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Abstract

Background: Depression is a complex mental illness that is associated with disability and
reduced quality of life for the person with the disorder, as well as posing a substantial societal
burden. Prevalence of depression in the Canadian population has been estimated to vary from 5
to 8.2 percent annually.

Purpose: The purpose of this evidence review is to provide the Canadian Task Force on
Preventive Health Care (CTFPHC) with the most recent literature to develop evidence-based
recommendations on screening for depression. The aim of this evidence report is to evaluate the
literature on the effectiveness of screening for depression in adults, including major depressive
disorder (MDD) and related disorders and the impact on critical and important outcomes.

Data Sources: To identify the literature on screening for depression, the following electronic
databases were searched: Medline, EMBASE, PsycINFO, Cochrane Central, and Cochrane
Database of Systematic Reviews from 1994 to May 23, 2012. The search was quite broad in
nature with the only limitations being date, human subjects, and English or French language. In
addition, a grey literature search using a number of keyword terms for depression and screening
was undertaken focusing on Canadian sources.

Study Selection: We used randomized controlled trials, observational studies, and systematic
reviews with evidence for the clinical benefit or potential harms of screening to address key
questions and contextual questions.

Data Abstraction: The titles and abstracts were each reviewed by two members of the synthesis
team. Articles marked for inclusion by either team member went on to full text rating. Full text
inclusion, data abstraction, and quality assessment were done by two people. All disagreements
were resolved through discussions with the synthesis team and inclusion results were reviewed
by a third person. The strength of evidence was determined based on the GRADE system of
rating quality of evidence using GRADEPro® software. The exception to this process were
studies related to the contextual questions of costs, performance indicators, patient preferences,
subpopulations, and grey literature, for which abstraction was done by one person and evidence
was not rated using the GRADE system.

Results: Five studies met the inclusion criteria for this review. No studies on community-
based screening for depression in the general population met the inclusion criteria. Five
cluster control studies in Japanese regions with high suicide rates were included in this report
to quantify the effect of community-based depression screening (CDS) with followup on the
completed suicide risk for residents aged 60 and over. The result of ratio of the rate ratios of
meta-analysis from all five included studies demonstrate that the implementation of CDS
program had a protective effect on the overall incidence of completed suicide among elderly
population (RRR 0.5, 95% CI, 0.32 to 0.78; p=0.002).



When gender was considered, the ratio of the risk ratio showed a significant reduction effect in
suicide in women (RRR=0.37 95% CI, 0.21 to 0.66; p=0.0006) but not in men (RRR=0.67,
95% CI, 0.35 to 1.27; p=0.22). The overall GRADE rating applied to this evidence is very low
quality. There was no evidence that met the inclusion criteria concerning harms of screening
for depression.

Limitations: The studies that were reviewed here evaluated the effectiveness of the community-
based depression screening programs which incorporated screening for depression, follow-up
with mental health care or psychiatric treatment, and health education in the community setting
in rural Japan with higher than average rates of suicide. As such, the observed reduction in
suicide rates or recovery from depression cannot be attributed solely to the screening component
of these programs. The findings of this review are affected by the limitations of the included
literature. The search was limited to papers written in English or French. There is the potential
that we have missed the opportunity to analyze data from papers written in other languages.

Conclusions: The ultimate goal of screening for depression is to decrease the incidence of and
mortality from this disease. Although the scope of our review included outcomes beyond
incidence of or mortality from depression there is a very limited research evidence allowing
conclusions to be drawn on the effectiveness of screening for depression in the general or high
risk populations.
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Chapter 1. Introduction

Purpose

Depression is a complex mental illness that is associated with disability and reduced quality of
life for the person with the disorder, as well as posing a substantial societal burden. The purpose
of this evidence report is to evaluate the literature on the effectiveness of screening for
depression in adults, including major depressive disorder (MDD) and related disorders (such as
dysthymia and subsyndromal depression) and the impact on critical and important outcomes.
This review will provide the Canadian Task Force on Preventive Health Care (CTFPHC) with
the most recent literature to develop evidence-based recommendations on screening for
depression

Condition Background

Definition

Depression is common in adults and is characterized by chronic, recurrent episodes that have
significant impact on disability and mortality. Major depressive disorder (MDD) is the
occurrence of one or more major depressive episodes (MDE) and can be classified from mild to
severe. An MDE is defined as a period of at least 2 weeks that is characterized either by
depressed mood and/or markedly diminished interest or pleasure in all, or almost all, activities in
addition to at least four other symptoms. When considering the less severe forms of depression,
dysthymic disorder is characterized by a chronically depressed mood and at least two other
depressive symptoms, that occur most of the day, more days than not, for at least 2 years. DSM-
IV includes specifiers that can be used to further describe the characteristics of MDE or
dysthymic disorder, such as whether an episode of depression includes psychosis or occurs in the
postpartum period.*

Prevalence and burden of disease

MDD is a leading cause of disability across the world.** It is the second leading medical cause of
long-term disability and the fourth leading cause of global burden of disease, and is predicted to
become the second leading cause (next to heart disease) by 2020. According to the World Health
Organization (WHO), at 4.5 percent, major depression is among the leading causes of disability-
adjusted life years (DALY exceeding ischemic heart disease, stroke, cancer (3.9%, 3.3% and
3.5% respectively).*

Prevalence of depression in Canada has been estimated to vary from 5 to 8.2 percent annually.>®
Kessler reported estimates of 6.6 percent annual prevalence of depression in the United States
for adults.” These are higher than European prevalence rates of 3.9 percent annually.®

As cognitive problems are a hallmark of MDD, its negative effect is especially destructive in the
knowledge-based economy prominent in western societies.’The economic burden of depressive
disorders in the United States (U.S.)is estimated to be $83.1 billion (USD).*® A 2001 Health
Canada study estimated that productivity losses due to depression at $4.5 billion (CDN) and the
annual direct and indirect cost to be in excess of $14 billion (CDN).* The National Comorbidity
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Survey Replication study in the U.S. found that about 60 percent of respondents with an MDE in
the past year reported severe or very severe role impairment.” Parental depression has a negative
effect on the development of their children and on family dynamics*?** and intergenerational
effects may amplify the impact of depression on population health.'*

The burden of MDD is amplified by the typically chronic and recurrent nature of this disorder.*
17 In the Canadian population MDD is associated with a wide variety of adverse outcomes such
as suicide,*®° elevated chronic disease incidence,”®* a negative impact on chronic disease risk
factors such as obesity,**?** and smoking,?®?” increased injury risk,?® diminished participation in

preventive health activities,?® and negative employment transitions.*

Despite increases in provision of treatment for people with depression, a reduction in
prevalence has not yet been discernable in those countries where before—after comparisons have
been feasible.®* This may be in part because a substantial number of people with depression
remain untreated or receive inadequate treatment.** Subsyndromal depression, although poorly
recognized, is at least as common as MDD and linked to poor quality of life.*®

Etiology and natural history

There are several competing theories about the etiology of MDD. These include genetic
predisposition, biochemical imbalances, endocrine and neurophysiological dysfunction,
psychological, and/or social processes and factors. The evidence is limited for each of these
factors, but from a healthcare perspective, the observations that some physical illnesses (e.g.,
hypothyroidism, Cushing’s syndrome, cardiac disease, diabetes, etc.,) are frequently associated
with depression tends to support the physical or endocrine role in the development of
depression.* The recent aggressive exploration of brain function with neuroimaging, has
provided some evidence to suggest that depression may be related to brain structure and
function.®’” Similarly, psychological assessment findings provide some evidence for the role of
cognitive and emotional processes as important factors in depression.*®

The Netherlands Mental Health Survey and Incidence Study assessed episode duration in
individuals with new-onset episodes. Although 50 percent of people recovered within 3 months,
the recovery rate flattened over time, and the authors estimated that approximately 20 percent
would have episodes lasting longer than 24 months.** Some estimates suggest that at least 10
percent of patients have persistent or chronic depression.’

Traditionally, depression has been thought of as a time-limited disorder lasting on average 4 to 9
months and that complete recovery is an attainable outcome following treatment. However, it is
apparent that incomplete recovery (residual symptoms) and relapse are common. At least 50
percent of people following their first episode of major depression will go on to have at least one
more episode and after the second and third episodes, the risk of further relapse rises to 70
percent and 90 percent respectively.*’

Consequences if left untreated

Untreated depression exerts a negative impact on physical health; it reduces adherence to
medical treatment,*? reduces participation in preventive activities,*® and increases the likelihood



of risk factors such as obesity,** smoking,* and sedentary lifestyles.** MDD may be associated
with immune dysfunction,*™° cardiovascular disease,***? endocrine and neurological diseases
and a general increase in chronic disease incidence.?® The relationship between depression and
medical illness cuts both ways. While people with chronic illnesses have substantially higher
rates of depression than the general population, according to the Mood Disorder Society of
Canada, people with depression, compared to the general population, have higher risk levels for
stroke (2.6 times), epilepsy (4-6 times), Alzheimer’s Disease (1.71-2.67 times), and cancer (1.35-
1.88 times)>® People who are depressed are 4 times more likely to have a heart attack than the
general population and heart patients who are depressed are 4 times more likely to die in the 6
months after a heart attack.>® Mortality rates are high: approximately 4 percent of people with a
mood disorder die by their own hand and about two thirds of suicides are preceded by
depression.*

Depression also has a negative impact on occupational functioning. In one study, depressed
workers had significantly greater performance deficits than control workers with regard to
performing interpersonal tasks, time management, output and physical tasks.>* When depressed
workers were compared to workers with rheumatoid arthritis, the depressed employees were
almost 5 times more likely to become unemployed than those with arthritis.>> Depressed
employees are also more likely to become unemployed or miss time at work than physically ill
employees.>®

An American study of quality of life (QOL) impairment found that 63 percent of respondents
with MDD had severe impairment in QOL, while 85 percent of those with MDD and dysthymic
disordéa?r and 56 percent of those with dysthymic disorder had QOL impairment in the severe
range.

Risk factors

The factors most commonly associated with depression are gender, age, and family history of
depression, and chronic physical illness.?®*®! The most consistent finding in cross-national studies
of risk factors for depression is that women are at higher risk than men.®* In Canada women are
twice as likely as men to develop depression in their lifetime,>although these gender differences
tend to decrease with age.? People under 20 years old have the highest rate of depression
symptoms and age of onset of the illness is most commonly late adolescence or early
adulthood,>*®? while the prevalence decreases with age.®*®* Family history of depression is
frequently cited as a risk factor for depression, and one Canadian study of the cumulative
incidence of major depressive episodes (MDE) over 6 years found that family history of MDE
was the strongest independent predictor of MDE (HR = 2.01, 95% CI: 1.51, 2.68).%* They also
found that both female gender or having one or more chronic conditions were strongly associated
with MDE (HR =1.72, 95% CI: 1.36, 2.18 and HR = 1.54, 95% CI: 1.18-2.00 respectively)
while age (entered as a continuous variable, per year) was negatively associated with MDE (HR
=0.98, 95% CI: 0.97, 0.99). Finally, they found that income, employment status, marital status,
educational levels, ethnicity and geographic location were not significantly associated with
MDE. The two most controversial results in this study relate to income and marital status;
prevalence studies regularly cite low income and single marital status (including widowed,
separated or divorced) as being strongly associated with depression.®%%%



One risk factor not considered in many prevalence or incidence studies of depression is
aboriginal heritage. According to the Mood Disorders Society of Canada,>® 30.4 percent of
Aboriginal Canadians living on reserves have had at least one MDE compared to 10-12 percent
of the general population, and 26.1 percent have chronic depression compared to 2.7 percent of
the general population.*! In addition, off-reserve Aboriginal people are 1.5 times more likely to
experience depression than the general population.®®

Rationale for screening

Depression is an illness that has several factors that favour screening as well as several that do
not. As discussed in previous sections, depression is a fairly common illness with a substantial
societal burden and there are widely agreed upon high risk groups (women, youth, people with
chronic illness or a family history of depression). In addition, depression is frequently under-
diagnosed in primary practice. The WHO Psychological Problems in General Health Care
study®® released in 1996, reported that primary care physicians diagnosed only 42 percent of
adult patients with major depression.

Potential benefits of screening for depression in adults include improved detection of MDD,
dysthymia, and subsyndromal depression which can lead to earlier treatment. Treatment of MDD
in adults is thought to result in improved outcomes such as quality of life, work, and minimized
risk of suicide.* This review was designed to determine which of these benefits are supported by
evidence.

Factors that argue against screening include the fact that in up to 50 percent of people depression
resolves without treatment within 3 months.®® Most organizations or guidelines that do
recommend screening do so only in the case where there are systems in place to ensure effective
treatment and followup.®”®® In addition, screening instruments have a low positive predictive
value, meaning that many who screen positive do not have depression.*®Although a previous
review found no literature specifically evaluating harms associated with screening for depression
and related disorders,*® those persons screening positive for depression who do not have the
disorder may be exposed to stigmatization, further psychological testing, as well as unnecessary
psychological and pharmacological treatment regimes.

Interventions/treatments of persons diagnosed with MDD,
dysthymia or subsyndromal depression

Patients with positive findings for depression and related disorders may be recommended for
treatment which consists primarily of pharmacological interventions, psychological therapies, or
some combination of the two. Alternative treatments may include exercise, light therapy,
acupuncture or herbal remedies and supplements. Many non-pharmacological therapies have not
been validated for their efficacy.”

In primary care, the range of interventions offered following diagnosis may extend from close
monitoring of mild episodes without immediate treatment (watchful waiting), through guided



self-management,’ brief psychological or behavioural interventions, pharmacological
management, and, if needed, referral to more specialized services or hospital admission.
Recently, a stepped care approach to treatment has gained prominence. In a stepped care
approach, more intensive treatments (e.g., second and third line treatments) are applied to
persons who have not, or may not benefit from first-line treatments (which tend to be
monotherapy type interventions considered to be simpler in scope), or for those who can be
accurately predicted not to benefit from such treatment.”* Often low intensity in the first step,
these initial interventions may include watchful waiting, non-pharmacological treatments
(including psychological interventions), or monotherapy drug interventions. The aim in this
stepped approach is to reserve high intensity and high resource interventions for those who do
not respond to more benign therapies. There is always the risk, however, that the preference for
first step approaches may lead to initial inadequate management of those with more severe
symptoms or higher needs. Recently, NICE guidelines from the United Kingdom, where a
stepped care approach is advocated, have taken this risk into account by considering the
symptom severity at the start.” The overall effectiveness of this approach has yet to be
determined.

Phases of treatment of major depressive disorder

Based on the work of Kupfer et al.,*° there are three phases of treatment for MDD: acute,
continuation, and maintenance. Acute treatment is aimed at the elimination of symptoms of
depression and restoration of psychosocial functioning. Continuation is a prolongation of
treatment from 4 to 9 months, such that the episode of depression is considered completely
resolved. For the continuation phase, the treatment aims to return patients to baseline function
and quality of life and to prevent recurrence of symptoms. For the maintenance phase, the
treatment goal is to prevent recurrence of new episodes of MDD.

The target goal for acute treatment should be remission, which is defined as a resolution of
depressive symptoms. Response to treatment (usually defined as at least a 50 percent reduction
in symptom levels)® may not be sufficient as a target outcome because residual depressive
symptoms are risk factors for relapse and negative predictors of long-term outcome.’

Previous Review and CTFPHC Recommendations

There have been two sets of recommendations by the CTFPHC that have evaluated the value of
screening for depression.®”” The recommendations from the most recent CTFPHC are detailed
in Table 1.

