores and age. Pinquart et al. (2007) also found higher dropout rates in group interventions (B = 0.49,
3=0.36, t=2.45 p = 0.05) and in longer interventions (B = 0.01, = 0.25, t = 1.99 p = 0.05). Mean age,
type of control condition, study quality, depression severity, therapy setting and presence of co-

morbidities were not correlated to drop-out.
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Wilson et al. (2008) found that CBT was associated with higher drop-out when compared
with control conditions (OR = 0.43). However this comparison showed significant heterogeneity (x?=
14.9, p = 0.01) and when compared with active controls CBT was not associated with higher drop-out
(OR =1.19). Comparing cognitive therapy with behavioural therapy and CBT with psychodynamic
therapy, treatment approach was not shown to predict drop-out. Peng et al. (2009) pooled the results
of drop-out across five studies examining treatment with anti-depressant medication with or without
psychotherapy and found that adjunct psychotherapy did not predict drop-out (OR =1.03, p = 0.92).
Samad et al. (2011) calculated the pooled drop-out ratio of cognitive therapy versus behaviour
therapy (OR = 2.04, 95% CI=0.87 - 4.78, p = 0.10) and for behavioural therapy versus brief
psychodynamic therapy (OR = 1.50, 95% CI = 0.32 — 6.96, p = 0.61). Both results were non-significant.

2.4.8. Relevant evidence from studies not included in the systematic review.

A non-systematic meta-analytic review by Kiosses et al. (2011) examined predictors of
treatment outcome and moderators of treatment effect in late-life major depressive disorder. They
reviewed four studies. Depression severity did not moderate outcome in two studies (Alexopoulos et
al., 2011; Arean et al., 2010), but showed significance in the other two: Thompson et al. (2001) found
that patients with high baseline depression, compared with patients with low baseline depression,
may have improved outcomes when treated with a combination of CBT and desipramine as opposed
to desipramine alone. van Schaik et al. (2006) found that patients with a high baseline depression
showed increased response to interpersonal therapy as compared with patients with low depression
scores. Elsewhere, in a meta-analysis which did not limit its criteria to late life depression, Payne and
Marcus (2008) found group psychotherapy to be less effective with older adults than with younger
cohorts. A recent meta-regression analysis which did not limit its analysis to late-life depression,
found no differential efficacy between CBT, problem solving therapy and inter-personal therapy for
both younger and older adults with depression. Employing a multivariate analysis which controlled
for participant characteristics, intervention and study design, no significant difference between
psychotherapy efficacy for younger and older adults was found, although the authors note that
heterogeneity was high in most analyses undertaken and warn that caution should therefore be

exercised in interpretation of these results (Cuijpers et al., 2009).

31



Section 2

| Systematic Review

Table 4: Summary of main findings and further analyses for included studies

Main Finding Further Analyses

Scogin &
McElreath
(1994)

Engels &
Vermey
(1997)

Cuijpers
(1998)

Pinquart &
Sorensen
(2001)

Bohlmeijer
etal.,
(2003)

Cuijpers et
al., (2006)

Psychosocial interventions more
effective than no-treatment or
placebo in decreasing depressive
symptoms in older adults. Effect size:
0.78

Overall effect sizes: Cognitive therapy
d=0.78; Behaviour therapy, d = 0.85;
Cognitive and Behaviour Therapy, d =
0.12; Psychodynamic therapy, d =
0.61

Psychological treatment for
depressed elders in the community is
effective: d = 0.77.

CBT and Psychodynamic approaches
were associated with significantly
higher effect sizes than reminiscence
approaches: CBT, ES= 0.64;
Psychodynamic therapy, ES = 0.79;
Reminiscence, ES = 0.44. However,
significant heterogeneity was found in
most analyses. The main effect for
psychodynamic therapy (self-rated
measures) was not subject to
significant heterogeneity.

Overall effect size for
Reminiscence/life review therapy d =
0.84 although test for heterogeneity
indicated significant variance
attributable to the systematic effects
of covariates.

Psychological treatments have
moderate to large effects on late-life
depression. Overall effect d = 0.72.

Neither type of therapy, severity of depression,
therapeutic modality, duration of therapy nor study
quality found to be associated with effect sizes.

Individual rather than group treatment and use of
clinician rated outcome (HRSD) rather than self-rated
(BDI/GDS) measures were significantly associated with
greater effect sizes. Comparisons with placebo yielded
significantly lower effect sizes than no-treatment or
waiting list controls. No evidence of moderating effect
for severity, age, gender, length of treatment. Those
with multiple complaints were found to respond less
well to treatment. Age: The mean age in controlled
versus uncontrolled studies differed significantly.
Including artificial controls in analysis yielded non-
significant correlation.

Regression analysis showed CBT to be a predictor of
increased effect size. Format, number of sessions,
depression severity, gender and mean age were non-
significant predictors. CBT not significantly more
effective when compared with other approaches. Drop
out significantly larger in: group interventions; CBT
interventions; interventions with more sessions;
conditions with a greater percentage of women.
Individual interventions, Interventions with depressed,
rather than non-depressed elders and use of clinician
rated (HRSD) rather than self-rated (BDI/GDS) outcome
measures were significantly associated with greater
effect sizes. Therapists with advanced degree plus
gerontological experience associated with significantly
higher effect sizes as compared with those with just
advanced degree / graduate / paraprofessionals.

Type of control, study length, study quality and setting
were not found to moderate effect sizes.

Larger effect in subjects with increased depressive
symptoms as compared to other subjects. All other
sub-group comparisons were non-significant and
overlapped at 95% Cl: Reminiscence versus life review;
high versus low quality; group versus individual;
community versus non-community; studies >72%
women versus <72% women; published versus
unpublished.

Equivalence of effect found between individual, group
or bibliotherapy formats and between CBT and other
types of psychological treatment. Severity of
depression did not predict outcome. The effects were
comparable between self-rated and clinician-rated
depression outcomes. No impact of control group on
effect size found.
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Pinquart
etal.,
(2006)

Pinquart
etal.,
(2007)

Wilson et
al., (2008)

Peng et
al., (2009)

Krishna et
al., (2011)

Samad et
al., (2011)

Psychotherapy and pharmacotherapy
did not show strong difference in
effect sizes: Both moderately large.

Self-rated depression d = 0.84.
Clinician-rated d = 0.93. Both showed
significant heterogeneity. CBT and
reminiscence yielded large effect
sizes. Psychodynamic therapy a
medium effect size.

CBT more effective than waiting list
controls. (WMD -9.85, 95% Cl -11.97
to -7.73) No significant difference
between psychodynamic therapy and
CBT.

CBT, Reminiscence and 'General
Psychotherapy' more effective than
placebo/no intervention in decreasing
depression scores.

Group psychotherapy was an effective
intervention for late-life depression
compared with waiting list controls
(very modest effect size). Group
intervention versus active
interventions did not reach statistical
significance indicating no effect of the
intervention versus all variations in
the active control conditions.
Behavioural therapy for older people
significantly more effective than
waiting list control when measured by
clinician-rated measure (HRDS)WMD
= -5.86 95%Cl -1.35 to 0.30 but not
significantly different when measured
by patient self-report (BDI & GDS):
WMD =-0.52 95%CI -7.71 to -3.66.

Greater clinician-rated depression improvement seen in
mild to moderate depression, for psychotherapy group
as compared with drug therapy. This was not found on
self-rated measures. Effect size for CBT as rated on
clinician-rated measures was greater than the effects of
other forms of psychotherapy. Results for self-rated
measures show similar trend but with significant
heterogeneity.

Weaker improvements of depressive symptoms were
found in studies with active control group; physical co-
morbidity; cognitively impaired patients; major
depression (versus other mood disorders); studies of
higher quality. Age, format, duration, outcome measure
used and treatment setting did not show treatment
effects. Higher dropout rates found in group
interventions and in longer interventions.

Bibliotherapy more effective than waiting list controls.
CBT superior to active control when using the HRSD,
but equivalent when using the GDS. Treatment
approach did not predict dropout.

CBT: SMD=-1.34.95% Cl, -1.89 to -0.79. Reminiscence:
SMD=-0.64. 95% Cl, -1.04 to -0.25. 'General
Psychotherapy': SMD=-1.00. 95% ClI, -1.40 to -0.59.

Waiting list control had significantly fewer losses to
follow up than intervention groups. HDRS outcome
measure found significant difference favouring the
group therapies compared to active controls but this
was not found with BDI and GDS outcome measures.

Excluding studies without a formal diagnosis of
depression at baseline reduced the effectiveness of
cognitive therapy compared to behavioural therapy (In
self-reported depression).

2.5. Discussion

2.5.1. Moderating factors: patient characteristics

With regards to moderators of treatment associated with patient characteristics, this study

confirmed results from previous reviews that have found no overall effect of gender or age on

therapeutic outcome (Department of Health, 2001b), but did not add significantly to our

understanding of how chronicity, relapse, and recovery may show variation across the age range

(Alexopoulos et al., 1989). Apart from age and gender, few patient characteristics were routinely
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coded by the included meta-analyses, reflecting the general paucity of such data historically reported
in primary studies. Clinical guidelines frequently identify the importance of tailoring therapeutic
interventions to fit with an individual’s unique presentation, however, research into the impact of
patient characteristics is not well-developed with much evidence from single studies without

replication (Department of Health, 2001b).

Beutler et al. (1991) found that depressed patients’ predisposing coping styles, significantly
predicted differential response to differing treatment modalities. In a small trial comparing 63
patients with major depressive disorder, ‘Externalising’ patients improved more than ‘internalising’
patients in cognitive therapy, whereas the latter improved more in response to supportive, self-
directed therapy. ‘High defensive’ patients showed greater improvement in supportive, self-directed
therapy, whilst ‘low defensive patients” improved more in cognitive therapy. Lower educational
achievement has been found to increase the risk of discontinuation in self-directed therapy, whereas
higher scores on a measure of ‘learned resourcefulness’ is a predictor of improved outcome in such
approaches (McKendree Smith & Floyd, 2003). Whisman (1993) found that depressed patients with
higher dysfunctional attitude scores showed poorer outcomes in cognitive therapy, whilst Piper et al.
(1998) found that reduced capacity for interpersonal relating was found to be associated with poorer

outcomes in psychodynamic therapy, as compared with supportive therapy.

Brand and Clingempeel (1992) reported that patients who had higher baseline positive social
behaviours, combined with reduced physical co-morbidity and increased contact with family
members, showed most benefit from group behavioural therapy for late-life depression. Allowing
patient’s to choose therapeutic modality was found to reduce drop-out, but had no impact on
outcome (Rokke et al., 1999). Little evidence currently exists with regard to the management of older

adults who would meet criteria for a diagnosis of personality disorder (Payman, 2011).

Meta-analytic investigation of which patient characteristics may function as moderators is
limited by the data collected by primary studies. When factors such as ethnicity, socio-economic
status and personality factors are not comprehensively detailed in primary studies, meta-analyses are
limited in the claims that can be made with regard to the generalisability of intervention effects.
Severity of presenting problem is the most frequent patient characteristic examined in moderator
analyses. Results from this review yielded contradictory results as to the relationship between effect
sizes and the severity of depression. The method of classification of depression severity within studies
is a likely confounding factor in this analysis and may explain some of the inconsistency. It is not
possible to establish for example, whether studies defined narratively as ‘mild” depression in one

study equate to a diagnosis of ‘dysthymia’ in another study. The analysis by Samad et al. (2011)
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revealed diagnosis of depression to show interaction with treatment approach, with inclusion of
studies with a criteria of major depression reducing the comparative efficacy of behavioural therapy
as opposed to cognitive therapy. However, very few studies were included in the analysis and it did
not reach statistical significance. The inconsistency of results regarding the impact of depression

severity on outcome found by the current review is reflected in the wider literature.

Increased severity of depression has been found to be associated with slower response to
treatment (Dew et al., 1997; Gildengers et al., 2005), poorer outcomes (Karp et al., 2005; Watt &
Cappeliez, 2000; Thase et al., 1997) or has not shown any significant relationship with outcome,
(Mintz et al., 1992; Lenze et al., 2001; Robinson et al., 1990). More recently, Driessen et al. (2010)
undertaking a ‘number needed to treat analysis” (Kraemer & Kupfer, 2006) found that, for less
severely depressed patients compared with controls such as pill placebos, clinicians would need to

treat eight patients, whilst for severe depression this number reduced to only three patients.

Poorer health has been found to be predictor of less successful outcome in younger adults but
not in older adults (Harpole et al., 2005; Hughes et al., 1993). This finding was not supported by this
current review, which found some limited evidence that co-morbidity may attenuate effectiveness of
interventions for late-life depression. However these findings were based on only two post-hoc
analyses and so little can be inferred with regard to the specific mechanism by which co-morbidities
may moderate treatment efficacy and claims with regard to the generalizability of these findings must

be tentative at best.
2.5.2. Moderating factors: treatment characteristics

The absence of a relationship between treatment duration and treatment effect found by this
review is perhaps surprising but is supported by previous findings (Molenaar et al., 2011; Robinson et
al., 1990). This review of meta-analyses did not find consistent support for the finding that individual
therapy is generally more effective than group approaches (Cuijpers, van Straten & Warmerdam,
2008). In addition, treatment setting was not found to have any measurable independent impact on
treatment outcomes. Only one study examined the impact of therapist experience, finding specific
gerontological expertise was associated with greater clinical improvement (Pinquart & Sorensen,
2001) a relationship also found by Cuijpers et al. (2008) undertaking a meta-regression analysis of
characteristics associated with effective psychological treatments of depression, who found that
studies with less experienced therapists yielded lower effect sizes. However in Pinquart and
Sorensen’s study (2001) it is not clear to what extent possible confounding factors such as therapeutic

alliance or adherence to treatment protocol were controlled for, making it difficult to critically
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evaluate claims made by other authors that variance within treatments due to therapist factors is

greater than variance between treatments (Crits-Christoph, 1997; Wampold & Serlin, 2000).
2.5.3. Treatment approach

Results from this review of meta-analyses indicate that neither direct comparisons between
treatment approaches nor meta-regression analyses yield consistent evidence for the superiority of
any one therapeutic approach. The failure to find differential treatment effects might be due to factors
associated with primary studies: they may be underpowered to detect the differential impact of
treatment approach (Kazdin & Bass, 1989; Norcross, 1995) or fail to adequately control for important
non-specific factors (Baskin et al., 2003). Alternatively it might be that the ‘active ingredients’
proposed by the various treatment approaches to be responsible for amelioration of depressive
symptoms may not be the primary factors in effecting change. The proposed meditational effect of
depressogenic cognitions posited by cognitive therapy for example, have been demonstrated in
analyses of mediating factors (Knoop et al., 2012). However, such mediation has not consistently been
found in the general adult population and the mediational effects of dysfunctional attitudes, as
measured by the Dysfunctional Attitudes Scale (Beck et al., 1991) has found to be reduced in older
adults (Whisman, 1993).

Reasons proposed to explain this age difference have included the impact of common factors
and but also the specific need to address hopelessness in late life depression (Floyd & Scogin, 1998).
Blazer (2003) in his comprehensive review of the literature for late-life depression proposes that the
equivalence of therapeutic efficacy found for various treatment modalities, may in fact be the result of
psychotherapeutic approaches sharing a central core mechanism: that of developing meta-cognitive
awareness (Teasdale et al., 2002). This is the process by which patients ‘step-back’ from negative
cognitions and begin to respond to them as mental events, rather than as the inherent aspects of the

self.

Other possible explanation for the discrepancy between the differential treatment effect
frequently reported in primary research, and the broad equivalence of effect often reported in meta-
analytic studies include the impact of investigator allegiance. Robinson (1990), reviewing the
literature across the age-range for treatments of depression, found that apparent differences in
efficacy between treatment modalities disappeared once the moderating factor of investigator
allegiance was included in the analysis. Although the adequacy of randomisation and concealment
was explored in a minority of included meta-analyses, Investigator allegiance was not explicitly

analysed as a potential moderating factor in any of the meta-analyses included in this review.
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2.5.4. Factors associated with study design

Two of the more robust findings of this study do not relate to variation in the clinical
intervention or the participant but the increase in effect sizes associated with use of clinician rated
outcome measures rather than self-rated measures and the use of waiting list control groups rather
than active or placebo controls. The latter finding is consistent with results from a recent meta-
regression analysis examining the characteristics of effective treatments for depression (Cuijpers et
al., 2008) which found that effect sizes were reduced in studies using treatment as usual or placebo
controls as opposed to waiting list controls. Although these findings do not directly shed light on
what might work for whom, they do highlight the need to critically evaluate the reactivity of outcome
measures and the adequacy of psychological controls when interpreting claims with regard to

treatment efficacy of specific interventions.

Another important factor to consider is the significant heterogeneity seen in most of the meta-
analyses seeking to differentiate between treatment approaches. This heterogeneity suggests that
treatment effects are, to some significant extent, associated with uncoded and possibly confounding

factors that remain poorly understood (Matt & Navarro, 1997).
2.5.5. Drop-out

With regard to predictors of drop-out, two meta-analyses found that patients were more
likely to drop out of group interventions rather than individual interventions but again it is not
possible to discern the impact of possible confounding factors or determine specific factors associated
with drop out (Davis & Hooke, 2006). Further replication of this finding would be required to

facilitate conclusions with regard to its generalizability.

2.5.6. Limitations of this study

The aim of this review was not to systematically review what is currently known with
regards what works for whom in late life depression, but rather to explore to what extent meta-
analyses have informed our understanding of this question. Systematic criteria were applied in order
to limit the risk of reporting bias. However, the focus on meta-analytic studies meant potentially
relevant studies were excluded. Examples include the non-meta-analytic review by Kiosses et al.
(2011) examining predictors of treatment outcomes and moderators of treatment effect in late-life
major depressive disorder. Similarly evidence from individual studies reporting predictors of

outcomes and moderating factors were also excluded, as was evidence from the expanding literature
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seeking to develop and adapt evidence-based psychotherapeutic interventions for older adults in the
context of conceptual and theoretical constructs of ageing (Knight & Poon, 2008; Laidlaw, 2001;
Laidlaw & McAlpine, 2008; Satre et al. 2006). This is a rich and expanding area which to date has been
theoretically driven, with only limited useful data emerging from meta-analytic studies that could

inform clinical and process issues within therapy.

The failure of this review to include an independent researcher to search, retrieve and screen
studies introduces a significant risk of bias. Reporting bias may also have been introduced to the
methodology of this study through the use of PRISMA checklist as a framework for evaluation of
study quality and risk of bias. Although a proportion of studies were independently assessed
according to the PRISMA guidelines quality rating was potentially a significant source of reporting

bias due to the subjective nature of this process.

The significant relationship found between publication date, increased reporting quality and
reduced analysis of predictors of outcome/moderating factors, indicates that reporting bias is likely an
important factor in critically evaluating the data. Two potential hypotheses could explain such a
finding. It may be that older studies, in the absence of quality reporting guidelines and with
considerable pressure on word-limits, may have simply failed to systematically report sound
methodology, focusing rather on reporting moderator analyses. Similarly, more recent meta-analyses,
with an increased requirement to report methodological factors systematically, may simply have

omitted examining moderating factors due to pressures of space.

Alternatively, if we hypothesize a true correlation between methodological rigour and
reporting rigour, we might conclude that sub-analyses were less frequent in later studies due to the
increased cognisance of the risks of type 1 and type 2 errors when undertaking sub-group analyses in
relatively small heterogeneous data sets. As such, unplanned post-hoc analyses that were potentially

undertaken in earlier studies may have been avoided in later, better quality studies.

How we interpret the relationship between date, reporting quality and number of moderator
analyses influences the degree of scepticism we bring to evaluating the validity of moderator analysis
in earlier studies. If we conclude the relationships are better explained as an artefact of reporting
conventions rather than methodological improvements, then we may be at risk of overvaluing
potentially unreliable data. Conversely if we believe that fewer moderator analyses were undertaken
in more recent meta-analyses due to appropriate methodological constraints being observed, then we
risk undervaluing earlier data that may indeed be robust. The present analysis rather than weight

studies according to reporting quality, has therefore sought to highlight some of the difficulties of
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such weighting by undertaking regression analyses to draw attention to the relationship between

these interconnected factors.

Another source of potential bias, and a limitation to this study was the focus on depression
ratings as the only measure of treatment effect. It could be argued that a narrow focus on symptom
reduction prevents comparison of treatment efficacy across other potential treatment goals in therapy,
such as quality of life, self-efficacy, personal insight or functional independence (Philips, 2009). It
could also be argued that a narrow focus on symptom reduction places essentially heterogeneous
depressive presentations along a reductive severity dimension, limiting the capacity for differential

treatment responses to be identified (Parker, 2004).

Choosing an inclusion criterion of studies with a mean age of 255 yrs must also be considered
a significant limitation of this study. This was undertaken because research in this area has tended to
recruit “young-old” samples. The alternative, more appropriate, cut-off at 265 yrs would have meant
excluding the majority of studies undertaken into late-life depression. Indeed, none of the included
meta-analyses set age inclusion criteria of 265 yrs. Referring back to Table 1, part 4, we can see that
only three studies used a 260 yrs cut-off, with eight studies using an age of =55 yrs or lower. Indeed,
three of the studies which met the criterion of mean age of participants of >55 yrs, actually set their
own inclusion criteria at 250 yrs. Although this current study and previous analyses (Department of
Health, 2001b) indicate that age may not be a significant predictor of therapeutic outcome, it is not
clear whether there may be other consequences and limitations of using data from ‘young-old’
cohorts to understand late-life depression. This systematic problem in late-life depression research
therefore means generalizing from current data to real-life clinical settings must be undertaken with

great caution.

Finally, this review excluded meta-analyses which focused explicitly on treatments for
depression in the context of significant medical co-morbidities. In light of the finding that the
presence of co-morbidities showed a consistent impact on effect sizes (albeit with only two included
analyses), the inclusion of studies that specifically addressed depression in the context of co-

morbidities would have broadened the relevance and scope of the studies.
2.5.7. Implications of this review

This review highlights a number of important factors for healthcare providers, users, and
policy makers. Firstly, psychotherapeutic interventions for late-life depression consistently show
moderate to high effect sizes thus efforts should be made to increase access to psychological therapies

for older adults who, to date, have experienced inequitable access to psychotherapeutic interventions
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as compared with younger adults (NHS Scotland, 2011; Age Concern, 2008; Bartels et al., 2002).
Secondly, this study demonstrates that our current understanding of moderating factors in treatments
for late-life depression is very limited. As such, this study points to the need for primary studies in
this area which employs larger sample sizes, systematically reports a much wider range of patient
and intervention factors and includes dismantling or additive designs that adequately attempt to
quantify the impact of potential moderating factors (Ahn & Wampold, 2001). Thirdly, this study
highlights a significant relationship between reporting quality of meta-analytic studies investigating
psychotherapeutic interventions for late-life depression, and both date of publication and number of
sub-analyses undertaken. It therefore highlights the need to critically evaluate claims with regard to
differential treatment efficacy made by included studies in light of potentially higher risk of bias in
older studies. Lastly, this review identified that psychotherapy effects appear to be attenuated when
outcome studies employ self-rated rather than clinician-rated outcome measures and when active
placebo controls are employed as opposed to comparisons with a no treatment groups. Implications
for study design and critical appraisal of outcome studies, include the need to further investigate and
refine psychological placebo conditions in order to more effectively discriminate differential efficacy
with intervention groups, (Baskin et al., 2003; Serfaty et al., 2011) and the need for authors to critically
appraise the sensitivity and suitability of outcome measures and their potential impact on estimations

of effect size (Helmreich et al., 2011).

Developing an empirical understanding of the specific factors which make psychotherapy
effective is far from straightforward. Ever since Smith & Glass (1977) undertook the first meta-
analysis in this area and found negligible differences in the effects produced by different types of
therapy, there has been a lively critical debate as to what exactly is working, and for whom, when
psychotherapy is evidenced to be effective. Two broad schools of thought have emerged: those who
claim that the evidence for differential efficacy of differing approaches is poor and that most
psychotherapeutic approaches demonstrate broad equivalence in efficacy due to shared and powerful
‘common factors’ (Lambert, 2005; Luborsky, 2002; Messer, 2002; Wampold, 2005) and those which
claim that the evidence for differential efficacy is well-established and linked to ‘specific factors’ that
can be codified and systematically applied, often using treatment manuals (American Psychological
Association, 1993; Chambless, 2002; DeRubeis & Crits-Christoph, 1998; Derubeis et al., 2005; Waltz et
al., 1993; Wilson, 1996). The latter ‘specific factor’ paradigm is perhaps a better fit with the empirical
methods and ontological assumptions of pharmaceutical research which seek to isolate the effect of
discrete biochemical agents and consider variables such as ‘dose response’, ‘active ingredients’ and

“placebo effects’.
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Such language is now commonplace in psychotherapy research and points to shared
methodological assumptions with regards to the ability to control for moderating and mediating
factors and ascribe changes in the dependent variable (usually reduction in symptoms) to changes in
the independent variable (usually treatment type). However, adequately controlling for hidden
confounding factors in psychotherapy research is far from straightforward (Dunn & Bentall, 2007). In
practice, this means it has been easier to demonstrate a particular intervention works in a particular
circumstance than it has been to demonstrate that a ‘common factor’ is the shared independent
variable across varying approaches in differing circumstances. It could be argued that rejecting the
null hypothesis that specific ingredients are not responsible for treatment effects (Wampold, 2005)
requires modelling treatment effect heterogeneity in such a way that treatment outcome can reliably
and independently ascribed to discrete and measurable variables. It could be further argued that
such rejection of the null hypothesis is an important first step in understanding not only ‘what’ is

working in psychotherapy but also ‘how” it might be working.

One perhaps unfortunate consequence of the methodological complexity that such an
understanding seems to demand is the reductive focus on ‘treatment type’ and the emergence of what
some have called a ‘search for winners’ (Stiles et al., 1986) with competing ‘brand-name’ therapies
(Scogin et al., 2005) seeking to demonstrate relative superiority over each other. This emphasis on
type of therapy has tended to de-emphasize the dilemma that establishing causality is far harder
than demonstrating mediator status (Kraemer et al., 2002) and perhaps hindered rigorous research
which seeks to experimentally define and manipulate both moderating and mediating factors in order

to better understand potential common factors.

Meta-analytic investigation is not well suited to shedding light on the specific mechanisms of
psychological change involved in treatment efficacy. Nonetheless to the extent that meta-analyses can
reveal information about what might predict and moderates treatment response for specific disorders
in specific patient groups they promise to facilitate the discrimination between moderators of
treatment and mediators of treatment: i.e. separating those factors which might be the necessary
conditions for a treatment to work from those factors which help elucidate how and why treatments
works (Kraemer et al., 2002). Other approaches are better suited to examining questions with regard
to mediating factors. Dismantling studies separate the existing components of effective therapies and
seek to quantify to what extent each component is responsible for clinical change whilst experimental
studies manipulate discrete independent variables thought to be active agents in therapeutic change
and record any correlation with symptom change (Watkins, 2009). The use of dismantling studies and

designs tailored to identify potential moderating and mediating factors (Kuyken et al., 2010; Labelle
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et al., 2010; Lemmens et al., 2011; Warmerdam et al., 2010) are useful recent developments in
psychotherapy research which may increase our ability to reject the null hypothesis that specific

ingredients are not responsible for treatment effects.

The first systematic analysis of the efficacy of psychosocial interventions for late life
depression concluded that it could be reported with some confidence that psycho-social interventions
were effective for depression in late-life, but that the “elusive active ingredients’ and mechanisms of

this efficacy were still poorly understood (Scogin & McElreath, 1994 p.73).
2.6. Conclusion

The current review has sought to assess to what extent meta-analyses have increased our
understanding of what predicts or moderates treatment effects in late-life depression. In summary, it
has failed to find consistent or robust data indicating a clear role for identifiable factors that might
predict or moderate treatment efficacy, neither has it found a robust link between outcome variance
and specific treatment approaches. With regards the question of how reliably evidence from
controlled research can be generalized to clinical populations, (Barkham et al., 2008) the current
review found that little information can be been gleaned with regard to the specific needs of people of
differing socio-economic status, those of differing ethnicity or cultural heritage, or the older old. This
study has therefore highlighted, not only a need for more high quality studies to be undertaken with
clinically representative older populations (Shadish et al., 2000), but also for future research to
systematically explore both potential moderating and process factors within their experimental

design .
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¢ No consistent relationship between study quality and outcomes.

¢ No consistent relationship between depression severity or age and outcomes.

¢ Treatment setting, duration and gender of participants did not moderate outcomes.

¢ Patient-rated measures yielded smaller effect sizes than clinician-rated measures.

e Comparison with active controls yielded smaller effect sizes than waiting list controls.

2.7. Highlights

(3-5 bullet points, maximum 85 characters, including spaces, per bullet point: See Appendix 1)
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3. Thesis Hypotheses

The preceding systematic review excluded meta-analyses examining psychotherapeutic treatments
for older adults with specific underlying somatic diseases. Such studies were excluded to reduce the
potential confounding impact of specific illnesses on the assessment of general treatment outcomes
and moderating factors in psychotherapeutic treatments for late-life depression. However, late-life
depression most frequently occurs in the context of chronic medical illness and cognitive impairment
(Alexopoulos, 2005) and randomized controlled trials such as those included in the previous study,
are not typically composed of clinically representative samples. It could therefore be argued that the
findings of the previous analysis are limited with regard to drawing generalized conclusions about a

clinical population where co-morbid illness is common.

Clearly, understanding the relationship between co-morbidity and depression is a key goal in
effectively designing interventions for this age group. Cognitive behavioural therapy has been the
most comprehensively evaluated intervention for late-life depression and has the strongest evidence
base amongst psychological therapies (Bartels et al., 2003; Gatz, 2007; Laidlaw, 2001; Scogin et al.,
2005). Numerous studies have been undertaken examining the efficacy of CBT to treat depressive
symptoms in older adults with co-morbid physical illnesses. However, to date there has been no

attempt to synthesize this data in a meta-analysis.

One of the challenges of undertaking such an analysis is the considerable heterogeneity in patient
characteristics and intervention that such a synthesis would likely involve. However, one of the
benefits of undertaking such a study would be its potential to inform our understanding of the
effectiveness of CBT for depression in older adults across a diversity of physical illnesses, and as such,

present data with regards the generalizability of CBT to real-life clinical settings.

The preceding review found some limited evidence to suggest that co-morbidity may moderate
treatment efficacy in late-life depression. The meta-analysis in section 5 therefore aims to examine the
effectiveness of CBT for late-life depression in people with a diversity of underlying physical
illnesses. Results will be discussed in light of comparative evidence developed with AWA and
critically evaluated with regards to validity issues associated with the meta-analytic methods

undertaken.
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4. Psychotherapeutic Interventions for Late-life Depression: Evidence Based Practice in

Context.
4.1. Introduction

Evidence based practice (EBP) has been described as the integration of individual clinical expertise
with the best external clinical evidence from systematic research (Sackett, 1996). The aim of EBP is to
increase the application of clinical interventions that are known to be effective, and identify and end
practices that are discovered to be ineffective. Empirical support for clinical interventions can be
derived from a wide-range of sources. Well-designed, sufficiently powered randomized controlled
trials which have been replicated by independent investigators represent the best primary evidence
for the efficacy of any particular intervention. Systematic and meta-analytic reviews of such studies
further extend our understanding of potential moderating factors and enhance our ability to draw

conclusions about how such data can be generalized to broader clinical populations.

However, although such studies are vital in developing an empirical understanding of what might
work for whom in clinical practice, in many areas, including late-life depression, there are
considerable practical difficulties in implementing such rigorous methodologies with representative
patient groups. Such limits have meant that controlled trials of interventions for late-life depression
have disproportionately tended to recruit young-old, healthy, white participants, (Karel &
Hinrichsen, 2000) limiting the degree to which the evidence generated by such studies can be reliably

generalized to real life clinical settings.

Organisations such as the American Psychological Association (APA) National Institute for Health
and Clinical Excellence (NICE) and the Scottish Intercollegiate Guidelines Network (SIGN) have been
key drivers of the implementation of evidence-based practice. Clinical guidance produced by such
bodies presents best-practice recommendations based on systematic reviews of the evidence base.
However, the absence of evidence for a particular intervention is by no means evidence of its
ineffectiveness, and inevitably the evidence-base for some psychological therapies has been more
extensively studied than for others. Although the erroneous conflation of lack of evidence with
ineffectiveness is explicitly acknowledged and warned against in such guidance, it has been argued
that there has been a disproportionate emphasis on particular therapeutic modalities being endorsed
by organisations such as NICE (New Savoy Partnership, 2011). Gaps in the evidence base not only
occur due to the absence of eligible trials for specific approaches, but also frequently reflect a
poorness of fit between the demands of empirical criteria and the actual clinical needs being met in
health and social care settings. Margaret Gatz (2007) highlights the fact that in practice settings with

older adults, combinations of pharmacotherapy and psychotherapy may be frequent, interventions

56



Section 4 Late-life Depression: Evidence Based Practice in Context

for emotional disorders may involve concurrent environmental adaptations and systemic
interventions with care-givers, and individuals may present with a range of physical and cognitive

co-morbidities.

Tailoring interventions to best meet the clinical needs of a diverse and heterogeneous client group
such as depressed older adults, therefore involves not only drawing upon evidence generated from
high quality clinical trials, but also integrating insights from gerontological theories of aging and
understanding to what extent evidence generated for other groups, for example adults of working

age (AWA), can be applied to this population. Synthesizing individual clinical expertise with the best
external clinical evidence from systematic research therefore requires an understanding of some of the
unique challenges faced by depressed older adults and specifically what might distinguish late-life
depression from depression in other age groups. The next section will therefore examine important
contextual factors which might differentiate the experience and presentation of depression in older
adults, before reviewing the evidence-base for late-life depression and those approaches considered

to have been demonstrated as efficacious treatments.
4.2. Late-life Depression: A Complex Picture

Laidlaw (2001) has warned against the perception that depression is a natural response to old-age.
This ‘fallacy of good reasons’ (Uniitzer et al., 1999) and the resulting risk of ‘therapeutic nihilism” is
perhaps beginning to be challenged (Teri et al., 2004) but may be a factor in understanding why
depressed older adults continue to receive poorer care than their younger counterparts (Bartels, 2002).
Hliffe (2009) points out that seeing late-life depression as an understandable response to the challenges
of aging risks confusing the natural human response of “‘sadness” with clinically significant depressive
symptoms. However, making sense of emotional suffering in late-life involves acknowledging the
many challenges that may be encountered. Older adults face an increased likelihood of experiencing
physical ill-health, dementia, chronic pain and neuropsychological changes. In addition role
transitions, social isolation, and personal loss are often more salient. Contextual stressors, such as the
increased likelihood of experiencing long-term residential or hospital care are also common. Sadavoy
(2009) draws attention to the complex and reciprocal interplay between personality, physiology,
neuroimmunological changes, environment and life events that need to be considered when assessing
and treating late-life depression. He describes the five C’s of working with older adults as complexity,
chronicity, co-morbidity, continuity and context: highlighting the need for clinicians to be able to
formulate a sensitive and detailed understanding of late-life depression in light of a broad range of
relevant factors. Fiske et al. (2010) similarly describe a ‘life span developmental diathesis stress model’

and emphasize that, to adequately account for the reduced prevalence of major depression seen in
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later years, there is a need to understand both risk and protective factors associated with advancing

years.
4.2.1. Prevalence and severity of depression in late-life

Depression is a heterogeneous and broad diagnosis and estimates of prevalence vary considerably
depending on the severity of depression assessed and measures used. A number of depressive
disorders are described in the Diagnostic and Statistical Manual for Mental Disorders: fourth edition
(American Psychiatric Association, 2000) and the International Classification of Diseases 10t revision
(World Health Organisation, 1992) ranging from major depressive disorders to mild depression and
dysthymic disorders. Reviewing thirty-four studies, Beekman et al. (1999) presented estimates of
depression in community dwelling older-adults ranging between 0.4 and 35 per cent. A prevalence of
1.8 per cent for major depression and 9.8 per cent for minor depression was found, whilst depressive
symptoms deemed “clinically significant’ yielded an average prevalence of 13.5 per cent. ‘Clinically
significant” in this context remains somewhat ill-defined. Some researchers, finding that functional
impairment increases linearly with symptom severity, identify clinically significant symptoms above
a certain, sub-syndromal, threshold on depressive symptom checklists (Judd & Akiskal, 2002). Such
approaches propose a dimensional rather than categorical quality to depressive conditions (Slade,
2007). Other taxometric investigations conversely support a categorical model of major depressive

disorder (Ruscio et al., 2007).