Table 1. Recommendations for Screening for Depression by the CTFPHC for adults (from
MacMillan 2004)°’

Manoeuvre Effectiveness Level of Evidence Recommendation”®

Screening adults There is evidence that screening | Level |, good, fair The CTFPHC concludes that

for depression in improves the accuracy of (Pignone et al., 2002; | there is fair evidence to

settings with identifying depressed patients. In . recommend screening adults for
integrated those studies where an Katzelnick et al., depression in those primary care
feedback and integrated system of screening 2000; Rost et al., settings that have integrated
treatment and follow-up was available, 2001, Wells et al., programs for feedback to

there was improvement in patients and access to case




systems* depressive symptoms (Pignone 2000) management or mental health
et al., 2002) care

(B Recommendation)

Screening adults There is evidence that Level I, good The CTFPHC concludes that
for depression in screening improves the (systematic review of | there is insufficient evidence to
settings without . . RCTSs) recommend for or against
integrated accuracy of identifying (Pignone et al. screening adults for depression
feedback and depressed patients. In those 2002 ' in primary care settings where
treatment studies without integrated ) effective follow-up and
Svstems* feedback and treatment systems, treatment* are not available
Y there were no improvements in (I recommendation).
depressive symptoms (Pignone
et al.,2002).

* screening programs integrated with both feedback to the clinician regarding depression status, as well as a system
for managing treatment (antidepressant medications and psychotherapeutic interventions). Trials that included
access to case management or mental health care as part of the system of care were particularly effective in reducing
depressive symptoms. Since integrated screening and feedback/treatment systems are not the norm in Canadian
primary care practice, clinicians are encouraged to advocate for these.

A Grading scheme for the recommendations is based on the Task Force criteria. The CTFPHC concludes that there is
fair evidence to recommend screening adults for depression in primary care settings since screening improves health
outcomes when linked to effective follow-up and treatment* (B recommendation). The CTFPHC concludes that
there is insufficient evidence to recommend for or against screening adults for depression in primary care settings
where effective follow- up and treatment* are not available (I recommendation).

In addition to the previous Canadian Task Force recommendations, there have been two related
sets of recommendations®®® for screening for depression in adults based on systematic
reviews®>®%7"."8 snonsored by the United States Preventive Services Task Force (USPSTF) in
2002 and 20009.

In 2009, the USPSTF task force updated their 2002 recommendations for both adults and
adolescents. In 2002 the USPSTF recommended “screening adults for depression in clinical
practices that have systems in place to assure accurate diagnosis, effective treatment, and follow-
up”.%® 1In 2009 the Task Force updated these recommendations to specify that the support systems
had to be “staff-assisted depression care supports”.*® In both cases the guidelines were given a B
grade meaning that the USPSTF recommends the service and that there is high certainty that the
net benefit is moderate or there is moderate certainty that the net benefit is moderate to substantial.
In 2009 the Task Force also “recommended against routinely screening adults for depression when
staff-assisted depression care supports are not in place.” They noted that “there may be
considerations that support screening for depression in an individual patient.” *®

The National Institute for Health & Clinical Evidence (NICE) in the U.K. considered screening
for depression in the general population but decided that it should only be undertaken for specific
high-risk populations.” These guidelines, first put forth in 2004 have been integrated into the
primary care system. More recent guidelines have focused on case identification in primary care
and on the instruments used for that purpose.®




Chapter 2. Methods

Analytic Framework and Key Questions.

The analytic framework (Figure 1) shows the key questions to be addressed in the evidence review.

Figure 1. Analytic Framework for Screening for Depression

(1)
/
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Key Questions

Stage 1: Evaluating the evidence for benefits or harms of screening for depression

Two key questions (KQ) are included in the first stage of this review as follows:

KQ1: What is the evidence for the benefit of screening for depression in:
a. asymptomatic adults 18 years of age or over from the general population in (i) primary
care or (ii) other outpatient settings to improve critical outcomes?
b. adults at high risk for depression, in (i) primary care, (ii) other outpatient settings, or (iii)
specialty clinic setting to improve critical outcomes?

KQ2: What is the evidence for the harms of screening for depression in
a. asymptomatic adults 18 years of age or over not at high risk for depression in (i) primary
care or (ii) other outpatient settings
b. adults at high risk for depression in (i) primary care, (ii) other outpatient settings, or (iii)
specialty clinics?



Stage 2: Evaluating the evidence for accuracy of tools to detect depression in primary care settings

KQ3a. What are the depression screening tool(s) that are most effective (accurate) in diagnosing
or detecting depression in adult patients in primary care settings?

KQ3b. What is the effectiveness of short screening questions tools (ultra short = 1-4 items and
taking less than 2 minutes to complete; short = 5-14 items and 2 to 5 minutes) compared with
long screening tools (>15 items and more than 5 minutes) to screen for depression in primary
care settings?

The first stage, which has been completed, looked at the evidence for benefits and harms of
screening in adults in both the general population in primary care and in selected patient groups
selected by the Depression Screening Working Group that are considered to be at high risk in
primary care, and other outpatient settings.

Stage 2 would be undertaken only if the evidence pointed to the benefit of screening for at least
some of the population under investigation. This stage would have evaluated the accuracy of
tools to detect depression in the primary care setting. Based on the findings of Stage 1, it was
decided that evidence was not sufficient to complete Stage 2 of the review.

Contextual questions

Additional contextual questions (CQ) in unselected and high risk adult populations in primary
care, outpatient and specialty clinic settings previously identified include:

CQL1. What is the evidence concerning the optimal interval of screening for depression?

CQ2. What is the cost-effectiveness of screening for depression?

CQ3. What are the patient preferences and values regarding screening?

CQ4. Are there subgroups of the Canadian population who have a higher prevalence of
depression or for whom it would be difficult to implement screening programs? Subgroup
analysis that explores issues of burden of disease, screening rates and special implementation
issues include:

e Aboriginal
e Rural or remote-dwelling populations
e other ethnic groups

CQ5. What are patient preferences and values for treatment interventions (antidepressants and/or
psychotherapy) for depression?

CQ6. What are the benefits and harms associated with the treatment (antidepressants and/or
psychotherapy) for depression?

Originally, consideration was given to updating the O’Connor et al., (2009) review>® which
served as the basis for the 2009 USPSTF recommendations for depression screening in adults.
However, the review excluded high risk populations that were to be included in this review in
order to address KQ1b as outlined below. Based on that the Depression Working Group decided
to undertake a de novo review.



Search Strategy

For Stage 1 of the review, the following electronic databases were searched: Medline, EMBASE,
PsycINFO, Cochrane Central and Cochrane Database of Systematic Reviews from 1994 to May
23, 2012 The search was quite broad in nature with the only limitations being date, human
subjects and English or French language. In addition, a grey literature search using a number of
keyword terms for depression and screening was undertaken focusing on Canadian sources. This
included both site specific searching (see Appendix A) and a general Google search limited to
“pages from Canada”.

For the contextual questions on depression screening, it was not necessary to undertake a
separate search as any results would be a subset of the results of the search for KQ1 and KQ2.
Articles addressing these questions were identified as part of the screening process for the key
questions. For contextual questions, three separate searches were conducted in the databases
mentioned above: 1) systematic reviews on depression treatment, 2) systematic reviews on
adverse events associated with treatment, and 3) patient preferences and values regarding
treatment for depression. All these searches were limited to the last 5 years, human subjects and
English or French language. Detailed search strategies can be found in Appendix A.

Study Selection

KQ1: Eligible studies included adults >18 from unselected primary care populations or, for
KQ1b, high risk groups. The intervention of interest was routine screening as a normal part of
care and any comparative study design was accepted as long as it involved a screen versus no-
screen comparison. To be included the study setting had to be in primary care or, in the case of
high risk groups, specialty clinics and the study had to have at least one of the outcomes of
interest (see Table 2).

Table 2. Depression Screening Working Group Ranked Outcomes of Interest

Outcome Importance
All cause mortality Critical (9)
Suicidal completion Critical (9)
Suicide attempt Critical (8)
Quality of life Critical (8)
All cause hospitalization rate Critical (7)
Depression-related hospitalization Critical (7)
Improved symptoms of depression Critical (7)
Improved day-to-day functionality Critical (7)
Lost time at work/school Important (6)
Suicidal ideation Important (4)
Impact on lifestyle behaviour (alcohol abuse, smoking, drugs, gambling, etc.) Important (4)




KQ2: The inclusion criteria for KQ2 were the same as for KQ1 with two exceptions: 1) all study
types except for case studies were eligible, and 2) outcomes of interest were harms related to
screening (see Table 3).

The Depression Screening Working Group rated each of the outcomes and potential harms of
screening using the GRADE Process. GRADE suggests a nine point scale (1 to 9) to judge the
importance of the outcomes and harms. The upper end of the scale, rankings of 7 to 9, identifies
outcomes of critical importance for clinical decision making. Rankings of 4 to 6 represent
outcomes that are important but not critical, while rankings of 1 to 3 are items that are deemed to
be of limited importance to decision making or to patients. The outcomes of harms associated
with depression screening resulted in the rankings presented in Table 3.

Table 3. Depression Screening Working Group Ranked Harms Associated with Screening

Harm Importance
Mortality rate Critical (9)
Suicidality rate (attempt) Critical (8)
Hospitalization rate Critical (7)
Cost Important (5)
Labeling: intermediate harm, false positives and negatives, stigma, anxiety, Important (5)
decreased day to day functionality, increased symptoms

Contextual Questions: Studies on the contextual questions on screening were included if they
were relevant to the questions posed. In the case of contextual questions on treatment, studies
were included if they were systematic reviews, RCTs and observational studies.

External Review

Before the review began, the protocol was internally reviewed by the Depression Screening
Working Group, which includes members of the CTFPHC and Public Health Agency Staff. The
revised protocol was sent to external reviewers with expertise in review methodology or
depression (see Appendix B). Revisions were made after feedback was received.

Quality Assessment, Data Abstraction and Analysis

Each title and abstract was reviewed by two trained screeners and disagreements were resolved
by a third screener, any article marked for inclusion by either team member went on to full text
rating. Full text inclusion and quality assessment were each done by two people and data
abstraction was done by one person and checked by another. All disagreements were resolved
through discussion. The inclusion results were reviewed by a third person. The exception to this
process were studies related to the contextual questions of costs, performance indicators, patient
preferences, and subpopulations, for which abstraction was done by one person and evidence
was not rated using the GRADE system. Five quasi-experimental studies with pre- and post-



implementation design were quality appraised with the Newcastle-Ottawa Scale (NOS)*°
measuring the domains: selection of study groups, comparability of study groups, and means of
ascertaining exposure or outcome. The NOS uses a 'star system' to score studies (maximum score
IS nine stars).

The strength of evidence was determined based on the GRADE system of rating quality of
evidence using GRADEPro software.®* This system of grading evidence has been widely used
and has been endorsed by over 40 major organizations including the World Health Organization
(WHO), Centers for Disease Control and Prevention (CDC), and the Agency for Healthcare
Research and Quality (AHRQ).2! The GRADE system rates the quality of a body of evidence as
high, moderate, low or very low; each of the four levels reflects a different assessment of the
likelihood that further research will impact the estimate of effect (e.g., high quality: further
research is unlikely to change confidence in the estimate of effect). * A GRADE quality rating is
based on an assessment of five conditions: (1) limitations in study designs (risk of bias), (2)
inconsistency (heterogeneity) in the direction and/or size of the estimates of effect, (3)
indirectness of the body of evidence to the populations, interventions, comparators and/or
outcomes of interest, (4) imprecision of results (few events/observations, wide confidence
intervals), and (5) indications of reporting or publication bias. Grouped RCTs begin with a high
quality rating which may be downgraded if there are serious or very serious concerns across the
studies related to one or more of the five conditions. All groups of observational (e.g., case-
control and cohort) studies begin with a low quality rating which may be further downgraded
based on assessments of the same five criteria. All other types of evidence are assigned a very
low quality rating. For this review, key data were entered into the GRADEPro software along
with the quality assessment ratings to produce two analytic products, the GRADE Evidence
Profile Tables and the GRADE Summary of Findings Tables .

Review Manager 5.1 was used for meta-analysis. Pooled relative risk (RR) was used to
summarize the effect of intervention on suicide (dichotomous outcome). A Random Effect
assumption (Inverse Variance Weighting method) was used to calculate pooled estimates and the
corresponding confidence intervals.?* Homogeneity between studies was assessed using the
test and the I” statistic. Heterogeneity was considered significant if the p-value was less than 0.1.



Chapter 3. Results

Summary of the Literature Search

Our search located 14,226 potentially relevant unique citations (Figure 2). At title and abstract
screening, 12,694 were excluded. A total of 1,532 papers were retrieved and were assessed on

inclusion criteria. A total of 1,527 papers were excluded at this level because they did not meet
our inclusion critieria for Key Questions 1 or 2.

Evaluating the evidence for benefits or harms of screening for
depression

Two key questions are included in the first stage of this review as follows:

KQ1: What is the evidence for the benefit of screening for depression in:
a. asymptomatic adults 18 years of age or over from the general population not at high
risk for depression in (i) primary care or (ii) other outpatient settings to improve
critical outcomes?
b. adults at high risk for depression in (i) primary care, (ii) other outpatient settings, or
(iii) specialty clinic setting to improve critical outcomes?

General population/primary care

No studies of screening for the depression in the general population as a whole met the inclusion
criteria of this review. Five primary studies were the only eligible evidence that was identified on
elderly populations. These quasi-experimental studies, with the same initial author (Oyama), were
conducted in rural regions of Japan with high suicide rates in the elderly (range from 49.6 to
418.4/100,000 in women and 113 to 326/100,000 in men),®® and targeted the residents aged 60 and
over. Oyama, et al., (1978 to 2006)®*° developed a universal suicide prevention program, which
included a screening component adapted from the WHO World Mental Health Survey.® This
included screening for depression, followup with mental health care or psychiatric treatment, and
psychoeducation in the community setting. The duration of studies varied from 4 to 20 years with
different stages. The overall aim of these studies was to evaluate the effectiveness of the community-
based depression screening (CDS) program in both the short- and long-term. A pre- and post-
implementation design, using an intervention community and a control community with similar
demographics, was used in all five studies. The studies offered a range of programs to residents,
including educational health workshops. Two of the five studies®® also provided group social and
recreational activities (see details in Appendix C Evidence Tables). In all studies, more than 60
percent of men and more than 80 percent of women in the targeted residents (aged >60) participated
in the program during the implementation.

The five studies implemented almost the same program, providing a two-stepped screening and
followup process for depression. In the first step, the older residents of the selected communities
were called to participate in the educational health workshop on the signs and possible treatments
for depression and suicide risk and also on how to use mental health services. Following the



workshop, those who agreed to participate in the program completed the Japanese version of the
Self-rating Depression Scale (SDS),** or the Geriatric Depression Scale five-item (GDS-5).%
The SDS was originally developed as a self-administered questionnaire, but since participants in
the present program were elderly, the examiner read the questions aloud to those who could not
fill in the questionnaire sheets themselves. Those who did not attend the workshop were
contacted the following day and asked to participate in the program. Examiners then visited
those who agreed to participate, and conducted the program following the same procedures.
There were several examiners, including psychiatrists and public health nurses (PHNS).

In the second step, a mental health assessment was carried out by a PHN on enrolled participants
with positive screening results on the SDS. Japanese translated schedules of a standardized
assessment of patients with depressive disorders were used®® and a clinical decision was made
about whether a psychiatrist’s medical examination was necessary. Throughout the interview, if
the participants were suspected of having depression, they were given a clinical decision as to
whether to refer to a psychiatrist or to continue to the PHN’s followup interview, and were then
re-examined. The final decision on treatment was made few months after the first contact.

Statistical Analysis

Data was presented in the papers as pre (baseline) and post (implementation) analysis for both
intervention and control groups. Two out of the five papers®®*® had two control groups where
one paper®® used adjusted odds ratios. The remaining three papers all had one control group.
Four out of the five papers presented data using adjusted incidence rate ratios (IRR). Because
data was given as pre and post for both intervention and control groups and not all papers
calculated IRR, the ratio of rate ratios (RRR) was calculated for each group. Ratio of rate ratios
is the ratio of the post- to pre-rate ratio in the intervention area divided by the corresponding
post- to pre-rate ratio in the control area (see explanation Appendix D).

A weighted intervention effect was calculated across studies using data for overall population
and stratified for age and gender.Assuming that any changes to the population at risk in the
intervention area are the same as those in the control area, a RRR of less than 1.0 shows the
reduction in the suicide IRR in the intervention area to that predicted from the IRR in the control
area. Standard errors for logarithms of rate ratios and 95% Cls for rate ratios were calculated
assuming that the number of events in each area in each period followed a Poisson distribution.
The generic inverse variance method was used with a random effects meta-analysis model, since
all studies were done by the same team/author working the same research design. Heterogeneity
between studies was evaluated using a chi-squared test; there was considered to be significant
heterogeneity when the p-value was less than or equal to 0.05.%

Effect of community-based screening on completed suicide risk

The meta-analysis of the target population involved 70,053 person-years and 65 suicide victims
in intervention groups compared to 113,324 person-years and 145 suicide victims in the control
groups during the implementation period. These studies reported six gender- and age-specific
target gopulation groups (age group 65 to 74, 75 to 84, and >85), with the exception of one
Study8 that had different age groups (60 to 69, 70 to 79, >80). All five studies provided



sufficient data stratified by age, gender, and time periods for baseline and program
implementation.

Outcomes of individual studies and a summary of meta-analysis results are shown in Figure 3
Al the studies®™®® demonstrated a statistically significant reduction in the number of completed
suicides after implementation of the CDS program (RRR=0.5, 95% ClI, 0.32 to 0.78; p=0.002).
There was no significant heterogeneity among these studies (1°=21%, 5°=5.04; p=0.28). The
outcome measure was an IRR based on binary data (i.e., suicide/no suicide that was calculated in
both implementation and control before and after the intervention). There was no significant
heterogeneity among these studies in either men or women, (1°=21%, 5°=5.07; p=0.28) and
(1>=0%, *=1.41; p=0.84), respectively. Publication bias could not be assessed given the small
number of included studies.

The difference between pooled incidence rate ratios and the corresponding 95% CI for
completed suicide were calculated using the generic inverse variance weighting method for total
number of men and women (Appendix C). The RRR of the data from all five included studies®>-
89 suggested that the CDS program had a protective effect on the overall IRR in the elderly,
(RRR=0.50, 95% ClI, 0.32 to 0.78; p=0.002) (Figure 4) . The RRR also showed a risk reduction
in suicide of women (RRR=0.37, 95% CI, 0.21 to 0.66; p=0.0006), whereas in men the effect
was not significant (RRR=0.67, 95% CI, 0.35 to 1.27; p=0.22) (Figure 3).

Subgroup analysis

We considered subgroup analysis based on population characteristics. We carried out
prespecified subgroup analyses by age groups (65-74, 75-84, and 85 or older) (Figure 5) and by
gender and age groups (i.e men and women in age groups 65-74, 75-84, and 85 or older) (Figures
6-7).

Data were also pooled from the five studies reporting suicide rates for subgroups of similar age
groups. As outlined above, four out of the five studies had similar age groups®® and the other
had a slightly different age group.®

To compare pooled results from all five of the studies with the pooled results of only the four
studies with the same age groups, we carried out two separate pooled analyses. We did not find
significant differences between the two analyses in terms of heterogeneity in all age groups in
both men and women. We calculated the RRR for pre- and post-data in both the intervention and
control groups for each specific age group and by gender and specific age group from the data
in each study (Appendix C). Outcomes of individual studies and a summary of meta-analyses
results for each age group and for each age group in both women and men are shown in Figures
6-7. Meta-analysis stratified by age groups showed a significant reduction effect on suicide in
elderly at ages between 65 to 74 years (RRR=0.49, 95% CI, 0.26 to 0.94; p=0.03) and elderly at
ages bwetween 75 to 84 years (RRR=0.44, 95% ClI, 0.22 to 0.88; p=0.02) (Figure 5).

Subgroup meta-analysis showed a non-significant reduction effect on suicide in men across all
age groups (RRR=0.74, 95% ClI, 0.44 to 1.24; p=0.25) (Figure 6). There was a statistically
significant reduction of completed suicide only in women at ages between 75 to 84 years
(RRR=0.37, 95% CI, 0.17 to 0.81; p=0.01) (Figure 7).



Quality Assessment

Agreement was reached on the ratings by two independent reviewers. Using the NOS for Cohort
Studies,” the body of evidence received a rating of seven stars out of a possible nine stars. In
terms of the selection criteria, two out of a possible four stars would be awarded. The exposed
cohorts would be considered truly or somewhat representative of the average elderly person in
the community (star awarded). The nonexposed cohorts were drawn from a different source
(reference communities with similar sociodemographic characteristics), thus no star was awarded
for this item. Similarly, no star was awarded for the ascertainment of exposure (written self-
reports/surveys). The second star in this category was awarded for the demonstration that the
outcome of interest (i.e., suicide) was not present at the start of the study. With respect to the
comparability criterion, this group of studies satisfies both items (comparability of cohorts on the
basis of ages and several sociodemographic variables) and would be awarded two stars. The five
studies received all three stars available for the outcome category. The assessment of the
outcome (suicide) was based on local public health department registers of suicide episodes with
diagnoses based on ICD-9 or ICD-10. The studies all used an adequate followup period (10
years) to allow for the outcome of interest to occur. The studies demonstrated adequate followup
of the cohorts. (Table 4)

GRADE Rating

According to the GRADE system for assessing quality, observational evidence (including cohort
designs) begins with a LOW rating . We have downgraded the evidence for indirectness given
that the included studies all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians with an average or high risk for depression. We also downgraded the
evidence because the use of community-based depression screening (CDS) programs which
incorporated education and treatment means the result cannot be attributed solely to the
screening component of these programs. Thus the overall GRADE rating applied to this evidence
is VERY LOW QUALITY (Tables 5-14).

High risk population

Initially, the Depression Working Group selected only the 5 high risk groups in the key
questions, however it was determined that some risk groups were not represented in that list. As
a result the scope of the review was extended to include any risk factor. We re-reviewed our
evidence base but did not find any evidence that met our inclusion criteria for any high risk

group.

KQ2: What is the evidence for the harms of screening for depression in:
a. asymptomatic adults 18 years of age or over not at high risk for depression in (i)
primary care or (ii) other outpatient settings?
b. adults at high risk for depression in (i) primary care, (ii) other outpatient settings, or
(iii) specialty clinics?

Harms of Screening

No studies were identified that addressed the harms of depression screening.



Contextual questions

CQL1: What is the evidence concerning the optimal interval of screening for depression?

There is very little evidence available on the optimal interval of screening for depression. In their

2009 review the USPSTF concluded that the optimal interval for screening is “unknown”.*%’

CQ2. What is the cost-effectiveness of screening for depression?

In their cost-utility analysis, Valenstein et al.,’® compared screening for depression with no

screening in a hypothetical cohort of 40-year old primary care patients. The lifelong time horizon
was used and costs were reported in US dollars. However, a specific reference year for costs was
not stated. Both costs and benefits (expressed as quality adjusted life years (QALY's)) were
discounted at an annual rate of 3 percent. The analysis was taken from health care payer and
societal perspectives. Patients were screened for depression using a self-administered
questionnaire followed by an assessment by a nurse or primary care provider. The evaluation
was based upon a non-stationary Markov model representing eight major health states of: 1)
never depressed; 2) history of depression, in remission; 3) history of depression, still in
treatment; 4) significant depressive symptoms; 5) significant depressive symptoms, in treatment;
6) major depression; 7) major depression, in treatment, and 8) deceased. The length of each
transition cycle was considered to be 3 months. The model inputs including the estimate of
prevalence and incidence of major depression and related symptoms, sensitivity and specificity
of screening instruments, practice patterns, treatment outcomes, and the utility decrements
associated with depressive illness were derived from published literature. In their base-case
analysis the authors compared the cost-effective ness of screening strategies to no screening and
estimated the expected cost of annual screening for depression, to be $192,444/QALY and
$225,467/QALY from the societal and third party payer perspectives, respectively. The costs of
one time and periodic (every 5 years) screening strategies for society were estimated to be
$32,053/QALY and 50,988/QALY, respectively. The results of one-way sensitivity analyses
showed that cost-utility ratios were most sensitive to the prevalence of major depression, the
costs of screening, rates of treatment initiation, and remission rates following treatment. Based in
the results of a Monte Carlo sensitivity analysis the authors reported that only 2.2 percent of
annual screening interventions had cost-utility ratios less than the commonly used benchmark of
$50,000/QALY. One time and periodic screening strategies had cost utility ratios less than
$50,000/QALY in 35 percent and 16 percent of the simulations, respectively. Based on the above
mentioned results, the authors concluded that only one time screening for depression was cost-
effective. They believed that improvements in the treatment of depression may increase the cost-
effectiveness of screening interventions.

CQ3. What are the patient preferences and values regarding screening?

Much of the research on acceptability of depression screening focuses on perinatal women and
tests particular tools, most commonly the EPDS. In a nonrandomized study, Leigh and Milgrom,
(2007)'* contacted 407 women who had been administered the EPDS, of whom 84 had scored
above the cut-off. All of the women, depressed or not, found the questionnaire acceptable, and
none were upset or distressed by the questions.



Similarly, Buist et al., (2006)*'° surveyed 860 women in Australia from six cities and four towns
who had been routinely screened both antenatally and postnatally using the EPDS. They report
that women found the EPDS easy to complete (93.4%) and 85 percent experienced no discomfort
in completing it. Another Australian study™! of 479 postnatal women using a 5 point Likert scale
that ranged from “Not Comfortable” to “Very Comfortable” found that 81.2 percent of the
women rated the experience as “Comfortable” or “Very Comfortable” and only 4.3 percent as
“Not Comfortable”. A total of 97 percent of respondents felt that screening was desirable.

One study addressed the question of patients’ preferences with regard to how they are screened
for depression. Allen, Cull, and Sharpe (2003)"* asked cancer patients, who had been screened
using the SCID in a telephone interview, if they found it helpful, and their preferred mode of
questioning. Most of the patients (85%) found it helpful, and 17 percent found it distressing. The
study does not explain why some individuals found the experience distressing but does note that
most of these people (84%) also said that if they had known in advance how the questioning
would make them feel, they would still have taken part in the interview. About half (47%) would
have preferred a face-to-face interview.

A qualitative study of depression screening among ethnically diverse mothers in Boston looked
at the acceptability of screening by pediatricians at well-child visits. The 42 women interviewed
had to speak English, Spanish or Vietnamese and be the mother of a child 4 years of age or
younger attending a well-child visit at one of the community health centres. They were screened
using the PHQ-2. The women were generally receptive to being screened in the pediatric setting
and overall they preferred that it be conducted by the pediatrician rather than support staff. The
identified barriers to this screening were cultural “beliefs and norms” that discourage them for
sharing their depressive symptoms and general concerns about stigmatization. They also
expressed concerns about being reported to child protective services and losing custody of their
children. They suggested a number of ways to improve acceptability of this screening. They
mentioned the importance of the screening not being conducted in the presence of a third party
such as their husband, child or interpreter. The women discussed that it was important that they
be provided with the context of the screening particularly with regard to the reasons the
questions were being asked and how they would benefit from answering them (e.g. available
community support or treatment options). They also said they wanted reassurance that they
weren’t being singled out (that this screening was a common procedure) and that the pediatrician
show concern about their overall health and wellness.

Finally, research done among Australian Aboriginal and Torres Strait Islanders points to the
importance of particular screening tools being validated for use in specific populations and being
modified where necessary.***!** Esler et al., (2007) conducted four focus groups in an urban
Aboriginal health centre. Participants were asked given a copy of the PHQ-9 and asked to
discuss the tool in terms of acceptability of the screening process, the individual questions and
the rating scale. Three themes developed regarding acceptability: appropriate wording of the
questions, particularly with regard to education levels and proficiency in English; the role of the
family in the process, and; the relationship between the person administering the tool and the
person being screened. Two other areas of concern were that the results could be confounded by
social disadvantage and physical comorbidities and, the absence of a question that addresses



anger as a depression symptom (the authors note this last issue requires further study). The
authors argue that this screening instrument was not acceptable among this population without
modification.

It is difficult to generalize about patient preferences regarding depression screening given the
variety of populations included in this literature, however, there are a couple of common themes.
Overall people involved in these studies felt that screening was important and a majority of them
felt the instruments tested were acceptable; however, screening needs to be done in a manner that
is culturally sensitive. This includes ensuring that the context and purpose of the screening is
clear and that the person being screened has an acceptable level of trust in the person doing the
screening (or in the mode of screening). It is also important that the tool used for screening be
validated in the population of interest.

CQ4. Are there subgroups of the Canadian population who have a higher prevalence of
depression or for whom it would be difficult to implement screening programs? Subgroup
analysis that explores issues of burden of disease, screening rates and special
implementation issues include:

e Aboriginal
e Rural or remote-dwelling populations
e Other ethnic groups

Aboriginal

The prevalence of depression is significantly higher among Aboriginal Canadians that it is for
the general Canadian population. A longitudinal survey done in 2005 found that 30 percent of
First Nations people felt sad or depressed for 2 or more weeks that year,'*> while the rate among
the general population is estimated to be 5 to 8 percent® In addition up to 44 years of age, suicide
or self-inflicted harm is the leading cause of death among First Nations youth and adults.**
Suicide rates among the Inuit are even higher than for First Nations at 6 to 11 times that national
average.''® A national study of mental health in Canada points out that despite high suicide rates,
the numbers of Inuit suffering major depression using standard scales in 2001 was 3.1 percent,
well below the national average.” The authors suggest that one possible explanation for this
discrepancy may be that standard scales used in the general population may not be valid in Inuit
culture.

Surveys suggest that Aboriginal Canadians seek help for mental health problems at a greater rate
than Canadians overall.* While 8 percent of the Canadian population sought help from a
professional regarding their mental/emotional health in 2000, the corresponding figure was as
high as 17 percent among some Aboriginal groups.

One study™’ examined clinical utility and validity of the PDSS and the EPDS with First Nations
and Metis women in Saskatchewan. The relatively lower prevalence of postpartum depression
(17%) found may reflect that the sample came from an Aboriginal health centre that offers
supportive, culturally appropriate perinatal care. The author cautions against generalizing these
results, pointing out that the results may have been different if women from more remote,
northern communities were included. The authors conclude that both the EPDS and the PDSS



demonstrated utility as screening tools in this population, but that the EPDS has better predictive
power (25% PPV and 1% NPV over and above the PDSS).

Concerns about the overall poor health status of Aboriginal Canadians relative to the general
Canadian population, have led to the development of a wide range of programs being developed
at both the provincial and federal level. The Government of Canada’s Aboriginal Portal website
(http://www.aboriginalcanada.gc.ca/acp/site.nsf/eng/ao31174.html) has a list of over 50
programs and services relating to aboriginal health, including mental health issues. There was
also an Aboriginal Health Transition Fund which dedicated $200 million over 5 years (2006-
2011) to addressing the gap between Aboriginal and non-Aboriginal health status, including
mental health and depression.

Rural/Remote

A study of women’s health equity in Ontario™*® found that while rural residents were more likely
to be hospitalized for depression, urban dwellers accounted for proportionately higher OHIP
costs for mental health care. They also found that geographic patterns of use reflected supply of
services more than they did need. The study did not find differences in prevalence of probable
depression between rural and urban areas. While this study was specific to Ontario, a study of
unmet need for depression treatment in Atlantic Canada**® also found that while there was no
significant rural/urban differences in depression prevalence, rural dwellers were significantly less
likely to receive treatment for depression in either primary or specialty care.

Fisher and Copenhaver, (2006)'? compared the results of five screening and survey tools
validated for rural settings: Primary Care Evaluation of Mental Disorders, Mood Module
(PRIME-MD), Short Form 36 (SF-36), Montgomery-Asberg Depression Rating Scale
(MADRS), Mini-Mental State Exam (MMSE), and Global Assessment Score (GAS). All were
applied by nurses to assess the mental health of older adults in rural public housing facilities in
Pennsylvania. Besides social isolation and low income, this sample also was characterized by a
high percentage of illiteracy and low education levels. The majority (95%) of participants were
White women. Although the authors reported the results were “context bound”, they were unable
to form general conclusions about which tool was more useful due to small sample size, lack of
randomization, self-selection, high rate of refusal to participate (47%), and self-reporting nature
of the instruments.

Although evidence is limited, it appears that there is no significant rural/urban difference in
terms of prevalence of depression, access to treatment for depression is less available in
rural/remote areas of the country.