Such nosological questions as to whether depression is a homogenous (dimensional) disorder or
heterogenous (categorical) disorder are relevant because community dwelling older adults
consistently show reduced prevalence rates for major depression as compared with those found in
adults of working age (Hasin et al., 2005; Kessler et al., 2003), whilst also showing increased rates of
sub-threshold, clinically significant symptoms (Fiske et al., 2010). It has been proposed that this
pattern is may be artefact of the diagnostic criteria for major depressive disorders which emphasize
dysphoria: a symptom less readily endorsed by older adults, whilst requiring clinicians to exclude
symptoms that may be attributed to recent bereavement or medical condition, both factors more
common in later years (Fiske ef al. 2010) Conversely, depressive symptom checklists also often include
symptoms associated with ill-health or bereavement, possibly increasing the risk of inflated sub-
threshold depression scores (Blazer, 2003). Others have argued that reduced prevalence rates
observed for major depression, rather than reflecting artefacts of diagnostic practices or differences in

cohort attributions, actually reflect protective factors associated with ageing (Blazer, 2010).
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Despite the ongoing nosological debate the impact of clinically significant depressive symptoms are
not in doubt. Blazer (2003) reports approximately 15 per cent of community dwelling older adults to
be experiencing clinically significant depressive symptoms, whilst a report of the surgeon general
(U.S. Department of Health and Human Services, 1999) noted a higher prevalence and impact of ‘sub-
threshold” symptoms characterising this age group. Sub threshold symptoms are often chronic
(Beekman et al., 1999) and an estimated 8-10 per cent of older people with such symptoms go on to
develop ‘major depression’ (Blanchard, 1996). For older adults, the burden of ‘sub-threshold’
symptoms can be as disabling as major depression, with comparable levels of functional impairment
(U.S. Department of Health and Human Services, 1999), disability days and impact on self-rated
health (Blazer, 2003; Hybels et al., 2001). The increased recognition that depressive symptoms below
the DSM-IV and ICD-10 threshold criteria can have considerable impact on functioning is now
reflected in evidence-based treatment recommendations (National Institute for health and Clinical
Excellence (NICE), 2009). Sub-threshold symptoms have been found to be correlated with a prior
history of depression, neuroticism, poor physical health and disability (Blanchard, 1996) and occur

more commonly in long-terms care settings than in community settings (Meeks et al., 2011).

Beekman et al. (1999) found higher prevalence rates of depression for women and those older adults
experiencing adverse socio-economic circumstances. Prevalence rates of 16 per cent were found in a
London inner-city sample where around two-thirds of the sample group were female (Livingston et
al., 1990) Medical burden, low social support and disability have also been identified as important
risk factors (Meeks et al., 2011) with depression estimated to be at least twice as frequent among
patients in hospital or nursing homes (Baldwin & Wild 2004) with a recent report by Age Concern
(2008) estimating that two in five care home residents experience depression. Gellis et al. (2007) found
a prevalence rate of 13.7% for major depression and 27.5% for clinically significant depressive
symptoms in community dwelling older adults receiving care at home. Osborn et al. (2002) found a
prevalence rate of 13.1 per cent for community residents aged 75 and over, whilst Stek et al. (2004)
found even higher prevalence rates (15.4 per cent) in the oldest-old living in the community. For this
older group depression was correlated with cognitive and functional impairment. However, although
depressive symptoms appear more commonly in the oldest old, when prevalence rates are adjusted to
account for the higher proportion of women, physical disability, lower socio-economic status, and
cognitive impairment, no significant correlation between increased age and depression is found

(Blazer et al., 1991)
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In summary, whilst rates of major depressive disorder seem to be less prevalent in older adults, the
burden and prevalence of mild and sub-threshold symptoms may be disproportionately higher in this
age group. Despite the high prevalence of such clinically significant depressive symptoms in older
adults, the detection rate of depression in primary care has been found to be very low, (Crawford et
al., 1998) with depression remaining worryingly under-diagnosed and under-treated (Age Concern,

2008; Bruce et al., 2002; Lebowitz et al., 1997; Royal College of Psychiatrists, 2011; Wilson et al., 2008).
4.2.2. Cohort specific risk factors

Factors which increase the risk of developing depression for AWA continue into later life, including
being female, socially isolated, unmarried, poor, and having a previous history of depression
(Bisschop et al., 2004; Meeks et al., 2011; Uniitzer et al., 1999) Further risk factors disproportionately
faced by older adults include loss and bereavement, sleep disturbance, and disability (Cole &
Dendukuri 2003) with the risk of depression particularly elevated amongst elder carers of others with
serious medical or conditions (Russo et al., 1995). The death of a spouse increases the risk of
developing major depression and impacts particularly on older adults who have reduced social
support or live alone (Knight & Poon, 2008). The increased likelihood of significant physical co-

morbidity and neurobiological change are also significant factors.
4.2.3. Cohort beliefs, expectations and attributions

Today’s older adults seek psychological support less readily than their younger counterparts but this
may be changing as attitudinal differences have been observed across older adult cohorts, with
younger members expressing more positive attitudes to mental health services than their elders
(Currin et al., 1998; Segal et al., 2005). It is relatively rare for older adults with depression to be offered
psychological interventions (Baldwin & Wild 2004) but one large scale RCT found that, when
treatment options are offered, at least half of older people experiencing depression expressed a
preference for psychological treatment over drugs (Unditzer et al., 2002): a preference confirmed by a
number of previous studies (Arean & Cook, 2002; Landreville et al 2001; Rokke & Scogin 1995).
Landreville et al. (2001) found that severity of depressive symptoms affected the acceptability of
differing treatment modalities: Cognitive therapy and cognitive bibliotherapy were rated as more
acceptable than anti-depressant medication for patients with mild to moderate depression, whilst
cognitive therapy was rated as more acceptable than both anti-depressant medication and cognitive
bibilotherapy for severe depression. Similarly, Hanson and Scogin (2008) found that older adults
expressed a preference for combination of psychotherapy and anti-depressant medication rather than

medication alone for treatment of late-life depression.
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In a study comparing community based cognitive behavioural interventions with younger and older-
adults, older adults demonstrated a relative preference for non-pharmacological interventions and
had significantly better attendance and drop-out rates. Efficacy of intervention was comparable across
the age range including those over seventy-five (Walker & Clarke, 2001). The authors note that the
relative increased engagement of older adults in this study may have been due to the availability of
home assessment. Practical and physical barriers to engagement have been proposed as contributing
factors to the inequitable service provision and relative underutilization of mental health services in

late life (Yang & Jackson 1998).

Compared with adults of working age, older adults are more likely to underestimate and downplay
depressive symptoms or ascribe them to physical complaints (Blazer, 2003; Robb et al., 2003). They are
also less likely to report sadness as the predominant feature during a depressive episode (Lebowitz et
al., 1997). Among the older-old (80+ years) subjective well-being is less correlated with physical and
functional health than for those between 60-80 years of age. In fact, for the older-old, subjective well-
being and mental health are more closely correlated than for their younger counterparts (Pinquart,

2001).
4.2.4. Risk of suicide

Suicidal ideation is closely associated with severity of depressive symptoms in older adults
(Alexopoulos et al., 1999) with major depression a significant predictor of suicide in this age group
(Waern et al. 2002). Older adults are almost twice as likely to commit suicide than AWA (Alexopoulos,
2005) and this elevated risk is largely due to increased rates amongst elder white males. (Kung et al.,
2008) Although suicidal ideation decreases with age, older people are more likely to act on such
thoughts with fatal consequences (Beeston, 2006, Conwell et al., 1998; Conwell et al., 2002). Depressive
syndromes are found in 80 per cent of those over 74 years who commit suicide (Conwell et al., 1996)
and the risk of suicide is shown to be increased for those experiencing minor depression or dysthymic
disorder (Conwell et al., 2002). Hawton and Harriss (2006) following up 700 older people admitted to
hospital following a suicide attempt, found physical health problems to be the most frequent life
problem associated with the admission (46.1%). Social isolation, relationship problems and
bereavement and loss are other common life problems associated with suicide attempts in older
adults (Harwood et al., 2006; Hawton & Harriss, 2006) with disruption of inter-personal relationships
associated with risk of suicide independently of depression severity (Alexopoulos, 2005). Hirsch and
Duberstein (2009) seeking to understand the relationship between suicidality, depression and

physical health problems in older adults, found that amongst almost 2,000 primary care patients,
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positive mental health was a significant protective factor in reducing suicidality for older adults

experiencing physical health problems.

4.2.5. Co-morbidity and neurological changes

Perhaps the most important factor to understand in assessing and treating late-life depression is its
relationship with physical illness and disability. Functional impairment and medical co-morbidity
increases the risk of depression across a wide range of disorders including diabetes (Blazer, 2002)
chronic obstructive pulmonary disease (Yohannes et al., 1998) heart conditions (Ariyo et al. 2000)
Depression predicts both cardiac morbidity and mortality (Carney 2003) and has been found to be
associated with reduced bone mineral density, and increased risk of osteoporosis (Robbins et al.,
2001). A number of possible physiological mechanisms for the association between depression and
chronic ill-health have been explored. Depression often involves reduced appetite which can lead to
reduced resilience and frailty (Blazer, 2003). A “vicious cycle’ has been proposed in which chronic
pain may cause reduced deep stage sleep, worsening depressive symptoms, which then in turn
further impact on sleep patterns thus reducing energy and motivation and to undertake protective
activities such as moderate exercise (Uniitzer et al., 1999). Increased platelet activation has been
observed in depressed patients, indicating a possible mechanism for increased risk of ischaemic
damage (Whyte ef al. 2001) whilst impaired immune response has also been observed in elders

experiencing chronic mild depressive symptoms (Blazer, 2003).

Patients experiencing their first episode of depression in later life are likely to have a more chronic
course than those of the same age with a recurrent presentation, and such late onset depression has
been associated with neurobiological changes, specifically white matter hyperintensities and
ventriculomegaly (Lebowitz et al. 1997) Possible neurobiological links have been proposed between
stroke and depression (Baldwin & Wild 2004) and around a fifth of Alzheimer patients are estimated
to experience major depression (Blazer, 2003). Depressive symptoms thought to be linked to vascular
changes in the brain, so called ‘vascular depression,” (Alexopolous et al., 1997) have been linked with
specific deficits in executive functioning (Steffens 2004) and other structural brain changes including
enlargement of lateral ventricles; cortical atrophy; increased likelihood of basal ganglia lesions and
reduced putamen and caudate (Uniitzer et al., 1999). Co-morbid cognitive dysfunction increases risk
of mortality in depressed older adults (Kane et al., 2010). Some authors have proposed that medical
co-morbidities such as Parkinson disease, thyroid pathologies and diabetes, amongst others, can
function to mask depression (Colasanti et al., 2010) with depressive symptoms erroneously ascribed to

medical complaints. It is suggested that this ‘masked depression’ can be particularly important when
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considering that older people who may meet the criteria for a depressive condition are themselves

more likely to report somatic complaints rather than mood disturbance (Christensen ef al., 1999).
4.2.6. Cohort specific protective factors

Wisdom has long been a quality traditionally associated with advancing years, and more recently a
subject for empirical study (Baltes & Staudinger, 2000). Despite the high incidence of physical illness,
social isolation, and personal losses often encountered in late-life, lower rates of major depression are
consistently found in older adults as compared with AWA. Theories of wisdom and emotional
development across the lifespan have been one means to understand this apparent paradox (Blazer,

2010).

Baltes & Staudinger (2000) have defined and operationalised qualities which might be associated with
wisdom: recognising and managing uncertainty; placing concerns and worries within a lifetime
temporal perspective; acknowledging and accept the relativity of values; drawing upon a rich store of
procedural and factual knowledge to solve problems. Such qualities might be understood to
moderate the impact of difficult life circumstances and represent important protective factors that
may develop with advancing years. (Windle & Woods 2004) found that a sense of environmental
mastery mediated the impact of deteriorating physical health and housing concerns on overall life
satisfaction whilst Baltes and Baltes (1990) have proposed that “successful ageing” may involve the
selection of appropriate goals, the optimization of current skills to minimise losses and the adoption
of alternative strategies to compensate for changing abilities (SOC model). Socioemotional selectivity
theory (Carstensen et al., 2000) proposes that limits on perceived available time leads to the
prioritizing of emotional goals: with increasing years, comes greater awareness of the finitude of life
and an increasing motivation (and hopefully capacity) to engage with goals or activities which are
emotionally rewarding in the present rather than activities which defer satisfaction in the service of
long-term goals or responsibilities. One consequence of the development of such skills may be
improvements in emotional regulation. Older adults have been found to be less reactive than younger
adults to distressing event, particularly inter-personal stressors (Neupert et al., 2007) and have been
found to experience less affective reactivity than younger adults when faced with cognitively

challenging tasks (Chow et al., 2007).

In addition to demonstrating improved emotional regulation when dealing with the usual stressors of
day-to-day life, Blazer (2010) draws attention to the fact that many of the more significant challenges
of late-life are to some extent anticipated. As such older adults may be better prepared, both

emotionally and practically, for personal losses and impaired functioning and thus demonstrate
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greater resilience and acceptance. For individuals who are able to foster such positive attitudes
towards late life, the potential challenges and losses may engender reduced cognitive dissonance and

reduced subjective dissatisfaction with physical decline (Ron, 2007).
4.2.7. Summary

Considering whether depression in late life is somehow distinct, it is perhaps important to
acknowledge that whilst the qualitative experience of depression as an older adult may indeed vary
from that of a younger adult, such differences should not be considered to be consequence of any
normative developmental or aging processes but due to the fact that depressed elders face different
challenges than their younger counterparts: They are more likely to experience medical co-
morbidities, neurobiological changes, sleep disturbance, functional impairment, disability and loss,
all of which increase the risk of developing depression. As we have seen, for those living in the
community, depressive disorders are no more frequent in late life than in midlife (Blazer, 2003),
however the impact of sub-threshold depressive symptoms may in fact be greater in this age group,
and the risk of suicide much increased. For individuals experiencing long-term residential or hospital
care the risk of depressive symptoms is much greater. As previously noted, research studies on late-
life depression have tended to focus on relatively young, white, well educated, healthy cohorts (Karel
& Hinrichsen, 2000) and there is therefore a need for studies which more specifically address how
age-associated factors impact on late-life depression in ‘real-life’ community and clinical settings

(Bartels et al., 2003).
4.3. Late-life Depression: The Current Evidence Base

As reported in the preceding systematic review, meta-analytic studies have found a range of
psychotherapeutic interventions to be more effective than treatment as usual in treating late-life
depression. Results from the review also show that, where analyses are undertaken comparing the
relative efficacy of differing treatment approaches, they tend not to find evidence for the superiority
of any particular approach. Possible reasons for this were touched upon in the preceding review and
reflect the fact that the preponderance of outcome variance in trial data is not usually accounted for
by the differing treatments themselves (Scogin et al. 2005). However, relative equivalence of efficacy
in meta-analytic studies does not necessarily mean relative equivalence in the quality of evidence that
generated this data. One way to assess the quality of empirical support for a particular intervention
and so critically evaluate the outcome of such meta-analytic findings has been to establish criteria by
which to code the empirical rigour of primary studies. Such criteria have been developed by the
American Psychological Association in America (Chambless & Hollon 1998) and bodies such as NICE

and SIGN in the UK. Interventions are assessed as ‘evidence-based” depending on whether studies
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demonstrating their efficacy reach certain quality thresholds and are adequately replicated (Yon &
Scogin 2007). The first attempt to undertake an assessment of the evidence for late-life depression was
undertaken by Gatz et al. (1998) using the American Psychological Association’s criteria (Chambless &
Hollon, 1998) for assessing efficacy of psychosocial interventions. They concluded behavioural,
cognitive, brief psychodynamic therapy and life review/reminiscence were ‘probably efficacious.” To
reach the threshold for “well established,” an intervention was required to out-perform a good quality
psychological placebo or control treatment or demonstrate equivalence to an already well established
intervention. A subsequent review by Arean and Cook (2002) found Cognitive Behavioural Therapy
(CBT) , Problem Solving Therapy (PST) and the combined effect of IPT with medication (CAMP-IPT)
to be efficacious in treating ambulatory older adults with major depression, noting that brief
psychodynamic therapy (BPT) required only one additional independent trial to be considered an
efficacious treatment according to the criteria developed by Chambless and Hollon (1998). An update
of this review (Mackin & Arean, 2005) concluded that BPT in addition to CBT, Reminiscence Therapy
(RT), and the CAMP-IPT had achieved evidence-based status.

In the context of criticism that the American Psychological Association’s original system was
insufficiently codified or transparent, the guidance was refined and simplified from a two-tier model
(“probably efficacious” and ‘well-established’) to a single-level endorsement of ‘beneficial’. Scogin et al.
(2005) applying these updated criteria identified six psychological treatments they considered
showed sufficient evidence of efficacy to be classed as evidence-based treatments for late-life
depression: behaviour therapy, cognitive behaviour therapy, cognitive bibliotherapy, problem solving
therapy, brief psychodynamic therapy and reminiscence therapy. Subsequently, an independent
interdisciplinary expert panel convening in April 2006 to develop recommendations for community-
based treatment of late-life depression (Frederick et al. 2007) found that there was only sufficient

evidence to recommend depression care management and individual CBT.

The development of evidence-based lists which create dichotomous groups of ‘unsupported” or
‘supported’ treatments has been criticised on both pragmatic and theoretical grounds (Beutler, 1998;
Westen & Bradley 2005). Westen et al. (2004) argue that data from meta-analytic studies consistently
points to the need for a more nuanced assessment of treatment efficacy, and argue there is a poorness
of fit between the demands of RCT methodology and most psychotherapeutic interventions (with the
notable exception of exposure-based treatments for specific anxiety symptoms). Beutler (1998) points
out that, in part, the endorsement of named, manualised therapies, emerged in response to changes in
health care funding in the United States and was therefore not entirely driven by empirical or clinical

demands. Scogin et al. (2005) point out that criticism of such practices has been somewhat less
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vociferous in the area of gerontology and proposes that this has been due to the opportunity that such
lists have provided to substantiate the efficacy of interventions with older adults in the context of a
historical and inaccurate consensus which viewed psychological treatments with this group to be less

effective than those provided to AWA.

Such lists run the risk of misrepresenting the breadth of available evidence, and reifying certain
approaches that do not accurately address the complexity of real-life clinical circumstances, (Westen
& Bradley 2005) perhaps consolidating a gap between efficacy (as established in controlled trials) and
the effectiveness of treatments in real-life clinic settings (Untitzer et al., 1999). However, the American
Psychological Association’s guidelines for psychological practice with older adults ( Teri et al., 2004)
are cognisant of such limitations and identify that no single treatment is preferable for depressed
older-adults and that developing individualised treatment approaches requires consideration of a
wide range of biological, psychological and social factors. Guidelines issued by NICE (2009) further
note that such factors are not well captured by current diagnostic criteria and can have a significant

impact on the course of depression and response to treatment.

Neither NICE nor SIGN have developed specific clinical recommendations for late-life depression,
however clinical recommendations outlining a ‘Matched/Stepped -Care’ approach to treating late life-
depression have recently been published as part of the MATRIX: A Guide to delivering evidence-
based Psychological Therapies in Scotland (Scottish Government, 2011). These guidelines follow the
hierarchical format of endorsing specific treatments according to the quality of evidence available, but
authors note that such recommendations must be considered in the context of the conceptual and

methodological constraints discussed above (K. Laidlaw, personal communication 2°d May 2012).

Having acknowledged some of the limits of developing such lists of evidence-based treatments, the
next section will provide a brief outline of those treatments currently considered beneficial, and

further identify other treatments for which there is a developing evidence base.

4.3.1. Evidence-based psychotherapeutic approaches for late life depression
4.3.1.1. Cognitive behavioural psychotherapies

The term ‘Cognitive Behavioural Therapy’ can be used to describe a range of interventions derived
from both behavioural and cognitive psychological models of human behaviour and development.
Most frequently, both behavioural and cognitive components are combined in CBT interventions.
However, both behaviour therapy and cognitive therapy are also practised as distinct disciplines.
Behaviour therapy for depression draws upon theories of classical and operant conditioning and

focuses on the relationship between subjective mood and pleasant and unpleasant events experienced
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by the individual. It emphasizes the role of social learning and reinforcement in the maintenance of
depressive symptoms and aims to reduce negative affect by developing skills in identifying, planning
and increasing pleasurable activities. Cognitive therapy, on the other hand, draws upon extensive
research into the mediating role of cognitions in the development and maintenance of emotional
disorders. It is an active, time-limited and directive problem solving approach which involves
identifying and monitoring distorted negative thinking, and applying techniques to challenge and
moderate these thoughts. In both cognitive and behavioural approaches, individuals are expected to
undertake structured tasks between sessions to consolidate and practice skills. In practice, CBT is
often used to describe therapeutic interventions that are predicated on scientific principles and which

pragmatically combine both behavioural and cognitive techniques.
4.3.1.2. Cognitive behavioural therapy

Reviews of the evidence base for late-life depression have consistently found cognitive behavioural
approaches to have the most developed empirical base amongst psychological therapies for late-life
depression (Bartels ef al., 2003; Gatz, 2007; Laidlaw, 2001; Scogin et al., 2005). Scogin et al., (2005)
identified seven studies demonstrating the efficacy of CBT for late-life (Campbell, 1992; Floyd et al.,
2004; Gallagher & Thompson, 1982; Gallagher-Thompson & Steffen, 1994; May et al., 2006; Rokke et
al., 1999; Thompson et al., 1987). Since this review, an RCT undertaken by Laidlaw et al. (2008) found
both treatment as usual and CBT to be effective treatments for mild to moderate late-life depression
and Serfaty et al. (2009) undertaking the largest RCT of individual CBT for late-life depression in
primary care to date, found CBT to an effective treatment as compared with a well-designed talking
control and usual GP care. However a recent pilot randomised controlled trial failed to report
effective reduction of depressive symptoms using a brief group cognitive behaviour therapy

intervention with community dwelling older-adults (Wilkinson et al. 2009).
4.3.1.3. Behavioural therapy

Scogin et al., (2005) identified five studies with a total of 111 participants, showing that behaviour
therapy was superior control conditions and as effective as CBT or brief psychodynamic
psychotherapy in treating late-life depression (Floyd et al., 2004; Gallagher & Thompson, 1982;
Lichtenberg et al., 1996; Teri et al. 1997; Thompson et al., 1987). A recent meta-analysis by Samad et al.
(2011) (reviewed in the preceding systematic review) found behavioural therapy to be superior to

wait list controls and as effective as cognitive therapy and brief psychodynamic therapy.
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4.3.1.4. Problem solving therapy

Problem solving therapy (PST) is a brief cognitive-behavioural approach typically between 4-6
sessions (Mynors-Wallis 2001) which seeks to improve patients’ ability to understand the link
between current symptoms and everyday problems and then learn skills to solve these in a structured
way (Hawton & Kirk, 1989). PST proposes that deficits in problem-solving skills, specifically in inter-
personal contexts, enhance the risk for developing depressive conditions. Arean ef al. (1993),
undertaking a randomised controlled trial, found problem solving therapy to be more effective than
both reminiscence therapy and waiting list control for late life depression. It has also been shown to
be more effective than supportive therapy in treating depression with older adults with executive
dysfunction (Alexopoulos et al., 2011) and an effective component of collaborative care in the
treatment of depression with sustained long-term benefits when compared with treatment as usual
(Hunkeler et al., 2006). However, one study comparing the efficacy of paroxetine, PST and placebo
pill over a course of six treatment sessions failed to find any benefit of PST over placebo (Williams et

al., 2000).
4.3.1.5. Cognitive bibliotherapy

Cognitive Bibliotherapy (CB) is a self-directed treatment based on cognitive principles which involves
the patient reading standardized treatment material and undertaking exercises focused on modifying
maladaptive cognitive processes. In a review Scogin et al., (2005) identified four eligible studies (Floyd
et al., 2004; Landreville & Bissonnette, 1997; Scogin et al., 1987; Scogin et al., 1989) with a total of 48
participants. All four studies found CB to be more effective than waiting list control for patients in the
mildly depressed range. However, Landreville and Bissonnette (1997) found that post-treatment
scores for the CB group remained in the mildly-depressed range and showed only slight
improvement compared with untreated patients. In a two-year follow up to their 2004 study (Floyd et
al., 2004) comparing the efficacy of individual cognitive therapy and bibliotherapy, Floyd et al. (2006)
found gains were maintained and equivalent for both forms of therapy, but found that relapse rates
amongst the bibliotherapy group were significantly higher (5/11) as compared with the individual
therapy groups (1/12). In conclusion, the efficacy of CB for moderate or severe depression has yet to
be demonstrated (Frazer et al., 2005) and bibliotherapy may be less effective than individual therapy

in preventing relapse of depressive symptoms in older adults.
4.3.1.6. Brief psychodynamic therapy
Brief psychodynamic therapy is a time limited approach, typically lasting three to four months (U.S.

Department of Health and Human Services, 1999). Current problems are explored in the context of
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prior developmental experiences, and current relationships. It draws upon psychoanalytic theory,
examining unconscious motives, needs and defences and how these present within the dynamics of
the client/therapist relationship. (Evans & Garner, 2004) Two studies have shown psychodynamic
therapy to be as effective as other evidence based treatments such as CBT for treatment for late-life
depression (Gallagher-Thompson & Steffen, 1994; Thompson et al., 1987) with results maintained at
follow up after two years (Gallagher-Thompson ef al., 1990). The efficacy of brief dynamic therapy
compared with antidepressant medication has not been explored with older adults (Arean & Cook,

2002).
4.3.1.7. Reminiscence therapy

Reminiscence therapy involves guided reflection upon both positive and negative life experiences
with the aim of promoting cognitive and emotional engagement with self-narratives as a means to
overcoming feelings of despair and low mood (Arean et al., 1993). It is an intervention developed
specifically for older adults and a number of studies support its application as an evidence-based
treatment (Arean et al., 1993; Serrano et al., 2004; Watt & Cappeliez, 2000; Yen-Chun Lin et al., 2003) In
a meta-analysis Bohlmeijer ef al., (2003) (reviewed in section 1) found a large overall effect size for
Reminiscence/life review but found significant heterogeneity: indicating significant variance
attributable to the systematic effects of covariates. Reviewing the literature, Arean and Cook (2002)
noted that controlled trials identified were underpowered, lacked formal diagnostic testing and often
had small sample sizes but a recent RCT with 125 participants reported that group reminiscence
therapy resulted in a significant reduction of depressive symptoms in community dwelling elders

(Zhou et al., 2012).
4.3.1.8. Interpersonal therapy

Interpersonal therapy was developed as a time-limited treatment for depression in AWA and focuses
on role disputes, role transitions, interpersonal deficits and grief. It has been proposed that it may be
particularly suited to older adults given the higher likelihood of role changes, losses and social
isolation in this group (Miller, 2008) and adaptations to the approach have been made to work with
individuals with cognitive impairment (Miller & Reynolds, 2007). A number of reviews have
identified Interpersonal therapy (IPT) as a probably effective treatment for late-life depression
(Frazer et al., 2005; Karel & Hinrichsen, 2000; Lebowitz et al., 1997) However, although the evidence-
base for IPT as a treatment for depression in AWA is considered well-established (SIGN, 2010;
Scottish Government, 2011) there is a lack of studies demonstrating its efficacy for treatment of
depression in older adults. Much of the IPT literature has examined its efficacy as a maintenance

treatment in combination with medication or pill placebo, and as such it has been difficult to isolate
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IPT’s stand-alone efficacy or ascertain its effectiveness as an initial treatment for index episodes of
depression. (Reynolds et al. 2010; Reynolds et al. 2006; Reynolds et al. 1999) The current evidence
therefore indicates that IPT is effective as an adjunct to anti-depressant medication in reducing
recurrence of depressive symptoms in late life, of but that further large RCTs are required for it to be

considered an evidence-based stand alone treatment for depressed older adults.
4.3.1.9. Other approaches

Other approaches, for which the data are not yet well developed, but which have shown some
empirical support for treatment of late-life depression, include: Relational/Insight therapy (Gallagher
& Thompson, 1982); Longer-term CBT and psychodynamic therapy (Steuer et al., 1984); Personal
Construct Therapy (Viney et al.,1989); Behavioral Bibliotherapy (Scogin et al., 1989); Family Therapy
(Benbow et al., 1990); Coping Skills Group Therapy (Dhooper et al., 1993); Interpersonal Counselling
(Mossey et al., 1996); Goal-focused Therapy (Klausner et al., 1998); Psycho-educational
Groups(Schimmel-Spreeuw et al., 2000) Dialectical behaviour therapy (Lynch et al., 2007; Lynch, et al.,
2003)

In addition, long-term outcome results from large scale collaborative care approaches (Alexopoulos et
al., 2009; Hunkeler et al., 2006; Uniitzer, ef al., 2002) have indicated the efficacy of enhanced care
management tailored to individual needs which combine psychotherapeutic and behavioural
interventions with anti-depressant medication. Such large scale, multi-site studies address some of
the limitations of more typical RCT designs: they typically involve more representative samples and
embed interventions within existing primary care services. As such, they potentially narrow the
potential gap between experimental efficacy and real-life effectiveness (Unditzer, et al., 1999).
However, it is of course impossible to isolate the specific impact of the psychotherapeutic intervention

in such approaches, and as such they have not been included in the current review.
4.4. Summary

As reviewed in the preceding systematic review, meta-analyses have consistently found
psychological treatments have moderate to large effects on late-life depression (Cuijpers, 1998;
Cuijpers et al., 2006; Engels & Vermey, 1997; Krishna et al., 2011; Pinquart & Sorensen, 2001; Pinquart
et al., 2007; Samad et al., 2011; Scogin & McElreath, 1994). Effect sizes are equivalent to those found
for pharmacotherapy (Pinquart et al., 2006) and studies with AWA (Cuipers et al., 2009) with
individual therapy found to be more effective than group approaches (Cuijpers et al., 2008). Cognitive
behavioural approaches have been the most systematically evaluated and empirically validated

approaches. Cognitive Bibliotherapy has shown efficacy for mild depressive symptoms, with
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problem-solving therapy, behaviour therapy and cognitive behavioural therapy showing efficacy for
more severe depressive presentations. IPT has demonstrated efficacy as an adjunct to anti-depressant
medication and promising results with AWA indicate it is likely to be an efficacious treatment for
older-adults, however further stand-alone RCTs are needed to confirm this. Studies of reminiscence
therapy and life review approaches also show promising results but sufficiently powered, better
quality trials are required to consolidate initial indications of its efficacy for late-life depression. BPT
has been found to be as effective as CBT in a small number of RCTs, but more studies are required to

establish a robust evidence-base for this approach.

There are limits of the generalizability of the data: further studies need to be undertaken in long-term
care settings (Powers, 2008) with older adults with cognitive impairment (Arean & Cook, 2002) and
the oldest-old (Blazer, 2003). In addition the evidence-base with regards to treatments of late-life
depression in the presence of significant co-morbidities is not well developed. RCT’s examining late
life depression frequently use exclusion criteria based on “clinical co-morbidity’: when the presence of
one disorder alters the normal course of the other (Stover et al., 2003; McCusker ef al., 2005). However,
the vast majority of older patients in primary care settings experience co-morbid illness with rates of
depression increasing with higher co-morbidity (Charlson & Peterson 2002; NICE 2009). Frequently
the degree and nature of co-morbidity in experimental samples is not well reported, meaning it is
difficult to ascertain either the moderating impact of co-morbidities, or the relative efficacy of

differing treatment approaches.

In light of these issues, the following meta-analysis will examine the efficacy of the best evidenced
approach to depression in this age group, CBT, as it has been applied with older adults experiencing

co-morbid physical illnesses.
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Abstract

Objective: Examine the efficacy of cognitive behavioural therapy (CBT) for late-life depression in

older adults with co-morbid physical illness.

Method: Systematic literature search and meta-analysis of randomised controlled trials (RCT)

evaluating CBT for depression in older adults with co-morbid physical illness.

Results: Nine papers met inclusion criteria. CBT was superior to waiting list and treatment as usual
control conditions, showing a statistically significant pooled standardised mean difference (SMD) of
0.63 (95%CL, 0.29 to 0.97, p = 0.0003). This was largely maintained at follow up (SMD 0.5, 95% CI, 0.08
to 0.92). Sensitivity analysis showed individual CBT yielded a large, statistically significant summary
effect size of 0.80 (95% CI, 0.45 to 1.16), but that group CBT did not show statistical superiority over
controls. Clinician-rated measures of depression yielded larger effect sizes, with a SMD of 1.57
(95%CI, 0.56 to 2.59, p = 0.002) as compared with patient-rated measures: 1.03 (95% CL 0.75to 1.31, p =
0.0001).

Conclusions: CBT is effective in reducing depressive symptoms for depressed older adults with an

underlying physical illness when compared with waiting list controls and treatment as usual.
Word count: 183/ maximum 200

Declaration of interest: None.

Key words: (maximum 6)

CBT, META-ANALYSIS, OLDER ADULTS, DEPRESSION, CO-MORBIDITY

74



Section 5 Meta-Analysis

5.1. Introduction

Depression in late-life frequently occurs in the context of co-morbid physical illness
(Alexopoulos et al. 2002) and is associated with significantly reduced quality of life (Doraiswamy et
al. 2002) poorer medical prognosis (Pennix et al., 2000) increased mortality (Kane et al. 2010) and
significant increases in economic costs (Katon et al., 2003). Reported prevalence rates for major
depression in medically ill older adults vary between 5% and 45% with rates for sub-syndromal or
minor depression showing even greater variability (McCusker et al. 2005). Despite such variability, it
is clear that physical co-morbidity greatly increases the likelihood of an individual becoming
depressed (Alexopoulos, 2005; Charlson & Peterson, 2002; Fiske, Wetherell, & Gatz, 2010) with higher
rates found in patients with cardiovascular disease (Carney, 2003), diabetes, (Lustman et al. 2000)
stroke (Strober & Arnett 2009), Parkinson’s disease (Reijnders et al. 2008) and Alzheimer disease (Park

et al. 2007).

Psychological and pharmacological treatments have been found to be equally efficacious in
treating late-life depression (Pinquart, Duberstein, & Lyness, 2006), but due to concerns with regards
drug interactions, trials of anti-depressants have often excluded individuals with co-morbid physical
illnesses (Stover et al. 2003). Psychological treatments may therefore be more suitable in this
population and are certainly found to be frequently preferred by patients (Arean & Cook, 2002; Rokke
& Scogin, 1995, Uniitzer et al., 2002). A number of previous meta-analytic studies have examined
psychotherapeutic interventions for depression in individuals with physical illnesses (Sheard &
Maguire 1999; Astin et al. 2002; Beltman et al. 2010; Dusseldorp et al. 1999; Himelhoch et al. 2007;
Lustman et al. 2000; Linden et al. 2007; Meyer & Mark 1995; Tatrow & Montgomery 2006). Such
studies have either limited their analysis to specific disorders, included a wide range of
psychotherapeutic approaches or failed to distinguish between adults of working age (AWA) and
older adults. Cognitive behavioural therapy (CBT) has the most developed empirical base amongst
psychological therapies for late-life depression (Bartels et al. 2003; Gatz, 2007; Laidlaw, 2001; Scogin et
al. 2005) and there is a growing body of evidence examining its application specifically in the context
of medical co-morbidity. However, no meta-analyses have been undertaken examining the efficacy of
CBT for this group. We conducted a meta-analysis examining the effectiveness of CBT for depression
in older adults with co-morbid physical illness. We hypothesized that individual CBT would
demonstrate similar efficacy to group approaches, (Cuijpers et al. 2008a) clinician-rated measures
would yield greater effect sizes than patient-rated measures (Cuijpers, Li, Hofmann, & Andersson,

2010) and that depression severity would not moderate treatment efficacy (Driessen et al. 2010)
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5.2. Methods
5.2.1. Identification of suitable studies

Electronic databases were searched until April 2012 using EBSCO host: CINAHL Plus;
MEDLINE; PsycINFO; Psychology and Behavioral Sciences Collection; Biomedical Reference
Collection. A boolean/phrase search mode limited to English language using text keywords with
truncation and wild cards was used, structured as three concepts: Disorder (depress* OR dysthymi*
OR mood); Intervention (psychotherap* OR cognitive therapy OR behavi* therapy OR CBT OR
Problem Solving OR Stress Management); Design (Randomi?ed Controlled Trial OR RCT OR
Controlled Trial). Terms relating to physical illness or age were not included to prevent exclusion of
possibly relevant studies. Titles were screened to identify relevant studies. Somatic illnesses were
identified. The Cochrane Library was searched, adding the dimension of specific underlying physical
illnesses: (cancer OR COPD OR diabetes OR heart OR dementia OR Alzheimer* OR coronary OR
Parkinson* OR arthritis OR HIV OR chronic health OR physical *morbidity OR multiple sclerosis OR
irritable bowel OR physical illness OR epilepsy). Reference lists of existing systematic reviews and of
identified studies were hand searched, and authors of included studies were contacted. (Appendix 10
gives details of correspondence with authors). To minimise publication bias, a search of grey
literature was undertaken (via www.opengrey.eu/). To identify relevant ongoing clinical trials The
World Health Organisation (WHO) International Clinical trials registry platform search portal was
searched. Abstracts and full texts of included studies were screened for eligibility by one author (DH)

in consultation with a second author (KL) (Full search strategy is outlined in Appendix 11).
5.2.2. Inclusion criteria
Studies meeting the following criteria were included:

1. Use of a randomised controlled research design.
Mean age >55years.

Inclusion of participants with an underlying physical illness.

L

Inclusion of a treatment arm with CBT, defined as a protocol- based clinician delivered
intervention including clear well-described cognitive and behavioural components: problem-
solving therapy, cognitive-behavioural stress management and mindful-based CBT
interventions meeting these criteria were therefore eligible.

5. Treatment protocol described components explicitly focused on amelioration of depressive

symptoms.

! Guidelines devised by the Cochrane Collaboration were used to develop inclusion criteria (O’Connor,Green & Higgins,
2011)
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6. Valid outcome measures used: self-report (e.g. Beck Depression Inventory (BDI); Beck et al.
1961), clinician-rated (e.g. Hamilton Depression Rating Scale (HDRS); Hamilton, 1967) or
structured diagnostic interviews according to DSM-IV-TR criteria (American Psychiatric

Association, 2000).

Studies were excluded where effect of CBT intervention could not be isolated from other
treatment components such as anti-depressant medication or collaborative care management. Studies
examining conditions without a definitive somatic origin were excluded (e.g. fibromyalgia, ME, pain
management, or executive dysfunction in the absence of a diagnosed underlying illness). Studies

employing guided self-help based on CBT principles were excluded.
5.2.3. Outcome measures

The primary outcome measure was change in depression symptoms assessed by clinician-
rated (e.g. HDRS) or self-rated (e.g. BDI) measures using continuous data (mean and standard
deviation). Validated self-report measures tend to yield smaller estimations of effect sizes in studies
of late-life depression (Cuijpers, et al., 2010) and so a conservative approach was taken, with self-rated
measures given precedence in studies where both were reported. Dropout rates from treatment were

recorded as dichotomous data as a proxy for treatment acceptability.
5.2.4. Assessment of risk of bias

Risk of bias was assessed for each eligible study by two independent raters (DH & KL) using
the Cochrane Collaboration risk of bias tool (Higgins & Green, 2008). Study Quality was assessed
using the Cochrane Collaboration for Depression and Anxiety group Quality Rating Scale (QRS)
(Moncrieff & Churchill, 2001) by two independent raters (DH & AL). The degree of the agreement
between the authors was expressed as a percentage and a Kappa statistic. These tools were used to
assess whether studies adequately concealed and randomized allocation to treatment, whether there
was appropriate blinding of assessors, to identify risks of associated with incomplete data and
selective reporting and assess the fidelity of interventions relative to described treatment protocols.

Potential threats to study validity and risks of bias are discussed narratively.
5.2.5. Data extraction

For each eligible study, one author (DH) extracted information regarding methods,
participants, intervention and outcomes. Data was checked by a second author (KL) and authors were

contacted via e-mail to retrieve any missing data.
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5.2.6. Data synthesis

To allow analysis of continuous measures of depressive symptoms across different scales, the
standardized mean difference (SMD) between the intervention and control or comparison group was
calculated for both clinician-rated and patient-rated scales where available. Mean scores and standard
deviation on validated depression measures were used. The SMD expresses the size of the treatment
effect for each trial relative to variability observed, enabling different scales to be pooled into one
outcome measure. As Freedland et al. (2009) reported standard error scores with covariate-adjusted
least-squares means, Cochrane Collaboration Review Manager Software (RevMan version 5.1, 2011)
was used to transform standard error data into standard deviation data. Cohen’s d (Cohen, 1987) was
calculated by subtracting the average post-test score of the control group from the average post-test
score of the experimental group and dividing the result by the pooled standard deviations of both
groups. This was transformed into Hedge’s g to adjust for possible bias resulting from small samples
(Borenstein et al., 2009). Data were interpreted according to the convention: small (0.2) medium (0.5)

and large (0.8) (Cohen 1992).

As heterogeneity was anticipated among the studies a random-effects meta-analysis was
undertaken using the Cochrane Collaboration Review Manager Software (RevMan version 5.1, 2011).
This involves the mean effect size of each study being weighted by the inverse of its variance to
generate an overall weighted mean. Analyses were undertaken with intent-to-treat data where

possible. Further details of methods are outlined in section 6.

5.2.7. Exploration of heterogeneity

The I2 statistic, which expresses the percentage of variability in an effect size that can be
ascribed to study heterogeneity rather than to chance (Higgins & Thompson 2002), was used to
explore statistical heterogeneity. Low heterogeneity is indicated by I? values of 25%, moderate, 50%
and high, 75% (Higgins et al. 2003). Potential sources of heterogeneity identified a priori were
modality of intervention (group or individual) and depression severity at baseline. Sensitivity
analyses were undertaken to assess the impact of sources of heterogeneity on overall treatment effects
(Higgins & Thompson 2002). Depression severity at baseline was determined according to widely
accepted thresholds on patient-rated measures: GDS-15 (Almeida & Almeida, 1999) BDI (Beck et al.,
1961) and BDI-II (Beck et al., 1996). Due to anticipated variation in treatment delivery (group vs
individual, number and length of sessions) data were pooled using a random effects model with 95%
confidence intervals (Sutton et al., 1998). The likelihood of participants dropping out of the
intervention group as compared with the comparison group was presented with odds ratios (OR).

Publication bias was subjectively assessed by plotting the standardized mean difference (SMD) of
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each study against standard error (SE) and reporting any observed asymmetry. Fail-safe N was
calculated using methods outlined by Rosenberg (2005). Further details of methods are outlined in

section 6.

5.3. Results
5.3.1. Results of systematic search

A systematic search of electronic databases identified 2546 studies (Figure 1). Of these, 2162
were excluded by screening titles and 289 by screening abstracts. A total of 102 full papers were
retrieved and assessed for eligibility. (Reasons for exclusion included as Appendix 12). Thirteen
randomised controlled trials (RCT) were identified which met the inclusion criteria. Of these, 5 did
not include sufficient data to allow meta-analytic synthesis. Attempts were made to contact the
relevant authors. Two replied and one of these was able to supply the necessary data. Three could not

be contacted.
5.3.2. Study characteristics

The main characteristics of the nine included RCT’s which collectively included 1104
participants are detailed in tables 1 to 3. Table 1 shows that the majority of studies undertook intent-
to-treat analyses, used similar outcome measures and included patients of a similar age (mean: 63.6,
SD 6.5) with moderate levels of depressive symptoms. There was considerable variation in the
percentage of women in included studies and in the mode of delivery: Five studies examined
individual, and four studies group interventions. Table 2 shows that the intensity of intervention also
varied from four, hour-long sessions over three weeks (Dao et al. 2011) to 20 two-hour sessions over
the course of a year (Koertge et al., 2008). Eight studies compared CBT to treatment as usual (TAU)
(Dao et al., 2011; Dobkin et al., 2011; Freedland et al., 2009; Gellis et al., 2008; Hynninen et al., 2010;
Koertge et al., 2008; Lincoln & Flannaghan, 2003) whilst Foley et al. (2010) used a wait-list control.
Dobkin et al. (2011) and Hynninen et al. (2010) supplemented TAU with minimal telephone contact to
monitor depressive symptoms. Lincoln & Flannaghan (2003) also employed an attention placebo
comprised of ten hour-long visits from a clinician focused on discussions of day-to-day occurrences
and the physical effects of stroke. Two studies compared CBT with another intervention. Freedland et
al. (2009) included a stress management condition which involved weekly hour-long individual
sessions focused on relaxation techniques such as controlled breathing and progressive muscular
relaxation. Kunik et al. (2008) compared CBT with a COPD education intervention comprising eight
hour-long sessions focused on disease management and education. Table 3 details the outcomes for

each study.
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Figure 1. Flow chart illustrating literature search process

Potentially relevantstudies identified and
screened for retrieval
EBSCO 2540 (1706%)
COCHRAME 866 (230%)
Greyliterature 1
* After removal of duplicates

Excluded by title
EBSCOD 1360
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W Grey literature 1

Included by title

384
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289

Studies identified Full papers screened
from contacting o5 full paper:
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hand search Mot RE“T;'_z

! — ey Mot 25Gyrs:40
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A Nowvalid outcome messure: 3
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ki intervention: 43
Included MNot CBT: 25
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mare than one reason)

Excluded after screening

Data requested: 5
Author unable to supply
data: 1

L Mo respaonse from author:
Includedin analysis 3
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Three studies were not included in analysis of follow up data because time from end of
treatment to follow up was insufficient (Dao et al., 2011; Dobkin et al., 2011) or because follow up data

was only reported for intervention group and not control (Foley et al., 2010).
5.3.3. Risk of bias in included studies

There was good agreement between the independent authors regarding study quality (88%,
Kappa 0.75, 95% CI, 0.61 to 0.88) and the included studies achieved reasonable QRS scores of between
29 and 39 out of a maximum score of 46 with a mean score of 33.4 (SD 4.10) Agreement regarding risk
of bias yielded a fair agreement (56%, Kappa 0.26, 95% CI, 0.04 to 0.47). Final ratings were agreed
through discussion. (Authors’ conclusions regarding risk of bias and study quality are detailed in

Appendices 13 and 14).
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Overall risk of bias can be seen in Figure 2. Adequate randomization was reported by seven
studies, with risk of allocation bias unclear in Hynninen et al. (2010) due to insufficient information
on procedure and in Koertge et al. (2008) due to the potential impact of pre-screening for participants’
ability to attend twenty sessions. Five studies did not report sufficient detail of allocation concealment
(Dao et al., 2011; Freedland et al., 2009; Hynninen et al.,2010; Koertge et al., 2008; Kunik et al., 2008).
Due to the nature of the studies participant/clinician blinding was not possible, however, only two
studies provided sufficient information to evidence that blinding of outcome assessors was
undertaken in a way that would ensure detection bias was minimised (Dobkin et al., 2011; Foley et al.,

2010).

Gellis et al. (2008) failed to employ intent to treat analysis in the presence of significant
attrition indicating a high risk of attrition bias. Kunik et al. (2008), although using ITT methods,
reported extremely high attrition without clear reporting as to reasons between groups and was
considered, with five further studies to show unclear risk of attrition bias (Freedland et al., 2009;
Hynninen et al., 2010; Koertge et al., 2008; Lincoln & Flannaghan, 2003;Foley et al., 2010). Dao et al.
(2010) and Dobkin et al. (2011) showed a low risk for attrition bias, reporting low, non-skewed,
attrition rates with clear reasons for drop-out. Pre-published trial protocols were not found for any of

the included studies, meaning it was not possible to assess the risk of reporting bias.

Six studies were considered to show a high risk of bias due to other factors and these are
recorded as ‘Other Bias’ in Figure 2. Hynninen et al. (2010) and Kunik et al. (2008) recruited using
advertisements, with the resultant risk of non-representative samples. Failure to record, control or
analyse potential impact for anti-depressant use was a significant risk of bias in five studies (Foley et
al., 2010; Gellis et al., 2008; Hynninen et al., 2010; Koertge et al., 2008; Kunik et al., 2008). Inadequate
test for treatment fidelity was evident in four studies (Gellis et al., 2008; Hynninen et al., 2010; Koertge
et al., 2008; Lincoln & Flannaghan, 2003) and in the study by Lincoln and Flannaghan (2003) this was
in the context of limited clinician training. Full details of all sources of bias identified, including ‘other

bias,” are listed in Appendix 13.
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Table 1: Characteristics of Included Studies: Methods and Participants

Methods
Authors (Date) Blinding of outcome Intent to treat Test of tre_atment Control_ /
assessor fidelity tComparison
Lincoln & . N Not described .
A 1
Flannaghan (2003) Y. (Integrity not tested) N TAU / tAttention placebo
Gellis et al., (2008) Y. (Integrity not tested) N Not described TAU
Koertge et al., N. (Self-rated measures) Y Not described TAU
(2008) ’
Kunik et al.
. + )
(2008). Y. (Integrity not tested) Y Y COPD education
Freedland etal, Y. (Integrity not tested) Y Y TAU / tStress management
(2009)
Foley etal., Y. (Integrity tested) Y Not described WL
(2010). -\integrity
Hynninen et al., SPV but fidelity not TAU ( + minimal clinical
(2010) N. (Self-rated measures) Y confirmed. monitoring )
Dao et al., (2011) N. (Self-rated measures) N* Y TAU
Dobkin et al., . TAU ( + minimal clinical
(2011) Y. (Integrity tested) Y Y monitoring )
Participants
N Age .
Authors (Date) Female Co-morbidity Mean Depr‘essmn at
Total (%) CBT Cont Comp Mean SD / ranget baseline
0

Lincoln & UC: 65.0 15.1
Flannaghan 123 49 39 41 43 AP: 66.1 13.2 Stroke ‘Moderate’ (BDI)
(2003) CBT:67.1 12.7
Gellis et al., Home-bound, . ,
(2008) 69 88 36 33 - 77.4 2.3/65-99 medically ll. Severe’ (HDRS)
Koertge et al., Coronary Heart PR
(2008) 247 100 119 128 62.1 8.9 /35-75 Disease Mild’ (BDI)
Kunik et al., 238 4 118 - 120 663 10.2 COPD ‘Moderate’ (BDI-II)
(2008).

CBT: 62 11 , ,
Gt g s om0 @ swsm o S Moo

UC: 61 9
Foley et al MCBT:54.8 9.1 Cancer Moderate (HDRS)

v 115 76 55 60 - 24-78

(2010). WL: 55.5 11.9 /
Hynninen et al., CBT:59.3 7.6 /41-74 i~
(2010) 51 51 25 26 - CG: 62.6 9.9 / 4178 COPD Mild” (BDI-II)

UC: 64.2 11.9 Coronary Heart ,
Daoetal., (2011) 100 22 50 50 MADES:62.8 11.8 Disease Moderate’ (BDI-I)
Dobkin et al., Parkinson ‘Moderate’ (BDI)
(2011) 80 40 4 39 ) 64.6 105 Disease ‘Severe’ (HDRS)
KEY: * Although no intent to treat analysis undertaken these studies had >95 completer data. T Only for those studies in which it was reported. AP = Attention

Placebo. BDI = Beck’s depression Inventory. CBT = Cognitive Behavioural Therapy. CG = Control Group. COPD = Chronic Obstructive Pulmonary Disease. HDRS =
Hamilton Depression Rating Scale. MADES = Managing Anxiety and Depression using Education and Skills. MCBT = Mindfulness based CBT. SPV = supervision. SSM =
Supportive Stress Management. TAU = treatment as usual. UC = Usual Care. WL = Waiting list.
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Table 2: Characteristics of Included Studies: Intervention

Intervention

Session no Attrition  Follow-up
Authors Setting ’ atend of (months

(Date) Description Format FDuratlon treatment after end of
requency (%) treatment)
. Manualised CBT: education, activity scheduling, Home 10 4.0 3
Lincoln & . - e L .
Flannaghan gradfexli ta.sk assignment, |der?t|f|cat|0n and . Individual 60min
(2003) modification of depressogenic thoughts. Delivered by Over 3 months
single nurse therapist.
PST. Involved education re: signs and symptoms of Home 6 10.1 4.5
. depression, developing specific problems solving and Individual 60 min
Gellis et al., . . . L . ) .
(2008) coping strategle.s: psmg d!arles and increasing daily Weekly
pleasurable activities. Delivered by one PhD-level
clinical social worker.
CBT stress management. Involved strategies to Out patient 20 15.4 17 (Mean;
identify and moderate maladaptive cognitive, Group (4-6) 120 min 1-2 years)
Koertge et al., affective and behavioural patterns: assertive 10 weekly, then
(2008) communication, strategic problem—solving skills, 10 monthly
thought challenging and relaxation practice.
Delivered by two nurse therapists.
CBT for both anxiety and depression including Out patient 8 52.0 8
psycho-education on anxiety and depression, Group (£10) 60 min
Kunik et al. behavioural activation, problem solving techniques, Weekly
,(2008). cognitive techniques, sleep management and
planning for maintenance of gains. Delivered by
psychology interns and post- doctoral fellows.
Manualised CBT Involved problem solving, Out patient 12 49 6
Freedland et behavioural activation, cognitive techniques, and Individual 50-60 min
al., (2009) relapse-prevention. Provided by two clinical social Weekly
workers and a counselling psychologist.
MBCT. Involved mindful mediation practice with Out patient 8 6.9 3
psycho-education on the relationship between Group (8-12) 120 min
Foley et al., o . o
thinking and mood with a specific focus on the role weekly
(2010). S s
of cognitions in maintaining depressed mood.
Delivered by one MBCT trained clinician.
Manualised CBT Involved strategies to modify beliefs Out patient 7 9.8 6
Hynninen et  and change behavioural patterns that may maintain Group (4-6) 120 min
al., (2010) psychological and somatic symptoms. Delivered by Weekly
Masters-level psychology student.
Brief manualised CBT: Involved psycho-education, Hospital 4 3.0 ~0.5
Dao et al., developing problems list, setting behavioural goals, Individual 60 min
(2011) develop cognitive strategies, and reviewing progress. within 3 weeks
Delivered by two clinical psychologists
Manualised CBT. including behavioural activation, Out patient 10/ 10.0 1
thought restructuring, exercise, relaxation training, Individual 60-70 min /
sleep hygiene and worry control. Also, four Weekly
Dobkin et al., individual caregiver educational sessions (30—45
(2011) minutes) to support consolidation of CBT

intervention. delivered by three doctoral-level
psychologists.

KEY: CBT = Cognitive Behavioural therapy. PST = Problem Solving Therapy. MBCT = Mindfulness based cognitive therapy.
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Table 3: Characteristics of Included Studies: Outcomes

Outcomes
Assess- Pre- Post Follow up
Authors (Date) ment
tool CBT Control  Comp. CBT Control  Comp. CBT Control  Comp.
Lincoln & BDI 17* 18* 15* 15.21 16.32 14.33 14.29 15.28 13.66
Flannaghan (2003) (10.1) (8.39) (8.42) (7.98) (8.7) (9.46)
Gellis et al., (2008)  GDS- 15.25 15.3 8.11 13.64 9.82 20.14
15 (6.1) (6.4) (4.3) (5.6) (4.57)  (3.48)
HDRS 20.31 20.72 10.06 20.84 8.48 13.53
(4.26)  (4.53) (3.68) (3.96) (4.5) (5.7)
Koertge et al., BDI 11.2 10.7 9.8 9.5 8.9 8.9
(2008) (6.2) (7.1) (6) (6.8) (7.3) (6.8)
Kunik et al., (2008)  BDI-II 23.44 21.12 14.19 14.54 15.47 15.04
(12.49) (12.09) (13.69) (13.47) (14.43) (14)
Freedland et al., BDI 22.3% 20.81 23.7 F 541 13.8t 5.5% 10.3t 7.7t
(2009)* (8.32) (8.85) (8.22) (8.32) (8.85) (6.4) (6.32)  (6.48)
HDRS 19.3% 18.5t 20.8% 5.5t 10.7t 6.7% 12.9% 9.9t
(6.4) (6.32) (6.48) (6.4) (6.3) (8.32) (8.85) (9.07)
Foley et al., (2010) HDRS 16.02 14.38 6.26 10.27 5.76
(7.28) (8.12) (5.43) (6.93) (5.3)
Hynninen et al., BDI-II 20.7 20.5 14.8 19.5 13.4 19.7
(2010) (8.6) (9.7) (7.8) (9.4) (5.9) (8.9)
Dao et al., (2011) BDI-II 23 22.4 15.9 234 19.2 225
(6.6) (6.2) (5.1) (11.4) (6.7) (10.7)
Dobkin et al., (2011) BDI 19.18 19.05 9.74 17.45 11.18 16.2
(7.47) (7.37) (7.4) (7.17) (7.58) (7.39)
HDRS 20.93 19.38 13.58 19.33 14.52 19.31
(4.56) (4.56) (4.72) (4.55) (4.75) (4.63)

KEY: * = median not mean: Standard Deviation not reported. BDI = Beck’s depression Inventory. CBT = Cognitive Behavioural Therapy . Comp = Comparison

Intervention. HDRS = Hamilton Depression Rating Scale. GDS = Glasgow Depression Scale. Standard Deviation shown in brackets. tData for Freedland et al., (2009) is
the covariate-adjusted least-squares mean. Reported standard deviation shown in brackets was from standard error data.
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Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0% 259% 50% 75%  100%

l -Low risk of bias DUnc[earrisk of bias -High risk of bias

Figure 2. Risk of bias graph: review raters’ judgements about each risk of bias item presented

as percentages across all included studies

5.3.4. Effectiveness of CBT compared with treatment as usual (TAU) / Wait-list (WL) controls at

end of treatment

Data were available for 8 studies. self-rated measures were used when possible: BDI (Dobkin
et al.,, 2011; Freedland et al., 2009; Koertge et al., 2008; Lincoln & Flannaghan, 2003), BDI-II (Dao et al.,
2011; Hynninen et al., 2010) and GDS (Gellis et al., 2008). Clinician-rated outcome (HDRS) was used

for Foley et al., (2010) in the absence of self-report measures.

Table 4 shows a medium effect favouring CBT over TAU / WL controls (pooled SMD = 0.63,
95% CI, 0.29 to 0.97) which was statistically significant (p = 0.0003). There was significant
heterogeneity (X2 =37.49, df =7 (p = <0.00001), with the I? statistic indicating that between study

heterogeneity accounted for 81% of variance in the effect size.

Table 4. Forest plot showing effectiveness of CBT compared with TAU/WL control at end of

treatment

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Weight IV, Random, 95% CI Year 1V, Random, 95% ClI
Lincoln & Flannagan 2003 0.12 0.23 12.4% 0.12 [-0.33, 0.57] 2003 -
Gellis et al. 2008 1.09 0.27 11.5% 1.09 [0.56, 1.62] 2008 -
Koertge et al. 2008 -0.05 0.13 14.5% -0.05 [-0.30, 0.20] 2008 .
Freedland et al. 2009 0.97 0.24 12.2% 0.97 [0.50, 1.44] 2009 -
Hynninen et al. 2010 053 029 11.0% 0.53[-0.04, 1.10] 2010 — -
Foley et al. 2010 0.64 0.19 13.3% 0.64[0.27,1.01] 2010 -
Dao et al. 2011 0.83 0.21 12.9% 0.83[0.42, 1.24] 2011 -
Dobkin et al. 2011 1.05 0.24 12.2% 1.05[0.58, 1.52] 2011 -
Total (95% Cl) 100.0% 0.63 [0.29, 0.97] <

L 1 1 1

Heterogeneity: Tau? = 0.19; Chi2 = 37.49, df = 7 (P < 0.00001); 12 = 81% I I ) 1

-2 -1 0 1 2
Test for overall effect: Z = 3.59 (P = 0.0003) Favours TAU Favours CBT
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5.3.5. Effectiveness of CBT compared with TAU/WL control at follow up

Data were available for 5 studies. (Freedland et al., 2009; Gellis et al., 2008; Hynninen et al.,
2010; Koertge et al., 2008; Lincoln & Flannaghan, 2003). Follow up periods ranged from 3 months to 1-
2 years (see table 2) with a mean follow-up period of 7.3 months. Table 5 shows a significant medium
effect size favouring CBT over control at follow up (SMD = 0.5, 95% CI, 0.08 to 0.92) Heterogeneity
was significant (X2 =19.09, df =4, p = <0.0008, I2 =79%).

Table 5. Forest plot showing effectiveness of CBT compared with TAU/WL control at follow up

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference  SE Weight IV, Random, 95% CI Year IV, Random, 95% ClI
Lincoln & Flannagan 2003 0.12 0.24 19.7% 0.12[-0.35, 0.59] 2003 _h_
Koertge et al. 2008 0 013 23.8% 0.00 [-0.25, 0.25] 2008 .
Gellis et al. 2008 1 0.27 185% 1.00 [0.47, 1.53] 2008 -
Freedland et al. 2009 0.72 0.23 20.1% 0.72[0.27,1.17] 2009 -
Hynninen et al. 2010 0.82 0.29 17.8% 0.82[0.25, 1.39] 2010 -
Total (95% ClI) 100.0% 0.50 [0.08, 0.92] ‘
Heterogeneity: Tau? = 0.18; Chi2 = 19.09, df = 4 (P = 0.0008); I2 = 79% I I I I

-2 -1 0 1 2

Test for overall effect: Z =2.31 (P = 0.02) Favours Control Favours CBT

5.3.6. Sensitivity Analyses

As specified apriori, the potential that differing modality of delivery and differing depression

severity may introduce heterogeneity was explored with sensitivity analyses.
5.3.6.1. Effectiveness of individual CBT intervention compared with group CBT

The analysis was re-run for group and individual studies separately. Only including studies
which compared Individual CBT with TAU/WL control (Table 6) showed a large, statistically
significant summary effect size (SMD) of 0.80 (95 % CIL, 0.45 to 1.16, p = 0.00001). Heterogeneity was
significant (X2 =11.49, df =4, p =<0.02) with the I? statistic indicating that 65% of variance in the effect
size could be attributed to heterogeneity between included studies. Further sensitivity analysis to
explore sources of heterogeneity was undertaken as recommended by the Cochrane collaboration
(Higgins & Green 2011). Removing Lincoln & Flannaghan (2003) data yielded a highly significant
summary effect size of 0.97 (95% CI, -0.09 to 0.57, p=0.00001) with no significant heterogeneity (X2 =
0.75,df =3, p=0.86, I =0 %).
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Table 6. Forest plot showing effectiveness of individual CBT intervention compared with

control

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference  SE Weight IV, Random, 95% CI Year IV, Random, 95% ClI
Lincoln & Flannagan 2003 0.12 0.23 20.5% 0.12[-0.33,0.57] 2003 I
Gellis et al. 2008 1.09 0.27 182% 1.09 [0.56, 1.62] 2008 -
Freedland et al. 2009 0.97 0.24 19.9% 0.97 [0.50, 1.44] 2009 —
Dobkin et al. 2011 1.05 0.24 19.9% 1.05[0.58, 1.52] 2011 -
Dao et al. 2011 0.83 021 21.7% 0.83[0.42, 1.24] 2011 —
Total (95% CIy 100.0% 0.80[0.45, 1.16] . 2
Heterogeneity: Tau? = 0.10; Chi2 = 11.49, df = 4 (P = 0.02); I = 65% I I I I

-2 -1 0 1 2

Test for overall effect: Z = 4.47 (P < 0.00001) Favours Control Favours CBT

Referring to table 8 we can see a small, non-significant effect (p = 0.18) favouring group CBT
over TAU / WL control (SMD = 0.35, 95% CI, -0.15 to 0.85). Heterogeneity was significant (X2 =10.34,
df =2, p =<0.006) with the I? statistic indicating that 81% of variance in the effect size could be

attributed to heterogeneity between included studies.

Table 7. Forest plot showing effectiveness of group CBT intervention compared with control

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Weight IV, Random, 95% CI Year IV, Random, 95% ClI
Koertge et al. 2008 -0.05 0.13 38.2% -0.05 [-0.30, 0.20] 2008
Hynninen et al. 2010 0.53 0.29 27.4% 0.53[-0.04, 1.10] 2010
Foley et al. 2010 0.64 0.19 34.4% 0.64 [0.27, 1.01] 2010 —&—
Total (95% CI) 100.0% 0.35[-0.15, 0.85]

Heterogeneity: Tau? = 0.15; Chi2 = 10.34, df = 2 (P = 0.006); 12 = 81% L 1 1 :

-2 -1 0 1 2
Test for overall effect: Z = 1.35 (P = 0.18) Favours Control  Favours CBT

5.3.6.2. Outcomes for mild depression compared with moderate to severe depression

Only two studies had mean pre-treatment depression scores which fell within the ‘mild’
range (Hynninen et al., 2010; Koertge et al., 2008). Referring to table 8 we can see that only including
these studies revealed no significant difference between CBT and control interventions (SMD =0.18,
95 % CI, -0.37 to 0.74, p = 0.52). The remaining seven studies included samples with moderate to
severe pre-treatment depression scores. Table 9 shows that these studies yielded a large, highly
significant summary effect size (SMD = 0.81, 95% CI, 0.58 to 1.05, p = 0.00001) with moderate
heterogeneity (X2 =14.34, df =6, p = 0.03, I 58 %).

87



Section 5 Meta-Analysis

Table 8. Forest plot showing effectiveness of CBT intervention compared with controls for

studies with mean depression severity scores indicative of mild depression

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Weight IV, Random, 95% CI Year IV, Random, 95% CI
Koertge et al. 2008 -0.05 0.13 60.0% -0.05 [-0.30, 0.20] 2008
Hynninen et al. 2010 0.53 0.29 40.0% 0.53[-0.04, 1.10] 2010
Total (95% CI) 100.0% 0.18[-0.37, 0.74]

Heterogeneity: Tauz = 0.12; Chiz = 3.33, df = 1 (P = 0.07); 12 = 70% ' ' '

-2 -1 0 1 2
Test for overall effect: Z = 0.64 (P = 0.52) Favours Control CBT

Table 9. Forest plot showing effectiveness of CBT intervention compared with controls for

studies with mean depression severity scores indicative of moderate to severe depression

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Weight IV, Random, 95% CI Year 1V, Random, 95% ClI
Lincoln & Flannagan 2003 0.12 0.23 13.3% 0.12[-0.33, 0.57] 2003 -1
Kunik et al. 2008 1 013 19.7% 1.00 [0.75, 1.25] 2008 -
Gellis et al. 2008 1.09 0.27 11.3% 1.09 [0.56, 1.62] 2008 -
Freedland et al. 2009 0.97 0.24 12.8% 0.97 [0.50, 1.44] 2009 -
Foley et al. 2010 0.64 0.19 15.7% 0.64[0.27,1.01] 2010 -
Dao et al. 2011 0.83 0.21 14.5% 0.83[0.42,1.24] 2011 -
Dobkin et al. 2011 1.05 0.24 12.8% 1.05[0.58,1.52] 2011 -
Total (95% CI) 100.0% 0.81[0.58, 1.05] ‘
Heterogeneity: Tau? = 0.06; Chi2 = 14.34, df = 6 (P = 0.03); I = 58% 52 Il G i i

Test for overall effect: Z = 6.70 (P < 0.00001) Favours Control Favours CBT

5.3.7. Further Analyses

Outcome data yielded by clinician-rated measures and patient-rated measures were
compared, as was the effectiveness of CBT when compared with “active controls’ as opposed to

TAU/WL controls.
5.3.7.1. Comparison of clinician-rated and self-rated measures of outcome

Referring to Tables 10 and 11 we can see that three studies (Dobkin et al., 2011; Freedland et
al., 2009; Gellis et al., 2008) used both patient-rated and clinician-rated outcome measures and so were
suitable for a comparative analysis. At end of treatment clinician-rated measures yielded a larger
effect size, with a SMD of 1.57 (95% ClI, 0.56 to 2.59) as compared with 1.03 (95 % CI, 0.75 to 1.31). Both
were significant (clinician-rated p = 0.002, patient rated p = 0.0001) however the clinician-rated
measures showed significantly greater heterogeneity (X2 =21.49, df =2, p = 0.0001, I? = 91%) than
patient-rated measures (X2=0.12, df =2, p=0.94I2=0 %). At follow up clinician-rated measures
showed a reduced SMD of 1.22 (95 % CI, 0.08 to 2.36, p = 0.04) and increased heterogeneity (X? =29.89,

df =2, p=0.00001, I? = 93%). Patient-rated outcome measures at follow up also showed a reduced
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SMD (0.64, 95 % CI 0.27 to 1.01, p = 0.0007) with heterogeneity increasing, although not reaching
significance (X?=3.75, df =2, p=0.15, I =47%).

Table 10. Forest plot showing effectiveness of CBT intervention compared with controls as
measured by clinician-rated measures (only including those studies which employed both
patient-rated and clinician-rated rated measure)

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference  SE Weight IV, Random, 95% CI Year IV, Random, 95% CI
Gellis et al. 2008 278 0.36 31.4% 2.78[2.07, 3.49] 2008 —i—
Freedland et al. 2009 0.81 0.23 34.5% 0.81[0.36, 1.26] 2009 L
Dobkin et al. 2011 1.23 0.25 34.1% 1.23[0.74,1.72] 2011 —
Total (95% Cl) 100.0% 1,57 [0.56, 2.59] B =
Heterogeneity: Tau? = 0.73; Chi? = 21.49, df = 2 (P < 0.0001); I2 = 91% I I I !