Newcomer/Immigrants

In looking at immigrant health, Ali et al., (2004)'?! reported that immigrants had significantly
lower rates of depression than the general Canadian population with newly arrived immigrants
having the lowest rates and long-term immigrants having rates closer to the general population.


http://www.aboriginalcanada.gc.ca/acp/site.nsf/eng/ao31174.html

They also found that immigrants from Asia had lower rates of depression than those from Europe
and North America.

One important exception to this is postpartum women. In a study of newcomers to Canada,
Stewart et al., (2008)*? found that immigrant, asylum-seeking and refugee women had higher
rates of postpartum depression than Canadian-born women (35.1%, 31.1%, 25.7% and 8.1%
respectively) using the EPDS.

Smith et al., (2007)% explored the interaction of gender and income with the protective factor of
recent immigration using data collected using the Composite International Diagnostic Interview
Short Form (CIDI-SF) during the Canadian Community Health Survey (CCHS). Previous
research has established that that depression is more prevalent is among immigrants that have
become acculturated to Canada. This study found a differential effect by gender and income for
recently arrived immigrants. Low-income male recent immigrants appear to have lower rates of
depression than middle-high income men. Low-income recent women immigrants have a higher
prevalence of depression than middle-high income women. This situation highlights the need for
closer examination of various socio-demographic factors such as living alone, single parent
status, and receiving government financial support. The findings are limited by being cross-
sectional rather than longitudinal. CIDI-SF has not been validated as a detection tool and CIDI-
SF may over-estimate prevalence among recent immigrants as they may be under-represented
due to language and other cultural barriers to participation. Caution should be exercised in
assuming homogeneity of the sample. Low-income may reflect transitional status, lack of
familiarity with life in Canada and with the health care system. Also, social ties/capital and
acquired language abilities may confer mental health benefits.'?

Ethnicity/Race

There is little evidence to suggest that ethnicity itself is an important factor in prevalence rates of
depression in Canada. In Atlantic Canada, Starkes et al., (2005)**° found no significant
connection between ethnicity and probable depression. Lin et al., (2009)** report that while
some studies on depression and primary care have found racial disparities, this is not consistent
suggesting that disparities vary across practice settings and that these care gaps can be closed.

Huang et al., (2006)'? studied the PHQ-9 with the four largest racial/ethnic groups in the United
States (African American, Chinese American, Latino and non-Hispanic White). The mean and
total scores and the factor structure suggest that it can be used without adjustment in diverse
populations.

Other

Lin et al., (2009)*® in an Ontario-based study, found that there were gender and income
differences in the prevalence of depression. Data obtained from the Canadian Community Health
Survey (CCHS), Cycle 1.1.was used to assess the percentage of Ontarians aged 15 and older with
probable depression in 2000/01. Depression was measured during this cycle of the CCHS using
the Composite International Diagnostic Interview-short Form (CIDI-SF) for Major Depression.
The CIDI-SF is a series of questions used to calculate the predicted probability of major
depressive episodes occurring within the year preceding the interview. Respondents whose



predicted probability score was 0.9 or greater were considered to have probable depression.**® It

should be noted that the authors recognize that the CIDI-SF is not a fully validated measure and
that the prevalence reported in their report * is not precise and very likely somewhat
overestimates the actual population prevalence” (p.94). Using this measure Lin et al. found that
7.4 percent of people aged 15 and older in Ontario in 2000/2001 met the criteria for having
probable depression. Women were found to be twice as likely as men to have probable
depression (9.8 percent versus 4.9 percent, respectively). The prevalence of depression by level
of income varied for women and men. Rates of depression were highest among those residing in
the lowest income neighbourhoods (11.8 percent of women and 5.5 percent of men) compared to
those residing in the highest-income neighbourhoods (8.5 percent of women and 4.2 percent of
men). Perhaps of greater concern, only 40 percent of the Ontarians identified with probable
depression using the CIDI-SF (41 percent of women and 37 percent of men) had at least one
physician visit for depression within the year following the CCHS interview. The rate of
physician visits for depression was highest among those aged 45 to 64 and lowest among those
aged 15 to 24. The gender and income findings show some consistency with results of an earlier
study done in Atlantic Canada. Starkes et al., (2005)**° found that individuals who were female,
widowed, separated or divorced, low income or with two or more co-morbid conditions were at
greatest risk for depression. They also found that only 40 percent of respondents with probable
depression screened using the CIDI-SF, (score 9 to 11) reported having had a consultation with a
general practitioner or mental health specialist.

CQ5. What are patient preferences and values for treatment interventions antidepressants
and/or psychotherapy) for depression?

A number of studies asked patients and non-patients what forms of treatment they preferred, and
some of these studies included the option of no treatment at all. There is no clear pattern in the
results, and the findings are often contradictory. In a German study of depressed patients, Lowe
et al., (2006),"** found that 25 percent of people wanted no intervention at all. Similarly,
Dobscha, Corson, and Gerrity (2007)*?* found that the same proportion of VA out-patients
preferred “watchful waiting;” and in Givens et al., (2007)*% about one-quarter of people with
elevated scores on the CES-D did not want any form of therapy. A smaller proportion of people
wanted “watchful waiting” rather than active treatment (16%) in the Johnson et al., (2006)127
study of depressed patients in primary care.

A relatively large number of studies asked both depressed and non-depressed people to choose
among various treatment options. In almost all cases, people preferred psychotherapy or CBT
combined with medication.'?®**! Exceptions were Raue et al., 2009"** and Dobscha et al.,
2007*% who found only 17 percent wanted a combination of treatments.

When given a choice between therapy (psychotherapy or CBT) and medication, most studies
found a strong preference for nonpharmacological treatment™2**23:131138 "However, there were
exceptions. VVan Voorhees et al., 2005 found that among young adults who scored high on the
CES-D, an equal number would accept medications or counseling (although about one-fourth
would not accept a GP’s diagnosis of depression at all); and Leykin et al., 2007 found slightly
more people wanting medication rather than therapy. Givens et al., 2007*?° found that whites had
a preference for medication over therapy, but that this was reversed among ethnic minority
groups.



Even among those who were on medications or who would contemplate using drugs if they were
depressed, a large progortion of people had reservations about becoming dependent on them®** or

their side effects. >

Stecker and Alvidrez (2007)** looked at what a small number (N = 21) of primary care
depressed patients actually did. Although 90 percent thought that psychotherapy would be
effective, only 21 percent actually initiated therapy, and only one person (3%) attended more
than one session. Gum et al., (2006)**" though, found that with depressed elderly patients,
collaborative care improved access to treatment from 33 percent to 74 percent. The evidence is
weak, but it appears that among people with depression about 75 percent want some form of
therapy, but the follow-through is quite poor. Collaborative care may improve this. Collaborative
care includes of interventions of varying intensity, ranging from simple interventions such as
telephone communication to encourage compliance with medication to more complex
interventions that involve intensive follow-up and incorporate a form of structured psychosocial
intervention, but this current review did not focus on that factor.***

CQ6. What are the benefits and harms associated with the treatment (antidepressants
and/or psychotherapy) for depression?

For the general population, three systematic reviews helped to inform the question of the benefits
and harms of treatment for depression and are discussed here. One Cochrane review'*® examined
the efficacy and tolerability of anti-depressant drugs in adult depression patients younger than
age 65 administered in a primary care setting; and one study that meta-analyzed the
psychological treatment of late-life depression.*® The third review looked at the relative benefits
and harms of second generation antidepressants (bupropion, citalopram, duloxetine,
escitalopram, fluoxetine, fluvoxamine, mirtazapine, nefazodone, paroxetine, sertraline,
trazodone, and venlafaxine) for the treatment of depression in adults.**’

The Cochrane review included 14 RCTs with 16 comparisons of which 10 examined tricyclic
antidepressants (TCAs); two examined serotonin reuptake inhibitors (SSRIs), and two that
examined both; all against placebos. Total participants were 1,364 in the treatment group and
919 in the control groups. All the included studies were of short duration (6 to 8 weeks). Pooled
estimates for benefit (identified as from any response to remission) of TCAs over placebo is RR.
1.24 (95% CI, 1.11 to 138) in favour of the TCAs. The harms for this group were measured
based on withdrawals due to adverse events RR 2.14 (95%Cl, 1.41 to 3.26). The review also
assessed the clinical benefit of SSRIs (2 medications Escitalopram and Citalopram) versus
placebo with the resulting effective of benefit of the medication RR 1.28 (95% ClI, 1.15 to 1.43).
Withdrawals due to adverse events in these patient groups on SSRIs were 2.05 (95% CI, 1.11 to
3.75). The authors concluded that both TCAs and SSRIs are effective for depression treated in
primary care.

The review by Gartlehner et al., (2009)**’ served as the background paper for guidelines from the
American College of Physicians. After looking at over 200 included studies, the overall
conclusion of the review was that, on the basis of efficacy and effectiveness, current evidence
does not support choosing one second generation antidepressant over another. The most
commonly reported minor adverse events were constipation, diarrhea, dizziness, headache and
insomnia. On average at least one adverse events was experienced by 61 percent of participants



in included efficacy studies. The review found that the adverse events profiles of the second
generation antidepressants were similar although there were differences in incidence rates of
specific adverse events. The review also looked at rates for severe adverse events: sexual
dysfunction, suicidality, seizures cardiovascular events, hyponatremia, hepatotoxicity, and
serotonin syndrome. The most common severe adverse event was sexual dysfunction which was
experienced by more than 50 percent of patients. The review found “moderate” evidence (using a
modified GRADE approach) that bupropion had the lowest rates of sexual dysfunction of the
drugs examined while paroxetine had the highest. There was insufficient evidence on the other
severe adverse events to draw conclusions about comparative risk although there was “weak”
evidence from observational studies that bupropion may increase risk for seizures, venlafaxine
may increase risk for cardiovascular events and nefazodone might increase risk for hepatoxicity.

The effectiveness of psychological intervention in the treatment of depression in older adults was
the focus of a 2006 review.'*® Seventeen comparison studies were included in which the
comparison was psychological treatment to control groups (wait lists and usual care). The review
authors analyzed psychological treatment versus antidepressant medications. Their analysis
found a non-significant difference between the two treatment types with a mean effect size -0.01
(95% CI -0.26-0.24). In the studies that combined psychological treatment with antidepressant
medication the mean effect was 0.50 (95% CI 0.13-0.87) in favour of combining treatment.
When comparing different psychological treatment the review found no clear difference. The
authors note that the treatment types were so different they could not pool or provide further
analysis beyond stating that as a result of this difference, it was not possible to decide the
effectiveness of one psychological intervention versus another. The authors also state that
limitations of their review were the small number of includes studies and small effect size. In
spite of this limitation they felt the evidence sufficiently supported the use of psychological
treatment as a first step in treating depression in older adults.

Indirect Evidence on the benefit of treatment for depression
Rationale

With the lack of direct evidence on the effectiveness of screening for depression in all groups
and especially in high risk populations the Evidence Review Synthesis Cente was commissioned
by the Depression Working Group (WG) to search, retrieve and summarize systematic review
data on the benefits of treating depression in high risk groups (people with chronic illness,
chronic pain, perinatal women, people with alcohol or substance misuse disorders, and
Aboriginal people) identified as groups of interest by the WG.

Methods

Quantitative systematic reviews offer concise summary of evidence about treatment
effectiveness for depression. Searches of Medline, EMBASE, PsycINFO and Cochrane from
2001 to January 2012 were conducted. Titles, abstracts, and full text articles were reviewed by
two blinded screeners using three inclusion criteria: 1) systematic review with meta-analysis, 2)
pre-defined high risk adult population, and 3) psychological and/or pharmacological treatment
intervention. Quality of all included reviews was independently evaluated by two screeners using
the Assessment of Multiple Systematic Reviews (AMSTAR) instrument.



The search retrieved 2,040 titles and abstracts, In order to manage this large volume of literature,
we decided to begin with reviews with meta-analysis of patients that included response and
remission and that were published in the last 2 years. From that literature we located 20 high
quality reviews for the groups of people with chronic disease, chronic pain or substance abuse.
Finding no high quality reviews for perinatal women in the 2-year time frame, we looked back to
January 2006 and located two high quality reviews. There were no reviews that assessed
depression treatment in aboriginal people. A total of 21 systematic reviews were retained. We
present results of those meta-analyses with statistically significant treatment effects. Results of
all meta-analyses are included in the evidence tables (see Tables 12-16).

Results

A wide range of interventions were reported by these reviews with multiple meta-analyses for
efficacy of treatment involving various interventions, treatment periods, and diagnostic
instruments. Interventions were classified into two main categories: pharmacological and
psychological treatments. The definition of an adequate response to treatment is is generally
accepted as a 50 percent decrease in symptom severity.”* Remission from depression is defined
as being free or nearly free of symptoms for the current episode.”® Response and/or remission
were presented as an outcome of interest as relative risk (RR), odds ratio (OR),mean difference
(MD) and standardized mean difference (SMD). One challenge in summarizing results of these
reviews is that outcomes were not reported similarly. For those that report similar statistics (e.g.,
OR, RR, SMD, etc.) we report the range of these values.

Chronic illnesses

We identified 15 reviews **** on the treatment of depression in people with chronic disease. Of

these, six included populations with cardiovascular disease (CVD).*****3 Three of these
compared psychological treatment with usual care®*****>3 two compared pharmacological
treatment with placebo™****! and the remaining study compared both pharmacological and
psychological treatment with placebo.**® All six of the CVD reviews reported statistically
significant effects of medication or psychological treatment on depression related outcomes.
Psychotherapy treatments for depression in populations with CVD did result in small to
moderate improvements in depression outcomes (response); SMD Range: -0.21 to
0.65.2°%1°3pharmacological treatment resulted in higher remission rates :OR 1.80 (1.18 to
2.74);*° MD 2.27 (0.60 to 3.94)*° For treatment response, antidepressants were superior to
placebo for decreasing depressive symptoms: weighted mean difference 1.41 (0.53 to 2.29);
OR 1.72 (1.17 to 2.54);**° SMD: -0.24 (-0.38 to -0.09).'*® See Table 12 for details.

149

There were 9 reviews™*®? on depression treatment involving populations with chronic diseases,

such as cancer and diabetes mellitus, all showing statistically significant benefit of treatment.
Psychotherapy was reported to result in remission: RR = 2.0 (1.1 to 3.5).*° and response: RR =
1.5 (1.1 to 2.1);**° SMD -0.83 to -0.16;'%? d= 0.37 to 0.80""**° Pharmacotherapy was reported
to result in remission: RR 0.81 to 0.88,"° and response: OR 2.08 to 2.13:*** RR 0.83 to 0.89:'*°
SMD -0.51 to -0.27.1%%* Taple 13 shows further detail.



Chronic pain

In people with chronic pain two Cochrane reviews'®*** indicated that neither psychological

treatment SMD=-0.11 (-0.67, 0.44), nor pharmacological treatment SMD =0.06 (-0.29, 0.40) had
a statistically significant result. See Table 14 for details.

Alcohol and substance abuse disorder

For people with alcohol and substance abuse problems the results are mixed. One review of
psychological interventions versus placebo® indicates no effect whereas for those receiving
pharmacological treatment there was a positive effect: RR 2.03 (1.17 to 3.53)"®° See Table 15 for
details.

Perinatal women

In perinatal women one Cochrane review™®’ and one non-Cochrane systematic review®
indicated that psychological treatment have a statistically significant effect on depression
outcomes. These systematic reviews concluded that the interventions under study were useful in
the treatment or prevention of perinatal depression. Psychological interventions resulted in
response: RR 0.48 to 0.80;® d: 0.61 (0.37 to 0.85).2°" See Table 16 for details.

Aboriginal people

We did not find any systematic reviews providing evidence on effectiveness of treatment for
depression in aboriginal population.

Limitations/Cautions

There are several limitations to this data. The search, appraisal and synthesis were undertaken in
a expedited review of systematic reviews with meta-analysis. In this section we have only
reported on the benefit of treatment not the harms. We purposely chose to report only the one
outcome that was common in all the included reviews. Many of the included reviews contained
other patient important outcomes that have not been reported here. Finally we did not analyze the
reviews for overlap of included studies so we do not know how many reviews reported the
results of the same primary studies.