-4 -2 0 2 4

Test for overall effect: Z = 3.03 (P = 0.002) Favours Control Favours CBT

Table 11. Forest plot showing effectiveness of CBT intervention compared with controls as
measured by patient-rated measures (only including those studies which employed both
patient-rated and clinician-rated measures)

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference  SE Weight IV, Random, 95% CI Year IV, Random, 95% CI
Gellis et al. 2008 1.09 0.27 28.3% 1.09 [0.56, 1.62] 2008 —&
Freedland et al. 2009 0.97 0.24 35.8% 0.97 [0.50, 1.44] 2009 &+
Dobkin et al. 2011 1.05 0.24 35.8% 1.05[0.58, 1.52] 2011 L
Total (95% CI) 100.0% 1.03[0.75, 1.31] 0
Heterogeneity: Tau2 = 0.00; Chi2 = 0.12, df = 2 (P = 0.94); I12= 0% : : : :

-4 -2 0 2 4

Test for overall effect: Z =7.19 (P < 0.00001) Favours Control  Favours CBT

5.3.7.2. Effectiveness of CBT compared with ‘active controls’

Only three studies compared the efficacy of CBT with alternative interventions. Freedland et
al. (2009) compared CBT with stress management, Kunik et al. (2008) with COPD education, and
Lincoln & Flannaghan (2003) with an attention placebo. Table 12 shows a small, non-significant effect
favouring group CBT over active control (SMD = 0.11, 95 % CI, -0.17 to 0.39, p = 0.44). Heterogeneity
was not significant (X? = 3.56, df =2, p = 0.17) with the I? statistic indicating that 44% of variance in the
effect size could be attributed to heterogeneity between included studies. Heterogeneity reduced at
follow up but remained non significant (X2 =2.42, df =2 p=0.30, I> = 17 %) as did the summary effect
size (SMD = 0.08, 95 % ClI, -0.18 to 0.33, p = 0.56).
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Table 12. Forest plot showing Effectiveness of CBT compared with active controls

Std. Mean Difference Std. Mean Difference
Study or Subgroup Std. Mean Difference SE Weight IV, Random, 95% CI Year IV, Random, 95% CI
Lincoln & Flannagan 2003 -0.09 0.22 26.9% -0.09 [-0.52, 0.34] 2003
Kunik et al. 2008 0.03 0.13 46.1% 0.03 [-0.22, 0.28] 2008
Freedland et al. 2009 0.45 0.22 26.9% 0.45[0.02, 0.88] 2009
Total (95% CI) 100.0% 0.11[-0.17, 0.39]
Heterogeneity: Tau? = 0.03; Chi = 3.56, df = 2 (P = 0.17); I2 = 44% 5_2 51 : 51 25

Test for overall effect: Z=0.78 (P = 0.44) Favours Comparison  Favours CBT

5.3.8. Analysis of drop out

Mean attrition across comparisons of CBT to TAU / WL control was 20%, with two studies
showing particularly high attrition (Koertge et al., 2008; Kunik et al., 2008). Eighty four per cent of the
7316 patients screened across all studies were excluded before randomisation. All studies provided
data regarding drop out between baseline and treatment completion for CBT and control groups.
Referring to table 13 we can see the pooled odds ratio was 0.73 (95% CI, 0.41 to 1.28] with patients

more likely to drop out of control conditions, which was not statistically significant (p = 0.27).

Table 13. Forest plot showing pooled odds ratio of drop-out for CBT groups and control

groups
CBT Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Lincoln & Flannagan 2003 5 39 5 41  11.0% 1.06 [0.28, 3.98] 2003 ]
Gellis et al. 2008 4 34 3 35 8.8% 1.42[0.29, 6.89] 2008 -1
Koertge et al. 2008 19 119 19 128 19.6% 1.09 [0.55, 2.18] 2008 -
Kunik et al. 2008 58 118 57 120 22.7% 1.07 [0.64, 1.78] 2008 -
Freedland et al. 2009 1 41 9 42 5.7% 0.09 [0.01, 0.76] 2009
Foley et al. 2010 2 55 9 42 8.7% 0.14[0.03, 0.68] 2010 -
Hynninen et al. 2010 2 25 8 26  8.1% 0.20[0.04, 1.04] 2010 - ]
Dobkin et al. 2011 5 36 3 36 9.3% 1.77[0.39, 8.06] 2011 -1
Dao et al. 2011 2 48 2 48 6.2% 1.00 [0.14, 7.40] 2011 - 1
Total (95% ClI) 515 518 100.0% 0.73[0.41, 1.28] ‘
Total events 98 115
! 1 1 ]
T 1

Heterogeneity: Tau? = 0.30; Chi2 = 15.16, df = 8 (P = 0.06); 12 = 47% ! T
0.01 0.1 1 10 100

Test for overall effect: Z=1.10 (P = 0.27) Favours CBT Favours control

5.3.9. Tests for publication bias

Due to the small number of included studies, visual inspection of funnel plot was considered
an unreliable method of assessing possible publication bias (Terrin et al., 2005). (The funnel plot of
summary effect size against standard error is included as Appendix 15). Fail-safe N data were
calculated according to methods outlined by Rosenthal (1979) and Rosenberg (2005). Rosenthal’s fail-

safe N (Rosenthal 1979) indicated 170 unpublished studies with an effect size of zero would be
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required to render the population effect size non-significant. This figure exceeds 5n+ 10, indicating the
results can be considered robust to the effects of publication bias (Rosenthal 1991). A still robust fail-
safe N of 119 was found applying Rosenberg’s (2005) more conservative methods which employ a

fixed-effect model and include procedures to weight studies.

5.4. Discussion

5.4.1. Summary of main findings

This study found that CBT showed a medium effect (SMD = 0.63) in reducing depressive
symptoms in older adults with underlying physical illnesses when compared with treatment as usual
or waiting list controls and that these benefits were largely sustained at follow up (SMD = 0.50).
Previous meta-analyses examining CBT for late-life depression, which have not explicitly focused on
older people with co-morbid physical illnesses, have reported higher summary effect sizes for the
impact of CBT on depressive symptoms as compared with controls: Pinquart et al. (2007), d =1.12;
Cuijpers et al. (2006), d = 0.70; Pinquart et al. (2006), d = 0.88. However, these studies employed
Cohen’s d as a measure of the SMD rather than the more conservative Hedges’ g used in this study,
making comparison misleading. In fact, Pinquart & Sorensen (2001), employing Hedges’ g, using self-
rated outcome measures and not focusing explicitly on older adults with physical illness found a very
similar effect size (g = 0.64) for the effect of CBT on depressive symptoms in late-life depression.
Although these results appear consistent, it is not possible to conclude from this that physical co-
morbidity has no impact on treatment outcomes. Samples of older adults in previous meta-analyses
have tended to include significant degrees of co-morbidity, and a previous study, undertaking
moderator analyses and including a much larger sample (Pinquart et al. 2007) found physical co-
morbidities were associated with reduced treatment effect. Nevertheless results from the current
study indicate that CBT is more effective than treatment as usual or no intervention in reducing

depressive symptoms in older adults with underlying physical illnesses.
5.4.2. Exploration of heterogeneity

In this study the summary effect size (SMD) found for CBT in reducing depressive symptoms
in older adults with underlying physical illnesses showed significant heterogeneity. Sensitivity
analyses showed that only including studies that employed individual rather than group CBT
reduced heterogeneity and increased the summary effect size. These findings might suggest
individual psychotherapy is more effective than group approaches in treating late-life depression

(Cuijpers, et al. 2008b) however, this conclusion is not supported by a number of other previous
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studies (Bohlmeijer et al. 2003; Cuijpers, 1998; Cuijpers et al. 2006; Pinquart et al. 2007; Scogin &
McElreath, 1994, Cuijpers et al. 2008a) and sensitivity analyses designed to explore heterogeneity

should not be interpreted as yielding data regarding moderators of treatment.

Further sensitivity analysis explored the role of depression severity in potentially explaining
heterogeneity of effect sizes between studies. A distinction was made between mild depression and
moderate to severe depression as this is the threshold at which the National Institute for Health and
Clinical Excellence (NICE, 2009) recommend the use of antidepressant therapy. In studies which
included patients with mean depression scores falling in the mild range (Hynninen et al., 2010;
Koertge et al., 2008) CBT did not show greater efficacy than controls in reducing depression
symptoms (Table 8). However, only including studies with mean depression scores falling in the
moderate to severe ranges, revealed a large summary effect size for the efficacy of CBT in reducing
depressive symptoms (Table 9). This is consistent with previous findings that elevated depression
symptoms may be associated with larger effect sizes for psychotherapeutic interventions (Beltman et
al., 2010; Bohlmeijer et al., 2003). However this interpretation must be considered in light of the fact
that, due to the small number of studies, the current analysis was underpowered to detect sub-group
differences. In addition, a number of previous meta-analyses have not found such a relationship
(Huxtable, Section 2; Cuijpers et al., 2008a) and using cut-off scores on validated outcome measures
to assess depression severity is potentially problematic: varying cut-offs have been proposed
depending on the measures used and the nature of an individual’s underlying physical health
condition (Strober & Arnett 2009) and scores on depression ratings cannot be considered equivalent to
diagnosis using standardised assessment schedules. Although sensitivity analyses seem to point to a
differential efficacy of CBT according to depression severity and treatment modality in older adults
with underlying physical illnesses, further analysis including sufficient studies to allow formal sub-

group analysis would be required to confirm these initial findings.
5.4.3. Further analyses

This study was able to analyse three studies which compared CBT with ‘active controls’:
Freedland et al. (2009) employed a stress management condition; Kunik et al., (2008) a COPD
education programme; Lincoln & Flannaghan (2003) utilised an attention placebo. Although these
comparative interventions varied considerably, and including an attention placebo with alternative
treatments in the analysis could be considered potentially problematic, the heterogeneity of this
comparison was not found to be significant. No significant difference was found between CBT and
these active controls. This finding is consistent with previous meta-analyses which have not found a

consistent difference between the effectiveness of CBT and alternative psychotherapeutic approaches
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for late life depression (Huxtable, Section 2). Attrition was explored as a proxy for treatment
acceptability. Patients were no more likely to drop out of CBT interventions than controls. This
indicates that CBT is potentially an acceptable form of treatment in this group of patients, however as
comparisons were with TAU / WL controls, no conclusions regarding the relative acceptability of

differing approaches could be made.

Three of the included studies used both clinician-rated and self-report measures of depressive
symptoms. The majority of previous meta-analyses examining psychotherapeutic interventions for
late-life depression have found clinician-rated measures to yield higher effect sizes than self-report
measures within the same studies (Huxtable, Section 2) and a meta-analysis exploring this question
explicitly, found this differential to be statistically significant (Cuijpers, et al., 2010). Results from the
current study were in line with these findings, with clinician-rated measures yielding a larger effect

size than patient-rated measures at end of treatment (SMD of 1.57 as compared with 1.03).
5.4.4. Methodological considerations

Considering the potential heterogeneity of the patient group examined, a random effects
model was used. It was assumed that studies were drawn from research domains that potentially
differed systematically (in that they explored varying physical illnesses) and that variation in effect
sizes between studies may reflect not only random error within studies, but also true variation in
effect size between studies. In an attempt to reduce this risk of ‘comparing apples and oranges’
(Eysenck, 1984), this study employed a well-delineated and specific a-priori search strategy. However
this resulted in a relatively narrow focus on a small selection of studies which potentially limited the
degree to which the results could be understood as representative of a broader and heterogeneous

research domain (Sharpe, 1997).

Grouping wait-list controls and treatment as usual control together for the purposes of
comparative analysis also must be considered critically. There is a risk those in wait-list groups may
seek alternative, uncontrolled, interventions out with the study criteria. Cuijpers et al. (2008a) found
that effect sizes were reduced in studies using treatment as usual as opposed to waiting list controls
and it is likely patients” expectations of improvement will differ between these groups. Despite these
risks, it was judged that combining these two types of control was useful to the extent that it
facilitated an exploratory understanding of the relative efficacy of CBT interventions when compared

with groups receiving no psychotherapeutic intervention.

Studies were included in this meta-analysis which evidenced core cognitive and behavioural

interventions focused specifically on reduction of depressive symptoms. Studies employing problems
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solving approaches were included if they met this very specific criteria. However, the exclusion of
studies employing non-specific CBT or CBT focused on anxiety symptoms significantly reduced the
number of eligible studies. In light of evidence that anxiety and mood disorders are frequently co-
morbid (Wolitzky-Taylor et al., 2010)and that in studies excluded from the current analysis, treatment
for anxiety frequently positively impacted on depression, (Blumenthal et al., 2005; Evers et al., 2002;
Kunik et al., 2001; Sharpe et al., 2003; Sharpe et al., 2001) it could be argued that a meta-analysis

exploring both conditions may have yielded more generalisable findings.
5.4.5. Limitations and risk of bias

The quality of included papers was not optimum, with four studies not undertaking suitable
power analyses (Dao et al., 2011; Foley et al., 2010; Gellis et al., 2007; Koertge et al., 2008) and the
majority of studies failing to either adequately blind outcome assessors or undertake robust tests for
treatment fidelity. High attrition and high exclusion was seen across the included studies and reflects
the fact that barriers to treatment are particularly significant in this patient group. These factors,
considered in light of the variation in study design with regards length of therapy, training of
clinicians and intensity of intervention mean generalising from these results must be undertaken
cautiously. Particularly as the study only captured a limited range of co-morbid health conditions and

examined a predominantly young-old patient sample.

This study was not able to shed light on how depression may present differently in older-
adults with underlying physical health conditions (Moorey & Steiner 2007) or explore moderating
and mediating factors. In addition, it was not possible to control for the stage of the underlying
illness, analyse results according to a measure of overall disability or establish adequate conclusions

with regards longer-term outcomes.

It is possible that publication bias may have impacted overall results (Cuijpers, Smit,
Bohlmeijer, Hollon, & Andersson, 2010) although the systematic search sought to identify
unpublished studies, and subsequent tests for publication bias were found to be robust. A previous
study examining CBT for depression in adults with a somatic disease (Beltman et al., 2010) failed to
find significant effects for the impact of CBT on depressive symptoms, once studies without intent to
treat designs were removed from the analysis. By way of contrast, although study quality in this
analysis was less than optimum, eight out of the nine studies included intent to treat analyses or used
95% completer data, indicating that the finding that CBT shows a moderately large impact on
depressive symptom for older adults with an underlying physical illness, can be considered robust to

the impact of attrition bias.

94



Section 5 Meta-Analysis

5.4.6. Clinical implications

Older adults receive poorer care than their younger counterparts (Bartels, 2002) with
depression under-diagnosed and under-treated (Age Concern, 2008). Functional impairment and
medical co-morbidity increase the risk of depression for older adults (Blazer 2003) and there is a
further risk that physical co-morbidity may confound the diagnosis of depression (Charlson &
Peterson 2002). Cognitive behavioural therapy has the strongest evidence base amongst
psychological therapies for late-life depression (Bartels et al., 2003; Gatz, 2007; Laidlaw, 2001; Scogin
et al., 2005). However, prior to this study, no meta-analysis had systematically examined the efficacy
of CBT in reducing depressive symptoms in older patients with physical illnesses. A previous large
scale study found that co-morbid physical illnesses did not negatively impact on the efficacy of
collaborative care interventions for depression in this age group (Harpole et al., 2005). In light of the
fact that, independent of medical co-morbidity, depression and depressive symptoms are associated
with significantly higher health-care costs (Katon et al. 2003), the finding that CBT is effective in
reducing symptoms of depression in this group of patients means there is a strong clinical argument
for ensuring older adults experiencing depressive symptoms in the context of physical illness, receive
appropriate psychotherapeutic assessment and treatment with CBT considered a first-choice

treatment option.
5.4.7. Conclusions

Findings from this meta-analysis indicate CBT is more effective than treatment as usual or
waiting list controls in reducing depression symptoms in older adults with underlying physical
illnesses. Results suggest that individual rather than group approaches may be associated with
greater efficacy, although further studies are required to explore this hypothesis and care should be
taken generalising results from the current study due to the small number of included studies.
Further studies need to be undertaken to develop an understanding of what factors may moderate or
mediate the effectiveness of CBT in this group of patients particularly as comparisons with alternative
treatments did not find an advantage for CBT. Future studies should include standardised measures
of illness burden to facilitate a better understanding of the interaction between psychological therapy
and differing underlying somatic complaints. Future research should also focus particularly on the
physically ill older-old whose needs have been inadequately addressed with good quality

randomised controlled trials to date.

Word Count: 6194
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5.4.8. Highlights

(3-5 bullet points, maximum 85 characters, including spaces, per bullet point: See Appendix 1)

® CBT reduces depression symptoms in older adults with physical ilinesses

e Small number of studies means generalising from results should be done with caution

* Patient-rated measures yielded smaller effect sizes than clinician-rated measures.

eThere is a need for more studies of psychotherapy efficacy with the older-old.
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SECTION 6: Additional Methodology

Outlined in this section are the exact methods undertaken in the meta-analysis described in Section 4,

with full details to facilitate replication.
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6. Additional Methodology

6.1. Calculation of the standardized mean difference

All the included studies were randomized controlled trials, employing independent groups. A variety
of validated outcome measures were used: BDI (Beck et al., 1961); BDI-II (Beck et al., 1996); GDS-15
(van Marwijk et al., 1995); HDRS (Hamilton, 1967). To facilitate comparison of studies using different
outcome measures, the standardised mean difference (0) was calculated for each study according to

methods outlined in Borenstein ef al., (2009).

The index 9, denotes the effect size parameter. Cohen’s ‘d’ (Cohen, 1987) on the other hand, refers to a
specific sample estimate of this parameter. To calculate 9, the mean from the control group (X,) was
subtracted from the mean of the intervention group (X;) and divided by the within-groups standard
deviation, pooled across groups. All calculations were undertaken in Microsoft Excel.

XX

Swithin
(1.0)

This treatment makes the common parametric assumption that both independent groups share a
common true (population) standard deviation. However, assuming the true (population) standard
deviation is the same, it is nonetheless likely that sample estimates of standard deviation will not be
identical due to sampling error. Pooling them therefore gives us more data and yields a more accurate

estimation of their common value.

To calculate the pooled within-group standard deviation the following equation was used:

(n — 1)512 +(n, - 1)522
Swithin = n o+ n, — 2
(1.1)

Here, n; and n; are the sample sizes in the two groups and S; and S; are the standard deviations in the

two groups.

The variance of d was calculated.

_nitny d?
T ning  2(mgtng)

(1.2)

Here the first term ( nf—nnz) reflects the uncertainty in the estimate of the means difference, i.e. the
172

2
numerator in (1.0). The second term (ﬁ) reflects the uncertainty in the estimate of S,,,;tpn-
1 2

The standard error of d was calculated (the square root of the variance of d).

SEq- 73
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(1.3)

Cohen’s d has a tendency to overestimate the population parameter effect size (0) when small
samples are used (Borenstein ef al., 2009). Converting to Hedges” g (Hedges, 1981) corrects for this,

and is done by employing a correction factor: J.

The correction factor | was calculated.

J= a1

(1.4)

Here, the degrees of freedom (df) is the df used to estimate S,,;1pin, . For two independent groups (as in
this study) df is the denominator in (1.1) i.e. ny + n, — 2:

3
]=1_4(n1+ n,—2)—1
(1.5)
Cohen’s d was then converted to Hedges’ g.
g=]xd
(1.6)
The variance of d was then converted to the variance of g.
Vy=J2%XVqy
(1.7)
The Standard Error of g was then calculated.
SEy = [y
(1.8)

Hedges’ g, with variance and standard error data were calculated for each study. Separate
calculations were undertaken according to both self-rated and clinician-rated measures where both
were available. Separate calculations were made for each comparison in studies which included an
active treatment condition in addition to TAU/WL control: CBT (X;) was compared with treatment as
usual (X,). And then CBT (X;) was compared with alternative treatment (X,).

X -X,

Swithin

Data were then entered into the Cochrane Collaboration Review Manager Software (RevMan 5.1,
2011) and synthesized meta-analytically.
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6.2. Calculation of the odds ratio

For each study, a 2x2 table was generated with CBT and control conditions and numbers of patients

randomised to, and dropping out of each condition.

n drop-out n randomised
CBT A B
Control C D

The odds ratio for each study was calculated:

Odds Ratio =22
BC

Data from the cells was entered into RevMan 5.1 (RevMan 5.1, 2011) using a random effects model.

Odds ratios for each study were cross checked and a summary odds ratio calculated.
6.3. Calculation of fail-safe N: Assessing publication bias.

Rosenthal’s fail-safe N (Rosenthal, 1979) calculates the number of additional studies ( Np ) with a
mean null result that would be necessary reduce the overall significance of the mean Z score to a
desired significance level (usually o« = 0.05). Data were calculated according to the below equation
where N is the number of studies, Z(pi) is the Z scores for individual significance values and Z, the
Z score (one-tailed) associated with the desired .

N zepr

R=t2 il
7

An on-line fail-safe-N calculator described by Rosenberg (2005) was used to calculate Rosenthal’s fail-
safe N according to the above equation (http://www.rosenberglab.net/software.php#failsafe). The
effect size (g) and variance for each study was entered into the programme. Data from CBT versus
control (WL or TAU) at end of treatment, assessed by patient-rated depression measures were used
for all studies except for Kunik et al., (2008) where TAU or WL control comparison was not available

and so data for comparison to an alternative treatment (COPD education) was used.

As Rosenthal’s (1979) methods tend to over-estimate the number of studies required to nullify
observed results, Rosenberg’s (2005) methods were also applied. These differ in that each included
study is weighted by the inverse of its variance. A fixed—effect model was employed. Detailed
methods are outlined in Rosenberg (2005).
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Abstract
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the principal results and major conclusions. An abstract is often presented separate from the article,
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form designed to capture the attention of a wide readership online. Authors must provide images
that clearly represent the work described in the article. Graphical abstracts should be submitted as a
separate file in the online submission system. Image size: Please provide an image with a minimum
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Immediately after the abstract, provide a maximum of 6 keywords, using American spelling and
avoiding general and plural terms and multiple concepts (avoid, for example, 'and’, 'of'). Be sparing
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will be used for indexing purposes.
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Electronic artwork
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e Only use the following fonts in your illustrations: Arial, Courier, Times, Symbol.
e Number the illustrations according to their sequence in the text.

e Use a logical naming convention for your artwork files.

e Provide captions to illustrations separately.

e Produce images near to the desired size of the printed version.
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You are urged to visit this site; some excerpts from the detailed information are given here.
Formats

Regardless of the application used, when your electronic artwork is finalised, please 'save as' or
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e Supply files that are too low in resolution;
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Color artwork

Please make sure that artwork files are in an acceptable format (TIFF, EPS or MS Office files) and with
the correct resolution. If, together with your accepted article, you submit usable color figures then
Elsevier will ensure, at no additional charge, that these figures will appear in color on the Web (e.g.,
ScienceDirect and other sites) regardless of whether or not these illustrations are reproduced in color
in the printed version. For color reproduction in print, you will receive information regarding
the costs from Elsevier after receipt of your accepted article. Please indicate your preference
for color: in print or on the Web only. For further information on the preparation of electronic artwork,
please see http://www.elsevier.com/artworkinstructions.

Please note: Because of technical complications which can arise by converting color figures to 'gray
scale' (for the printed version should you not opt for color in print) please submit in addition usable
black and white versions of all the color illustrations.

AUTHOR INFORMATION PACK 19 Jul 2012 www.elsevier.com/locate/clinpsychrev 6



Figure captions

Ensure that each illustration has a caption. Supply captions separately, not attached to the figure. A
caption should comprise a brief title (not on the figure itself) and a description of the illustration. Keep
text in the illustrations themselves to a minimum but explain all symbols and abbreviations used.

Number tables consecutively in accordance with their appearance in the text. Place footnotes to tables
below the table body and indicate them with superscript lowercase letters. Avoid vertical rules. Be
sparing in the use of tables and ensure that the data presented in tables do not duplicate results
described elsewhere in the article.

References

Citations in the text should follow the referencing style used by the American Psychological
Association. You are referred to the Publication Manual of the American Psychological Association,
Sixth Edition, ISBN 1-4338-0559-6, copies of which may be ordered from http://books.apa.org/
books.cfm?id=4200067 or APA Order Dept., P.O.B. 2710, Hyattsville, MD 20784, USA or APA, 3
Henrietta Street, London, WC3E 8LU, UK. Details concerning this referencing style can also be found
at http://humanities.byu.edu/linguistics/Henrichsen/APA/APAQ1.html

Citation in text

Please ensure that every reference cited in the text is also present in the reference list (and vice
versa). Any references cited in the abstract must be given in full. Unpublished results and personal
communications are not recommended in the reference list, but may be mentioned in the text. If these
references are included in the reference list they should follow the standard reference style of the
journal and should include a substitution of the publication date with either 'Unpublished results' or
'Personal communication'. Citation of a reference as 'in press' implies that the item has been accepted
for publication.

Web references

As a minimum, the full URL should be given and the date when the reference was last accessed. Any
further information, if known (DOI, author names, dates, reference to a source publication, etc.),
should also be given. Web references can be listed separately (e.g., after the reference list) under a
different heading if desired, or can be included in the reference list.

References in a special issue
Please ensure that the words 'this issue' are added to any references in the list (and any citations in
the text) to other articles in the same Special Issue.

Reference management software

This journal has standard templates available in key reference management
packages EndNote (http://www.endnote.com/support/enstyles.asp) and Reference Manager
(http://refman.com/support/rmstyles.asp). Using plug-ins to wordprocessing packages, authors only
need to select the appropriate journal template when preparing their article and the list of references
and citations to these will be formatted according to the journal style which is described below.

References should be arranged first alphabetically and then further sorted chronologically if necessary.
More than one reference from the same author(s) in the same year must be identified by the letters
"a", "b", "c", etc., placed after the year of publication. References should be formatted with a
hanging indent (i.e., the first line of each reference is flush left while the subsequent lines
are indented).

Examples: Reference to a journal publication: Van der Geer, J., Hanraads, J. A. J., & Lupton R. A.
(2000). The art of writing a scientific article. Journal of Scientific Communications, 163, 51-59.

Reference to a book: Strunk, W., Jr.,, &White, E. B. (1979). The elements of style. (3rd ed.). New
York: Macmillan, (Chapter 4).

Reference to a chapter in an edited book: Mettam, G. R., & Adams, L. B. (1994). How to prepare an
electronic version of your article. In B.S. Jones, & R. Z. Smith (Eds.), Introduction to the electronic
age (pp. 281-304). New York: E-Publishing Inc.
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of selected studies (Systematic Review).
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| am writing to you as the corresponding author for the meta-analysis: [Insert title of published meta-analysis]

I am currently undertaking a systematic review of meta-analyses which examine psychotherapeutic treatments
for late-life depression. The study is being undertaken in part-fulfiiment of a Doctorate in Clinical Psychology at
Edinburgh University.

| am seeking to determine if you are aware of any ongoing or unpublished meta-analytic studies in this area
that may inform my research question, and which | may not have been able to access via literature searches of
published studies. | have outlined below a brief description of my research questions.

Research Questions:

1. What have meta-analyses revealed about which psychological interventions are effective in reducing
depressive symptoms in older adults (>55years)?

2. What have meta-analyses revealed about predictors of treatment efficacy in late life depression?

3.  What have meta-analyses revealed with regard to the role of moderating factors (age, gender, participant
characteristics, severity and chronicity of disorder, treatment length, and therapeutic alliance etc..) in the

successful treatment of late life depression?

The implications of these findings will be discussed within the broader literature which seeks to develop an
empirical understanding of the specific factors which moderate psychotherapeutic efficacy.

If you are aware of any relevant unpublished research | would be very grateful if you could get in contact.

Yours Sincerely,

David Huxtable

Responses:

Author Year Contacted Reply
Gorey, K. M., Cryns, A. G. 1991 Y Y
Scogin, F., McElreath, L. 1994 Y

Engels, G.l., Vermey, M., 1997 Y

Cuijpers, P. 1998 Y

Pinquart, M., Sorensen, S. 2001 Y Y
Bohlmeijer, E., Smit, F., Cuijpers, P. 2003 Y

Cuijpers, P., van Straten, A., Smit, F. 2006 Y

Pinquart, M., Duberstein, P.R., Lyness, J.M. 2006 Y Y
Chin, A. 2007 Y

Pinquart, M., Duberstein, P.R., Lyness, J.M 2007 Y Y
Wilson, K., Mottram, P.G., Vassilas, C. 2008 Y Y
Peng, X.D., Huang, C.Q., Chen, L.J., Lu, Z.C., 2009 Y

Samad, Z., Brealey, S., Gilbody, S. 2011 Y Y
Krishna, M., Jauhari, A., Lepping, P., Turner, J., Crossley, D., 2011 Y Y
Krishnamoorthy, A.
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Replies received:
Martin Pinquart [pinquart@staff.uni-marburg.de]

Dear David,

| am aware of one unpublished study that is under review. Unfortunately, | cannot provide information on this
study because | reviewed the manuscript and are not allowed to share informations until the study is
published. Note that the paper you cited was not exclusively focused on depressed older adults. The following
papers would be more relevant Pinquart, M., Duberstein, P., & Lyness, J.M. (2006). Treatments for later life
depressive conditions: A meta-analytic comparison of pharmacotherapy and psychotherapy. American Journal
of Psychiatry, 163, 1493-1501. Pinquart, M., Duberstein, P. & Lynness, J. (2007). Effects of psychotherapy and
other behavioral interventions on clinically depressed older adults: A meta-analysis. Aging and Mental Health,
11, 645-657.

Yours,
Martin Pinquart

Von: "Huxtable David (NHS GRAMPIAN)" <davidhuxtable@nhs.net>

An: "Pinquart@staff.uni-marburg.de" <Pinquart@staff.uni-marburg.de>
Datum: Fri, 30 Mar 2012 13:15:23 +0100

Betreff: Enquiry re: How effective are psychotherapeutic and other

psychosocial interventions with older adults?

Simon Gilbody [simon.gilbody@york.ac.uk]

Dear David. Alll my reviews are in the public domain. Good luck with your doctorate. Simon

Kevin Gorey [gorey@uwindsor.ca]

Attachments: SocWorkRes1998.pdf (561 KB) ResAging1992.pdf (2 MB) JGeriatPsych1990.pdf (807 KB)
Dear Mr. Huxtable:

Here are a few that may be at least of tangential use to you (perhaps not)--from my gerontological research
days. And below is another that | no longer have copies of/nor access to. | do not have any such unpublished
research in my "file drawers." Wheeler, J.A., Gorey, K.M., & Greenblatt, B. (1998). The beneficial effects of
volunteering for older volunteers and the people they serve: A meta-analysis. International Journal of Aging

and Human Development, 17, 69-79. Great luck with your dissertation. Love to read it when the time comes.

Kevin

MURALI KRISHNA (BCUHB - Hergest) [MURALI.KRISHNA@wales.nhs.uk]

Telephone correspondence

Wilson, Kenneth [K.C.M.Wilson@liverpool.ac.uk]

| refer you on to the Cochrane centre for depression, anxiety and neurosis for this enquiry as they are in
contact with up to date literature searches
Prof Ken Wilson
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Appendix 4: Summary results from each included study
(Systematic Review).
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Pinquartet al., (2007)

Analysis Results
I ] 95% I T a
Fre-post effects
Feminiscence 8 1.00 0.73-127 7.1g*** 1353
CET /Cognitive
therapy/Behaviourl 35 1.06 0.87-1.26 10.54""* 122.37°*"
therapy
Behavioural thermapy 11 0.9 0.77-1.15 9.98"** 11.74
BT 13 1.12 0.7e-1.48 G.Og"*e 4022007
Cognitive therapy 10 1.06  0.64-1.47 C.Ogt e £G.3a%*
Fsychodynamictherapy 3 0.76 0.31-1.21 3.29% 0.71
Interpersonal Therapy 3 0.14 -0.16-0.43 0.91 0.35
Ove;a;:;ri::;md 75 084 071097 12.27%%F 175.62°%°
':""'eracll';;:ie“si:ii:: el 49 93 074111 9.74°%* 16128
Impact efStudy Characteristic an treatment effeds. B B t
Control condition {active placeko/ather) -0.63 -0.53 ga7ttt
Auality of Study (4=high; 0=|ow) -0.22 -0.23 -2.25°
Major Deprassion vs Minar/Mixed/Dysthymiza -0.26 -0.22 -2,21*%
Co-morbidity -0.35 -0.22 -2.23°
IMean Age (linear} 0.18 1.56 0.55
Mean Age (quadratic) 0.00 -1.48 -0.56
Format (group vs other -0.18 -0.16 -1.59
Duration {sessions) -0.01 -0.12 -1.17
Setting (inpatient vs othar) -0.19 -0.14 -1.29

Analysis af Drep-out

IMean age (linzari 061
Mean age (quadratic) 0.00
Group format {group=1; other=0i 0.49
Mumber of sessions 0.01
Control Condition 0.o07
Quality of Study -0.05
Depression severity, 0.08
Inpatient -0.10
Comarbidity -0.35
Analysis of Drop-Out K Odds 9591
Sample composition at T1
IMajor Depression 18 0.30  0.22-0.41
Majar/Minar/Dysthymia 30 0.29  0.23-0.37
Minar/Dysthymia 2 0.11 0.02-0.52
Type of Intervention
Cognitive Behavioural Therapy 25 0.29  0.21-0.39
Feminiscence 5 0.35 0.22-0.55
FaychodynamicTherapy 3 0.29  0.16-0.53
Interpersonal Therapy 2 018  0.09-0.34

-4.20
4.29
0.36
0.25
0.05

-0.04
0.05

-0.08

-0.15

t

752"
981' Ll
277

RS
455' Ll
4.05%""
g2t

-0.91
0.94
2.48°
1.99°
0.32
-0.31
0.z3
-0.42
-1.13

29.91°
45.28"

=
@
Iy

64545 "
2897
173
1.k

I d 95% €I t Q
Follow-up effects

2 0.63 0.25-1.02 325" 0.37

10 0.739 0.45-1.13 454" 23.17*°

5 0.69 0.41-0.97 4.50%*" 1.63

4 0.93 0.14-1.73 2.31%  20.59%*°

Main Effect

Self-rated depression improved by d =084 clinician-
rated depresdon o = 0,93, both showing significant
heterogeneity. CBT and reminiscence: large effect
sizes, Paychodynamictherapy medium effedt size,

Sub-group analyses

Weaker improvements of depressive symptoms were
found in studies with active contral group; physical
co-morbidity; cognitively impared paients; major
deprasdon {weraus other mood disorders); studizs of
highar quality. Age, formmat, durdtion, outcoms
measure used and treatment setting  did not show
treatment effects.  Higher dropout rates in group
intervertions and inlongerinterventions.

KEY

“pe0l0s;t T pen 0Lt p0.00l. k= number of treated
subsamples. d =effect size. 95% C1 = 95% Confiden o
Intervd of d. t =test of dgnificance of effect size; 0=
ted of homogeneity of the effect dze {dgnificant
wvalugs indicae heterogenaity} E/p =
unstandardized/ standardized regrassion coefficiant.
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Chin [2007) Clinicaleffects of reminiscence therapy in older adults: A meta-analysis of

controlled © iy
_S”D pr Main Effect
: Foor quality of sudies, Smal N Significant
Reminiscence Vs Cantral. Impact of N heterogeneity, High chance of publication bias. Only
depression. {6 studies) LE =l AR R e trids using no treamant controls induded levaing
risk of Hawthorne effect. Mo condusions can be drawn
Rerminiscence Vs Contral (excluding with regard to relative efficacy of Reminiscence
studieswith datain skewed -1.38  -2.26to-0.52 Therapy for late life deprassion.

distribution) (3 studizs)

KEY

SMD = standard mean effect size. 95% Cl = 95%.
Confidence Interval. @ = measure of heterogenaity.
¥* = Chi Square. FsM = Fail-safe N. Fshl <40 indicates
high chance of publication bias.

Wilsonet al., (2008) Psychotherapeutic treatments forolder dey
_ Main Effect

e LA CBT more effective than waiting list controls Ma
Cognitive Behavioural TherapiesVs Control 153 HRDS -9.85% -11.97to-773 significant  difference between  psychodynamic
g C
Problem Soking Thermpy Vs Cantral 38 GDS 430 -8.32to-12g ‘herapyand CET.
Cognitive therapy Vs Behaviour therapy 78 HRDS 0.63 -4.29to0 3.04
Cognitive therapy Vs Psychodynamic E7 -157 -E.589to 2.44
therapy

Sub-group analyses

Sub-Group Analyses N wWMD 95%Cl Bibliotherapy more effective than waiting list
controls. CBT superior to active control when usng
the HRSD, but equivalent when using the GDS.
Cagnitive therapy 5 Active Contrals c3 5 g9 11.04ta-035 Treatment approachdidnot predict dropout.
measurad with HDRS
Cognitive therapy Vs Active Controls
measured with GDS

BibliotherapyVs Waitinglist controls g6 -9.29" -11.65t0-6.93

80 200 53110132
KEY

" Statigically significant. M= number of paticipants.
HRSD = Hamilton Depression Raing Scale GDS =

Dropout Tr Co OR 5% CI x df »p 4
CBTws Contral 243 221 043 0.271t0 0681459 & 0.01 357 0.00035
CBTwsActive

= 58 52 119055ta259 126 2 053 045 0.65 Geratric Depression Scale, WD = Weighted Mean
S Differance. 95 % O = 95% Confidence Intervd. Df =

CTs BT 64 53 05802710137 323 1 013 136 0.17 degrees of freedom. F = measure of significance. ¥° =
CoghBvs Cantrol 48 44 085 0.32t02.24 287 2 0.24 0.34 0.74 ChiSquare. OF = odds Ratio. Z=ted for overdl effect.
CBTvsPsyDtherapy 63 54 1.01043t02356510 1 0.02 0.02 0.98 PsyD =  Psychadynamic.  CogB = Cognitive

Lililiotherapy.
Cognitive behaviouraltherapy and reminiscence technigues forthe
Peng Gr D'l’., (2009) treatment of depression in the elderly: a systematic rev ',_,»
Analysis Results
Intervention NoOSMD 85l df = - Main Effect

Cognitive Behavioural A CBT, Reminiscence and 'General Psychotherapy’ more
o -

TherapyVsFlacebo/Ma NR -1.34 16.49 &{p=0.01) 63.6% g.8** effedtive than placzbo/no intervention in decreasing
' -0.73 ' ' depresdon scores. No significant difference hetween
efficacy of CBET and Reminiscence Therapy.

intervention

General Psychotherapy' Vs R -1.00 -1.40to 161 2(p=045 0% 4.34°°

Placebo/MNa intervention -0.59 KEY
Remini -1.041 ' )
SMINGEEENE2YS R 064 ® 553 3P-0.14) 45.8% 3.2°
Flacebo/No intervention -0.25 * = P=0.001 ** = P<0.0000L MF = Mot reparted. SMD =
Cognitive Beh_a\-'?ouml MR -0.21 -0.61ta 123 3p=051 0% 1{p= Standand njean effact dze. 55 % Cl = 95% Conficlen‘ce
Therapy VsFEeminiscence 0.zo 0.32)  Interval ¥*= ChiSquare. Df = degrees of freedom. 1*
the percentage of variation across gudies that is dus
Dropaut OR 11"+ X df B z B to heterogeneity rather than chance. OF = odds Raio.
Drugtreatment Z=testforoverall effect.
wiit hy it haut 1.03 055tol594 569 4 0.22 0.11 0.92
psychotherapy
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.. Psychological treatment of late-life depression: o meta-analysis
Cuijperset al., (2000) ¢ ondomized controtied trit.

Analysis Results .
- [\1ain Effect
. - T
d assacl - I ) Fsychological treatments have moderate to large
All studies 0.72 0.69-0.85 101.3%* 80.2 effectson late-life depression.
All studies iminustwo outliers) 0.72 0.57-0.87 17.28 1.6

Inclusion criteria

Sub-group analyses

Moo * 0.24 0.58-1.11 8.27 274

Other 0.67 0.49-0.85 704 i Equivdence of effect found between individud, group
or bibliotherapy formas or between CBT and other
types  of psychological treament.  Severity  of
Individual 0.73 0.51-0.95 7.42 19.2 depresdondidnot predict outcome. The effacts were
comparable between self-rated and dinician rated

Farmat

Group 0.70  0.46-0.95 £.51 9.3 gepresdon outcomes. No impac of control group on
Bibliotherapy 0.73 0.35-1.11 4.32 7.5 Esfound.
Community 0.77  0.60-0.95 49.70 1]

Other 0.58 0.29-0.85 5.3 20.5

Type oftreatment

CBT 0.70  0.48-0.92 10.33 22.8 KEY
COtherTreatments 0.74 0.53-0.34 6.88 o " OWith or without minor depression or dyshymia. **
Only O statistic found to be significant.
Waiting List 072  0.51-0.92 12.97 229
Care-as-usual 0.75  0.49-1.01 1.45 1]
Other .64 0.159-1.09 .70 1]

. Treatments forlater-life depressive conditions: o meta-analytic
Pinquartet al., (2006) . g p,

izon of pharmacotheraoyand psychotherapy.

Analysis Results

Main Effect
Number oftreaed d 950 3 a p ] ) . i
subgroups L str-:h-:-thgl apy ?ncl. |Jha|macnt.hE|a|r~r did not show
strong difference in effect sizes: Both moderately
Clinician rated large.
dEPFESSiDn D ——
BT 26 122 -142te-103 -1240¢ 3sas  oub-group analyses
Other 3 -0.75  -1.0lto-0.48 -5.67° 8.07 Grester clinician rated depression improvemeant seen
in mild-moderate  depression, for psychotherapy
Self-rated group as compared with drug therapy: not found on
depression selfrated measures. BS for CBT as raed on dinician
rated measures was graatar than the effects of ather
CET 40 -0.88 -1.05to-0.71 -10.11" &1.830°

forms of psychotheray. Results for sslfrated
Other 12 -0.69 -0.95to-0.42 -5.13* 17.31 measures show dmilar trend but with significant
heterogen sity.

KEY

“pe0.00l. d = effect size.t =t gatigic. O = measure of
heterogeneity, Significant wdues of Q" indicate
significant homogeneity of effect size. 95% CI = 95%.
Confidence Interval. O = measure of heterogeneity.
Sign. = Significance.
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Pinquart & Sorensen (2001)

Analysis
Intervention

Self-rated Depression

Cognitive Behavioural
Therapy

FeychodynamicThermpy

RFeminiscence

Clinician Rated
Diepression

Cognitive Behavioural
Therapy

FsychodynamicThermpy

Feminiscence

386

278

g

0.64

0.44

Results

95% Cl t

9.3.'.

0.50te073

0.37t0 121 3.66%°"

0.30 ta 0.58 £.17***

0.99to0 136 12.30%*°

1.10te 227 L5e2°%

-0.11t01.43 1.67

How efTective are psychotherapeuticand other

interventions with olderadults?

Main Effect

Homogeneity cpT and Psychadynamic approaches were associatad

E3.61%

15.58

35.23°

10.95%F

5.35*

with significantly higher effect sizesthan reminiscance
approaches. However, significant heterogensity was
found in most analyszs. The main effed  for
Fsychodynamic therapy (szlf-rated measures) was not
subject to significant heterogen eity,

Moderator analyses

Individual interventions, Interventions with
depressed, ratherthan non-deprassed elders and use
of dinician raed (HRSD) rather than sslf-rated
(BDI/GDS)  outcome measures were  significantly

associated with greater effect sizes Therapists with
advanced degree +  geromtological expensnce
associated with dgnificantly higher effect sizes as
compared with those with advanced degree
graduate [ paraprofessionals Meither type of control
used nor study length, quaity or sstting were not
found to moderate effect sizes.

Moderatar Analyses

individual {} Vs Group
(G) Conditions
Self-rated Depressian
Clinician rated
Ciepression
Non-Depressed (ND}
Ve Depressed|D]
Self-rated Depression
Clinician rated
Depression
Community (€] Vs
Nursing Home (NH]
Self-rated Depression
Clinician rated
Ciepression
29 sessions (£9) Vs >9
sessions (9
Self-rated Depression
Clinician rated
Ciepression
immediate posttest
{ipt) Vs Delayed
pasttest({Dpt)
Self-rated Depression

Cualification

1. Graduate

students/paraprofessionals

2. Advanced degres

3. Advanced degree+

Gerontological experiance

RFeport Cuality
1. Lo
2. Medium

3. High

Farticipants
| a
3685 734
171 158
ND ]
559 BEE
3g 378
C INH
837 226
338 -
] ]
520 E£71
124 213
Ipt Cipt
1040 184
n £
61 0.28
3le 0.40
08 0.81
263 0.35
GE0 0.56
241 0.56

g g% Cl

G | G
0.70 044 |0.50to0.85 0.34to054
1.56 068 | 1.30-1.82 0.44to0591

o] ND b
0.31 0.7 |0.19to049 0.59t00.81
040 116 [0.90te0.86 1.00te 132

INH C MH
0.51 0.39 |[041to060 0.20to05E
1.23 - 1.06to 140 -

] ] ]
040 059 |[0.28t0052 047to0F1
0.76  1.21 |0.50te1.01 0.99to 143

Cipt Ipt Lpt
055  0.34 |046to064 0.13to054

95% I t a

0.07to 0.50 2.59¢ 10.77
0.24to 056 c.04%*" 20.45
0.56to 1.06 G.Eg" " 10.95
0.18to 052 4170 EFR- A
0.45to 068 10,13 5141
0.37to 074 Gont*t 14.08

t (] Sign.

| G | a
g 3ahee B.F1*** 11.51 &0.24%*%*
13.29***  EB.83*"" | 40,20 1421

MO ] MO 8]
5.20° 12.63 459.55" 38.24

1.68+ 15.21%** - 51.60%*

L+ MH L+ INH
10.26%%% 4 30" 71.66" 12.47
15.10%°"" - 47.13%" -

=9 =9 =9 =9
B.E2"TT 966" | 3482 gR1.59%°
G.g2%** 1] gg*** 537 41,24

Ipt Cpt Ipt Cipt
12,55%** 3.29"** | BL.ER"" 13.06

Sign. of
difference
KEY
R pE0001; Y T p=0.01; T p=00s, g=
1,2<3

mean effect size. t =t datistic 95%
= 95%. Confidence Imterval. @ =
measure of heterogeneity. Sign.
Significance.

Nat significant
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: e Psychological outreach programmes for the depressed elderly: a meta-
Cu JPErS (1998) r is af sand dropout

== Main Effect
i 95% 1 Zscore  OrFshl
Treatmeant ¥'s Cantral 0.77 0.55-0.98 *'?U.DIJSIJJ 40 Fsychological treatment for depressed elders
P 13 - inthe community iseffective d=0.77.
Fre-Paost diff =47 1.07 0.92-1.22 . 104
re-Post difference {n=473i p<0.001

ES of studieswith contral

compared with studies Akt ks G

without control T
ES of studies with farmal
1.25vs0.89= g - -
diagnosis of Major depression r :sificantnon Further ,&,nah’;geg
compared with others 5 '
CETv . oz A ) ) )
% s e S T =LEEh S 88 e i Regrzssion analysis showed CBTto be a predictor of
ES. BT wsothertherapias 0.05 = non significant. increased  effect size. Formmat, M of sesdons,
o depresdon severity, gender, mean age were non-
B. Po_st-t_esttof_c-llor, up s -D.U?._U.I?Q_.D.Dinon significant preditors CBT not sgnificantly more
studies) 1,3, & months. significant effective in comparison with ather approaches Drop
Regressian analyses B SE out significantly larger in: group interventions: CET

interventions; intervertions with more  s2ssions
Intervention type, participant charact eristics. Only one conditionswith a greater % women.

variable reached a significant |evel:CBT intervention.

Repgression analyses af Drop out showed four sipnificant

predictors, together predicting 94% of the variance: KEY
Group 0.36 0.06 d = Effect Size. 95% I = 95% Confidence Interval.
CBET 0.29 0.05 OrFshl = Orwin’s Fail safe N-number of studies with a
. zero-effect tha should be found in order to reduce
% Female 0.0z 0.003 the effect size to 0.20. p = Regrassion Coafficiert. SE=

Standard Error. CBT = Cognitive BehaviourTherapy
Number of sessions 0.04 0.01

- £ - H He Iif, oy s a0 [
Effects of reminiscence and life review on late-life

Bohlmeijeretal., (2003) . .~ "~ '

depression: a meta-analysis

Reminiscence and life review effedt an

depressive symptoms: All studies. (Z= 959 0,84 0.31-1.37 Q103.51**" 12 Owverdl effect size of 054 indicated dinicaly
4.94 p=0.0010rFsN =74 significant effect of reminiscence and life review on

depresdve symptoms in eldedy people dthough test

for heterogensity  indicates  significant  variance

attributable tothe systematic effects of covariates.

Al studias, outlier exduded 933 0.67 0.41-0.93 75.53"* 398

Farthose participants with high
depressive symptoms
Forthose participants without high
depressive symptoms

391 1.23 0.92-1.E3 9.59 0

542 0.37 0.12-0.82 25.71 60.3 -
Sub-group analyses

High quality studies 240 0.92 0.28-1.56 14.25 255
Larger effect in subjeds with elevated depressive
Other studias 693 0.60 0.33-0.88 FL2E™" 467 symptom (d1.23) as compared to other subjects
1d0.375. All other sub-group comparisons overlap at
Reminiscence 421 0.46 0.16-0.76 29.71*" E6.2 88% Cl: rem ws life review; high vs low quality; group
vs individual; community vs non-community; studies
Life-review E12 0.92 0.45-1358 32.34%*** 27 7% =72% women ws <72 women; published ws
unpublished.
Group intervention 448 0.68 0.38-0.98 25,495 49.2
Individual intervention 485 0.4 0.11-1.17 49.58 20
Communityresidents EE6 1.11 0.12-210 &F.&83**° 21
Mursing /residential homes 325 0.38 0.05-0.71 7.1449 63 II(E‘TII
P pe0oonl; Yt p=0.0l; T pa00s. d = effect size. Cl=
Lessthan 7 2% women 516 0.75 0.21-1.28 59.193"*" 21 9%, Confidence Interval. O = Cochran’s O measure
: of heterogenszity. SE = percentage of the variance
IMare than 72% women 417 0.58 0.31-0.84 18.085 66 accounted for by random sample error. OrFsh =
Fublished studies 732 0.77 0.47-1.0F 53.280"** 39  Orwins Fadlsafe MN: number of studies with a zero-
effect that should be found in order to reduce the
Dissertations 195 0.20 0.17-0.58 9.262 B affact sizeto 0.20.
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icacy of nonmedical treatments of depression in elders:

A guantitative analysis

Main Effect

Mumberof MNumber of

d g
therapies Individuals z ES {pi
Therapies compared with 20 405 052 0.26 0
real contrals
Therapies camparad with - -
artificial controls =8 1.08 0.51 0.07
Differance betweenreal 7= 2.65 p = 0.00

and artificial controls

Typesoftherapy [usingreal contrals

Cognitive 7 128 0.78 0.33 n.22
Behaviour 3 57 0.85 0.41 0.09
Cognitive/Behaviour 3 34 012 0.06 0.08
Faychodynamic 1 32 0.61 0.3 na
Rest [ 162 0.28 0.14 0.01

Therapy mode:individual. 18 §12%) 348 0.76 0.37 012
Tharapy mode: group. Qi7" 111 0.16 0.0z 0.00
Therapy |_':wt|e: individual 1* 12 071 0,35 na
% group
Mean effect size of
individual Vs Group

{including artificial (Z=374p=000N=27/{Z=441p=0.00N =15
contrals/iexcduding

artificial controls)

Diagnasis?
IMajor Deprassion 1045%) 0.26 0.42 0.14
Depression 10° 0.68 0.33 0.21
Iultiple Complaints gi5%) 0.14 0.07 0.00

Sewverity of Depression ®

Mild/Maderate

. 9§7*) 103 0.7z 0.35 0.01
Liepression
Sewvere Deprassion 1248%) 258 0.68 0.33 0.32

Mild/Maderate
Ciepression VsSevers
deprassion (Allstudizs/
Controlled studies

(Z=0.83, p=0.20,N=21) / Z=0.44, p= 0.33,N = 15

Type of cantral # cantrals [n)

Matreatment 10 144 0.64 0.32 0.o0o
Flacebo & 117 0.28 0.31 0.31

Mo treatment Vs Contral Z=2.08p=002 N=1&

L]

Age sipnificantly.

Includir!gartifi-:ilalcontrols ir=-0.03, p =041, N=23)
in analysis

E<cluding artificial controls {r=-0.33, p =0.01, N=20)

Type of depressian

measure$
HRSL 14.{a%) 1.10 0.52 0.o2
BOI-21 16§11%) 0.57 0.23 o.oo
EDI-13 11(6%) 0.62 0.31 0.39
GDs Fia") 068 0.33 o.00
Rest F 0.65 0.32 0.15
HRESD VsEBDI-21 Z=3.30, p=0.00
HRSD Vs EBDI-13 I=2.14, p=0.02
HRSD Vs GDS 1=1.56, p=0.0%

Fisher Variability of

This metaanalyds included non-medicd treaments
for lae-life depression such as anger expression,
music therapy and physical training. The overall effect
size s theraefore not reported here. In addition,
comparisons were made udng real and artificial
control conditions. Howewver, artificial controls were
shown to result in significantly higher effect szes.
Fesultsthersfore nesdto be interpreted with caution.
Where comparisons have incduded artificid controls
the number of studies for which red cortrols were
used is indicatzd  Owerall effect sizes: Cognitive
therapy d= 0.78; Behaviour therapy, d = 0.85;
Cognitive  and  Behaviour Therspy, o =0.12;
Fsychodynamictherapy, d = 0.61

Sub-group analyses

Individual ra&har than goup treatment and use of
clinician rated outcome (HRSD) rather than sslf-rated
{BDI/GDS) were significantly associated with graater
effect dzes. Comparisons with placebo  yielded
significantly lower effect sizes than no-trestment or
waiting list controls. Severity, age, gender, lengh of
treatmeant yielded no evidence of moderating effect.
Those swith multiple complants were found to
respond less well to treameant. Age: The mean agein
controlled/uncontrolled studies differad dgnificantly.
Including artificial cortrolz in analyds yielded non
significant  correlation (r =-0.03, p =041, N=2&).
Excluding artificial contralsit was dgnificant (r= -0.33,
p =001, M=20). Mo firm conclusions can be drawn
about age effacts.

The mean age in cantrolled/unntralled studies differed

KEY

= Andysesinclude non-psychological treatments D=
Mean effect sizes. E5 = Effect Size. * = number with
real controls. HRSD = Hamilton Rating Scde for
Depression. BDI= Becks Depression Inventory. GDS =
GeriatricDeprassionScale




Appendices

Gore y & C ryns { 1991 :| Group work as interventive modality with the older depressed

client: A meta-analytic review

Analysis Results
IMain Effect

Analyses of impact of non-specific factors undertaken

Mean E5 5D d  Cohen'sUs{®%) r-index *

Group (Fre-Fost Comparisen) 098 0.51 0.92 g§2.22 0.42 0,17 using a comparison of r-index and * (coeffident of
determination). Conclusion: Group intervention only

Group Vs Mo treatment 0.62 051 O0.68 75.16 0.32 accounts for 17% of variance in affective state on pre-
Group Vs Placebo 009 053 0.09 3 g 0.04 post tes comparison. Comparing goups with no
treatment controls and groupswith placebo controlsit

Group¥sDruglintervention -0.63  0.69 -0.67 -74.84 was inferred tha 76% of change is accounted for by

interventive factors {specific and non-specifici.

{Group VsMotrestment r-index) {GroupVs Placeba r-index) 0.33/0.42=076  Comparing groups with placebo controls with groups
with no treament it is inferred that 13% of

improvemeart in depressive symptoms is due to
intervention specific effects leaing 7% of overall

oderator Effects improvement dusto non-specific factaors.

Overall heterogenaity Chi-Square (18] =52.95 p=0.001

{Group VsFlaceba r-index)/{Group Vs Na treatment r-ind e} 0.04/0.32=013

Further analyses
Fublication date Inversely relatedto B5 {r=0.52, p =0.024
Increassd severity of deprassion, living alone, wating

Lawita high study quality ES attenuated by 2/3.(F3.18) = 9.90,p =000y '15F control irather than active controlh, poerar study
quality and smaller groups reportad to be significant

pradictors of outcome in group therapy. Type,

(e o (e Uz e I A 2 duration and setting of therapy, and age and gender
Studieswhens =25% of . - ~of paticipants found to be non-significant predictors
participants lived alane / <25% d=143/0.84 (F{1,100 = 5500, p =0.42) of outcome imethods notreported).
Depression namatively defined as - : o . . :

. , d=0.14/094/1.37 {F{2,18) = 7.07), p =0.05)
mild/moderate/severe : : C : P ! I<EY

. e ; e . BB = Effedt Size. 5D = Standard devigion. d =

Group size: <6/ 614 d=1.38/081 (F{1,18) =6.45), p =0.22) | pizcad’ B5. Cohen's Lk: % of participants scoring

below the mean predntervention sore . R index:
converted  to % indicates %% improvemsnt  of
depresdve  symptoms.  RY = coefficient  of
determination: the % of varance accounted for by
intervention. F = explaned wvariance/unexplained

Failsafe N & p=0.05 was caculated at 90 thusfalling short of
Rasentha's criterion: {Includad studias) + 10 = 105, Althaugh
one way ANOVA on ES by bookjournal Vs dissertation
reportedas non-significant (F1.17 = 0.04

Scogin &McElreath (1994) &7eee
o Effect

ES Zscore  WMES FsN

Fublication bias:

yariance.

psychosacial treatments for geriatric depression:

e S|:e:t.reatment'.'snn 0.78 "i=3'?f1" 1.22 2658 Psychosocial interventions more effective than no-
treatment/placho p < 05§ i : I e
o treatment or placebo in decreasing  depresdve
WMajor Deprassion {four studies) 0.76 I,£=.1I.:|?5|I3. 0.87 22 symptomsin older adults. Bffect size: 0.78
P 05§
R . - . .
.I|n|-:alDepr\ess.lonandS_u!J—u:Ilnlu:a_ID.epressmn 079 ’ .3.3.5. 1135 1326
group (18 remaining studies) p < .05)
CBTI,ln-:Iudlng|nd_rv!dual.glrc-up. and seff- ggg = Z.EHIB. 089 3 Further .&I'IEIIVSES
administerad) P 05§
Reminiscence Therapy L I_Tzﬂgu? 1.92 201 Mo correlation between effect sizes and type of
- E . therapy, severity of depresson, therapy moddity,
Self-report outcome measures ||treatlment 0.69 2= 3.3:.’[, 110 2,119 duration oftherapy and study quality.
wersusno-treatment or placebo) p < .05}
Other-rated measures l.treatmer!t VErsU S no- 115 IZ = 3::»4 1.33 430
treatment or placeho) p < 05§
. . (Z=2.56,
Group treatment {n = 131, . 0.74 ':c, us':: 158 337
Individual trestment {n =7) 077 T2 pac g
P 05§
Cagnitive ApproachesVs Other Approaches (n 041 {Z=1.09, 0.30
=7 including IFT and BT} : p= .05, :
Behavioural approaches Vs Other Approaches 0.00 -0.06
in= & including CT, IFT, Supportive) ) {p =050
Treatment Vs Mo treatment. Correlation
. . 0.19
betweentreatment quality and effect size | 70 KEY
- In=14) ES = Effect Size. WIES = Waightad Maan Effact Size,
Association n.Jf effect sizeto numbearof 0.20 Fsll = Fail-safe I
treatment sessions across treatment versus .,

no-treatment comparisons.
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Krishnaetal.,, (2011).

Is group psychotherapy effective in older adults with depress

SMaric review

A cwef
A syst

Analysis Results
1AL Zz P 5% CI 1*
=
Group Psychatherapytreatment 5 o5 349 ppol -6.18t0-167 14.17
wersus {anyl cantral.
Group psychatherpeutictreatment - o, o g 4001 3.9510-3.62  6.68
wersuswaitinglist control
Group psychotherapeutic treatment 274 291 0.03 -516to-0.31 1061
versusotherthempeutictreatments ’ ’ ’ ’ ’
Group Fsychotherapy versus active 02 018 0.86 -206tol67 o
control: completion tofollow-up ' ' ' ' '
Fooled
IMain measures of effect of Mo <o 5t 9550
intervention Vswaiting list ' -
Combined maasures (&) .26 £.91 -0.86 -150ta0.21 p<0.01
Geriatricdepression scale (3 476 /.18 -0.75 -1.39te-0.11 p<0.01
Beck deprassion inventory {2 55 £.95 -0.77 -1.52t0-0.02 p<0.01

Main measures of effect of intervention¥'s active contral

Combined maasuras {11 3.1 7.49
Geriatricdepression scale (4 1.12 5.94
Hamiltan deprassionratingscale (3} 7.84 7.52
Eeck deprassion inventory (4 147 9.02

Samadetal., (2011)

Analysis Results
WD 95%Cl p
Self-rated effectivenass of behaviour
" -1.35to
therapy Vs WL control at treatment  -0.52 0.30 0.21
completion
Clinician rated effe divenzss of
behaviourtherapy Vswaiting list -5.86 _?'?%ED 0.0o01
control at treatment completion R
Behaviourtherapy Vs cognitive
therapy
Self-rated effectiveness of behaviour
. . -0.24 to
therapy V cognitivetherapy at follow 0.23 0.70 0.33
up {1-3 months '
Self-rated effectivenass of behaviour
ther:ap\.- ','-:-:-gnlt.r-;%themp\.-.atf-:-I.I-:-w 002 -044 to 093
up i1-3 manthsi: Only studieswith 0.48
formal diagnosis of depression.
Clinician rated effe divenzss of
behaviourtherapy Vs cognitive therspy -0.05 -22.1I:Ililnt-:- 0.95
at treatment completion ’
Clinician rated effe divenass of
behaviourtherapy Vs cognitive therapy .95 -4.301to 042
at treatrment completion: Only studies 1.79
with formal diagnosis of depression.
Self-rated effectivenass of behavioural
therapy Vs brief psycho-dynamic 037 -0.84 1o 013
therapy at post-treatment {or3 manth 0.11 '
follow-up).
Clinician rated effe divenass of
beha‘-;i-:-uralthemp\.-"isbrie‘fpst.-cln.:-- e ~HB4to 032
dynamictherapy at post-treatment for 1.52

3 month follaw~up).

-0.36
-0.10
-0.95

-0.19

nin older adult

5.94

0.11

5.24

345

0.00

ness of behaviouralther

amelq-anaiysis.

[ 5]

-1.09to 0.37 p<0.05
-0.86t0 0.37
-1.75t0-0.14 p=0.01
-0.82t0 0.45

I!i

P

0.01 7&8%

0.94 0%

0.15 43%

0.33 21%

0.96 0%

0.62 0%

- . -

1o

Main Effect

Group psychotherapy is an effective intervention for
late-life  depression compared with waiting list
cortrols but with awvery modest effect dze. Group
intervention versus acive interventions did not reach
statigical significance indicating no effect of the
intervention wversus all variations in the active control
conditions.

Further analyses

Waiting lig control had significantly fewer lossesto
follows up than intervention groups. HORS outcome
measure found significant difference favouring the
group therapies comparad to active controls but this
was not found with BDand GDS outcome measures.

KEY

D = Mean effect size. 5D = Standard deviaion. E5 =
Effect Size.E5" = Bias corrected ES. 95 % Cl = 95%
ConfidencelInterval. Z =z score.t* = £ distribution.

Main Effect

Behavioural therapy for older people dgnificantly
more effective than WL control when measured by
clinician-rated depression (HRDS) but not dgnificantly
differart when measured by patient sslf-report (BDI &
GDS)

Further analyses

E:cluding studies withowt a formnal diagnosis of
depresdon at baseline reduced the effectivensss of
cognitive therapy compared to behaviourd therapy
{In self-reported depression. Analysis of drop-out:
pooled dropout rakio CT Vs BT (OR = 2.04 95% O 0.87
to4.78, p=0.10) and for ETVsBEPT (OR = 1.50

195% 1 0.32—6.96, p=0.61) both non-significant.

KEY

WD = Weighted mean effect size. Cl = 95%
Confidence Intervad. ¥* = Chi square. df = degrees of
freadom. P =the parcentage of wvariation across
studies tha is dus to heterogensity rather than
chance.




Appendices

Appendix 5: PRISMA Guidelines (Systematic Review).

25



OPEN a ACCESS Freely available online

Guidelines and Guidance

PLOS mepicine

Preferred Reporting Items for Systematic Reviews and
Meta-Analyses: The PRISMA Statement

David Moher'?*, Alessandro Liberati®>*, Jennifer Tetzlaff', Douglas G. Altman®, The PRISMA Group'

1 Ottawa Methods Centre, Ottawa Hospital Research Institute, Ottawa, Ontario, Canada, 2 Department of Epidemiology and Community Medicine, Faculty of Medicine,
University of Ottawa, Ottawa, Ontario, Canada, 3 Universita di Modena e Reggio Emilia, Modena, Italy, 4 Centro Cochrane Italiano, Istituto Ricerche Farmacologiche Mario
Negri, Milan, Italy, 5 Centre for Statistics in Medicine, University of Oxford, Oxford, United Kingdom

Introduction

Systematic reviews and meta-analyses have become increasingly
important in health care. Clinicians read them to keep up to date
with their field [1,2], and they are often used as a starting point for
developing clinical practice guidelines. Granting agencies may
require a systematic review to ensure there is justification for
further research [3], and some health care journals are moving in
this direction [4]. As with all research, the value of a systematic
review depends on what was done, what was found, and the clarity
of reporting. As with other publications, the reporting quality of
systematic reviews varies, limiting readers’ ability to assess the
strengths and weaknesses of those reviews.

Several early studies evaluated the quality of review reports. In
1987, Mulrow examined 50 review articles published in four leading
medical journals in 1985 and 1986 and found that none met all eight
explicit scientific criteria, such as a quality assessment of included
studies [5]. In 1987, Sacks and colleagues [6] evaluated the adequacy
of reporting of 83 meta-analyses on 23 characteristics in six domains.
Reporting was generally poor; between one and 14 characteristics
were adequately reported (mean = 7.7; standard deviation = 2.7). A
1996 update of this study found little improvement [7].

In 1996, to address the suboptimal reporting of meta-analyses,
an international group developed a guidance called the
QUOROM Statement (QUality Of Reporting Of Meta-analyses),
which focused on the reporting of meta-analyses of randomized
controlled trials [8]. In this article, we summarize a revision of
these guidelines, renamed PRISMA (Preferred Reporting Items
for Systematic reviews and Meta-Analyses), which have been
updated to address several conceptual and practical advances in
the science of systematic reviews (Box 1).

Terminology

The terminology used to describe a systematic review and meta-
analysis has evolved over time. One reason for changing the name
from QUOROM to PRISMA was the desire to encompass both
systematic reviews and meta-analyses. We have adopted the
definitions used by the Cochrane Collaboration [9]. A systematic
review is a review of a clearly formulated question that uses
systematic and explicit methods to identify, select, and critically
appraise relevant research, and to collect and analyze data from
the studies that are included in the review. Statistical methods
(meta-analysis) may or may not be used to analyze and summarize
the results of the included studies. Meta-analysis refers to the use of
statistical techniques in a systematic review to integrate the results
of included studies.

Developing the PRISMA Statement

A three-day meeting was held in Ottawa, Canada, in June 2005
with 29 participants, including review authors, methodologists,

@ PLoS Medicine | www.plosmedicine.org

clinicians, medical editors, and a consumer. The objective of the
Ottawa meeting was to revise and expand the QUOROM
checklist and flow diagram, as needed.

The executive committee completed the following tasks, prior to
the meeting: a systematic review of studies examining the quality
of reporting of systematic reviews, and a comprehensive literature
search to identify methodological and other articles that might
inform the meeting, especially in relation to modifying checklist
items. An international survey of review authors, consumers, and
groups commissioning or using systematic reviews and meta-
analyses was completed, including the International Network of
Agencies for Health Technology Assessment (INAHTA) and the
Guidelines International Network (GIN). The survey aimed to
ascertain views of QUOROM, including the merits of the existing
checklist items. The results of these activities were presented
during the meeting and are summarized on the PRISMA Web site
(http://www.prisma-statement.org/).

Only items deemed essential were retained or added to the
checklist. Some additional items are nevertheless desirable, and
review authors should include these, if relevant [10]. For example,
it is useful to indicate whether the systematic review is an update
[11] of a previous review, and to describe any changes in
procedures from those described in the original protocol.
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Box 1: Conceptual Issues in the Evolution from
QUOROM to PRISMA

Completing a Systematic Review Is an Iterative
Process The conduct of a systematic review depends
heavily on the scope and quality of included studies: thus
systematic reviewers may need to modify their original
review protocol during its conduct. Any systematic review
reporting guideline should recommend that such changes
can be reported and explained without suggesting that
they are inappropriate. The PRISMA Statement (Items 5, 11,
16, and 23) acknowledges this iterative process. Aside from
Cochrane reviews, all of which should have a protocol,
only about 10% of systematic reviewers report working
from a protocol [22]. Without a protocol that is publicly
accessible, it is difficult to judge between appropriate and
inappropriate modifications.

Conduct and Reporting Research Are Distinct
Concepts This distinction is, however, less
straightforward for systematic reviews than for
assessments of the reporting of an individual study,
because the reporting and conduct of systematic reviews
are, by nature, closely intertwined. For example, the failure
of a systematic review to report the assessment of the risk
of bias in included studies may be seen as a marker of poor
conduct, given the importance of this activity in the
systematic review process [37].

Study-Level Versus Outcome-Level Assessment of
Risk of Bias For studies included in a systematic review, a
thorough assessment of the risk of bias requires both a
“study-level” assessment (e.g., adequacy of allocation
concealment) and, for some features, a newer approach
called “outcome-level” assessment. An outcome-level
assessment involves evaluating the reliability and validity
of the data for each important outcome by determining
the methods used to assess them in each individual study
[38]. The quality of evidence may differ across outcomes,
even within a study, such as between a primary efficacy
outcome, which is likely to be very carefully and
systematically measured, and the assessment of serious
harms [39], which may rely on spontaneous reports by
investigators. This information should be reported to allow
an explicit assessment of the extent to which an estimate
of effect is correct [38].

Importance of Reporting Biases Different types of
reporting biases may hamper the conduct and
interpretation of systematic reviews. Selective reporting
of complete studies (e.g., publication bias) [28] as well as
the more recently empirically demonstrated “outcome
reporting bias” within individual studies [40,41] should be
considered by authors when conducting a systematic
review and reporting its results. Though the implications of
these biases on the conduct and reporting of systematic
reviews themselves are unclear, some previous research
has identified that selective outcome reporting may occur
also in the context of systematic reviews [42].

Shortly after the meeting a draft of the PRISMA checklist was
circulated to the group, including those invited to the meeting but
unable to attend. A disposition file was created containing
comments and revisions from each respondent, and the checklist
was subsequently revised 11 times. The group approved the
checklist, flow diagram, and this summary paper.

@ PLoS Medicine | www.plosmedicine.org

Although no direct evidence was found to support retaining or
adding some items, evidence from other domains was believed to
be relevant. For example, Item 5 asks authors to provide
registration information about the systematic review, including a
registration number, if available. Although systematic review
registration is not yet widely available [12,13], the participating
journals of the International Committee of Medical Journal
Editors ICMJE) [14] now require all clinical trials to be registered
in an effort to increase transparency and accountability [15].
Those aspects are also likely to benefit systematic reviewers,
possibly reducing the risk of an excessive number of reviews
addressing the same question [16,17] and providing greater
transparency when updating systematic reviews.

The PRISMA Statement

The PRISMA Statement consists of a 27-item checklist (Table 1;
see also Text S1 for a downloadable Word template for researchers
to re-use) and a four-phase flow diagram (Figure 1; see also Figure
S1 for a downloadable Word template for researchers to re-use).
The aim of the PRISMA Statement is to help authors improve the
reporting of systematic reviews and meta-analyses. We have focused
on randomized trials, but PRISMA can also be used as a basis for
reporting systematic reviews of other types of research, particularly
evaluations of interventions. PRISMA may also be useful for critical
appraisal of published systematic reviews. However, the PRISMA
checklist is not a quality assessment instrument to gauge the quality
of a systematic review.