Chapter 4. Discussion

We examined the USPSTF review °® to determine if the CTFPHC Depression guideline group
should update that review. It was determined that the the USPSTF review did not include data on
high risk groups therefore this current review is de novo. For the question of the benefit of
screening we found no direct evidence for the population as a whole, rather we have included
five studies conducted by the same primary researcher in the elderly in rural Japan. The USPSTF
included one paper Williams et al **® as a screen versus no screen comparison. Our team
concluded that this paper it did not meet our inclusion criteria because the goal of this study was
to determine the difference between two screening tools and all participants underwent a
diagnostic interview which meant that the participants were preselected for depression and not an
asymptomatic population.

Five studies met the inclusion criteria for this review; however, the results provide limited
evidence on the effectiveness of screening for depression in the general population or high risk
groups. We found no studies on harms of screening for depression that met our inclusion
criteria. These results are consistent with previous guidelines and evidence reviews. The
USPSTF 2009 found no evidence for the benefit of screening for depression in the absence of
treatment programs. The lack of direct evidence to support general screening programs has also
been recognized by NICE*™® and SIGN'"*; neither recommend screening of asymptomatic
people in the general population. The NICE guideline for people with chronic illness recommend
that physicians remain alert to the possibility of depression "° and another for perinatal
women*’? recommended screening postpartum women, yet those recommendations are based on
the indirect evidence of the benefit of treatment rather than the direct evidence of the
effectiveness of screening or case finding for depression.

We included five quasi-experimental pre- and post-implementation design studies, with an
intervention community and neighboring community controls in an elderly population in
Japan.®® The principle investigator, Oyama, was consistent for all five studies. The intervention
communities received screening for depression, followup with mental health care or psychiatric
treatment, and psychoeducation in the community setting. The results of the meta-analysis in
intervention areas compared to control areas suggest that the implementation of a community-
based suicide intervention program, including programs involving community-based depression
screening (CDS) and health education lead to statistically significant reductions in suicide only
among women ages 75 to 84.. There was no statistically significant effect of screening on the
overall suicide rate of elderly men. These studies had a quasi-experimental design, and as such
are prone to bias and confounding. However, all five studies reported similar demographics,
including similar socioeconomic characteristics between the intervention and control
communities. Time-dependent confounding (e.g., regression towards the mean) inherent in the
before-and-after design of these studies presents another limitation. However, these studies dealt
with this regression effect to some degree because of the statistically unchanged risks in the
control population, indicating that risk reductions in the target population were still considerably
greater than secular trends.

The generalizability of the finding of the Oyama studies should be viewed with caution as Japan
has a national suicide rate much higher than Canada or the United States. In the case of elderly



women in the age group that showed benefit, the Japanese suicide rate is over 7 times higher than
the Canadian rate (23.4 versus 3.3 per 100,000 respectively).!” In addition, the regions of study
in Japan had average rates of suicide much higher than even the Japanese average. 2%

Limitations

The findings of this review are affected by the limitations of the included literature. We limited
our search to papers written in English or French. There is the potential that we have missed the
opportunity to analyze data from papers written in other languages. The studies that were
reviewed here evaluated the effectiveness of the community-based depression screening
programs which incorporated screening for depression, follow-up with mental health care or
psychiatric treatment, and health education in the community setting in rural Japan with higher
than average rates of suicide. As such, the observed reduction in suicide rates or recovery from
depression cannot be attributed solely to the screening component of these programs.

Conclusion

The ultimate goal of screening for depression is to decrease morbidity and mortality related to
this disease. There is a very limited research evidence from which to draw any conclusions on
the effectiveness of screening for depression in the general or high risk populations.
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Figure 3. Forest Plot: Effect of Community-based Suicide Prevention Program (including
screening for depression) Overall analysis
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NOTE 1: the number of studies (n=5) is too few to assess publication bias confidently using a funnel plot (threshold
rule of thumb value is >=10) — may not want to include the plot in the report when circulated for peer review
NOTE 2: The studies that were reviewed here evaluated the effectiveness of the community-based depression
screening (CDS) programs which incorporated screening for depression, followup with mental health care or
psychiatric treatment, and health education in the community setting. As such, the observed reduction in suicide
rates cannot be attributed solely to the screening component of these programs.



Figure 4. Forest Plot: Effect of Community-based Suicide Prevention Program (including
screening for depression) on Completed Suicide by Gender
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Figure 5. Forest Plot: Effect of Community-based Suicide Prevention Program (including

screening for depression) By Age
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Figure 6. Forest Plot: Effect of Community-based Suicide Prevention Program (including
screening for depression) by Age Group - Male
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NOTE 1: the number of studies (n=5) is too few to assess publication bias confidently using a funnel plot (threshold
rule of thumb value is >=10) — may not want to include the plot in the report when circulated for peer review
NOTE 2: The studies that were reviewed here evaluated the effectiveness of the community-based depression
screening (CDS) programs which incorporated screening for depression, followup with mental health care or
psychiatric treatment, and health education in the community setting. As such, the observed reduction in suicide
rates cannot be attributed solely to the screening component of these programs.



Figure 7. Forest Plot: Effect of Community-based Suicide Prevention Program (including
screening for depression) by Age Group - Female
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NOTE 1: the number of studies (n=5) is too few to assess publication bias confidently using a funnel plot (threshold
rule of thumb value is >=10) — may not want to include the plot in the report when circulated for peer review
NOTE 2: The studies that were reviewed here evaluated the effectiveness of the community-based depression
screening (CDS) programs which incorporated screening for depression, followup with mental health care or
psychiatric treatment, and health education in the community setting. As such, the observed reduction in suicide
rates cannot be attributed solely to the screening component of these programs.



Table 4. Summary of Quality Assessment for Quasi-experimental papers

A: Selection B: Comparability C: Outcome
Al: AV : : X Blb: Cl: c2: Ca3:
Representative| Selection of |Ascertainment| Outcome |Comparability| Comparability | Assessment | Lengthof | Adequacy
-ness of non-exposed | of exposure |not present|of cohorts: age| of cohortson | of outcome | follow-up of cohort
exposed cohort cohort at outset additional factor follow-up
Truly Complete
87 . Different Written self- Record follow-up — all
* * * . * .
Oyama represintatlve source report Yes Yes Yes linkage % Yes subjects 7
accounted forx
Truly Complete
g8 . Different Written self- Record follow-up — all
* * * . * .
Oyama represintatlve source report Yes Yes Yes linkage * Yes subjects 7
accounted for *x
Truly Complete
85 . Different Written self- Record follow-up —all
* * * . * .
Oyama represintatlve source report Yes Yes Yes linkage * Yes subjects 7
accounted for *
Truly Complete
89 . Different Written self- Record follow-up —all
* * * . * .
Oyama represintatlve source report Yes Yes Yes linkage * Yes subjects 7
accounted for *x
Truly Complete
174 . Different Written self- Record follow-up —all
* * * . * .
Oyama represintatlve source report Yes Yes Yes linkage * Yes subjects 7
accounted forx

Assessed using Newcastle-Ottawa Scale %



Table 5. Summary of Findings KQ1 — Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide (overall)

Quality assessment No of patients Effect
Quality Importance
No of Design Risk of Inconsistency |Indirectness| Imprecision Other scr;:el?ﬂsn - | Control Relative Absolute
studies 9 bias y P considerations 9 (95% ClI)
Elderly
Overall (follow-up 5-10 years; assessed with: CDS (community depression screening))
5! observational [no serious |no serious very no serious none’ 65/70053 |145/113324| RR 0.5006 |1 fewer per 1000{ @000 | CRITICAL
studies risk of inconsistency®  |serious®®  [imprecision® (0.09%) (0.13%) | (0.3213to | (from O fewer to | VERY
bias® 0.7802) 1 fewer) LOW

T Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010
% The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence
was not downgraded for these reasons
% Heterogeneity statistics not significant Heterogeneity: Tau2 = 0.05; Chiz = 5.04, df = 4 (P = 0.28); 12 = 21%
* Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression
® Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated screening for depression, followup with mental health care or psychiatric treatment, and health
education in the community setting. As such, the observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.
® The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

” Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).



Table 6. Summary of Findings KQ1 — Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide (by age groups)

Quality assessment No of patients Effect
Quality Importance
. CDS ing - .
No of Design Risk of Inconsistency |Indirectness| Imprecision Other Eldes;rrien;nge Control Relative Absolute
studies 9 bias y P considerations ybyag (95% ClI)
groups
Overall - By Age Groups - 65-74 (follow-up 5-10 years; assessed with: CDS (community depression screening))
5! observational |no serious |no serious very no serious none’ 26/35843 63/61086[ RR 0.4971 |1 fewer per 1000 @000 | CRITICAL
studies risk of inconsistency®  |serious*®  |imprecision® (0.07%) (0.1%) | (0.2621to | (from O fewer to | VERY
bias® 0.9430) 1 fewer) LOW
Overall - By Age Groups - 75-84 (follow-up 5-10 years; assessed with: CDS (community depression screening))
5! observational |no serious |no serious very no serious none’ 24/24441 59/38644 RR 0.4408 |1 fewer per 1000 @000 | CRITICAL
studies risk of inconsistency® |serious®®  [imprecision® (0.1%) (0.15%) | (0.2201 to | (from O fewer to | VERY
bias® 0.8827) 1 fewer) LOW
Overall - By Age Groups - 85+ (follow-up 5-10 years; assessed with: CDS (community depression screening))
5! observational |no serious |no serious very no serious none’ 15/9769 23/13594 RR 0.5661 |1 fewer per 1000 @000 | CRITICAL
studies risk of inconsistency®  |serious*®  |imprecision® (0.15%) (0.17%) | (0.2091 to | (from 1 fewer to | VERY
bias® 1.5324) 1 more) LOW

T Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

% The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence
was not downgraded for these reasons
% Heterogeneity statistics not significant Heterogeneity: Tau2 = 0.00; Chiz = 1.24, df = 4 (P = 0.87); 12 = 0%
* Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression
® Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated screening for depression, follow-up with mental health care or psychiatric treatment, and health
education in the community setting. As such, the observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.
® The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

" Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).




8 Heterogeneity statistics not significant Heterogeneity: Tauz = 0.11; Chi2 = 4.75, df = 4 (P = 0.31); 12 = 16%
® Heterogeneity statistics not significant Heterogeneity: Tau2 = 0.00; Chiz = 1.90, df = 4 (P = 0.75); 12 = 0%



Table 7. Summary of Findings KQ1la Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide by Gender

Quality assessment No. of patients Effect
Quality [Importance
Ratio of Rate Ratios
No. of . . . . . .. Other
. Design Risk of bias | Inconsistency |Indirectness| Imprecision - . CDSs Control (RRR)
studies considerations
(95% ClI)
Total Males (followup 5-10 patient-years; assessed with: CDS (community depression screening))
5% observational |no serious risk |no serious very serious” [no serious none' 37/29182 9 66/46905"  [0.6676 (0.3515 to 1.2678)| ®000 | CRITICAL
studies of bias” inconsistency® imprecision® VERY
LOW
Total Females (followup 5-10 patient-years; assessed with: CDS)
5 observational |no serious risk |no serious very serious” |no serious none' 28/40871° 79/66419"  [0.3742 (0.2131 to 0.6570)| ®000 | CRITICAL
studies of bias” inconsistency' imprecision® VERY
LOW

& Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

® The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence
was not downgraded for these reasons

¢ Heterogeneity statistics were not significant Heterogeneity: Tauz = 0.11; Chi2 = 5.08, df =4 (p = 0.28); 12 = 21%

9 Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression.
Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated education on suicide prevention, screening for depression, and , if needed, followup with mental
health care or psychiatric treatment. The education component occurred first and provided information on suicide prevention, screening for depression followed. As such, the
observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.

¢ The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

" Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).

9 Intervention data is based on post implementation

" Control data is based on post implementation.

' Heterogeneity statistics were not significant Heterogeneity: Tau2 = 0.00; Chiz = 1.41, df = 4 (p = 0.84); 12 = 0%




Table 8. Summary of Findings KQ1 — Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide in Males (by age)

Quality assessment No of patients Effect
Quality [Importance
Ratio of Rate
s’t\luodioefs Design Risk of bias [ Inconsistency |Indirectness| Imprecision cons(i)dtgreartions (,\;:555) Control Ra(tsi;g;)(lésR)
Males - 65-74 (followup 5-10 years; assessed with: CDS (community depression scale))
5% observational no serious risk{no serious very serious®|no serious none' 18/16280 [36/27400" 0.6388 (0.3209to | @000 | CRITICAL
studies of bias” inconsistency® imprecision® 1.2714) VERY
LOW
Males - 75-84 (followup 5-10 years; assessed with: CDS (community depression scale))
5% observational no serious risk|no serious very serious® [no serious none' 11/9864 ¢ [23/15249"| 0.8251(0.3006 to | @000 | CRITICAL
studies of bias” inconsistency’ imprecision® 2.2646) VERY
LOW
Males - 85+ (followup 5-10 years; assessed with: CDS (community depression scale))
5% observational no serious risk|no serious very no serious none' 8/3038 ¢ | 7/4256 " | 0.9818 (0.2677to | ®000 | CRITICAL
studies of bias” inconsistency’ serious® imprecision® 3.6012) VERY
LOW

& Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

® The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence
was not downgraded for these reasons

¢ Heterogeneity statistics not significant Heterogeneity: Tau? = 0.00; Chi2 = 1.22, df = 4 (p = 0.88); I12 = 0%

4 Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression.
Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated education on suicide prevention, screening for depression, and , if needed, followup with mental
health care or psychiatric treatment. The education component occurred first and provided information on suicide prevention, screening for depression followed. As such, the
observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.

¢ The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

" Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).

9 Intervention data is based on post implementation.

" Control data is based on post implementation data.

' Heterogeneity statistic not significant Heterogeneity: Tau2 = 0.11; Chi2 = 4.36, df = 4 (p = 0.36); 12 = 8%

! Heterogeneity statistic is not significant Heterogeneity: Tau2 = 0.00; Chi2 = 1.83, df = 2 (p = 0.40); 12 = 0%



Table 9. Summary of Findings KQ1 — Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide in Females (by age)

Quality assessment No of patients Effect
Quality |Importance
. Ratio of Rate Ratios
Mo pf Design Risk of bias Inconsistency |Indirectness|imprecision (_)ther_ CRESEEELY Control (RRR)
studies considerations| (Females) (95% Cl)
Females - 65-74 (followup 5-10 years; assessed with: CDS (community depression scale))
5% observational  [no serious risk of |no serious very serious®|no serious  [none' 8/19563 ¢ |27/33686"| 0.5300 (0.1921to || ®000 | CRITICAL
studies bias® inconsistency® imprecision® 1.4619) VERY
LOW
Females - 75-84 (followup 5-10 years; assessed with: CDS (community depression scale))
5% observational  [no serious risk of |no serious very serious®|no serious |none' 13/14577 % |36/23395"( 0.3670 (0.1664 to || @000 | CRITICAL
studies bias® inconsistency' imprecision® 0.8095) VERY
LOW
Females - 85+ (followup 5-10 years; assessed with: CDS (community depression scale))
5% observational  [no serious risk of |no serious very serious® [no serious |none' 7/6731° 16/9338 " | 0.8965 (0.2207 to || ®000 | CRITICAL
studies bias® inconsistency’ imprecision® 3.6419) VERY
LOW

& Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

® The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence
was not downgraded for these reasons

¢ Heterogeneity statistic not significant Heterogeneity: Tau2 = 0.00; Chi2 = 2.20, df = 4 (p = 0.70); 12 = 0%

¢ Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression.
Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated education on suicide prevention, screening for depression, and , if needed, followup with mental
health care or psychiatric treatment. The education component occurred first and provided information on suicide prevention, screening for depression followed. As such, the

observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.

¢ The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

" Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).

9 Intervention data is based on post implementation.

" Control data is based on post implementation data.