From QUOROM to PRISMA

The new PRISMA checklist differs in several respects from the
QUOROM checklist, and the substantive specific changes are
highlighted in Table 2. Generally, the PRISMA checklist
“decouples” several items present in the QUOROM checklist
and, where applicable, several checklist items are linked to
improve consistency across the systematic review report.

The flow diagram has also been modified. Before including
studies and providing reasons for excluding others, the review
team must first search the literature. This search results in records.
Once these records have been screened and eligibility criteria
applied, a smaller number of articles will remain. The number of
included articles might be smaller (or larger) than the number of
studies, because articles may report on multiple studies and results
from a particular study may be published in several articles. To
capture this information, the PRISMA flow diagram now requests
information on these phases of the review process.

Endorsement

The PRISMA Statement should replace the QUOROM State-
ment for those journals that have endorsed QUOROM. We hope
that other journals will support PRISMA; they can do so by registering
on the PRISMA Web site. To underscore to authors, and others, the
importance of transparent reporting of systematic reviews, we
encourage supporting journals to reference the PRISMA Statement
and include the PRISMA Web address in their Instructions to
Authors. We also invite editorial organizations to consider endorsing
PRISMA and encourage authors to adhere to its principles.

The PRISMA Explanation and Elaboration Paper

In addition to the PRISMA Statement, a supporting Explana-
tion and Elaboration document has been produced [18] following
the style used for other reporting guidelines [19-21]. The process
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Figure 1. Flow of information through the different phases of a systematic review.

doi:10.1371/journal.pmed.1000097.g001

of completing this document included developing a large database
of exemplars to highlight how best to report each checklist item,
and identifying a comprehensive evidence base to support the
inclusion of each checklist item. The Explanation and Elaboration
document was completed after several face to face meetings and
numerous iterations among several meeting participants, after
which it was shared with the whole group for additional revisions
and final approval. Finally, the group formed a dissemination
subcommittee to help disseminate and implement PRISMA.

Discussion

The quality of reporting of systematic reviews is still not
optimal [22-27]. In a recent review of 300 systematic reviews,
few authors reported assessing possible publication bias [22],
even though there is overwhelming evidence both for its
existence [28] and its impact on the results of systematic
reviews [29]. Even when the possibility of publication bias is
assessed, there is no guarantee that systematic reviewers have
assessed or interpreted it appropriately [30]. Although the
absence of reporting such an assessment does not necessarily
indicate that it was not done, reporting an assessment of possible
publication bias is likely to be a marker of the thoroughness of
the conduct of the systematic review.

Several approaches have been developed to conduct systematic
reviews on a broader array of questions. For example, systematic

@ PLoS Medicine | www.plosmedicine.org

reviews are now conducted to investigate cost-effectiveness [31],
diagnostic [32] or prognostic questions [33], genetic associations
[34], and policy making [35]. The general concepts and topics
covered by PRISMA are all relevant to any systematic review, not
just those whose objective is to summarize the benefits and harms
of a health care intervention. However, some modifications of the
checklist items or flow diagram will be necessary in particular
circumstances. For example, assessing the risk of bias is a key
concept, but the items used to assess this in a diagnostic review are
likely to focus on issues such as the spectrum of patients and the
verification of disease status, which differ from reviews of
interventions. The flow diagram will also need adjustments when
reporting individual patient data meta-analysis [36].

We have developed an explanatory document [18] to increase
the usefulness of PRISMA. For each checklist item, this document
contains an example of good reporting, a rationale for its inclusion,
and supporting evidence, including references, whenever possible.
We believe this document will also serve as a useful resource for
those teaching systematic review methodology. We encourage
journals to include reference to the explanatory document in their
Instructions to Authors.

Like any evidence-based endeavor, PRISMA is a living
document. To this end we invite readers to comment on the
revised version, particularly the new checklist and flow diagram,
through the PRISMA Web site. We will use such information to
inform PRISMA’s continued development.
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Table 1. Checklist of items to include when reporting a systematic review or meta-analysis.
Reported on

Section/Topic #  Checklist Item Page #

TITLE

Title 1 Identify the report as a systematic review, meta-analysis, or both.

ABSTRACT

Structured summary 2 Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility
criteria, participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions
and implications of key findings; systematic review registration number.

INTRODUCTION

Rationale 3 Describe the rationale for the review in the context of what is already known.

Objectives 4 Provide an explicit statement of questions being addressed with reference to participants, interventions,
comparisons, outcomes, and study design (PICOS).

METHODS

Protocol and registration 5 Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide
registration information including registration number.

Eligibility criteria 6 Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered,
language, publication status) used as criteria for eligibility, giving rationale.

Information sources 7 Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify
additional studies) in the search and date last searched.

Search 8 Present full electronic search strategy for at least one database, including any limits used, such that it could be
repeated.

Study selection 9 State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable,
included in the meta-analysis).

Data collection process 10 Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any
processes for obtaining and confirming data from investigators.

Data items 1 List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and
simplifications made.

Risk of bias in individual 12 Describe methods used for assessing risk of bias of individual studies (including specification of whether this was

studies done at the study or outcome level), and how this information is to be used in any data synthesis.

Summary measures 13 State the principal summary measures (e.g., risk ratio, difference in means).

Synthesis of results 14 Describe the methods of handling data and combining results of studies, if done, including measures of
consistency (e.g., I?) for each meta-analysis.

Risk of bias across studies 15 Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective
reporting within studies).

Additional analyses 16 Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done,
indicating which were pre-specified.

RESULTS

Study selection 17 Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions
at each stage, ideally with a flow diagram.

Study characteristics 18 For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period)
and provide the citations.

Risk of bias within studies 19 Present data on risk of bias of each study and, if available, any outcome-level assessment (see Item 12).

Results of individual studies 20 For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each
intervention group and (b) effect estimates and confidence intervals, ideally with a forest plot.

Synthesis of results 21 Present results of each meta-analysis done, including confidence intervals and measures of consistency.

Risk of bias across studies 22 Present results of any assessment of risk of bias across studies (see Item 15).

Additional analysis 23 Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]).

DISCUSSION

Summary of evidence 24 Summarize the main findings including the strength of evidence for each main outcome; consider their
relevance to key groups (e.g., health care providers, users, and policy makers).

Limitations 25 Discuss limitations at study and outcome level (e.g., risk of bias), and at review level (e.g., incomplete retrieval of
identified research, reporting bias).

Conclusions 26 Provide a general interpretation of the results in the context of other evidence, and implications for future
research.

FUNDING

Funding 27 Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for
the systematic review.

doi:10.1371/journal.pmed.1000097.t001
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Appendices

Appendix 6: Rating according to PRISMA criteria (Systematic
Review).

Note: Text highlighted in red indicates PRISMA criteria which
were assessed as being not met, or only partially met. Page
numbers are given to facilitate cross-referencing original
paper, with notes explaining rationale for scoring.
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Appendices

PRISMA CHECKLIST

Gorey & Cryns (1991)

Fage MNotes Score
Title
1 Title ldentify the report as a systematic review, met a-analysis, or both, 137 es 2
Abstract
2 Structurad Frovide astructured summary including, as applicable: background; 137 Fartial 1
summary  objectives; data sources; study eligibility criteria, participants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration numb er.
Introduction
3 Fationale Describe therationaleforthe reviewin the contest of what is 137-139 Summary of what is known not detailed: 1
already known, partial
4 Objectives Provide an explicit statement of questions being addressedwith 139 Outcomes and study design not induded: 1
referenceto participants, interventions, comparisons, outcomes, partial
and study design (PICOS).
IMethods
5 Frotocol Indicate if areview protocol exists, if and where it can be accessed 140 MNa 0
and \e.g., Web address), and, if available, provide registration
registration information including registration number.
3 Eligibility Specify study chamcteristics (e.g., FICOS, length of follow-upi and 140 MNo:explicit eligibility criterianot defined. 0
criteria report charad eristics (e g, yvears considered, language, publication
status used as criteriafor eligibility, giving rationale.
7 Information Describe allinforrmation sources (e.g., databaseswith dates of 140 Fartial: dates of searchs contactwith sudy 1
saurces coverage, contact with study authorsto identify additional studies autharsnat included
inthe search and date last searched.
g Search Fresent full elecronic search strategy for at least one dat abase, 139 MNa 0
including any limits used, such that it could be repeated.
k| Study State the processfor selecting studiesiie, screening, eligibility, 139-140 Mo a
selection  includedin systematic review, and, if applicable, incuded inthe
metaanalysis.
10 [rata Describe method of data extraction from reports (e.g., piloted 140 Mo a
collection  forms, independently, in duplicate) and any processesfor obtaining
process and canfirming datafrom inve stigators.
11 Dataitems List and define allvariablesfor which datawere sought ie.g., PICOS, 140 Mo a
funding sources and any assurnptions and simplifications mad e,
12 Risk of bias Describe methods used for assessing risk of bias of individual 140 Fartial: Foor quality of trials noted, 1
inindividud studiesiincluding specification of whetherthiswas done at the inplicating but not outlining risks of
studies study or outcome level, and howthisinformation istobe used in bias.Fail-safe Ms describead.
any data synthesis.
13 Summary  Statethe principal surnmary measuras (. g, risk ratio, differencein 140 Fartial: Cohens d:Effect sizes. 1
measuras Mmeans.
14 Synthesisof Describe the methods of handling data and combining results of Hormogeneity analysis undertaken, 1
results studies, if done, including measures of consistency (e.g., 12 for each description condensed;replication
rmetaanalysis. difficult: Partial.
15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 141 MNa 0
ACr05s evidence (e.g, publication bias, selective reportingwithin studies,
studies
16 Additional Describe methads of additional analyses {2.g., sensitivity or 141 Sub-group analysis described, but not 1

analyses subgroup analyses, metaregrassion), if done, indicatingwhich were
pre-specified

replicablez: Partial
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FRISMA CHECKLIST

Results

17

Study Give numbers of studies screened, assessed for eligibility, and
selection  includedinthe review, with reasonsfor exclusions at each stage,
ideally with aflow diagram.

1z Study Far each study, present characteristics forwhich datawere
characterigi extractediz. g, study size, PICOS, follow-up perod and provideths
s citations.

19 Risk of bias Present dataon risk of bias of each study and, if available, any
within outcome level assessment (see item 12).
studies

20 Resultsof Forall outcomes considered ibenefits or harms!, present, for each
individual  study: iz simple surnmary datafor each intervention group k)
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, incuding confidence

rasults intervals and measures of consistency.
22 Risk of bias Present results of any assessment of risk of bias across studies isee
ACIOSS Item 154,
studies

23 Additional  Give results of additional analyses, if done (e.g., sensitivity or
analysis subgroup analyses, metaregrassion[see ltam 16]).

Discussion

24 Surmnmary of Surnmarize the mainfindings incdudingthe strength of evidence for
evidence  each main outcome; considertheirrelevancetokey groupsis.g.,

healtheare providers, users, and policy makers.

25 Limitations Discuss limitations st study and outcome level (2., risk of bias), and
at review-level|e.g, incormnplete retrieval of identified research,
reporting biasi.

26 Conclusions Frovide ageneral interpretationoftheresultsinthe cont et of
otherevidence, and implications for future ressarch.

Funding

27 Funding Diescribe sources of fundingfor the systematic reviewand other
support (g8, supply of data); role of fundersfor the systematic
reviaw.

OWVERALLSCORE

Gorey & Cryns {1997

Notes Score

Feasonsfor exclusion notwell described, 1
and no flow chart: Partial

No. Datapresentedin summarized form. 0

Io. 1]
Mo: study levelanalysis not report ed. a
Fesults presented inconcise form, 1
preventing replication: Partial

Mo 1]
Fesults presented inconcise form, 1

preventing replication: Partial

Strength of evidence not presented and 1
contextualised: Partial

Mo explicit discussion of studylimitations 0

Implicationsfor future research disoussed: 1
Fartial

Mo 1]

15
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PRISMA CHECKLIST Scogin & McElreath, (1994)

Fage MNotes Score

Title

1 Title ldentify the report as a systematic review, met a-analysis, or both, 69 Quantitative Review': Partial. 1

Abstract

2 Structurad Frovide astructured summary including, as applicable: background; Fartial 1
summary  objectives; data sources; study eligibility criteria, patticipants, and

interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration numb er.

Intraduction

3 Fationale Describe therationaleforthe reviewinthe context of what is es 2

already known.

4 Objectives Frovide an explicit statement of question s being addressedwith Outcome and study design not explcitly 1

referenceto participants, interventions, comparisons, outcomes, included: Partial
and study design (PICOS).

Methods

5 Protocol  Indicate if areview protocol exists, if and where it can be accessed Mo 1]
and le.g., Web addressi, and, if available, provide registration
registration information including registration number.

6 Eligibility ~ Specify study characteristics (e g, FICOS, length of followeup) and Fartial 1
criteria report charac eristics (e.g., years considerad, language, publication

statusi used as criteriafor eligibility, giving rationale.

7 Information Describe allinfarmation sources e.g., databaseswith dates of computersearch not defined. Dates of 1
sources coverage, contact with study authorsto identify additional studies coverage for selected journals noted:

inthe search and date last searched. Fartial

g Search Fresent full elecronic search strategy for at least one dat abase, MNa 0

including any limits used, such that it could be repeated.

9 Study Statethe processfor selecting studies {i.e., screening, eligibility, Elighility criteria described, but oricessof 1
selection  includedin systematic review, and, if applicable, incuded inthe screening not: Partial

meta-analysis).

10 [rata Describe method of data extraction from reports (2.g., pilotad Independent coding described: Partial 1
collection  forms, independently, in duplicate) and any processesfor abtaining
process and confirming datafrom inve stigat ors.

11 Dataitems List and define allvariablesfor which datawere sought {e.g., PICOS, es 2

funding sources and any assumptions and simplifications madea.

12 Risk of bias Describe methods used for assessing risk of hias of individual Quality measure used, but not clear how 1
inindividua studies{including specification of whetherthiswas done at the thisinformation used in data synthesis:
studies study or autcome level), and howthisinfarmation istobe used in Failsafe M used to establish impact of file-

any data synthesis. drawer bias: Partial

13 Summary Statethe principal summary measures (e.g., risk ratio, differencain es 2
measuras Mmeans.

14 Synthesisof Describe the methods of handling data and combining results of es 2
results studies, if dane, incuding rmeasuras of cansistancy (e.g, 12 for aach

rmetaanalysis.

15 Risk of bias Specify any assessment of risk of hiasthat may affect the cumulative Failsafe M used to establish impact of file- 1
ACross evidence (e.g, publication bias, selective reparting within studies). drawer bias, other sources of biasnot
studies investigated: Partial

16 Additional Describe methods of additional analyses (2.8, sensitivity or Additional analyses of Quality of study 0
analyses subgroup analyses, meta-regressionl, if done, indicatingwhich were length and treatment length described in

pre-specified results not detailed in method: No
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FRISIA CHECKLIST
Fage
Results

17 Study Give numbers of studies screenad, assessed for eligibility, and
selection  includedinthe review, with reasonsfor exclusions at each stage,
ideally with aflow diagram.
1z Study Far each study, present characteristicsfor which datawere
characterigi extracted{e. g, study size, FICOS, follow-up parod and providathe
cs citations.
19 Risk ofbias Fresent dataon risk of bias of each study and, if available, any

within outcome level assessment (seeitem 12).
studies

20 Resultsof Forall outcomes considerad{benefits or harmsl, prasent, for each
individual study:iaj simple summary datafor each intervention group (k)
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, incuding confidence

results intervals and measures of consistency.

22 Risk ofbias Fresent results of any assessment of risk of bias across studies (see
ACr0ss Iterm 15§,
studies

23 Additional Give results of additional analyses, if done{e.g, sensitivity or
analysis subgroup analyses, metaregression [see Item 16]).
Discussion

24 Summary of Summarize the mainfindingsincludingthe strength of evidence for
avidence each main outcome; considertheirralevanceto key groupsie.s.,
healthcara providers, users, and policy makers).

25 Limitations Discusslimitations at study and outcome levelia. g, risk of bias), and
at review-levelie.g, incomplete retrieval of identifiad resaarch,
reparting bias).

26 Conclusions Provide ageneral interpretation oftheresultsinthe context of
other evidence, and implicationsfor future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other
support (e.g., supply of dataj; role of fundarsforthe systematic

rewiew.

OWERALLSCORE

Scogin & McElreath, (1994

MNotes

o 1]

Mot all data extracted (2.g Study quality, 1
therapist trainingl were givenfor each
study. Fartial

Risk of bias not identified for each study: 1
Fartial

Fartial 1
ConfidenceIntervals not presented Fanis 1

presented: Fartial
o ]

es: Quality of study length andtreatment 2
length

strenght of evididen ce not discussed inthel
cantext of risks of hias, except for small
nurmber of studies: Partial

Only limitiation noted is smallnumber of 1
studies: Partial.

Ves 2

o 1]

27

Score
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PRISMA CHECKLIST

Fage
Title
1 Title ldentify thereport as a sy stematic review, meta-analysis, or both. 17
Abstract
2 Structured Provide astrucursd summary incduding, as applicable: background; 17

summary  objectives; data sources; study eligibility criteria, participants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; sy stematic
review registration numb er.

Introduction

3 Fationale Describetherationaleforthe reviewinthe context ofwhat is 1z

already known.

4 Objectives Provide an expliclt statement of questions being addresse dwith 13

referenceto participants, interventions, comparisons, outcomes,
and study design (PICOS.

IMethods

5 Frotocol Indicate if areview protocol exists, if and wherz it can be accessed 19
ani \e.g., Web addressi, and, if available, provide re gistration
registration information including registration number.

& Eligibility Specify study characteristics {e.g., PICOS, length of follow~up) and 19
criteria report characteristics (e.g, years considerad, language, publication

statusi used as criteriafor eligibility, giving rationale.

7 Infarmation Describe allinformation sources {e.g., databaseswith dates of 19
sources coverage, contact with study authorsto identify additional studies)

inthe search and date last searchead.

8 Search Fresent full electronic search strategy for at least one database, 149

including any limits used, such that it could be repeat ed.

9 Study State the processfor selecting studiesiie, screening, eligibility, 19
selection  includedin systematicreview, and, if applicable, induded inthe

meta-analysish.

10 Cata Describe mathod of data extraction from reports ie.g., piloted 19
collection  forms, independently,in duplicate) and any processesfor obtaining
process and confirming datafrom inve stigators,

11 Dataiterns List and define allvariablesfor which datawere sought (e.g., PICOS, 21-22

funding sources and any assumptions and simplifications made.

12 Risk of bias Describe methods used for assessing risk of biasz of individual 22
inindividud studies{including specification of whetherthiswas done at the
studies study or outcome level, and howthisinformation istobe usedin

any data synthesis.

13 Summary Statethe principal summary measures (e.g., risk ratio, differencein 23
measurss means.

14 Synthesisof Describe the methods of handling data and combining results of 22-23
results studies, if done, including measures of consistency (e.g., [2) for each

rmetaanalysis.

15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 23
W evidence (e.g., publication bias, selective reportingwithin studies),
studies

16 Additional Describe methods of additional analyses (2.g., sensitivity or 23

analyses subgroup analyses, meta-regrassion), if done, indicating which wers
pre-specified

Engels & Vermey (1997)

MNotes Score
Quantitative Analysis' - Fartial. 1
Fartial 1
yes 2

Study design not explicitly included in 1
objectives: partial

no 1]
Fartial 1
Fartial 1
Mo 1]
Soreening process not outlined 1

systematically: Partial

IMean inter-rater agreement reported. Mo 1
communication with authors reported:
Fartial.

‘as 2
Mo a
fas 2
IMethods outlined, but not detailed 1

specificallyforind studies: Partial

no a

Sub-group analysis not described eplicithy 0
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PRISIA CHECKLIST Engels & Varmey (1997

Fage Notes Score
Fesults
17 Study Give numbers of studies screened, assessed for eligibility, and 23 Fre-screening numbers and reasonsfor 1

selection  includedinthe review, with reasonsfor exclusions at each stage,
ideally with aflow diagram.

1z Study Far each study, present characteristics forwhich datawere 25
characterigi extractediz. g, study size, PICOS, follow-up perod and provideths
s citations.

19 Fisk of bias Present dataon risk of bias of each study and, if available, any 29
within outcome level assessmeant (seeitem 12).
studies

20 Resultsof Forall outcomes considerad ibenefits or harms), present, for each 29
individual study: (@l simple surnmary datafor each intervention group (b}

studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, incduding confidence  24-238
results intervals and measuras of consistency.

22 Risk of bias Present results of any assessment of risk of bias across studies(see 30
across Item 15},
studies

23 Additional Give results of additional analyses, if done (2. g, sensitivity or 24-238
analysis subgroup analyses, metaregrassion[see ltam 16]).

Discussion

24 Summary of Surnmarize the mainfindings incdudingthe strength of evidence for 30-33
evidence  each main outcome; considartheirrelevanceto kay groups (e.g.,

healthcare providers, users, and policy makers).

25 Limitations Discusslimitations at study and outcome level (e g, risk of bias), and 33
at review-levelie. g, incomplete retrieval of identified reszarch,
reporting bias.

26 Conclusions Frovide ageneral interpretationoftheresultsinthe cont et of 33
other evidence, and implications for future ressarch.

Funding

27 Funding Describe sources of fundingfor the systematic review and other 33
support (e.g., supply of dataj; role of fundersfor the systematic
review.

OVERALLSCORE

exclusion not given: Partial

MNa o

Internal validity of studies explored: 1
assignment, drop-out, reporting
consistency, Mot systematic for each

study: Partial

Mo o

Cland consistency notreparted: Partial 1

Fublication biasfunnelplat included, 1
otherfactors not detailed: Fartial.

YesSub-group analysis part of main 2
findings: Mean effect sizes reported.

Felevanceto key groups not explorzd: 1
Fartial.

fas 2
fas 2

Acknowledgements given: part-fulfillment 1
of masters degree, all sources of funding
not detailed: Partial.”

26
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PRISMA CHECKLIST Cuijpers(1998)

Fage MNotes Score
Title
1 Title ldentify thereport as a systematic review, met a-analysis, or both, 41%es
Abstract
2 Structurad Frovide astructured summary including, as applicable: background; 41Datasource not noted: MA and meta-

SUMImary

Introduction

objectives; data sources; study eligibility criteria, participants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration numb er.

Describe therationaleforthe reviewin the contest of what is
already known.

Frovide an explicit statement of question s being addressedwith
referenceto participants, interventions, comparisons, outcomes,
and study design (PICOS.

Indicate if areview protocol exists, if and where it can be accessed
le.g., Web addressi, and, if available, provide registration
information including registration number.

Specify study characteristics {e.g., PICOS, length of follov~up) and
report characteristics (e.g, vears considerad, language, publication
statusi used as criteriafor eligibility, giving rationale.

Describe allinformation sourcese.g., databaseswith dates of
coverage, contac with study authorsto identify additional studies)
inthe search and date last searched.

Fresent full elecronic search strategy for at least one dat abase,
including any limits used, such that it could be repeated.

State the processfar selecting studies {i.e., scresning, eligibility,
includedin systematicreview, and, if applicable, included inthe
meatzanalysis.

Describe method of data extraction from reports (2.g., piloted
forms, independently, in duplicate) and any processesfor obtaining
and confirming datafrom inve stigat ors.

List and define allvariablesfor which dataweare sought (e.g., PICOS,
funding sources) and any assumptions and simplifications made.

Describe methods used for assessing risk of bias of individual
studiesiincluding specification of whether thiswas done at the
study or autcame level, and howthisinformation istobe used in
any data synthesis,

Statethe principal summary measures (e.g., risk ratio, differencain
means.

Synthesisof Describe the methods of handling data and combining results of

3 Fationale

4 Objectives

Methods

5 Fratacaol
and
registration

3 Eligilility
criteria

7 Information
sources

g Search

k| Study
salection

10 Ciata
collaction
process

11 Diataitems

12 Fisk of bias
inindividua
studies

13 Summary
measures

14
results

15 Risk of bias
ACross
studies

16 Additional
analyses

studies, if done, incuding measures of consistancy {e.g., 12} far each
rmetaanalysis.

Specify any assessment of risk of biasthat may affect the cumulatie
evidence (g.g, publication bias, selective reportingwithin studies).

Describe methods of additional analyses {2.g., sensitivity or
subgroup analysas, meta-regrassion), if done, indicating which wera
pre-specified

regression analysis methods mentioned,
not detailed. Limitations not describ ed.
Fartial

41%es

41%es depressed 04, psychotherapy, active
recruitment, outreach, outcomes
rmeasured and study design not indicated:
Fartial

42Ha

42 Partial

42 Fartial

42Na

42 Discussion of eligibility of studies with
‘peychtherapeutic arms' outlined. Frocess
not described:Fartial

42Datacollection processnot outlined
{independent ar not, contactwith authors
et Mo

42%es

42 Mo

43yes dropout, effect sizes

A4 methodsused arewelkdescribad.

44 No explicit discussion of risk of bias: but
WLeoontroland small samplewere noted
aslimiting factors: partial.

44 es Analysis of drop-out was detailed and
identified inoriginal abjedives.
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FRISMA CHECKLIST Cuijpers, (1998}
Fage Notes
Fesults
17 Study Give numbers of studies screened, assessed for eligibility, and Na
selection  includedin the review, with reasonsfor exclusions st each stags,
ideally with aflow diagram.
1z Study For each study, present characteristicsforwhich datawere 43 yes
characterigi extracted{e. g, study size, FICOS, follow-up parod and providathe
cs citations.
19 Risk ofbias Fresent dataon risk of bias of each study and, if available, any 44 no
within outcome level assessment (seeitem 120,
studies

20 Resultsof Forall outcomes considerad (benefits or harms), prasent, for each
individual study:{al simple summary datafor each intervention group (b}

studies effact estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, induding confidence
results intervals and measures of consistency.

22 Risk of bias Fresent results of any assessment of risk of bias across studies isee
ACr0ss Iterm 15§,
studies

23 Additional Give results of additional analyses, if done{e.g, sensitivity or
analysis subgroup analyses, metaregression [see [tem 16]).

Discussion

24 Summary of Surmmarize the mainfindingsincudingthe strength of evidence for
evidance each main outcome; considertheirrelavancetokey groupsie.g.,
healthcara providers, users, and policy makers).

25 Limitations Discusslimitations at study and outcome leval (2.g, risk of bias), and
at review-level|e. g, incomplete retrieval of identified research,
reporting biasi.

26 Conclusions Provide ageneral interpretation oftheresults inthe cont ext of
other evidence, and implicationsfor future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other
support {e.g., supply of dataj; role of fundersforthe systematic
review.

OWVERALLECORE

Surnmary table identified summary data
and effect sizes, but Clonly reported for
rmean: Fartial

yes

MNa

Analysis of drop-out and multiple
regrassion analysisreported

The reported effect sizeisnot

cont extualised within the potentialimpact
of limitingfactors, despite some being
acknowle dged: Fartial

review levelrisk of bias not
discussed:Partial

fas

MNa

Score

23
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PRISMA CHECKLIST

Pinquart & Sorensen

(2001)

Fage
Title
1 Title ldentify the report as a systematic review, met a-analysis, or both. 207
Abstract
2 Structured Provide astructured summary including, as applicable: background; 207

summary  objectives; data sources; study eligibility criteria, patticipants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration numler.

Intraduction

Notes Score
Ves 2
Summary of results: Mo details of 1

methodology, implications arlimitations:
Fartial.

3 Fationale [Describe therationaleforthe reviewin the contest of what is 208 es 2

already known.

4 Objectives Provide an explicit statement of questions being addressedwith 213-214 Yes 2

referenceto participants, interventions, comparisons, outcomes,
and study design (FICOS).

Methods

5 Frotocol  Indicate if areview protocol exists, if and where it can be accessed 214 Mo a
and le.g., Web addressi, and, if available, provide registration
registration information including registration number.

[ Eligibility —Specify study characteristics (e.g., PICOS, length of followsup) and  214-215 Mo information onyears considerad, 1
criteria report characteristics (e.g, vears considerad, language, publication publication status: Partial

statusi used as criteriafor eligibility, giving rationale.

7 Information Describe allinfarmation sources (e.g., databaseswith dates of 214 Mot described systematically. Partial. 1
SOUICES coverage, contac with study authorsto identify additional studies)

inthe search and date last searched.

g Search Fresent full elecronic search strategy for at least one dat abase, 214 MNa 0

including any limits used, such that it could be repeated.

9 Study State the processfor selecting studies {i.e., screening, eligibility, 214 Frocessnot described. Mo 1]
selection  includedin systematic review, and, if applicable, incuded inthe

metzanalysis.

10 Ciata Ciescribe mathod of data extraction from reports e, g, piloted 215 MNa 0
collection  forms, independently, in duplicate) and any processesfor obtaining
process and confirming datafrom inve stigators.

11 Dataitems List and define allvariablesfor which dataweare sought (2.g., PICOS, 215 es 2

funding sources and any assumptions and simplifications made.

12 Fisk of bias Describe methods used for assessingrisk of bias of individual 215 Quality coded. Effect sizes adjustedfor 1
inindividuad studies (including specification of whether thiswas done at the biasesdus to differencesin pre-test scores
studies study or outcome level, and howthisinformation istobe usedin and over-astimation of popln B5: Partial

any data synthesis.

13 Summary Statethe principal summary measures (e.g., riskratio, differencein 215-216 Vas 2
Measures  Mmeans.

14 Synthesisof Describe the methods of handling data and combining results of 21E5-216 Ves, homogeneity of ES calculat ed. 2
results studies, if done, incuding measuras of consistency (e.g., 12 for each

rmetaanalysis.

15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 215 MNa 0
ACross evidence (g.g, publication bias, selective reporting within studies).
studies

16 Additional Describe methods of additional analyses {z.g., sensitivity or 216 methods of mulitiple linear regressionsto 1

analyses subgroup analyses, meta-regression, if dane, indicating which were
pre-specified

analyse moderator effects noted but not
described: Fartial
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FRISIMA CHECELIST Finquart & Sorensen (2001

Fage Notes Score
Fesults
17 Study Give numbers of studies screened, assessed for eligibility, and 216 Mo a

selection  includedin the review, with reasonsfor exclusions st each stags,
ideally with aflow diagram.

1z Study For each study, present characteristicsforwhich datawere 216 MNa 0
characterigi extractedie. g, study size, PICOS, follow-up perod and providethe
cs citations.

19 Risk ofbias Fresent dataon risk of bias of each study and, if available, any 216 Mo 1]
within outcome level assessment (seeitem 12).
studies

20 Resultsof Forall outcomes considered (b enefits ar harmsi, present, for each Mo, Large number of studies: reported 1]
individual  study: (@ simple summary datafor gach intervention group (k) only synthesis.
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, induding confidence  218-219 Yes 2
results intervals and measures of consistency.

22 Risk of bias Presant results of any assessment of risk of bias across studies (see 226 Influence of Quality rating of studieson B5 1
Across ltem 15}, calculated: Partial
studies

23 Additional Give results of additional analyses, if donele.g, sensitivity or 222-225 Yes 2
analysis subgroup analyses, metaregression [see Item 16]).

Discussion

24 Surmmary of Summarize the mainfindings incudingthe strength of evidence for 225-231 Yes 2

evidance each main outcome; considertheirrelavancetokey groupsie.g.,
healthcare providers, users, and policy makersi.
25 Limitations Discusslimitations at study and outcome leval{z.g, risk of bias), and 230 Ves 2
at review-levelia. g, incomplete retrieval of identifizd research,
reporting bias.
26 Conclusions Provide ageneral interpretation oftheresultsinthe context of 226-231 Yes 2
other evidence, and implicationsfor future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other 231 Na a
support (e.g., supply of data); role of fundersforthe systematic
reviaw.

OWERALLSCORE 28
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PRISMA CHECKLIST

Fage
Title
1 Title ldentify the report as a systematic review, met a-analysis, or both. 1088
Abstract
2 Structurad Provide a structured surmmary including, as applicable: background; 1083

summary  ohjectives; data sources; study eligibility criteria, paticipants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic

review registration numb er,

Introduction

3 Fationale Describetherationaleforthe reviewinthe context of what is 1089

already known.

4 Objectives Frovide an explicit statement of question s being addresse dwith 1089

referenceto participants, interventions, comparisons, outcomes,
and study design (PICOS.

Methods

5 Frotocol Indicate if areview protocol exists, if and where it can be accessed 1089
ani le.g., Web addressi, and, if available, provide registration
registration information including registration number.

3 Eligibility Specify study characteristics (e.g., PICOS, length of follow~up) and 1039
criteria report characteristics (e.g., years considerad, language, publication

status used as criteriafor eligibility, giving rationale.

7 Information Describe allinfarmation sources (e.g., databaseswith dates of 10g9
sources coverage, contact with study autharsto identify additional studies)

inthe search and date last searched.

g Search Fresent full elecronic search strategy for at least one database, 10g9

including any limits used, such that it could be repeated.

9 Study Statethe processfor selecting studizs {i.e., screening, eligibility, 10g9
salection  includedin systematic review, and, if applicable, incuded inthe

meta-analysis).

10 Ciata Describe methodof data extraction fram reports (2. g., piloted 10g9
collection  forms, independently, in duplicate) and any processesfor obtaining
process and confirming datafrom inve stigat ors.

11 Dataitems List and define allvariablesfor which dataweare sought (e.g., PICOS, 1089

funding sources) and any assumptions and simplifications made.

12 Risk of bias Describe methods used for assessing risk of bias of individual studies 1090
inindividud {including specification of whetherthizwas done at the study or
studies outcame levell, and how thisinformation isto be used inany data

synthesis.

13 Summary Statethe principal summary measures (e.g., risk ratio, differencein 1091
measures Mmeans.

14 Synthesisof Describe the methods of handling data and combining results of 1091
results studies, if done, incuding measuras of consistancy (e.g, 12 for each

rmetaanalysis.

15 Fisk of bias Specify any assessment of risk of biasthat may affect the cumulative1091
ACross avidence (g.g, publication bias, selective reporting within studies.
studies

16 Additional Describe methods of additional analyses (&g, sensitivity or 1091
analyses subgroup analyses, meta-regrassion), if done, indicatingwhich wers

pre-specified

MNotes

yes

Fartial

es
E<plicit questions not described :FIC0OS

factors are all described, excapt study
design: Partial.

MNa

es

Fartial

MNa

processnot descibed, but eligibility
outlined: Partial

MNao. Method not outined

Yariableslisted, but notdefined: ja.g.
Study quality). Partial

Study quality was notreported for each
included study, and risk of bias not
explicitly discussed otitsimpad of
synthesis.

Wes BS

MAmethod described. Mo measures of
consistency

Bohlmeijeret al., (2003)

Score

Fublication bias considered. Comectionforl

the reliabilty (Cronbachs mortest—Tetest
reliability ri: Partial.

MNao. Although sub-group analyses
undertaken, notoutlined in methods.
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FRISMA CHECKLIST Bahlmeijeret al, (2003)
Fage Notes

Fesults

17 Study Give numbers of studies screened, assessed for eligibility, and Na
selection  includedin the review, with reasonsfor exclusions st each stags,

ideally with aflow diagram.

1z Study For each study, present characteristicsforwhich datawere 1090 Ves
characteris extracted (e.g, study size, PICOS, follow-up perod and providathe
tics citations.

19 Risk of bias Fresent dataon risk of bias of each study and, if available, any 1090- MNa, although risk of therapeutic alliance
within outcome level assessment (seeitem 12). 1091 identified foronetrial.
studias

20 Resultsof Forall outcomes considered ik enefits or harmsi, present, for each  1090-  No
individual  study: (@ simple summary datafor gach intervention group (k) 1091
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, induding confidence 1092 Ves
results intervals and measures of consistency.