' Heterogeneity statistic is not significant Heterogeneity: Tau2 = 0.06; Chi2 = 4.29, df = 4 (p = 0.37); 2=7%

! Heterogeneity statistic is not significant Heterogeneity: Tau2 = 1.05; Chi2 = 6.84, df = 4 (p = 0.14); 12=41%




Table 10. Summary of Findings KQ1 — Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide (overall)

\No of Participants Quality of the evidence  Relative effect Anticipated absolute effects

l(:StIlIJdies) (ER-DE) B El Risk with Control Risk difference with CDS screening - Elderly
oflow up (95% Cl)
Overall 183377 CICISIS) RR 0.5006 1 per 1000 1 fewer per 1000
CDS (community depression (5 studies®) VERY LOW?34587 (0.3213 to 0.7802) (from 0O fewer to 1 fewer)

. 5-10 years due to indirectness
screening)

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

% The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence was
not downgraded for these reasons

® Heterogeneity statistics not significant Heterogeneity: Tau2 = 0.05; Chi2 = 5.04, df = 4 (P = 0.28); 12 = 21%

* Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression

® Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness of
the community-based depression screening (CDS) programs which incorporated screening for depression, follow-up with mental health care or psychiatric treatment, and health
education in the community setting. As such, the observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.

® The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

” Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).




Table 11. Summary of Findings KQ1 — Effect of Community-based Suicide Prevention Program (including screening for depression) -
Incidence of Suicide (by age)

\No of Participants Quality of the evidence Relative effect Anticipated absolute effects
(studies) (GRADE) (95% ClI)

Risk with Control Risk difference with CDS screening - Elderly by age
Follow up

groups (95% Cl)

Overall - By Age Groups - 65-74 96929 OO RR 0.4971 1per 1000 1 fewer per 1000

CDS (community depression (5 studies’) VERY LOW?*4987 (0.2621 to 0.9430) (i © Qe o AL feet)
screening) 5-10 years due to indirectness

Overall - By Age Groups - 75-84 63085 ®000 RR 0.4408 2per 1000 1 fewer per 1000

CDS (community depression (5 studies’) VERY LOW?™*572 (0.2201 to 0.8827) (from O fewer to 1 fewen)
screening) 5-10 years due to indirectness

Overall - By Age Groups - 85+ 23363 000 RR 0.5661 2per1000 1 fewer per 1000

CDS (community depression (5 studies’) VERY LOW?#2679 (0.2091 to 1.5324) (from 1 fewer to 1 more)
screening) 5-10 years due to indirectness

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

ClI: Confidence interval; RR: Risk ratio;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

" Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

2 The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence was
not downgraded for these reasons

% Heterogeneity statistics not significant Heterogeneity: Tau2 = 0.00; Chiz = 1.24, df = 4 (P = 0.87); I12= 0%

“ Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression

® Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness of
the community-based depression screening (CDS) programs which incorporated screening for depression, follow-up with mental health care or psychiatric treatment, and health
education in the community setting. As such, the observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.

® The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

" Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).




8 Heterogeneity statistics not significant Heterogeneity: Tauz = 0.11; Chi2 = 4.75, df = 4 (P = 0.31); 12 = 16%
® Heterogeneity statistics not significant Heterogeneity: Tau2 = 0.00; Chiz = 1.90, df = 4 (P = 0.75); I12= 0%




Table 1825 8Sgummary of Findings: Effect of Community-based Suicide Prevention Program (including screening for depression) by gender,
Oyama™

Outcomes Illustrative comparative risks* (95% CI) Relative effect No of Participants Quality of the Comments

Assumed risk  Corresponding risk (95% CI) (studies) evidence
(GRADE)

Control CDS/screening

Total Males and Females (Non-Adjusted) - Males (Non- 1 per 1000" 1 per 1000 0.6676 76087 DOOO

Adjusted)Table 4 (0to 2)° (0.3515 to (5 studies®) very low*®%789

CDS (community depression scale) 1.2678)

Follow-up: 5-10 patient-years

Total Males and Females (Non-Adjusted) - Females 1 per 1000* 0 per 1000 0.3742 107290 POOO

(Non-Adjusted) (table 4) (0to 1) (0.2131 to (5 studies) very low*878910

CDS 0.6570)

Follow-up: 5-10 patient-years
*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Control data is based on post implementation data.

% Intervention data is based on post implementation.

% Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

* The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence was
not downgraded for these reasons

® Heterogeneity statistics were not significant Heterogeneity: TauA2 = 0.11; ChiAz = 5.08, df = 4 (p = 0.28); IA2 = 21%

® Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression.The studies that were reviewed here evaluated the effectiveness of the community-based depression screening
(CDS) programs which incorporated screening for depression, followup with mental health care or psychiatric treatment, and health education in the community setting. As such, the
observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.
" Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated education on suicide prevention, screening for depression, and , if needed, followup with mental
health care or psychiatric treatment. The education component occurred first and provided information on suicide prevention, screening for depression followed. As such, the observed
reduction in suicide rates cannot be attributed solely to the screening component of these programs.

® The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

° Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
papers is the threshold rule of thumb value).

1% Heterogeneity statistics were not significant Heterogeneity: TauA2 = 0.00; ChiA2 = 1.41, df = 4 (p = 0.84); 1A2 = 0%




Table 13. Summary of Findings Effect of Community-based Suicide Prevention Program (including screening for depression) male and
age, Oyama®®

Outcomes Illustrative comparative risks* (95% ClI) Relative effect No of Participants Quality of the evidence  Comments
Assumed risk Corresponding risk (95% CI) (studies) (GRADE)
Control CDS/screening (Males)

Males - 65-74 (table 5) 1 per 1000* 1 per 1000 0.6388 43680 SISISIS)

CDS (community depression scale) (0to 2)? (0.3209 to 1.2714) (5 studies®) very low*>8789

Follow-up: 5-10 years

Males - 75-84 (table 5) 2 per 1000" 1 per 1000 0.8251 25113 DOOO

CDS (community depression scale) (0to 3)? (0.3006 to 2.2646) (5 studies®) very low*®78910

Follow-up: 5-10 years

Males - 85+(table 5) 2 per 1000" 2 per 1000 0.9818 7294 [SISISIS)

CDS (community depression scale) (0'to 6)° (0.2677 t0 3.6012) (5 studies®) very low*®"891

Follow-up: 5-10 years
*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Control data is based on post implementation data.
% Intervention data is based on post implementation.
% Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010
* The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence was
not downgraded for these reasons
® Heterogeneity statistics not significant Heterogeneity: TauA2 = 0.00; ChiA2 = 1.22, df = 4 (p = 0.88); 1A2 = 0%
® Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be
representative of Canadians at average or high risk for depression. The studies that were reviewed here evaluated the effectiveness of the community-based depression screening
(CDS) programs which incorporated screening for depression, followup with mental health care or psychiatric treatment, and health education in the community setting. As such, the
observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.
" Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated education on suicide prevention, screening for depression, and , if needed, followup with mental
health care or psychiatric treatment. The education component occurred first and provided information on suicide prevention, screening for depression followed. As such, the observed
reduction in suicide rates cannot be attributed solely to the screening component of these programs.
® The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.
® Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10
Papers is the threshold rule of thumb value). . R R
© Heterogeneity statistic not significant Heterogeneity: TauAz = 0.11; ChiA2 = 4.36, df = 4 (p = 0.36); IA2 = 8%
! Heterogeneity statistic is not significant Heterogeneity: TauA2 = 0.00; ChiA2z = 1.83, df = 2 (p = 0.40); I1A2 = 0%




Table 14. Summary of Findings: Effect of Community-based Suicide Prevention Program (including screening for depression) female
and age group, Oyama®®°

Outcomes Illustrative comparative risks* (95% ClI) Relative effect No of Participants Quality of the evidence  Comments
Assumed risk  Corresponding risk (95% CI) (studies) (GRADE)
Control CDS/screening (Females)

Females - 65-74 (table 6) 1 per 1000" 0 per 1000 0.5300 53249 DOOO

CDS (community depression scale) (0to 1) (0.1921 to 1.4619) (5 studies®) very low*>6789

Follow-up: 5-10 years

Females - 75-84 (table 6) 2 per 1000" 1 per 1000 0.3670 37972 SISISIS)

CDS (community depression scale) (0to 1) (0.1664 to 0.8095) (5 studies®) very low*®78910

Follow-up: 5-10 years

Females - 85+ (table 6) 2 per 1000" 2 per 1000 0.8965 16069 [SISISIS)

CDS (community depression scale) (0to 6)? (0.2207 to0 3.6419) (5 studies®) very low*®"891

Follow-up: 5-10 years
*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% confidence interval) is based on the
assumed risk in the comparison group and the relative effect of the intervention (and its 95% ClI).

Cl: Confidence interval;

GRADE Working Group grades of evidence

High quality: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low quality: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low quality: We are very uncertain about the estimate.

! Control data is based on post implementation data.

? Intervention data is based on post implementation.

% Oyama, Koida et al 2004; Oyama Fuijita et al 2006; Oyama, Goto et al 2006; Oyama, Ono et al 2006; Oyama, Sakashita et al 2010

* The quality assessment tools identified a few issues with the papers (e.g. selection of non-exposed cohort, blinding and reporting of withdrawals/drop-outs) however the evidence was

not downgraded for these reasons

® Heterogeneity statistic not significant Heterogeneity: TauAz = 0.00; ChiAz = 2.20, df = 4 (p = 0.70); IA2 = 0%

® Directness was downgraded due to concerns regarding population characteristics. The included papers all looked at elderly, rural Japanese populations which are unlikely to be

representative of Canadians at average or high risk for depression. The studies that were reviewed here evaluated the effectiveness of the community-based depression screening

(CDS) programs which incorporated screening for depression, followup with mental health care or psychiatric treatment, and health education in the community setting. As such, the

observed reduction in suicide rates cannot be attributed solely to the screening component of these programs.
” Directness was downgraded for the second time due to concerns regarding the Community Depression Screening: The studies that were reviewed here evaluated the effectiveness
of the community-based depression screening (CDS) programs which incorporated education on suicide prevention, screening for depression, and , if needed, followup with mental
health care or psychiatric treatment. The education component occurred first and provided information on suicide prevention, screening for depression followed. As such, the observed
reduction in suicide rates cannot be attributed solely to the screening component of these programs.

& The number of events is small (<300, a threshold rule of thumb value for dichotomous outcomes), however considering the specific outcome the evidence is not downgraded.

® Funnel plot of comparison indicates potential asymmetry and thus potential publication bias. However, the number of papers (n=5) was too small to assess this with confidence (>=10

papers is the threshold rule of thumb value).

1% Heterogeneity statistic is not significant Heterogeneity: TauA2 = 0.06; ChiAz = 4.29, df = 4 (p = 0.37); IA2= 7%

! Heterogeneity statistic is not significant Heterogeneity: TauA2 = 1.05; ChiA2z = 6.84, df = 4 (p = 0.14); I1A2 = 41%




Table 15. Summary of effect size of included systematic reviews in high risk group: cardiovascular n=6

Study Detail Intervention versus Placebo

Outcome: Effect size

Baumeister'*® Pharmacological versus Placebo

2011 All-cause mortality: OR: 0.39 (0.07,2.02) n.s.

Hospitalization: Non-specified OR: 0.58 (0.39, 0.85) sig p=0.0060
Hospitalization: ER visits OR: 0.58 (0.34, 1.00) n.s

Depression score-short term: SMD: -0.24 (-0.38, -0.09) sig
Depression remission - short term: OR: 1.80 (1.18, 2.74) sig p=0.0066

Psychological with usual care
Depression scores — short term: SMD -0.36 (1.27, 0.54) n.s.

Dowlati**° Pharmacological versus Placebo

2010 Response: OR: 1.72 (1.17, 2.54) sig p=0.006
Remission: OR: 1.80 (1.18, 2.74) sig p=0.007
Response (HDRS): MD: 1.41 (0.53, 2.29) sig p=0.002
Remission (BDI): MD: 2.27 (0.60, 3.94) sig p=0.008

Kang-Yi**° Psychological versus usual care

2010 Depression severity (GDS): MWD: 0.65 (-0.11, 1.41) sig
Depression severity (SCL-90R): MWD: 0.50 (0.01, 0.99) sig
Depression severity (PHQ): MWD: 0.24 (-0.10, 0.58) sig
Depression severity (HADS): MWD: 0.20 (-0.23, 0.64) sig
Depression severity (SDS): MWD: 0.11 (-0.53, 0.75) n.s

Mazza™" Pharmacological versus Placebo
2010 Change in score (baseline to followup): RD: -2.38 (- 6.11,1.35) n.s. p=0.21
O'Neil*** 2011 Psychological versus usual care

Variations of the DSM-1V -Mental HRQOL : SMD: -0.29 (- 0.38,-0.20) (p<0.00001)
Whalley'*® Psychological versus usual care
2011 Total Mortality: RR: 0.89 (0.75, 1.05) n.s. p=0.17

Depression: SMD: -0.21 (-0.35, -0.08) sig p=0.0019

Abbreviations: BDI = Beck Depression Index; DSM = Diagnostic Statistics Manual; ER = ermergency room; GDS = Geriatric
Depression Scale; HADS = Hospital Anxiety and Depression Scale; HDRS = Hamilton Depression Rating Scale; HRQOL = health-
related quality of life; MD = mean difference; MWD = mean weighted difference; n.s. = not significant; OR = Odds Ratio; PHQ =
Patient Health Questionnaire; RD = Risk Differences; SCL-90R = the Symptom Checklist (90 item, revised); SDS = Self-rating
Depression Scale; sig = statistically significant; SMD = standard mean difference;



Table 16. Summary of outcome and effect size of included systematic reviews— chronic disease n=9

Study Detail Intervention versus Placebo

Outcome: Effect size

Rizzo" 2011 Psychological versus usual care

(chronic physical health | Non-response: (Individual-based C&B vs. Usual Care) SMD: -0.55 (-0.97, —0.13) sig;
issues) RR: 0.63 (0.23, 1.71)

Non-remission: (Group based C&B vs. Usual Care) SMD: -0.58 (-0.99, -0.17) sig;

RR: 0.41 (0.22, 0.75)

Non-remission: (Group based C&B vs. Usual Care): Outlier removed SMD: -0.28 (-0.47 to

-0.10) sig
Taylor**® 2011 Pharmacological versus_usual care
(chronic physical health | Remission: RR: 0.81 (0.73, 0.91); double blind only: RR: 0.88 (0.81, 0.95) sig
issues) Response: RR: 0.83 (0.71, 0.97); double blind only: RR: 0.89 (0.81, 0.98) sig

Quality of life: SMD: -0.27 (-0.44, -0.10) sig
Remission: RR: 0.70 (0.40,1.25) n.s.
Observer-rated depression scales: SMD: -0.70 (-0.97, -0.43) n.s.

Rayner*** 2010 Pharmacological versus_usual care

(Physically illness) Response (6 to 8 weeks): OR: 2.33 (1.80, 3.00) sig p<0.000001
Response (4 to 5 weeks): OR: 2.29 (1.16, 4.54) sig p=0.02
Response (9 to 18 weeks): OR: 2.08 (1.33, 3.24) sig p=0.001
Response (>18 weeks): OR: 2.13 (1.31, 3.47) sig p=0.002

Beltman'®? 2010 Psychological versus usual care
(somatic disease) Depressive disorder: SMD: -0.83 (-1.36 to 0.31) sig p=0.002
Depressive symptoms: SMD: -0.16 (-0.27 to -0.06) sig p=0.001
Dai™®’ 2011 Psychological versus usual care
(Medical comorbidity, Depression symptom: Cohen’s d: 0.80 (0.60, 0.99) sig p <0.001
somatic symptoms)
Straten®* 2010 Psychological versus usual care
(Medical disorder) Change scores (overall): d: 0.42 (0.21, 0.63) sig
Change scores: d: 0.47 (0.29, 0.66) sig
Lovieno™® 2011 Pharmacological versus usual care
(Axis-1ll disorder Depression symptom: RR 1.26 (0.88, 1.80) n.s. p 0.19
(cancer))
Van derllzgzltz- Pharmacological versus usual care
Cornelis ™ 2010 Depressive symptom severity: Cohen’s d: -0.512 (-0.633, -0.390) sig

(Type 1 and Type 2
Diabetes Mellitus)

Meijer'*® 2011 Psychological versus usual care

(cancer) Remission: RR: 2.0 (1.1, 3.5) sig

No longer having depression: RR 1.4 (1.1, 1.9) sig
Response: Hedges’s g 0.37 (0.09, 0.65) sig
Response: RR: 1.5 (1.1, 2.1) sig

Abbreviations: C&B = cognitive and behavioural based interventions; d = differences; n.s. = not significant; OR = Odds Ratio; sig =
statistically significant; SMD = standard mean difference



Table 17. Summary of effect size of included systematic reviews in high risk group: — chronic pain n=2

Study Detail Intervention versus usual care

Outcome: Effect size

Henschke'® 2011 | Psychological versus usual care
Depression (short term): SMD: -0.11 (-0.67, 0.44) n.s.
Depression (short term): SMD: -1.92 (-6.16,2.32) n.s.

Urquhart'®* 2010 Pharmacological versus Placebo
Depression (short term): SMD: 0.06 (-0.29, 0.40) n.s.

Abbreviations: n.s. = not significant; SMD = standard mean difference

Table 18. Summary of effect size of included systematic reviews in high risk group: alcohol and
substance abuse disorder n=2

Study Detail Intervention versus Placebo

Outcome: Effect size

Pani®® Pharmacological versus Placebo
2010 Severity of depression (HDRS):
SMD: -0.31 (-0.64, 0.01) n.s. p=0.06

Severity of depression (MADRS):
SMD: 0.18 (-0.39, 0.74) n.s. p=0.54

Severity of depression (POMS):
SMD: -0.50 (-1.12, 0.11) n.s. p=0.11

Severity of depression (AUSSI):

SMD: 0.32 (-0.24, 0.89) n.s. p=0.26

Severity of depression (Global Improvement Rating):
SMD: -0.52 (-1.26, 0.22) n.s. p=0.17

Severity of depression (BDI score):

SMD: -0.58 (-2.30, 1.14) n.s. p=0.51

Severity of depression (“Very much” or “much” improved):
RR: 2.03 (1.17, 3.53) sig p=0.01

Severity of depression (>50% reduction, HDRS score):
RR: 0.96 (0.54, 1.71) n.s. p=0.88

Severity of depression (HDRS):

SMD: -0.23 (-0.69, 0.23) n.s. p=0.33

Severity of depression (Global Improvement Rating):
SMD: -0.52 (-1.26, 0.22) n.s. p=0.17

Severity of depression (BDI score):
SMD: 0.26 (-0.33, 0.85) n.s. p= 0.39

Pedrelli‘®® Pharmacological versus Placebo

2011 Response: RR: 1.182 (0.822,1.70) n.s. p= 0.366

Abbreviations: AUSSI = Affect Underpinned by the Severity of Social Impairment; BDI = Beck Depression Index;
HDRS = Hamilton Depression Rating Scale; MADRS = Montgomery-Asberg Depression Rating Scale; n.s. = not
significant; POMS = Profile of Mood States Scale; RR = relative ratio; sig = statistically significant; SMD = standard
mean difference



Table 19. Summary of effect size of included systematic reviews in high risk group - perinatal n=2

Study Detail Intervention versus usual care

Outcome: Effect size

Cuijpers™’ 2008 Psychological versus usual care
Depression symptom: d: 0.61 (0.37, 0.85) sig p <0.001

Depression symptom: d: 0.36 (0.15, 0.58) sig

Dennis™® 2009 Psychological versus usual care

Evidence of depression at final assessment <1 yr: RR: 0.72 (0.57, 0.90) sig

Evidence of depression at final assessment <1 yr: RR: 0.80 (0.66, 0.98) sig

Evidence of depression at final assessment <1 yr: RR: 0.67 (0.33, 1.37) n.s.

Evidence of depression at final assessment <1 yr: RR: 0.75 (0.63, 0.88) sig

Evidence of depression at final assessment immediately post-Tx: RR: 0.79 (0.62, 1.01) n.s.
Evidence of depression at final assessment immediately post-Tx: RR: 0.80 (0.66, 0.98) sig

Evidence of depression at final assessment immediately post-Tx: RR: 0.48 (0.29, 0.80) sig

Abbreviations: d = differences; n.s. = not significant; RR = relative risk; sig = statistically significant; Tx = treatment
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Appendix A: Detailed Search Strategies

KQ1and 2

Medline-OVID

May 23, 2012

1. depressive disorder/ or depression, postpartum/ or depressive disorder, major/ or dysthymic
disorder/ or seasonal affective disorder/
2. Depression/

3. dysthym™.tw.

4. (subclinical adj2 depressi*).tw.

5. (subsyndromal adj2 depressi*).tw.

6. (subthreshold adj2 depressi*).tw.

7. (subdiagnostic adj2 depressi*).tw.

8. (postnatal adj2 depressi*).tw.

9. (postpartum adj2 depression).mp.
10. (perinatal adj2 depressi*).tw.

11. or/1-10

12. mass screening/

13. screen*.mp.

14. case finding.tw.

15. casefinding.tw.

16. or/12-15

17.11 and 16

18. depressive disorder/ or depression, postpartum/ or depressive disorder, major/ or dysthymic
disorder/ or seasonal affective disorder/
19. Depression/

20. dysthym™.tw.

21. (subclinical adj2 depressi*).tw.

22. (subsyndromal adj2 depressi*).tw.
23. (subthreshold adj2 depressi*).tw.
24. (subdiagnostic adj2 depressi*).tw.
25. (postnatal adj2 depressi*).tw.

26. (postpartum adj2 depression).mp.
27. (perinatal adj2 depressi*).tw.

28. or/18-27

29. mass screening/

30. screen*.mp.

31. case finding.tw.

32. casefinding.tw.

33. 0r/29-32

34.28 and 33

35. (adverse adj2 (effects or events)).tw.
36. harm™*.tw.

37. label™*.tw.

38. adverse effects.fs.

39. ((inappropriat* or unnecess* or unneed*) adj3 (treat* or Surg* or therap* or regimen*)).mp.
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40. over treatment.mp.

41. overtreatment.mp.

42. or/35-41

43. 34 and 42

44. 17 or 43

45. limit 44 to yr="1994 -Current"

EMBASE-OVID

May 23, 2012

1. (depressi* or dysthm™* or affective or mood).ti.
2. (subclinical adj2 depressi*).tw.

3. (subsyndromal adj2 depressi*).tw.
4. (subthreshold adj2 depressi*).tw.
5. (subdiagnostic adj2 depressi*).tw.
6. exp depression/

7. (perinatal adj2 depressi*).tw.

8. (postnatal adj2 depressi*).tw.

9. (postpartum adj2 depression).mp.
10. or/1-9

11. mass screening/

12. screen*.mp.

13. case finding.tw.

14. casefinding.tw.

15. or/11-14

16. 10 and 15

17. human/

18. nonhuman/

19. animal/

20. animal experiment/

21. 0r/18-21

22. 32 not (32 and 28)

34. 27 not 33

35. trial.tw.

36. 34 or 35

37.16 and 36

38. limit 37 to yr="1994 -Current"
39. limit 38 to (english or french)
40. limit 39 to (editorial or letter or note)
41. 39 not 40

42. (adverse adj2 (effects or events)).tw.
43. harm*.tw.

44. label*.tw.

45. unnecessary.tw.

46. overtreatment.tw.

47. over treatment.tw.

48. harm reduction/
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49. or/42-48

50. (depressi* or dysthm™* or affective or mood).ti.
51. (subclinical adj2 depressi*).tw.
52. (subsyndromal adj2 depressi*).tw.
53. (subthreshold adj2 depressi*).tw.
54. (subdiagnostic adj2 depressi*).tw.
55. exp depression/

56. (perinatal adj2 depressi*).tw.

57. (postnatal adj2 depressi*).tw.

58. (postpartum adj2 depression).mp.
59. or/50-58

60. mass screening/

61. screen*.mp.

62. case finding.tw.

63. casefinding.tw.

64. or/60-63

65. 59 and 64

66. 49 and 65

67. limit 66 to yr="1994 -Current"
68. limit 67 to (english or french)

69. 68 or 41

PsycINFO-OVID

May 23, 2012

1. (depressi* or dysythm™ or affective or mood).ti.
2. (subclinical adj2 depressi*).tw.

3. (subsyndromal adj2 depressi*).tw.
4. (subthreshold adj2 depressi*).tw.
5. (subdiagnostic adj2 depressi*).tw.
6. (postnatal adj2 depressi*).tw.

7. (postpartum adj2 depression).mp.
8. (perinatal adj2 depressi*).tw.

9. exp depression/

10. exp major depression/

11. or/1-10

12. mental disorders/

13. depress*.ti,ab.

14.12 and 13

15. 11 or 14

16. health screening/ or screening/
17. screen*.ti,ab.

18. case finding.ti,ab.

19. casefinding.ti,ab.

20. or/16-19

21. clinical trials/

22. random sampling/
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23

24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42,
43.
44,
45.
46.
47.
48.
49.
50.

. ((singl$ or doubl$ or trebl$ or tripl$) adj25 (blind$ or mask$)).ti,ab.
placebo$.ti,ab.

random$.ti,ab.

trial.tw.

or/21-26

(adverse adj2 (effects or events)).tw.

harm*.tw.

label*.tw.

unnecessary.tw.

overtreatment.tw.

over treatment.tw.

((inappropriat* or unnecess* or unneed*) adj3 (treat* or Surg* or therap® or regimen*)).mp.
or/28-34

15 and 20

27 and 36

(adverse adj2 (effects or events)).tw.

harm*.tw.

label*.tw.

unnecessary.tw.

overtreatment.tw.

over treatment.tw.

((inappropriat* or unnecess* or unneed*) adj3 (treat* or Surg* or therap™ or regimen*)).mp.
psychological stress/

0or/38-45

36 and 46

37 or47

limit 48 to yr="1994 -Current"

limit 49 to (english or french)

EBM Reviews - Cochrane Central Register of Controlled Trials

May 23, 2012

1. depressive disorder/ or depression, postpartum/ or depressive disorder, major/ or dysthymic
disorder/ or seasonal affective disorder/

2.

Depression/

3. dysthym™.tw.

4.

(subclinical adj2 depressi*).tw.

5. (subsyndromal adj2 depressi*).tw.
6. (subthreshold adj2 depressi*).tw.

7. (subdiagnostic adj2 depressi*).tw.
8. (postnatal adj2 depressi*).tw.

9. (postpartum adj2 depression).mp.
10. (perinatal adj2 depressi*).tw.

11. or/1-10

12. mass screening/

13. screen*.mp.

14. case finding.tw.
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15. casefinding.tw.

16. or/12-15

17.11 and 16

18. depressive disorder/ or depression, postpartum/ or depressive disorder, major/ or dysthymic
disorder/ or seasonal affective disorder/
19. Depression/

20. dysthym™.tw.

21. (subclinical adj2 depressi*).tw.

22. (subsyndromal adj2 depressi*).tw.
23. (subthreshold adj2 depressi*).tw.
24. (subdiagnostic adj2 depressi*).tw.
25. (postnatal adj2 depressi*).tw.

26. (postpartum adj2 depression).mp.
27. (perinatal adj2 depressi*).tw.

28. or/18-27

29. mass screening/

30. screen*.mp.

31. case finding.tw.

32. casefinding.tw.

33. 0r/29-32

34. 28 and 33

35. (adverse adj2 (effects or events)).tw.
36. harm™*.tw.

37. label*.tw.

38. adverse effects.fs.

39. ((inappropriat* or unnecess* or unneed*) adj3 (treat* or Surg™ or therap* or regimen*)).mp.
40. over treatment.mp.

41. overtreatment.mp.

42. or/35-41

43. 34 and 42

44. 17 or 43

45. limit 44 to yr="1994 -Current"

Context Questions for Treatment

Medline-OVID (Treatment)

April 6 2011

1. *Depression/dh, de, dt, mo, px, rh, th [Diet Therapy, Drug Effects, Drug Therapy, Mortality,
Psychology, Rehabilitation, Therapy]

. exp *Depressive Disorder/dh, de, dt, mo, px, rh, th
. or/1-2

. exp *Antidepressive Agents/

. exp *Exercise Therapy/

. exp *Behavior Therapy/

. 0r/4-6

.3and 7

. meta-analysis/

O©Ooo~NooTbhowN
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10. exp meta-analysis as topic/

11. (meta analy* or metaanaly* or met analy* or metanaly*).tw.

12. review literature as topic/

13. (collaborative research or collaborative review* or collaborative overview*).tw.
14. (integrative research or integrative review* or intergrative overview*).tw.
15. (quantitative adj3 (research or review* or overview*)).tw.

16. (research integration or research overview*).tw.

17. (systematic* adj3 (review* or overview*)).tw.

18. (methodologic* adj3 (review™ or overview*)).tw.

19. exp technology assessment biomedical/

20. (hta or thas or technology assessment*).tw.

21. ((hand adj2 search*) or (manual* adj search*)).tw.

22. ((electronic adj database*) or (bibliographic* adj database*)).tw.

23. ((data adj2 abstract*) or (data adj2 extract*)).tw.

24. (analys* adj3 (pool or pooled or pooling)).tw.

25. mantel haenszel.tw.

26. (cohrane or pubmed or pub med or medline or embase or psycinfo or psyclit or psychinfo or
psychlit or cinahl or science citation index).ab.

27. or/9-26

28.8and 27

29. limit 28 to yr="2005 -Current"

30. limit 29 to (english or french)

Medline-OVID (Adverse Events Treatment)

March 24 2011

1. depression/

2. exp depressive disorder/

3.0r/1-2

4. exp *Antidepressive Agents/ae, ct, po, to [Adverse Effects, Contraindications, Poisoning,
Toxicity]

5. exp *Exercise Therapy/ae, ct, po, to

6. exp *Behavior Therapy/ae, ct

7. (adverse or harm?).ti.

8.50r6o0r7

9.3and 8

10.40r9

11. meta-analysis/

12. exp meta-analysis as topic/

13. (meta analy* or metaanaly* or met analy* or metanaly*).tw.

14. review literature as topic/

15. (collaborative research or collaborative review™* or collaborative overview*).tw.
16. (integrative research or integrative review™> or intergrative overview*).tw.
17. (quantitative adj3 (research or review* or overview*)).tw.

18. (research integration or research overview*).tw.

19. (systematic* adj3 (review* or overview*)).tw.

20. (methodologic* adj3 (review™* or overview*)).tw.
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21. exp technology assessment biomedical/

22. (hta or thas or technology assessment™*).tw.

23. ((hand adj2 search*) or (manual* adj search*)).tw.

24. ((electronic adj database*) or (bibliographic* adj database*)).tw.
25. ((data adj2 abstract*) or (data adj2 extract*)).tw.

26. (analys* adj3 (pool or pooled or pooling)).tw.

27. mantel haenszel.tw.

28. (cohrane or pubmed or pub med or medline or embase or psycinfo or psyclit or psychinfo or
psychlit or cinahl or science citation index).ab.

29. or/11-28

30. 10 and 29

31. animals/ not (animals/ and humans/)

32.30 not 31

33. limit 32 to (english or french)

34. limit 33 to yr="2005 -Current"

Medline-OVID (Patient Preferences Treatment)

March 28 2011

1. *"patient acceptance of health care"/ or *patient compliance/ or *patient participation/ or
patient satisfaction/ or patient preference/ or *treatment refusal/

2. (women? adj3 (acceptance or preference? or satisfaction or experience?)).tw.
3. (consumer? adj3 (acceptance or preference? or satisfaction or experience?)).tw.
4. (patient? adj3 (acceptance or preference? or satisfaction or experience?)).tw.

5. willingness to pay.tw.

6. ((conjoint or contingent) adj3 (valuation or analysis)).tw.