22 Riskof bias FPresent results of any assessment of risk of bias across studies (see 1092 Mo
ACross Item 15).
studias

23 Additional  Give results of additional analyses, if donele.g, sensitivity or 1092 ‘fas
analysis subgroup analyses, metaregression [see Item 16]).

Discussion

24 Surmmary of Summarize the mainfindingsincudingthe strength of evidence for 1093 fes
evidance  each main outcome; considerthairrelavancetokey groupsie.g.,

healthcara providers, users, and policy makers.

25 Limitations Discusslimitations at study and outcome leveal (2.g,, risk of bias), and1092 Fartial
at review-levelie.g, incomplete retrieval of identified research,
reporting biasi.

26 ConclusionsProvide ageneral interpretationoftheresults inthe context of otherl093 ‘fas
evidence, and implicationsfor future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other 109 Mo
support {e.g., supply of dataj; role of fundersforthe systematic
review.

OWERALLSCORE

Score

27
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PRISMA CHECKLIST

Title

1 Title

Abstract

2 Structured
SUM M ary

Introduction

Fage

ldentify thereport as a systematic review, met a-analysis, or both, 1493

Frovide a structured summary incuding, as applicable: background; 1493
objectives; data sources; study eligibility criteria, participants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration numb er.

Describe therationaleforthe reviewin the contest of what is 1483
already known.
Frovide an explicit statement of question s being addressedwith 1494

referenceto participants, interventions, comparisons, outcomes,
and study design (PICOS.

Indicate if areview protocol exists, if and where it can be accessed 1494
le.g., Web addressi, and, if available, provide registration
information including registration number.

Specify study characteristics (e.g., PICOS, length offollow~up) and  1494-
report characteristics (e.g, years considerad, language, publicstion 1495
statusi used as criteriafor eligibility, giving rationale.

Describe allinfarmation sources {e.g., databaseswith dates of 1494-
coverage, contact with study authorsto identify additional studiesi 1485
inthe search and date last searched.

Fresent full elecronic search strategy for at least one dat abase, 1494-
including any limits used, such that it could be repeated. 14495
Statethe processfor selacting studies {i.e., screening, eligibility, 1485

includedin systematicreview, and, if applicable, included inthe
meta-analysis).

Describe methodof data extraction fram reports (2. g., piloted 1485
forms, independently, in duplicate) and any processesfor obtaining
and confirming datafrom inve stigat ors.

List and define allvariablesfor which dataweare sought (2.g., PICOS, 1495
funding sources and any assumptions and simplifications madea.

Describe methods used for assessing risk of bias of individual 1485
studiesiincluding specification of whetherthiswas done at the

study or autcome level), and howthisinfarmation istobe used in

any data synthesis.

Statethe principal summary measures (e.g., risk ratio, differencein 1497
means.

Synthesisof Describe the methods of handling data and combining results of 1488

3 Fationale

4 Objectives

Methods

5 Frotocol
and
registration

3 Eligilility
criteria

7 Information
sources

g Search

9 Study
salection

10 Ciata
callection
process

11 Diataitems

12 Risk of bias
inindividua
studies

13 Summary
measures

14
results

15 Risk of bias
ACross
studies

16 Additional
analyses

studies, if done, incuding measuras of consistency (e.g., 12 for each
rmetaanalysis.

Specify any assessment of risk of biasthat may affect the cumulative 1495
evidence (g.g, publication bias, selective reporting within studies).

Describe methods of additional analyses {2.g., sensitivity or 1488
subgroup analyses, meta-regression, if done, indicating which we

pre-specified

Pinquartet al., (2006)

MNotes Score

as 2

detailed strudurad summary, only missing 2
review registration.

es 2
es 2
Mo 1]
Date of studies, and published/non- 1

published not defined: Partial

Fartial 1

o 1]

Dietails of reasonsfor exclusion given, but 1
details screening at title/ab stract/fulFtext
not given: Fartial.

Yes:two coders (Cohen'skappa) of 0.7 1
for 20% sample. Investigators naot
contacted; Partial.

es 2

Quality assessment used, but not clear 1
howi thisinformationinformed data
synthesis: Effect size estimates adjustad

for biasdueto baseline differencesin
depression scores. Partial

es 2

Wes: BSwith 95% Cl given with 2
Homogeneiity of BS (0}, (but not 12,

Effect size estimates adjusted for bias dus 1
to baseline differencesindeprassion
scores: Partial

Feported in Results: not identified as pre- 0
specified inMethods: Na
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FRISMA CHECKLIST Fingquart etal., 2006)

Fage Notes Score
Results
17 Study Give numbers of studies screened, assessed for eligibility, and 1498 Mo, a

selection  includedin the review, with reasonsfor exclusions st each stags,
ideally with aflow diagram.

1z Study For each study, present characteristicsforwhich datawere 1485 Linktoweb-basedlist of 2ligible studies no 0
characterigi extractedie. g, study size, PICOS, follow-up perod and providethe longerwarked;No
cs citations.

19 Risk ofbias Fresent dataon risk of bias of each study and, if available, any 1498 Mo 1]
within outcome level assessment (seeitem 12).
studies

20 Resultsof Forall outcomes considered ibenefits ar harmsi, present, for each 1498 Mo 1]
individual  study: (@ simple summary datafor gach intervention group (k)
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, induding confidence  1497- Yes 2
results intervals and measures of consistency. 1493

22 Risk ofbias Fresent results of any assessment of risk of bias across studies (see 1498 Mo 1]
ACross Item 15).
studies

23 Additional Give results of additional analyses, if donele.g, sensitivity or 14938 yes 2
analysis subgroup analyses, metaregression [see Item 16]).

Discussion

24 Summary of Summarize the mainfindings incudingthe strength of evidence for 1499 fas 2

evidance each main outcome; considertheirrelavancetokey groupsie.g.,
healthcare providers, users, and policy makersi.

25 Limitations Discusslimitations at study and outcome level (e g, risk of bias), and 1499-  Vas 2
at review-levelia. g, incomplete retrieval of identifizd research, 1500
reporting bias.

26 Conclusions Provide ageneral interpretation oftheresultsinthe context of 1500 Ves 2
other evidence, and implicationsfor future research.

Funding

27 Funding Diescribe sources of fundingforthe systematic reviewand other 1500 fes 2
support {e.g., supply of dataj; role of fundersforthe systematic
review.

OWERALLSCORE 32
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PRISMA CHECKLIST

Title

1 Title
Abstract

2 Structured

SUMImary

Introduction

3 Fationale

4 Objectives

Methods

5 Frotocol
and
registration

3 Eligilility
criteria

7 Information
sources

g Search

9 Study
salection

10 Ciata
callection
process

11 Diataitems

12
studies

13 Summary
measures

14
results

15 Risk of bias
ACross
studies

16 Additional
analyses

Risk of bias Describe methods used for assessing risk of bias of individual
inindividuad studies (including specification of whether thizswas done at the
study or outcome level, and howthisinformation istobe used in

Synthesisof Describe the methods of handling data and combining results of
studies, if done, incuding rmeasuras of consistancy (e.g., 12} for aach

ldentify thereport as a systematic review, met a-analysis, or both,

Cuijpersetal., (2006)

Fage

1133

Frovide a structured summary incuding, as applicable: background; 1139

objectives; data sources; study eligibility criteria, participants, and
interventions; study appraisal and synthesis methoods; results;
limitations; conclusions and implications of key findings; systematic

review registration numb er.

Describe therationaleforthe reviewin the contest of what is

already known.

Frovide an explicit statement of question s being addressedwith
referenceto participants, interventions, comparisons, outcomes,

and study design (PICOS.

Indicate if areview protocol exists, if and where it can be accessed
le.g., Web addressi, and, if available, provide registration
information including registration number.

Specify study characteristics (e.g., PICOS, length of follow~up) and
report characteristics (e.g, years considerad, language, publication
status used as criteriafor eligibility, giving rationale.

Describe allinfarmation sources {e.g., databaseswith dates of
coverage, contact with study authorsto identify additional studies

inthe search and date last searchead.

Fresent full elecronic search strategy for at least one dat abase,
including any limits used, such that it could be repeated.

Statethe processfor selacting studies {i.e., screening, eligibility,
includedin systematicreview, and, if applicable, included inthe

meta-analysis).

Ciescribe mathod of data extraction from reports e, g, piloted
forms, independently,in duplicate) and any processesfor obtaining

and confirming datafrom inve stigat ors.

1133
1140

1140

1140

1140

1140

1140

1140

1140

List and define allvariablesfor which dataweare sought (2.g., PICOS, 1140

funding sources and any assumptions and simplifications madea.

any data synthesis,

1143

Statethe principal summary measures (e.g., risk ratio, differencein 1143

means).

metaanalysis.

1143

Specify any assessment of risk of biasthat may affect the cumulative 1140-

evidence (e.g, publication bias, selective reporting within studies).

Describe methods of additional analyses {2.g., sensitivity or
subgroup analyses, meta-regression, if done, indicating which were

pre-specified

1143

1143

MNotes

as

Fartial

es

Ves

MNa

es

Fartial

MNa

processof screening not fully reported:

e.g. abstracts/full papar: Partial

MNa

es

MNa

es

es

MNa

Score

Fre-specification of regression anabysis not 1

noted: Fartial



Appendices

FRISMA CHECKLIST Cuijpers etal., (2006
Fage Notes Score

Fesults

17 Study Give numbers of studies screened, assessed for eligibility, and 1143 Although no flow diagram, other criteria 2
selection  includedin the review, with reasonsfor exclusions at each stage, met.

ideally with aflow diagram.

1z Study For each study, present characteristicsforwhich datawere 1141- ‘fes 2
characterigi extracted{e.g, study size, FICOS, follow-up perod and providethe 1143
cs citations.

19 Risk of bias Fresent dataon risk of bias of geach study and, if available, any 1144 Although risk of bias not eplicitly 1
within outcome level assessment (seeitem 12). dicussed, randomisation and blinding
studies detailed:Partial

20 Fesultsof Forall outcomes considerad (benefits or harms), present, for each 1145 yes 2
individual study:{al simple summary datafor each intervention group (b}
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis dong, induding confidence 1144 Ves 2
results intervals and measures of consistency.

22 Riskofbias FPresent results of any assessment of risk of bias across studies (see 114546 No 1]
across Itern 15},
studies

23 Additional Give results of additional analyses, if done{e.g, sensitivity or 1144 Ves 2
analysis subgroup analyses, metaregression [see [tem 16]).

Discussion

24 Summary of Surmmarize the mainfindingsincudingthe strength of evidence for 1146-F  Yes 2

evidance each main outcome; considertheirrelavancetokey groupsie.g.,
healthcara providers, users, and policy makers).

25 Limitations Discusslimitations at study and outcome leval{z.g, risk of bias), and 1147 Limitations of both study quality and 2
at review-levalie. g, incomplete retrieval of identified research, review-methodology are discussed &g
reparting biasi. E<clusion od studiesto get hetersogenous

sample. Yes

26 Conclusions Provide ageneral interpretation oftheresults inthe cont ext of 1147 fas 2
other evidence, and implicationsfor future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other MNa 0
support (e.g., supply of data); role of fundersforthe systematic
reviaw.

OWVERALLECORE 35
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PRISMA CHECKLIST Chin (2007)

Fage MNotes Score
Title
1 Title ldentify thereport as a systematic review, met a-analysis, or both, 10%es
Abstract
2 Structurad Frovide astructured summary including, as applicable: background; 105tructurad abstract detailing all but

summary  ohjectives; data sources; study eligibility criteria, paticipants, and background.
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration numb er.

Introduction

3 Fationale Describe therationaleforthe reviewin the context of what is 11%es
already known.
4 Objectives Frovide an explicit statement of question s being addressedwith Cormparisan groupsto be examined not

referenceto participants, interventions, comparisons, outcomes, outlinedin objectives: Fartial
and study design (PICOS.

Methods
5 Frotocol  Indicate ifar w protocol exists, if and v it can be accessed 11HMa
and le.g., Web addressi, and, if availalile, provid gistration

registration information including registration number.

3 Eligibility Specify study characteristics (e.g., PICOS, length of follow~up) and 11Fublication status, language not identified.
criteria report characteristics (e.g, years considerad, language, publication Rationale for not requiring blinding given:
statusi used as criteriafor eligibility, giving rationale. Fartial
7 Information Describe allinfarmation sources (e.g., databaseswith dates of 12 Date of last search not given: Fartial
sources coverage, contact with study authorsto identify additional studies)
inthe search and date last searched.
g Search Fresent full elecronic search strategy for at least one dat abase, 12 Mo
including any limits used, such that it could be 2at ed.
9 Study Statethe processfor selacting studies {i.e., screening, eligibility, 12%es
selection  includedin systematic review, and, if applicable, incuded inthe
meta-analysis).
10 [rata Describe method of data extraction from reports (2.g., pilotad 12%es
collection  forms, independently,in duplicate) and any processesfor obtaining
process and confirming datafrom inwve stigat ors.
11 Dataitems List and define allvariablesfor which datawere sought {e.g., PICOS, 12%es
funding sources and any assumptions and simplifications madea.
12 Risk of bias Describe methods used for assessing risk of hias of individual 12 quality assessment using generic scale.ves
inindividua studies{including specification of whetherthiswas done at the
studies study ar outcome level, and howthizsinformation istobe usedin
any data synthesis,
13 Summary Statethe principal summary measures (e.g., risk ratio, differencain 12 Mot explicitly, but detailsincluded in 'Data

measures  means. analysis': Fartial

14 Synthesisof Describe the methods of handling data and combining results of 12-13  ‘Yes
results studies, if done, incuding rmeasuras of consistancy (e.g., 12} for aach
rmetaanalysis.

15 Risk of bias Specify any assessment of risk of hiasthat may affect the cumulative 13 Failsafe-N method owutlined. Sensitivity
ACross evidence (e.g, publication bias, selective reporting within studies). Analysisundertaken. Rationalefor not
studies undertaking sub-group analysis given:Ves

16 Additional Describe methods of additional analyses (2.8, sensitivity or 13 Rationale for not undertaking sub-group
analyses subgroup analyses, meta-regressionl, if done, indicating which wer analysis given: but not undertaken.

pre-specified




Appendices

FRISMA CHECKLIST Chin {2007
Fage Notes

Fesults

17 Study Give numbers of studies screened, assessed for eligibility, and 13 Total studies screenednotlisted, no low
selection  includedin the review, with reasonsfor exclusions at each stage, diagram, but reasonsfor excusion of

ideally with aflow diagram. those after screeningtitle/abstract given:
Fartial

1z Study For each study, present characteristicsforwhich datawere 14-17 ‘YesAcross categegories of analysis.
characterigi extractadie. g, study size, PICOS, follow-up period and providethe
cs citations.

19 Risk of bias Fresent dataon risk of bias of each study and, if available, any 14-17 Fartial: assignment, blinding of outcams,
within outcome level assessment (seeitem 12). attrition rates ectractedin addition to
studies quality assessment using generic scale

20 Resultsof Forall outcomes considerzd (benefits ar harms), present, for each  12-20 Organised accordingto outcome me asures
individual study:iaj simple summary datafor each intarvention group (k) used: summary data for each study
studies effect estimates and confidence intervals, ideally with aforest plot. therefore split across anumber of

tablesfarest plots, but infarmation
extractableYes

21 Synthesis of Present results of each meta-analysis done, induding confidence  18-20 es, although O or |2 statistic of
results intervals and measuras of consistency. consistencynot done: Partial

22 Risk of bias Present results of any assessment of risk of bias across studies {see  15-16 File drawer analysis reported aswas
across Item 15). analysis of skew with corredion:Yes
studies

23 Additional Give results of additional analyses, if doneie.g, sensitivity or 15-13 Mo metaregression, sub-group
analysis subgroup analyses, metaregression [see Item 16]). undertakean.

Discussion

24 Summary of Summarize the mainfindings indudingthe strength of evidence for 19-20 Summary, but partial.
evidance each main outcome; considertheirrelavancetokey groupsie.g.,

healthcare providers, users, and policy makers).

25 Limitations Discusslimitations at study and outcome leval (2.g, risk of bias), and 21Yes

at review-levelie. g, incomplete retrieval of identified reszarch,
reporting bias.

26 Conclusions Provide ageneral interpretationoftheresultsinthe cont et of 21%es, but not in context of other research:

otherevidence, and implicationsfor future research. Fartial

Funding

27 Funding Describe sources of fundingforthe systematic wand other 21 HMa

OVERALLSCORE

support (e.g., supply of data); role of fundersforthe systematic
review

Score

34



Appendices

PRISMA CHECKLIST Pinquartetal., (2007)

Fage MNotes Score

Title

1 Title ldentify thereport as a systematic review, metaanalysis, or both. 645 NCH 2

Abstract

2 Structured Frovide astrucdtured summary including, as applicable: background; 645 Fartial 1
surmnmary  objectives; data sources; study eligibility criteria, participants, and

interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration number.

Introduction

3 Fationale Describe therationaleforthe reviewin the context of what is B45-64T Yeas 2
already known.

4 Objectives Provide an explicit statement of questions being addresse dwith B4T-648 Yes Boplicit expaecations across PIO0S 2
raferenceto participants, interventions, comparisons, outcomes, outlined, althoughnotin questionform,
and study design (FICO5). specificity of research questions are dear.

IMethods

5 Frotocal  Indicate if areviewprotoool exists, if and whers it can be accessed 648 Mo 0
and \e.g., Web addressi, and, if available, provide registration
registration information including registration number.

3 Eligibility Specify study characteristics (e.g., PICOS, length of follow~up) and 643 Fartial 1
criteria report characteristics (e.g., years considerad, language, publication

status used as criteriafor eligibility, giving rational e,

7 Infarmation Describe allinformation sources (e.g., databases with dates of 643 Fartial 1
SOUFCES coverage, contact with study authorsto identify additional studies)

inthe search and date last searched.

g Search Fresent full eledronic search strategy for at least one database, 643 Mo 0
including any limits used, such that it could be repeated.

9 Study State the processfor selecting studias (i.e., screening, eligibility, 643 MNo: description of process of selection not 0

selection  includedin systematic review, and, if applicable, included inthe given
metzanalysis).

10 Cata Describe method of data extraction from raports (e.g., piloted 643 Inter-rateragreement k=.09for coding 1
collection  forms, independently, in duplicate) and any processesfor obtaining reported: Fartial
process and confirming datafrom investigators.

11 Dataitems List and define allvariablesforwhich datawere sought {e.g, PICOS, 643 fas 2

funding saurces) and any assumptions and simplifications made.

12 Risk of bias Describe methods used for assessing risk of bias of individual 643 Quality criteria described, without explicit 1
inindividud studiesiincluding specification of whetherthiswasdone at the discussion of study level bias. Effect size
studies study or autcame level, and howthisinfarmation istobe usadin estimates adjusted for bias: Partial

any data synthesis.

13 Summary Statethe principal summary measures (e.g., risk ratio, differencein 649 NCH 2
Measuras Mmeans.

14 Synthesisof Describe the methods of handling data and combining resuls of 649 Yas:Methodologyreportedfor B5, Cland 2
results studies, if done, including measures of consistancy (e.g., 12} far each O calculations

metaanalysis.

15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 649 Mo 0
across evidence (e.g, publication bias, salective reporting within studias.
studies

16 Additional Describe methods of additional analyses ie.g., sensitivity or 649 Analysis of dropouts acrosstreatment 1
analyses subgroup analyses, meta-regrassion), if done, indicating which wers types: Fartial

pre-specified



Appendices

FRISMA CHECKLIST Pinquart etal., {2007)

Fage Motes Score

Results

17 Study Give numbers of studies screened, assessed for eligibility, and 649 Mo 0
selection  includedinthe review, with reasonsfor exclusions at each stage,

ideally with aflow diagram.

1z Study For each study, present characteristics forwhich datawere B48-652 Yes; Appendix 2
characterigi extracted (e.g., study size, PICOS, follow-up period and provide the
s citations.

19 Risk of bias Present dataon risk of bias of each study and, if available, any £49-652 Mo {large numberof studias) 1]
within outcome level assessment iseeitem 12).
studies

20 Fesultsaf Forall outcomes considersdibenefits ar harms, present, for each  649-652 Effect size reportedbut not Cl: Partial 1
individual study:ial simple summary datafor each intervention group k)
studies effect estimates and confidence interval s, ideally with aforest plot.

21 Synthesis of Fresent results of each meta-analysis done, incuding confidence 650 Ves 2
results intervals and measures of consistency.

22 Risk of bias Present results of any assessment of risk of bias across studies {see 651 Analysis of study quality antreatment 1
ACross Item 15). effects/sample size undertaken. Partial
studies

23 Additional Give results of additional analyses, if donele.g, sensitivity or 651 yes 2
analysis subgroup analyses, meta-regrassion [see ltem 16]).

Discussion

24 Summary of Summarize the mainfindingsincludingthe strength of evidence for 652 Limited discussion ofthe validity/strangth 1
evidence each main outcome; considartheirralevanceto kay groupsie.g., of findings but well comt extualised: Fartial.

healthcare providers, users, and policy makersi.

25 Limitations Discusslimitationsat study and outcome levelia. g, risk of bias), and 653 Fuossible review-level bias or limitations 1

at review-levelie.g, incomplete retrieval of identified research, not addressed
reporting biasi.

26 Conclusions Frovide ageneral interpretation oftheresultsinthe cont et of BE3 YES 2

other evidence, and implications for future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other 653 MNa a

support (e.g., supply of data); role of fundearsfor the systematic
review.

OWVERALLSCORE 30
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PRISMA CHECKLIST Wilson et al., (2008)

Fage MNotes Score
Title
1 Title ldentifythereport as a systematic review, metaanalysis, orboth. 1 Cochrane Intervention review, sourced 2
fromCochrane database of systematic
reviews: so not intitle but understood.
Abstract
2 Structured PFrovide astructured summary including, as applicable: background; 1 fas 2

summary  objectives; data sources; study eligibility critera, participants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
raview registration number,

Introduction

3 Rationale Describe therationaleforthe reviewin the contest of what is 3 NCH 2
already known.
4 Objectives Provide an explicit statement of questions being addresse dwith 3 outcomesand study design not specified: 1

raferenceto participants, interventions, comparisons, outcomes, Fartial
and study design (PICO5.

Methods
5 Frotocal  Indicate if areviewprotoool exists, if and w ed 1 Mot included inmethods, but elsewherz in 1
and e.g., Web addressi, and, if available, provide registration paper date of publishing of protocol
registration information including registration number, noted: partial.
3 Eligibility Specify study characteristics (e.g., PICOS, length of followsup) and  3-4 fes 2
criteria report characteristics (e.g, years considerad, language, publication
status used as criteriafar eligibility, giving rationale.
7 Infarmation Describe allinfarmation sources (e.g., databaseswith dates of 4 fas 2
SOUFCES coverage, contact with study authorsto identify additional studies)
inthe search and date last searched.
g Search Fresent full eledronic search strategy for at least one database, 4 NCH 2
including any limits used, such that it could berepeated.
9 Study State the processfor selacting studiasii.e, screening, eligibility, 4 NCH 2
selection  includedin systematicreview, and, if applicable, induded inthe
meta-analysis).
10 Diata Describe method of data extraction from reports (2.8, pilotad 4 fas 2
collection  forms, independently, in duplicate) and any processesfor obtaining
process and confirming datafrom investigators.
11 Dataitems List and define allvariablesforwhich datawere sought (2.8, FICOS, 4 fas 2
funding saurces) and any assumptions and simplifications made.
12 Risk of bias Describe methods used for assessing risk of bias of individual 4-5 NCH 2
inindividud studies{including specification ofwhetherthiswas doneat the
studies study or autcome level, and howthisinformation istobe used in
any data synthesis.
13 Summary Statethe principal surnmary measures (2.g., risk ratio, differenczin 4 fas 2
Measuras Mmeans.
14 Synthesisof Describe the methods of handling data and combining resuls of 5 IMeasures of consistency not reported, bat 2
results studies, if doneg, induding measures of consistency (e.g., 121 for each not undertaken
metaanalysis.
15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 5 NCH 2
ACross evidance (e.g, publication bias, szlective repartingwithin studies).
studies
16 Additional Describe mathods of additional analyses (2.g., sansitivity or 5 NCH 2

analyses subgroup analyses, meta-regrassion), if done, indicating which were
pre-specified



Appendices

FRISMA CHECKLIST Wilson et al., {2003

Fage Motes Score
Results
17 Study Give numbers of studies screened, assessed for eligibility, and 5 Only post-screening reasons for excusion 1

selection  includedinthe review, with reasonsfor exclusions at each stage, noted: but ingood detail-Fartial.
ideally with aflow diagram.

1z Study For each study, present characteristics forwhich datawere 6-8,19- Yes 2
characterigi extracted (e.g., study size, FICOS, follow-up period and providethe 26,

s citations.

14 Risk of bias Present dataon risk of bias of each study and, if available, any g Ves 2
within outcome level assessment (seaitem 12).
studies

20 Resultsof Forall outcomes considerad (benefits or harmsl, present, for each  9-19 Cietailed outline intedtand intableform:. 2
individual study: (3} simple summary datafor each intervention group (b}
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Fresent results of each meta-analysis done, including confidence  31-39  Yes 2
results intervals and measures of consistency.

22 Risk of bias Present results of any assessment of risk of bias across studies (see 8-9 Fesultsof funnel plot not report ed. 1
ACross Iterm 15§, Quality RatingScale mean score s reported:
studies Fartial

23 Additional Give results of additional analyses, if donele.g, sensitivity or 1a ‘fes 2
analysis subgroup analyses, meta-regrassion [see ltem 16]).

Discussion

24 Summary of Summarize the mainfindings incudingthe strength of evidence for 10-11  Ves 2

evidence each main outcome; considartheirralevanceto kay groupsie.g.,
healthcare providers, users, and policy makersi.
25 Limitations Discusslimitations at study and outcome levelie. g, risk of bias), and 10-11  Ves 2
at review-levelie.g, incomplete retrieval of identified reszarch,
reparting bias).
26 Conclusions Frovide ageneral interpretation oftheresultsinthe cont et of 11 Ves 2
other evidence, and implications for future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other 40 fes 2
support (e.g., supply of data); role of fundearsfor the systematic
review.

OWVERALLSCORE 1]
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PRISMA CHECKLIST Penget al., (2009)

Fage MNotes Score
Title
1 Title ldentify thereport as a systematic review, metaanalysis, or both. 975 NCH 2
Abstract
2 Structured Frovide astructursd summary incuding, as applicable: background; 975 Fartial 1
surmnmary  objectives; data sources; study eligibility criteria, particip ants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration number.
Introduction
3 Fationale Describe therationaleforthe reviewin the context of what is S Mo rationale incontedt of whatisknown. 0
already known.
4 Objectives Provide an explicit statement of questions being addresse dwith 976 Explicit questions not made, and P05 0
raferenceto participants, interventions, comparisons, outcomes, components not defined.
and study design (FICO5).
IMethods
3 Fationale Describe therationaleforthe reviewin the context of what is S Mo rationale incontedt of whatisknown. 0
already known.
4 Objectives Provide an explicit statement of questions being addresse dwith 976 Explicit questions not made, and P05 0
referenceto participants, interventions, comparisons, outcomes, components not defined.
and study design (FICOS).
7 Infarmation Describe allinformation sources (e.g., databases with dates of S Literature search strategy reportedina 1
SOUFCES coverage, contact with study authorsto identify additional studies) saparate paper. However that review had
inthe search and date last searchead. seperate objectives: (Chang-Quan etal.,
2009) and papersfar curent study, result
ofthis: Partial
g Search Fresent full eledronic search strategy for at least one database, 976 Mo 0
including any limits used, such that it could be repeated.
9 Study State the processfor selacting studiasii.e, screening, eligibility, 976-978 Eligibility criteria incudes 'catch 1
selection  includedin systematicreview, and, if applicable, induded inthe allcategory 'general psychatherapy which
meta-analysis). included talking and education about
therapy': Fartial
10 Cata Diescribe mathod of data extraction fromreports (2.8, piloted aF 7 Two reviewersindependently assessed: 1
collection  forms, independently, in duplicate) and any processesfor obtaining details not clear: Fartial.
process and confirming datafrom investigators.
11 Dataitems List and define allvariablesforwhich datawere sought {e.g., PICOS, 976 Study type, participants, interventions 1
funding sources and any assumptions and simplifications made. defined: Partial
12 Risk of bias Describe methods used for assessing risk of bias of individual aF 7 Mo 0
inindividud studiesiincluding specification of whetherthiswas done at the
studies study ar outcome level, and howthisinformation istobe usedin
any data synthesis.
13 Summary Statethe principal surmmary measures (e.g., risk ratio, differencein 977 Mo 0
measures means.
14 Synthesisof Describe the methods of handling data and combining results of ai7 Very brief. Methodaology not clear. Mo a
results studies, if done, including measures of consistancy (e.g., 12} far each
metaanalysis.
15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 977 Mo 0
ACross evidence (g.g, publication bias, selective reporting within studies).
studies
16 Additional Describe methods of additional analyses (2.g., sensitivity or aF 7 Mo 0

analyses subgroup analyses, metaregression), if done, indicating which were
pre-specified
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FRISIMA CHECELIST Penget al., (2009}
Fage Motes Score

Fesults

17 Study Give numbers of studies screened, assessed for eligibility, and aF7 Twio reasonsfor exclusion following 1
selection  includedin the review, with reasonsfor exclusions at each stage, screening given: Partial

ideally with aflow diagram.

1z Study Far each study, present characteristics forwhich datawere avy Mo 1]
characteridi extracted e, g, study size, FICOS, follow-up perod and providethe
s citations.

19 Riskofbias Fresent dataon risk of bias of each study and, if available, any 9FF-978 No ]
within outcome level assessment iseeitem 12).
studies

20 Resultzof Forall outcomes considerzdibenefits or harms!, presant, for each 973 Mo 0
individual study:ial simple summary datafor each intervention group k)
studies effect estimates and confidence interval s, ideally with aforest plot.

21 Synthesisof Fresent results of each meta-analysis done, incuding confidence  978-979 Metaanalysisreported. No measureof 1
results intervals and measures of consistency. consistency: Partial

22 Risk of bias Fresent results of any assessment of risk of bias across studies (see 978-979 MNo. ]
across Item 15},
studies

23 Additional  Give results of additional analyses, if doneie.g, sensitivity or aFa Limitedinformation given: Fartial 1
analysis subgroup analyses, meta-regrassion [see ltem 16]).

Discussion

24 Summary of Summarize the mainfindings includingthe strength of evidence for 979-980 Summary not structured, without critical 1

evidence  each main outcome; considertheirrelevanceto key groupsie.g., analysis: Fartial
healthcare providers, users, and policy malkers.

25 Limitations Discusslimitationsat study and outcome levelia. g, risk of bias), and 920 Impcat of publication bias not d efined: 1
at review-levelle.g, incomplete retrieval of idantified research, Biasrelated to outcome measure
reparting bias). depression mentioned. Small sample size

noted: Partial

26 Conclusions Frovide a general interpretation oftheresultsinthe cont et of 981 Resultsnot interpreted, simplly restated: 0
otherevidence, and implications for future research, M.

Funding

27 Funding Diescribe sources of funding forthe systematic review and other 981 Feported noconflict of interests: but 0
support (e.g., supply of data); role of fundersforthe systematic details of funding not outlined: Mo
reviaw.

OVERALLSCORE 12
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PRISMA CHECKLIST Samadetal., (2011)

Fage MNotes Score
Title
1 Title ldentifythereport as a systematic review, meta-analysis, or both. 1211 NCH 2
Abstract
2 Structured Frovide astrucdured surmmary including, as applicable: background; 1211 structured summary incuding key details. 2
surmmary  objectives; data sources; study eligibility criteria, particip ants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration number.
Introduction
3 Fationale Describe therationaleforthe reviewin the context of what is 1212 fas 2
already known.
4 Objectives Provide an explicit statement of questions being addresse dwith 1212 NCH 2
raferenceto participants, interventions, comparisons, outcomes,
and study design (FICO5).
IMethods
5 Frotocal  Indicate if areviewprotoool exists, if and where it can be accessed 1212 Mo 0
and 1e.g., Web addressi, and, if available, prov = gist ration
registration information including registration number.
6 Eligibility  Specify study characteristics (e.g., PICOS, lengthoffolloveup) and  1212- Ves 2
criteria report characteristics (2.g., years considered, language, publication 1213
status used as criteriafar eligibility, giving rationale.
7 Infarmation Describe allinformation sources (e.g., databases with dates of 1212-  Yes, although date of last search not given: 1
SOUFCES coverage, contact with study authorsto identify additional studies) 1213 Fartial
inthe search and date last searched.
g Search Fresent full eledronic search strategy for at least one database, Mo 0
including any limits used, such that it could b 2at el
9 Study State the processfor selecting studias (i.e., screening, eligibility, 1212- yes 2
selection  includedin systematic review, and, if applicable, included inthe 1213
metzanalysis).
10 Diata Describe method of data extraction from reports (e.g., pilotad 1214 fas 2
collection  forms, independently,in duplicate) and any processesfor obtaining
process and confirming datafrom investigators.
11 Dataitems List and define allvariablesforwhich datawere sought {e.g, PICOS, 1213 fas 2
funding saurces) and any assumptions and simplifications made.
12 Risk of bias Describe methods used for assessing risk of bias of individual 1213 NCH 2
inindividud studiesiincluding specification of whetherthiswasdone at the
studies study or autcame level, and howthisinfarmation istobe usadin
any data synthesis.
13 Summary Statethe principal summary measures (e.g., risk ratio, differencein 1213 NCH 2
Measuras Mmeans.
14 Synthesisof Describe the methods of handling data and combining resuls of 1214 NCH 2

results studies, if done, including measures of consistancy (e.g., 12} far each
metaanalysis.

15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 1214 Vas:risk of bias of individual studissis 2

across evidence (e.g, publication bias, salective reporting within studias). reported and it is noted that the
studies implicationsfor resultsis examined
narratively.
16 Additional Describe methods of additional analyses (2.g., sensitivity or 1214 Sub-group analysesnot noted. 0

analyses subgroup analyses, meta-regression), if done, indicating which wer

pre-specified
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FRISMA CHECELIST

Fage

Fesults

17

Study Give numbers of studies screened, assessed for eligibility, and 1214-
selection  includedinthe review, with reasonsfor exclusions at each stage, 1215
ideally with aflow diagram.

1z Study For each study, present characteristics forwhich datawere 1214
characterigi extracted (e.g., study size, PICOS, follow-up period and provide the
s citations.

14 Risk of bias Present dataon risk of bias of each study and, if available, any 1214-
within outcome level assessment (seaitem 12). 1215
studies

20 Resultsof Forall outcomes considerad (benefits ar harms), present, for each 1217
individual study: (3} simple summary datafor each intervention group (b}
studies effect estimates and confidence intervals, ideally with aforest plot.

21 Synthesis of Present results of each meta-analysis done, incuding confidence  1217-
results intervals and measures of consistency. 1218

22 Risk of bias Present results of any assessment of risk of bias across studies (see 1216
across Item 15).
studies

23 Additional Give results of additional analyses, if doneie.g, sensitivity or
analysis subgroup analyses, meta-regrassion [see ltem 16]).

Discussion

24 Summary of Sumrmarize the mainfindings includingthe strength of evidence for 1219
evidence each main outcome; considartheirralevanceto kay groupsie.g.,

healthcare providers, users, and policy makersi.

25 Limitations Discusslimitationsat study and outcome levelia. g, risk of bias), and 1212
at review-levelie.g, incomplete retrieval of identified reszarch,
reparting bias).

26 Conclusions Frovide ageneral interpretation oftheresultsinthe cont et of 1219
other evidence, and implications for future research.

Funding

27 Funding Describe sources of fundingforthe systematic reviewand other 1219

support (e.g., supply of data); role of fundearsfor the systematic
review.

OWVERALLSCORE

Samad et al., (2011)

Motes

Ves

Ves

Ves

fes

Ves

Ciatafor within studies considersdhers
{fonly 4 studiesincluded) - partial

Not undertaken

Ves

Ves

Ves

fes

Score
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PRISMA CHECKLIST

Krishnaetal., (2011)

Fage MNotes
Title
1 Title ldentify thereport as a systematic review, metaanalysis, orboth. 331 NCH
Abstract
2 Structured Frovide astrucdtured summary including, as applicable: background; 331 Fartial
surmmary  objectives; data sources; study eligibility criteria, particip ants, and
interventions; study appraisal and synthesis methods; results;
limitations; conclusions and implications of key findings; systematic
review registration number.
Introduction
3 Fationale Describe therationaleforthe reviewin the context of what is 331-332%es
already known.
4 Objectives Provide an explicit statement of questions being addresse dwith 332 Fartial
raferenceto participants, interventions, comparisons, outcomes,
and study design (F1CO5).
IMethods
5 Frotocal  Indicate if areviewprotoool exists, if and where it can be accessed  332-333 No
and 1e.g., Web addressi, and, if available, prov = gist ration
registration information including registration number.
6 Eligibility  Specify study characteristics (2.g., PICOS, lengthoffolloveup) and  332-333 Ves
criteria report characteristics (2.g., years considered, language, publication
status used as criteriafar eligibility, giving rationale.
7 Infarmation Describe allinformation sources (e.g., databases with dates of 332 fas
SOUFCES coverage, contact with study authorsto identify additional studies)
inthe search and date last searched.
g Search Fresent full eledronic search strategy for at least one database, Mo
including any limits used, such that it could b 2at el
9 Study State the processfor selecting studiesii.e, screening, eligibility, 332-333 Processnot described systematically:
selection  includedin systematic review, and, if applicable, included inthe outlining at what stage, for example,
metzanalysiz). studieswere exduded: Partial
10 Cata Describe method of data extraction from raports (e.g., piloted 333 Diataextraction toolmentioned, but
collection  forms, independently, in duplicata) and any processesfor obtaining methods not detailed:Fartial
process and confirming datafrom investigators.
11 Dataitems List and define allvariablesforwhich datawere sought {e.g, PICOS, 333 Variables not listed and defined in
funding saurces) and any assumptions and simplifications made. methods: No
12 Risk of bias Describe methods used for assessing risk of bias of individual 333 OGRS and Higginsand Green(2006) used,
inindividud studiesiincluding specification of whetherthiswasdone at the and drap-out calculated: planstouse
studies study or autcame level, and howthisinfarmation istobe usadin quality measure in sub-group analysis
any data synthesis. noted:Yes.
13 Summary Statethe princpal summary measures {e.g., risk ratio, differencein 333 mean differences/ adds ration: Yes
Measuras Mmeans.
14 Synthesisof Describe the methods of handling data and combining resuls of 333 IMethods not detailzd.t2 test for
results studies, if done, incuding measures of consistency (e.g., 12) for each hetereogensaity used: Partial.
metaanalysis.
15 Risk of bias Specify any assessment of risk of biasthat may affect the cumulative 333 NCH
across evidence (e.g, publication bias, salective reporting within studias).
studies
16 Additional Describe methods of additional analyses (e.g., sensitivity or 333 IMethods for sensitivity/sub-group

analyses subgroup analyses, meta-regrassion), if done, indicating which were

pre-specified

analysesnot given, but noted: Partial.

Score
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FRISIMA CHECELIST Krishnaet al., {2011)

Fage Motes Score
Fesults
17 Study Give numbers of studies screened, assessed for eligibility, and 333 Ves 2

selection  includedin the review, with reasonsfor exclusions at each stage,
ideally with aflow diagram.

1z Study Far each study, present characteristics forwhich datawere 333-336 Yes 2
characterigi extractedie. g, study size, FICOS, follow-up period and providethe
s citations.

19 Riskof bias Present dataon risk of bias of each study and, if available, any 333-336 Yes 2
within outcome level assessment (seaitem 12).
studies

20 Eesultsof Forall outcomes considerad {benefits or harms), presant, for each 337 Yes:number of studies noted to beto 2
individual study: (3} simple summary datafor each intervention group (b} small for funnel plot and sensitivity
studies effect estimates and confidence interval s, ideally with aforest plot. analysis.

21 Synthesis of Fresent results of each meta-analysis done, including confidence  337-338 Mean diff, ES and C1, No measure of 1
results intervals and measures of consistency. consistency: Partial.

22 Risk of bias Present rasults of any assessment of risk of bias across studies (see 337-332 Partial but not detailad 1
across Item 15).
studies

23 Additional  Give results of additional analyses, if don g, sensitivity or Mo 0
analysis subgroup analyses, meta-regrassion [see ltem 16]).

Discussion

24 Summary of Sumrmarize the mainfindings incudingthe strength of evidence for 338-339 Yes 2

evidence each main outcome; considartheirralevanceto kay groupsie.g.,
healthcara providers, users, and policy makers).
25 Limitations Discusslimitationsat study and outcome levelia. g, risk of bias), and 338-339 Study level limitationswell described, but 1

at review-levelie.g, incomplete retrieval of identified research, review-levelnot; Fartial
reparting bias).

26 Conclusions Frovide ageneral interpretation oftheresultsinthe cont et of 338-339 Yes 2
other evidence, and implications for future research.

Funding

27 Funding Diescribe sources of fundingforthe systematic reviewand other 339 fes 2
support (e.g., supply of data); role of fundearsfor the systematic
review.

OWVERALLSCORE 37
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Appendix 7: Excluded studies (Systematic Review).
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Pages Reason for Exclusion

Cuijpers, P., Andersson, 2011 Psychological treatment of ~ Nordic Journal of 65(6) 354-364 Although one sub-group analysis of late-life
G., Donker, T., van depression: Results of a series Psychiatry depression is included this is minimal, and only
Straten, A. of meta-analyses examines general efficacy as compared with

younger adults.

Pinquart, M., 2006 Effects of pharmacotherapy  Brown University 17 (12): 6-7 Summary of Pinquart M, Duberstein PR, Lyness
Duberstein, P.R., and psychotherapy in late-life Psychopharmacology 1 JM (2006)

Lyness, J.M. depression Update

Cole M.G,, Elie L.M., 2000 Feasibility and effectiveness  International 12 (4) 453-61 Systematic summary of medication, rather than
McCusker, J., of treatments for depression Psycho-geriatrics psychosocial interventions: also lacking meta-
Bellavance, F., in elderly medical inpatients: analytic methods to examine treatment
Mansour, A. a systematic review. specificity when concomitant psychotherapeutic

treatment included.

Freudenstein, U., 2001 Treatments for late life Family Practice 18(3) 321-7 Systematic summary without meta-analytic
Jagger. C., Arthur, A., depression in primary care: a methods to examine treatment specificity.
Donner-Banzhoff, N. systematic review.

LinY.C., Dai, Y.T., 2003 The effect of reminiscence on Public Health Nursing 20 (4) 297-306 Descriptive review without meta-analytic
Hwang, S.L., the elderly population: a methods to examine treatment specificity.

systematic review

Woods, B 2004 Review: reminiscence and life Evidence Based 7 (3) Summary article of: Bohlmeijer et al., (2003)
review are effective therapies Mental Health
for depression in the elderly.

Frazer, C.J., 2005 Effectiveness of treatments  The Medical Journal 182 (12) 627-32 Only summary of evidence: no synthesis or
Christensen, H., for depression in older people Of Australia further analysis with meta-analytic methods.
Griffiths, K.M.,

Hill. A., Brettle, A., 2005 The effectiveness of Counselling & 5(4) 265-72 Summary of evidence. no synthesis or further
counselling with older people: Psychotherapy analysis with meta-analytic methods
results of a systematic review Research

Hill. A., Brettle, A., 2006 Counselling older people: Journal of Social 20(3) 281-97 Summary of evidence. no synthesis or further
what can we learn from Work Practice analysis with meta-analytic methods
research evidence?

Price, L. 2006 Treating late-life depression: Brown University 10(12) 3-4 Summary article of Treatments for later-life
pharmacotherapy or Geriatric depressive conditions: a meta-analytic
psychotherapy? Psychopharmacology comparison of pharmacotherapy and

Update, psychotherapy.

Cole, M.G. 2008 Brief interventions to prevent The American Journal16(6)  435-443 Examining preventative approaches: so not
depression in older subjects: of Geriatric currently depressed. Also Age group 40+ also no
A systematic review of Psychiatry meta-analytic methods to examine subgroup
feasibility and effectiveness treatment specificity.

Adamek, M.E., Slater, 2008 Depression and anxiety. Journal of 50 (S1) 153-89 No synthesis or further analysis with meta-

G.Y. Gerontological Social analytic methods

Work,
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Journal

Reason for Exclusion

Payne, T.P., Marcus, 2008
D.K.

Forsman, AK., 2011
Schierenbeck, I.,
Wahlbeck, K.,

Forsman, A.K., 2011
Nordmyr, J., Wahlbeck,
K.,

Dai, B. Li, J., Cuijpers, P. 2011

Cuijpers, P., van
Straten, A,
Warmerdam, L.,
Andersson, G.

Hsieh H; Wang J; 2003

Kiosses DN; Leon AC; 2011
Arean PA

Koder, D,.Brodaty, H., 1996
Anstey, K.

The efficacy of Group Group Dynamics, 12(4)
Psychotherapy for Older Theory, Research

Adult Clients: A meta-analysis and Practice

Psychosocial Interventions for Journal of Aging &  23(3)
the Prevention of Depression Health

in Older Adults: Systematic

Review and Meta-Analysis.

Psychosocial interventions for Health Promotion 26(1)
the promotion of mental International

health and the prevention of

depression among older

adults.

Psychological treatment of ~ BMC Psychiatry 11(1)
depressive symptoms in

Chinese elderly inpatients

with significant medical co-

morbidity: a meta-analysis.

Psychotherapy versus the Depression and 26(3)

combination of
psychotherapy and
pharmacotherapy in the

Anxiety

treatment of depression: A
meta-analysis.

Effect of reminiscence International Journal 40 (4)
therapy on depression in of Nursing Studies
older adults: a systematic

review

Psychosocial Interventions for Psychiatric Clinics of 43(2)
Late-life Major Depression: ~ North America
Evidence-Based Treatments,
Predictors of Treatment
Outcomes, and Moderators of
Treatment Effects.

Cognitive therapy for International journal 11(2)

depression in the elderly of geriatric psychiatry

268- Not looking at Depression specifically, with no

278 mediator analysis that could be usefully
extracted with regard to treatments for
depression.

387-416 Prevention rather than treatment.

85-107 Prevention rather than treatment.

92 Physical co-morbidity(also poor quality of
included trials)

279-288 Not specifically late life depression

335-45 Systematic review without meta-analytic analysis

377-401 No meta-analytic methods

97-107 No, effect sizes calculated for some studies, but
not a meta-analysis
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Appendix 8: Calculation of Kappa statistic (Systematic
Review).
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Calculation of Kappa statistic based on the PRISMA ratings, provided by two independent

observers, of seven of the included studies selected at random.

Observer 1
0 1 2 Total
Observer 2 0 37 2 0 39
1 5 45 5 55
2 0 9 86 95
Total 42 56 91 189

Calculations, following Viera & Garrett (2005)

Observed agreement
P, 0.888888889
Number of observed agreements: 168 (88.89% of the observations)

Expected agreement
Pe 0.37409367
Number of agreements expected by chance: 70.7 (37.41% of the observations)

Kappa
K= (P,-Po)/(1- P, ) = 0.822479649

Calculations corroborated at:
http://graphpad.com/quickcalcs/kappal.cfm?K=3
Number of observed agreements: 168 ( 88.89% of the observations)

Number of agreements expected by chance: 70.7 ( 37.41% of the observations)

Kappa=0.822

SE of kappa =0.036

95% confidence interval: From 0.751 to 0.894

The strength of agreement is considered to be 'very good'.

Reference

Viera, A.l., & Garrett, J.M. (2005). Understanding interobserver agreement: the kappa statistic.

Family medicine, 37(5), 360-3.
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Appendix 9: Regression Analyses (Systematic Review).
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Reporting Quality / Year of Publication

Call:

Im(formula = Rep Qual ~ Year)

Residuals:

Min 10 Median 30

-22.282 -2.462 1.166 2.274

Coefficients:

Estimate Std. Error t value Pr(>|t])
(Intercept) -1765.4521 732.0817

Year 0.8953 0.3654

Max

12.614

-2.412

2.450

Signif. codes: Q0 Y***/ (0,001 ‘**’ 0.01

Residual standard error: 8.376 on 12 degrees of freedom

Multiple R-squared: 0.3335,

F-statistic: 6.004 on 1 and 12 DF, p-value:
Y = mX + c
Rep Qual = 0.8953 X Year + -1765.4521

Adjusted R-squared:

0.0328 ~*

0.0306 *

1

67



Appendices

0

Residuals
-10

-20

15

1.0

+4|Standardized residualsl

00 05

Residuals vs Fitted

o1

o
o

3

L
I I | I
20 25 30 35
Fitted values
Scale-Location
=

Fitted values

Model wvalidation plots

Standardized residuals

Standardized residuals

2 -1 0

-3

Normal Q-Q

Theoretical Quantiles

Residuals vs Leverage

» N
LI ——

--- Cabk's distance

I I I I
0.0 0.1 0.2 0.3

Leverage

[}
n

g -]

68



Appendices

Number of Analyses / Year of Publication

Call:
Im(formula = Analyses ~ Year)
Residuals:

Min 10 Median 30 Max

-3.7678 -1.9018 0.1199 0.8661 6.2322

Coefficients:
Estimate Std. Error t wvalue Pr(>|t])
(Intercept) 710.323 240.507 2.953 0.0121 =

Year -0.352 0.120 =-2.933 0.0125 =

Signif. codes: 0 ‘***’ (0.001 ‘**’ 0.01 *’ 0.05 ./ 0.1 » " 1

Residual standard error: 2.752 on 12 degrees of freedom

Multiple R-squared: 0.4175, Adjusted R-squared: 0.3689

F-statistic: 8.601 on 1 and 12 DF, p-value: 0.01254

Analyses = -0.352 Year + 710.323
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Number of analyses / Reporting Quality

Call:
Im(formula = Analyses ~ Rep Qual)
Residuals:

Min 10 Median 30

-6.6244 -1.5102 0.4924 2.1462

Coefficients:

Estimate Std. Error
(Intercept) 9.28764 2.73863
Rep Qual -0.15120 0.09158

Max

4.7948

t value

3.391

-1.651

Signif. codes: Q0 Y***/ (0,001 ‘**’ 0.01

Pr(>|t])

0.00535 *x

0.12462

\ %7

0.05

\
.

’

0.1

Residual standard error: 3.255 on 12 degrees of freedom

Multiple R-squared: 0.1851,

F-statistic: 2.726 on 1 and 12 DF,

Analyses = -0.15120

p-value:

Rep Qual + 9.28764

0.1246

Adjusted R-squared:

0.1172

1
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Number of analyses / Reporting Quality without

Peng 2009 (outlier)

Call:
Im(formula = Analyses ~ Rep Qual)
Residuals:

Min 10 Median 30 Max

-4.0882 -1.5220 -0.0333 2.0260 3.9301

Coefficients:

Estimate Std. Error t value
(Intercept) 13.71370 2.42242 5.661
Rep Qual -0.28310 0.07844 -3.609

Signif. codes: 0 Y***/ (0.001 ‘**’ (0.01

Residual standard error: 2.403 on 11 degrees of freedom

Pr(>[t])
0.000146 *=**

0.004102 =*x*

Y¥r0.05 M.

Multiple R-squared: 0.5422, Adjusted R-squared:

F-statistic: 13.03 on 1 and 11 DF, p-value:

Analyses = -0.28310 Rep Qual + 13.71370

4

0.0041027

1
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Appendix 10: Email correspondence with authors
of selected studies (Meta-Analysis).
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Initial E-mail sent to study authors where no further data was required:

Hello,

| am undertaking a meta-analysis examining CBT for depression with older adults with co-morbid

physical illness. This is in part-fulfilment of a Doctorate in Clinical Psychology at Edinburgh

University.

Your Paper: [cceeecieee e ] meets the inclusion criteria.

| was wondering if you were aware of any unpublished/current RCT trials examining CBT treatment

for depression in older adults with a physical illness, which | may not have been able to find via

comprehensive literature searches of available databases. My criteria are: mean age >55yrs; CBT

treatment for mood disorder; co-morbid physical illness; validated outcome measure for depressive

symptoms.

If you are aware of any relevant studies it would be fantastic if you could get in contact.

Many thanks,

David Huxtable

David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornbhill

Hospital, Aberdeen, AB25 2ZH (01224) 557 497

Responses:
Authors and Year Contacted | Reply
Gellis, Z. D., McGinty, J., Tierney, L., Jordan, C., Burton, J., & Misener, E. (2007 Y N
Y N
Dao, T. K., Youssef, N. a, Armsworth, M., Wear, E., Papathopoulos, K. N., & Gopaldas, R. (2011).
Y Y
Freedland, K. E., Skala, J. A., Carney, R. M., Rubin, E. H., Lustman, P. J., Da, V. G. (2009).
Hynninen, M. J., Bjerke, N., Pallesen, S., Bakke, P. S., & Nordhus, I. H. (2010)
Koertge, J., Janszky, 1., Sundin, O., Blom, M., Georgiades, a, Laszld, K. D., Alinaghizadeh, H., et al. Y N
(2008).
Kunik, M. E., Veazey, C., Cully, J. A., Souchek, J., Graham, D. P., Hopko, D., Carter, R., et al. (2008). Y Y
Lincoln, N.B. Flannaghan, T. (2003). Y Y
Lustman, P. J., Griffith, L. S., Freedland, K. E., Kissel, S. S., & Clouse, R. E. (1998). Y N
Moorey, S., Cort, E., Kapari, M., Monroe, B., Hansford, P., Mannix, K., Henderson, M., et al. (2009) Y N
Dobkin, R. D., Menza, M., Allen, L. A, Gara, M. A., Mark, M. H., Tiu, J., & Bienfait, K. L. (2011) Y N
Pibernik-Okanovic, M., Begic, D., Ajdukovic, D., Andrijasevic, N., & Metelko, Z. (2009). Y Y
Teri, L., Logsdon, R. G., Uomoto, J., & McCurry, S. M. (1997). Y N
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Responses to above e-mail:
1.

Kunik, Mark Edwin [mkunik@bcm.edu]

Sent: 01 May 2012 17:30

To: Huxtable David (NHS GRAMPIAN)

Subject: RE: research related to: COPD education and cognitive
behavioral therapy group treatment for clinically significant symptoms

of depression and anxiety in COPD patients: a randomized controlled trial.

My colleague, Jeff Cully, PhD is doing a study that would be of interest to you.
I think you can find some of his pilot work on pubmed, but he is ongoing funded study.
jeully@bcm.edu

Mark E. Kunik, M.D., M.P.H.

Associate Director Houston VA Health Services Research and Development Center of Excellence Associate
Director for Research Training, South Central MIRECC Professor, Menninger Department of Psychiatry and
Behavioral Sciences http://www.houston.hsrd.research.va.gov/health-services/kunik.htm

From: Kia Minna Johanna Hynninen [Minna.Hynninen@psykp.uib.no]

Sent: 04 May 2012 10:09

To: Huxtable David (NHS GRAMPIAN)

Subject: RE: research related to:A randomized controlled trial of

cognitive behavioral therapy for anxiety and depression in COPD

Hello David,

We do not have any unpublished RCT trials going on, and | am not aware of other such studies.

Good luck with your work!

Minna

From: David C Mohr [d-mohr@northwestern.edul]

Sent: 02 May 2012 13:44

To: Huxtable David (NHS GRAMPIAN)

Subject: RE: query re: The Effect of Telephone-Administered
Cognitive—Behavioral Therapy on Quality of Life among Patients with
Multiple Sclerosis

Attachments: 2005 Arch Gen Psychiatr.pdf

Hi,
That was a secondary analysis. Attached is the main paper.
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D

David C. Mohr, Ph.D.
www.cbits.northwestern.edu

4.

From: Freedland, Ken [freedlak@bmc.wustl.edu]

Sent: 02 May 2012 20:35

To: Huxtable David (NHS GRAMPIAN)

Subject: RE: research related to: Treatment of Depression After Coronary
Artery Bypass Surgery

Hi David,

Our ongoing randomized trial of CBT for depression in patients with heart failure fits your criteria. We're still
enrolling patients and haven't done any analyses yet. You can find more info about it at clinicaltrials.gov .

You might also want to check with David Mohr at Northwestern University in Chicago. d-
mohr@northwestern.edu

Good luck with your meta-analysis.
Ken

Kenneth E. Freedland, PhD

Professor of Psychiatry

Washington University School of Medicine 4320 Forest Park Ave., Suite 301 St. Louis, Missouri 63108 USA
314-286-1311 (phone)

314-286-1301 (fax)

Correspondence requesting further data:
5.

Huxtable David (NHS GRAMPIAN)

Sent: 08 May 2012 20:33

To: pibernik@idb.hr

Subject: request for data: 'Psychoeducation versus treatment as usual in
diabetic patients with subthreshold depression: preliminary results of a
randomized controlled trial'

Hello,
| am undertaking a meta-analysis examining cognitive-behavioural treatments for depression in older adults

with co-morbid physical illness. This is in part-fulfiiment of a Doctorate in Clinical Psychology at Edinburgh
University.
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| was wondering if you might be able to assist me. Your paper: 'Psychoeducation versus treatment as usual in
diabetic patients with subthreshold depression: preliminary results of a randomized controlled trial' meets the
inclusion criteria for my study. | am keen to include the paper; however, | require some additional information.

In table 2 you report changes in CES-D scores in this format: 26 (22—30) to 18 (12.5-28.5). | understand this to
be the Median (25-75)

To include the data my analyses | require mean and standard deviation data for baseline and outcome scores
on the CES-D for both intervention and control groups.

If you were able to give me these data, it would be fantastic, and allow me to include your paper in my study.
Any help would be much appreciated.
David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,

Aberdeen, AB25 2ZH
(01224) 557 497

-reply-

From: Nadina Lincoln [Nadina.Lincoln@nottingham.ac.uk]

Sent: 06 May 2012 07:53

To: Huxtable David (NHS GRAMPIAN)

Subject: RE: request for data re: Cognitive Behavioral Psychotherapy for Depression Following Stroke

Hi

| am happy to provide the data. However, | am about to go away for 3 weeks, so it will not be until | get back
on 26th May. Sorry about the delay. | hope that it will not be too late for you.

Regards

Nadina

From: Huxtable David (NHS GRAMPIAN)
Sent: 06 May 2012 15:18

To: Nadina Lincoln

Subject: RE: request for data re: Cognitive Behavioral Psychotherapy for
Depression Following Stroke

-reply-

Hi,

It would be great if you could supply the data on your return.

Many thanks,

David

David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,

Aberdeen, AB25 2ZH
(01224) 557 497
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From: Nadina Lincoln [Nadina.Lincoln@nottingham.ac.uk]

Sent: 23 May 2012 08:21

To: Huxtable David (NHS GRAMPIAN)

Subject: RE: request for data re: Cognitive Behavioral Psychotherapy for
Depression Following Stroke

Attachments: Frequencies 3m FU.doc; Frequencies 6 months.doc
Attached

Nadina

Nadina Lincoln

Professor of Clinical Psychology

University of Nottingham

International House

Jubilee Campus

Nottingham NGS8 1BB

0115 9515315 ((Monday, Thursday, Friday)

6.

From: Huxtable David (NHS GRAMPIAN)
Sent: 08 May 2012 20:33

To: pibernik@idb.hr

Subject: request for data: 'Psychoeducation versus treatment as usual in
diabetic patients with subthreshold depression: preliminary results of a
randomized controlled trial'

Hello,

| am undertaking a meta-analysis examining cognitive-behavioural treatments for depression in older adults
with co-morbid physical illness. This is in part-fulfillment of a Doctorate in Clinical Psychology at Edinburgh
University.

| was wondering if you might be able to assist me. Your paper: 'Psycho education versus treatment as usual in
diabetic patients with sub threshold depression: preliminary results of a randomized controlled trial' meets the

inclusion criteria for my study. | am keen to include the paper; however, | require some additional information.

In table 2 you report changes in CES-D scores in this format: 26 (22-30) to 18 (12.5-28.5). | understand this to
be the Median (25-75)

To include the data my analyses | require mean and standard deviation data for baseline and outcome scores
on the CES-D for both intervention and control groups.

If you were able to give me these data, it would be fantastic, and allow me to include your paper in my study.

Any help would be much appreciated.
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David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,
Aberdeen, AB25 2ZH
(01224) 557 497

From: Mirjana Pibernik-Okanovic [pibernik@idb.hr]

Sent: 09 May 2012 17:52

To: Huxtable David (NHS GRAMPIAN)

Subject: Re: request for data: 'Psychoeducation versus treatment as
usual in diabetic patients with subthreshold depression: preliminary
results of a randomized controlled trial'

Dear Dr.Huxtable,

| have added the information about means and standard deviations in the CESD scores obtained at baseline, 6
month- and 12-month follow up.

Intervention arm:

baseline M=27.3+/-7.8

6 months M=20.1+/-12.7

12 months M=17.5+/-9.7

Control arm:

baseline M=25.4+/-10.4

6 months M=20.7+/-10.5
12 months M=20.3+7-12.3

You must be aware of the asymmetric distribution of the obtained data.

Best regards,
Mirjana Pibernik-Okanovic

From: Huxtable David (NHS GRAMPIAN)
Sent: 13 May 2012 22:41

To: Mirjana Pibernik-Okanovic

Subject: A couple more things...

Hi,

That is great,

Can | ask a couple more things: were the intervention and control groups both N=25, and do you have data
with regard to any drop-out? If there were drop-outs are the means and SD given below based on intention to

treat analyses, or based on completer samples?

Also with regard to the skew of the obtained data, are you referring to the differences in education, diet and
physical functioning?

It would be fantastic if you could give me this extra information as | would need this to include in the analysis.
Many thanks

David

David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,

Aberdeen, AB25 2ZH
(01224) 557 497
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-No further reply-

Huxtable David (NHS GRAMPIAN)

Sent: 08 May 2012 20:19

To: Iteri@u.washington.edu

Subject: request for data: 'Behavioral treatment of depression in
dementia patients: a controlled clinical trial'

Hello,

| am undertaking a meta-analysis examining cognitive-behavioural treatments for depression in older adults
with co-morbid physical illness. This is in part-fulfillment of a Doctorate in Clinical Psychology at Edinburgh
University.

| was wondering if you might be able to assist me. Your paper: 'Behavioral treatment of depression in
dementia patients: a controlled clinical trial' meets the inclusion criteria for my study. | am keen to include the
paper, however, | just need to clarify the data and perhaps require some additional information.

In table 1 of your study, baseline scores are reported in this format: HDRS 16.3+5.3 |would like to
confirm that the initial number is the mean score and the second number, the standard deviation. It would be
great if you could confirm that this is the case. If so, | do not need to request this data for baseline measures.

Secondly, in table 2 you have reported 'Changes in Outcome Measure Scores from Pre- to Post-treatment'.
e.g. HDRS -5.3 * 4.0. | am able to calculate the outcome score (e.g. 11) but | need standard deviation data
for the mean outcome scores, and am not clear if the data presented (e.g. + 4.0) is the SD of the outcome
scores, or in fact SD in the changes of between baseline and outcome scores. If it is the former it would be
great if you could confirm this, and | can then use the data as is...If it is the latter | would need you to give me
the SD data for the mean outcomes scores.

(I'hope this is clear!)
Anyway, In summary | need:
Mean and standard deviation of baseline and outcome scores for both HDRS and BDI depression measures

across all four conditions.

If you were able to clarify whether these are the data reported, or give me these data, it would be fantastic,
and allow me to include your paper in my study.

Any help would be much appreciated.

Regards,

David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,
Aberdeen, AB25 2ZH

(01224) 557 497

-No reply-
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Huxtable David (NHS GRAMPIAN)

Sent: 01 May 2012 16:14

To: stirling.moorey@slam.nhs.uk

Subject: request for data: A cluster randomized controlled trial of
cognitive behaviour therapy for common mental disorders in patients with
advanced cancer

Hello,

I am undertaking a meta-analysis examining CBT for depression with older adults with co-morbid physical
iliness. This is in part-fulfillment of a Doctorate in Clinical Psychology at Edinburgh University.

Your paper: ‘A cluster randomized controlled trial of cognitive behaviour therapy for common mental
disorders in patients with advanced cancer’ meets the inclusion criteria.

However, to include it in the meta-analysis, | would need intent-to treat mean outcome HADS depression
scores with standard deviation for both CBT and Control conditions. If you were able to share this data it
would be fantastic, as it would allow me to include your paper in my analysis.

Also, | was wondering if you were aware of any unpublished/current RCT trials examining CBT treatment for
depression in older adults (>55yrs) with a physical iliness, which | may not have been able to find via

comprehensive literature searches of available databases.

Currently | have not found any other RCT trials looking at CBT for depression in patients with co-morbid cancer
diagnoses with a mean age >55yrs. If you are aware of any it would be enormously helpful.

Many thanks,

David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,
Aberdeen, AB25 2ZH

(01224) 557 497

-No reply-

Huxtable David (NHS GRAMPIAN)

Sent: 01 May 2012 15:34

To: lustmanp@wustl.edu

Subject: FW: request for data re: Cognitive Behavior Therapy for
Depression in Type 2 Diabetes Mellitus

Hello,
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| am undertaking a meta-analysis examining CBT for depression with older adults with co-morbid physical
illness. This is in part-fulfillment of a Doctorate in Clinical Psychology at Edinburgh University.

Your paper: 'Cognitive Behavior Therapy for Depression in Type 2 Diabetes Mellitus' meets the inclusion
criteria. However, | was wondering if you had mean BDI scores with standard deviation data at baseline, 10
weeks and 6 months, for both CBT and control groups. If you were able to give me this data, it would be great,
and it would allow me to include the paper in my analysis.

Also, | was wondering if you were aware of any unpublished/current RCT trials examining CBT treatment for
depression in older adults with a physical illness, which | would not have been able to find via comprehensive
literature searches of available databases.

Any help would be much appreciated.

Regards,

David Huxtable Specialist Psychological Practitioner Older Adult Psychology Dept Royal Cornhill Hospital,
Aberdeen, AB25 2ZH

(01224) 557 497

-No reply-
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Appendix 11: Full Search Strategy (Meta-Analysis).
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1. EBSCO HOST: Last date searched: 8.4.2012

#  Query Limiters/Expanders Last Run Via Results

Interface - EBSCOhost
Search Screen - Basic Search

S5 S1andS2 and S4 Search modes -Boolean/Phrase Database - CINAHL Plus with Full Text;MEDLINE with Full 2540
Text;PsyclNFO;Psychology and Behavioral Sciences
Collection;Biomedical Reference Collection: Comprehensive

Interface - EBSCOhost
Search Screen - Basic Search

Search modes - Boolean/Phrase Database - CINAHL Plus with Full Text;MEDLINE with Full 116885
Text;PsyclNFO;Psychology and Behavioral Sciences
Collection;Biomedical Reference Collection: Comprehensive

Randomi?ed
Controlled Trial OR
RCT OR Controlled
Trial

54

Interface - EBSCOhost
Search Screen - Basic Search

S3 SlandsS2 Search modes -Boolean/Phrase Database - CINAHL Plus with Full Text;MEDLINE with Full 39492
Text;PsyclNFO;Psychology and Behavioral Sciences
Collection;Biomedical Reference Collection: Comprehensive

psychotherap™® OR
cognitive therapy OR
hehavi* therapy OR

Limiters - Language: English; Age Groups: Interface- EBSCOhost
All Adult; Languages: English; Age Groups: Search Screen - Basic Search

52 Adulthood (18 yrs & older); Population Database - CINAHL Plus with Full Text;MEDLINE with Full 245152
CBT OR Problem . ; i
Solvinz OR Stress Group: Human; Language: English Text;PsyclNFO;Psychology and Behavioral Sciences
g Search modes -Boolean/Phrase Collection;Biomedical Reference Collection: Comprehensive

Management

Limiters - Language: English; Age Groups: Interface- EBSCOhost

depress* OR All Adult; Languages: English; Age Groups: Search Screen - Basic Search

51 dvsthymi® OR mood Adulthood (18 yrs & older); Population Database - CINAHL Plus with Full Text;MEDLINE with Full 557622
ysthy Group: Human; Language: English Text;PsyclNFO;Psychology and Behavioral Sciences
Search modes -Boolean/Phrase Collection;Biomedical Reference Collection: Comprehensive

2. COCHRANE LIBRARY: Last date searched: 16.5.2012

() COCHRANE LIBRARY [Tite, Abstract or Keywords ]
Independent high-quality evidence for health care decision making |
Advanced Search > MeSH Search >
om The Cochrane Collaboration Search History > Saved Searches >
‘COCHRANE REVIEWS OTHER RESOURCES
By Topic New Reviews Updated Reviews A-Z By Review Group Other Reviews Trials Methods Studies Technology Assessments Economic Evaluations

Show Results in:
Trials [357]

There are 857 resutts out of 673864 records for: "(depress® OR disthymi* OR mood) in Title, Abstract or Keywords and randomi?ed controlled trial in Title, Abstract or Keywords and psy ORp ial OR @ Save Search
psychological OR cognitive OR behav* OR stress in Title, Abstract or Keywords and cancer OR COPD OR diabstes OR heart OR dementia OR Alzheimer* OR coronary OR Parkinson® OR arthritis OR HIV OR chronic Edit Search
health OR physical “morbidity OR multiple sclerosis OR irritable bowel OR physical iliness OR epilepsy in Title, Abstract or Keywords in Cochrane Central Register of Controlled Trials”

View: 1-25 | 26-50 5175 76-100 101-125 Next

Export All Results
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3. OPEN GREY: Last date searched: 6.5.2012

Open Grey (http://opensigle.inist.fr/ ) http://www.opengrey.eu/

Search terms:
(depress* OR disthymi* OR mood)
AND (psychotherap* OR psychosocial OR psychological OR cognitive OR behav* OR stress)

AND (cancer OR COPD OR diabetes OR heart OR dementia OR Alzheimer* OR coronary OR
Parkinson* OR arthritis OR HIV OR chronic health OR physical *morbidity OR multiple sclerosis
OR irritable bowel OR physical illness)

AND (controlled trial)
Search results: 1

WORLD HEALTH ORGANISATION INTERNATIONAL CLINICAL TRIALS REGISTRY PLATFORM SEARCH PORTAL: Last
date searched: 6.5.2012

http://apps.who.int/trialsearch /default.aspx
Search terms:
Title: depress* OR disthymi* OR mood

Condition: cancer OR COPD OR diabetes OR heart OR dementia OR Alzheimer* OR coronary OR
heart OR Parkinson* OR arthritis OR HIV OR chronic health OR physical *morbidity OR multiple
sclerosis OR irritable bowel OR physical illness OR epilepsy

Intervention: psychotherap* OR psychosocial OR psychological OR cognitive OR behav* OR stress
OR Problem Solving

Search results: 42
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Appendices

Appendix 12: Excluded studies (Meta-Analysis).
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Appendices

Appendix 13: Assessment of Risk of Bias: Authors’ Consensus
(Meta-Analysis).
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Appendix 14: Quality Rating of Included Papers: Authors’
Consensus (Meta-Analysis).
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Appendix 15: Funnel plot of standard error (SE) against

effect size (SMD) (Meta-Analysis).
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Funnel plot of standard error (SE) against effect size (SMD) from data comparing CBT with
treatment as usual or waiting list control for all studies at end of therapy (patient-rated
depression outcome measures were used in preference to clinician-rated outcomes when
available).
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