7.0r/1-6

8. *Depression/dh, de, dt, mo, px, rh, th [Diet Therapy, Drug Effects, Drug Therapy, Mortality,
Psychology, Rehabilitation, Therapy]

9. exp *Depressive Disorder/dh, de, dt, mo, px, rh, th

10. or/8-9

11. exp *Antidepressive Agents/

12. exp *Exercise Therapy/

13. exp *Behavior Therapy/

14. or/11-13

15.10 and 14

16. 7 and 15

17. limit 16 to (english or french)

18. limit 17 to yr="2005 -Current"
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Appendix B. Reviewers of Protocol — Screening for
Depression

Dan Bilsker, PhD

Adjunct Professor, Faculty of Health Sciences, Simon Fraser University
Clinical Assistant Professor, Faculty of Medicine, University of B.C.
Vancouver, BC Canada

Gerald Devins, PhD
Senior Scientist, Ontario Cancer Institute (OCI)
University of Toronto
Toronto, ON Canada

Rachel Fleurence, Ph.D

Research Scientist, Managing Director of Health Economics
Center for Health Economics, Epidemiology and Science Policy
United BioSource Corporation, Bethesda, MD, USA

Elizabeth O’Connor, PhD

Oregon Health Sciences University

Research Associate, Oregon Evidence-based Practice Center
Portland, Oregon USA

Heather Stuart, Ph.D
Professor, Department of Psychiatry, Queen's University
Kingston, ON Canada
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C1. Characteristics of Included Studies

Study

Description of Study
Population

Definition of Population

Evaluation of
Population & Follow-up

Outcomes Descriptions

Oyama, H.%” 2006

Design:

Quasi-experimental

Screening Setting:
Matsudai, Japan

(rural)

Intervention
Before: 11,567 PY
After: 13,330 PY
Control

Before: 15,055 PY
After: 19,333 PY

Age Mean: NR
Age Range: 265
Age Median: NR
Female: 57.6%
Ethnicity: Japanese

Education: NR

Dx: Major and minor
depression

Elderly (=65 years old)
residents living in six rural
municipalities of southwest and
central Japan

Int: mental health workshop,
referral to general practitioner
or followup interview with public
health nurse

Exclusions: severely disabled
or hospitalized cases were
excluded from the study

Screening Instrument:
SDS

Other Rating:
RDC

Confirmatory Exam:
ICD-9

Number of followups:
10

Number of stages:
2 ten-year

Follow-up:10-year period
prior to intervention,
compared to 10-year
period after beginning of
intervention. Of eligible
older adults, more than
90% in both men and in
women participated in
program

Main Outcome:
Changes in suicide risk

(Age-adjusted IRRs of completed suicide before
and after)

The female risk of completing suicide in the
intervention area was reduced by 70%, while there
was no change in the risk for males in the
intervention area.

Intervention: 1.02 (95% CI 0.49-2.13) in men, and
0.30 (95% CI 0.14-0.67) in women

Control: No significant change

DepressionScreening_Confidential Draft_100912_MERSC

C-1




C1. Characteristics of Included Studies

Description of Study

Evaluation of

Study Population Definition of Population Population & Follow-up Outcomes Descriptions
Oyama, H.%° Intervention Elderly (=65 years old) Screening Instrument: Main Outcome:
2006 Before: 9,791 PY re&dgngs of an z.at%rlcur:.tu;]al rural |sps Changes in suicide risk
After: 11,901 PY 2&?;(;2 r:tp;an with a hig (Age-adjusted IRRs of completed suicide before
Design: Control Other Rating: and after)

Quasi-experimental

Screening Setting:

Yasuzuka, Japan
(rural)

Before: 16,032 PY
After: 20,909 PY

Age Mean: NR
Age Range: 265
Age Median: NR
Female: NR
Ethnicity: Japanese

Education: NR

Dx: Major and minor
depression

Int: The intervention included
(a) public health education from
1991 to 2000 and (b) screening
for depression with followup
from 1991 to 1997

Exclusions: NR

RDC

Confirmatory Exam:
ICD-9

Number of followups: 7

Number of stages:
2 ten-year

Follow-up:10-year period
prior to intervention,
compared to 10-year
period after

beginning of intervention.
Of eligible older adults,
more than 90%
participated in program

The risk for women in the intervention area was
reduced by 64% whereas there was no significant
change for men in the intervention area.

Intervention: 0.51 (95% CI 0.22-1.19) in men, and
0.36 (95% CI 0.14-0.93) in women

Control: No significant change
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C1. Characteristics of Included Studies

Study

Description of Study

Population

Definition of Population

Evaluation of
Population & Follow-up

Outcomes Descriptions

Oyama, H.% 2004

Design:
Quasi-experimental

Screening Setting:

Joboji town, Japan
(rural)

Intervention
Before: 9,721PY
After: 13,032 PY
Control

Before: 17,166 PY
After: 25,333 PY

Age Mean: NR
Age Range: 265
Age Median: NR
Female: 50.8%
Ethnicity: Japanese

Education: NR

Dx: Depression
(unspecified)

Elderly (=65 years old)
residents of an agricultural rural
area in Japan with a high
suicide rate

Int: Two-step depression
screening performed by PHN
and psychiatrist and followup
conducted by psychiatrist every
three years in targeted district
of an intervention municipality,
health education and emphasis
on suicide taboo every year in
10-year period from 1990

Exclusions: Elderly people
receiving social welfare

Screening Instrument:
SDS

Other Rating:
SADD

Confirmatory Exam: ICD-

©

Number of followups: 10

Number of stages:
3 five-year

Follow-up:10-year period
prior to intervention,
compared to 10-year
period after beginning of
intervention. Of eligible
older adults, 78% in all
districts in

initial year and after that
approximately 60—89% in

targeted district
participated in program

Main Outcome:
Changes in suicide risk

(Age-adjusted IRRs of completed suicide before
and after)

In the intervention area, a 73% reduced risk of
suicidal mortality among males, and a 76% reduced
risk of suicidal mortality among females during the
implementation decade, compared with the pre-
implementation decade

Intervention: 0.27 (95% CI 0.08-0.88) in men, and
0.24 (95% CI 0.11-0.52) in women

Control: No significant change
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C1. Characteristics of Included Studies

Description of Study

Evaluation of

Study Population Definition of Population Population & Follow-up Outcomes Descriptions
Oyama, H.% Intervention Elderly (=65 years old) Screening Instrument: Main Outcome:
2006 Before: 1,982 PY re&dgngs ofan z.at%rlcur:.tu;]al rural |sps Changes in suicide risk
After: 2,634 PY 2&?;(;2 r:tp;an with a hig (Age-adjusted IRRs of completed suicide before
Design: Control Other Rating: and after)

Quasi-experimental

Screening Setting:

Nagawa town,
Japan (rural)

Before: 16,754 PY
After: 19,686 PY

Age Mean: NR
Age Range: 265
Age Median: NR
Female: 59-60.8%
Ethnicity: Japanese

Education: NR

Dx: Depression
(unspecified)

Int: SUPPRESS program (two-
stepped screening for
depression and followup by
PHN, mental health workshop 3
to 4 times a year, and a group
activity program once a month

Exclusions: NR

RDC

Confirmatory Exam:
ICD-9

Number of followups: 6

Number of stages:
2 six-year

Follow-up: 6-year period
prior to intervention,
compared to 6-year
period after beginning of
intervention. Of eligible
older adults,
approximately 60—89% in
men and 80-95% in

women participated in
program

The risk for elderly females was reduced by 74%
while there was no change in the risk for males in
the intervention area.

Intervention: 0.48 (90% CI 0.10-2.31) in men, and
0.26 (90% CI 0.07-0.98) in women

Control: No significant change
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C1. Characteristics of Included Studies

Description of Study

Evaluation of

Study Population Definition of Population Population & Follow-up Outcomes Descriptions
Oyama, H.%° Intervention Elderly (260 years) residents  |Screening Instrument: Main Outcome:
2010% Before: 28,838PY “\f/'t”hg 'gS'X rurﬁ'gﬂumcga““es CES-D, DSS Changes in suicide risk
After: 29,156 PY (I\)/Iedﬁ:alazncf)r?ec (; rr?gsot?y (Age-adjusted IRRs of completed suicide before
Design: Control agricultural region with a high ~ |Other Rating: and after)

Quasi-experimental

Screening Setting:

Six rural
municipalities of the
Sanpachi Second
Medical Zone, Japan
(rural)

Before: 27,633PY
After: 28,063 PY

Age Mean: NR
Age Range: 260
Age Median: NR
Female: 57.5%
Ethnicity: Japanese

Education: NR

Dx: Depression
(unspecified)

suicide rate

Int: The intervention included
(1) health education and (2)
screening for depression with
followup, using the community
resources of primary care and
public health nursing

Exclusions: NR

Zung-SDS, GDS-5, CIDI

Confirmatory Exam:
ICD-10

Number of followups: 2

Number of stages:
2 two-year

Follow-up:12-year period
prior to intervention,
compared to 2-year
period after

beginning of intervention.
Of eligible older adults,
more than 85%
participated in program

In the intervention region there was a 61% reduction
in risk of suicide among men aged 60 and over. The
51% reduction in risk in women aged 60 and over
did not reach statistical significance.

Intervention: 0.39 (90% CI 0.18-0.87) in men, and
0.49 (90% CI 0.19-1.22) in women

Control: No significant change

Abbreviations: CES-D = Center for Epidemiologic Studies Depression Scale; Cl = confidence interval; CIDI = Composite International Diagnostic Interview;
DSS = Depression and Suicide Screen; DX = diagnosis; GDS-5 = Geriatric Depression Scale of five items; ICD = International Statistical Classification of

Diseases; Int = Intervention; IRR = incidence rate ratio; NR = not reported; PHN = public health nurse; RDC = Research Diagnostic Criteria; SADD = Schedules

of Standardized Assessment of Patient with Depressive Disorders; Zung-SDS = Zung Self-Rating Depression Scale
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C2. Characteristics of Included Studies - Outcomes

N (%) of Int

% reduced risk of

Study e
Setting Description of Study Population Number and Length Approach to intervention depressed at *sumde
of followups . followup p<0.05
beyond screening results ™
. p<0.01
Study Screening Tool(s) . feedback .
Desian Study Duration Screening
9 Tool Diagnostic Method
Oyama, H. N (residents) = 6,015 (19% elderly aged 265) Screened and Annual two-step depression (218 (1.6%) Int: 70%* reduced risk
2006% Age Range: 265 followed up annually |screening performed by PHN of suicide in women =
) for 10 years (April and psychiatrist and followup 65 years; no
Vatsuda Female: 3,016 (50.1%) 1988-March 1998)  |conducted by GP, and health | RPC significant change in
atsudai Male: 2,999 (49.9%) education in 10-year period risk of suicide for men
town, Japan . from 1988. 265
(rural) 10-year baseline o
Int: 11,567 person-years and 35 suicide victims during  |period (April 1978- Ctrl.: No significant
Ouasi the baseline, and 13,330 person-years and 24 suicide  |March 1988) changefln risk of
uasi- ioti i i ; ici
Sxperimental victims during the implementation. 10-year intervention \?vlgfr:ii or men and
Ctrl.: 15,055 person-years and 27 suicide victims during |period (April 1988-
the baseline, and 19,333 person-years and 25 suicide March 1998)
victims during the intervention Total: 20 years ICD-9
Screening Tool(s): SDS; RDC
Oyama, H. N (residents) = 4,940 (21% elderly aged 265) Screened and Annual two-step depression |NR Int: 64% reduced risk
2006 Age Range: 265 followed up annually |screening performed by PHN of suicide in women
. for 7 years (1991- and psychiatrist and followup 265 years; 49%
vasuzuka Female: 2,444 (49.5%) 1997) conducted by GP in 7-year reduction of the risk in

Japan (rural)

Quasi-
experimental

Male: 2,496 (50.5%)

Int: 9,791 person-years and 28 suicide victims during the
baseline, and 11,901 person-years and 16 suicide victims
during the implementation.

Ctrl.: 16,032 person-years and 30 suicide victims during
the baseline, and 20,909 person-years and 25 suicide
victims during the intervention

Screening Tool(s): SDS; RDC

10-year baseline
period (1981-1990)

10-year intervention
period (1991-2000)

Total: 20 years

period from 1991, and health
education in 10-year period
from 1991.

men =65 years

Ctrl.: No significant
change in risk of
suicide for men and
women

ICD-9
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C2. Characteristics of Included Studies — Outcomes

N (%) of Int

% reduced risk of

Study Description of Study Population Number and Length depressed at suicide
Setting Approach to intervention x
. of followups . followup p<0.05
Screening Tool(s) beyond screening results <001
Study dv D . feedback s . p=5.
Design Diagnostic Method Study Duration creening . .
Tool Diagnostic Method
Oyama, H.® N (residents) = 7,030 (13% elderly aged =65) Screened annually  |[Two-step depression approximately |(Int: 69% (intention
2004 Age Range: 265 for 12 years (1988- |screening _per_formed by PHN |133 to 301 stag_e); 81%
E le: 3.570 (50.8% 1999), followed up 4 |and psychiatrist and followup |(10-20%) (maintenance stage)
. emale: s, (50.8%) months after each conducted by psychiatrist, reduced risk of suicide
‘]Obof" Japan \vale: 3,460 (49.2%) screening health education and DS in women 2 65 years
(rural) emphasis on suicide taboo reduced: men NR
) Int: 9,721 person-years and 29 suicide victims during the |5-year baseline fer\c/)?nrylé%%r in 10-year period Ctrl.: No significant
Quasi- baseline, and 13,032 person years and 10 suicide victims |period (1985-1989) : change in risk of
experimental |quring the implementation. 10-year intervention suicide for men and
Ctrl.: 17,166 person-years and 33 suicide victims during  |period (1990-1999) women
the baseline, and 25,333 person-years and 43 suicide Total: 15 years
victims during the intervention ' ICD-9
Screening Tool(s): SDS; SADD
Oyama, H. N (residents) = 1,685 (25% elderly aged =65) Screened and Annual two-step depression |27 to 51 (6.7- |Int: 74%* reduced risk
2006 Age Range: 265 followed up annually |screening performed by PHN |11%) of suicide in women 2
F le: NR for 6 years (1999- and psychiatrist and followup 65 years; no
emale. 2004) conducted by GP and to a significant change in
Nagawa Male: NR lesser extent psychiatrist, Mental health |51 ot suicide for men
town, Japan . group activity and health assessment |, g5
(rural) o o _ 6-year baseline education in 6-year period by PHN i o
Int: 1,982 person-years and 8 suicide victims during the  |period (1993-1998) ¢ 1999 Ctrl.: No_S|gn|f|cant
. baseline, and 2,634 person-years and 4 suicide victims 6-year intervention rom : ch{:\rjge in risk of
Quasi- during the implementation. suicide for men and

experimental

Ctrl.: 16,754 person-years and 21 suicide victims during
the baseline, and 1,686 person-years and 25 suicide
victims during the intervention

Screening Tool(s): Five self-reported items; mental health
assessment by PHN

period (1999-2004)
Total: 12 years

women

ICD-9
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C2. Characteristics of Included Studies — Outcomes

N (%) of Int

% reduced risk of

Stugiy Description of Study Population Number and Length . . depressed at suicide
Setting Approach to intervention *
. of followups . followup p<0.05
Screening Tool(s) beyond screening results ot
p<0.01
Study Studv D . feedback s .
Design Diagnostic Method tudy Duration creening . .
Tool Diagnostic Method
Oyama, H. N (residents) = 41,337 (35% elderly aged =260) Screened and Two-step depression 19/420 (4.5%) |Int: 51% reduction of
2010% Age Range: 260 followed up annually |screening performed by PHN the risk in women = 60
) for 2 years (2005- and psychiatric social years; 61%* reduced
Six rural Female 260: 8,556 (59.0% of 35%) 2006) workers and followup ciDl risk of suicide in men

municipalities
of the
Sanpachi
Second
Medical
Zone, Japan
(rural)

Quasi-
experimental

Male 260: 5,948 (41.0% of 35%)

Int: 28,836 person-years and 25 suicide victims during
the baseline, and 29,156 person-years and 11 suicide
victims.

Ctrl.: 27,183 person-years and 21 suicide victims during
the baseline, and 27,973 person-years and 27 suicide
victims.

Screening Tool(s): CES-D; DSS; Zung-SDS; GDS-5;
CIDI

2-year baseline
period (2003-2004)

2-year intervention
period (2005-2006)

Total: 4 years

conducted by psychiatrist or
PHN, group activity and
health education in 2-year
period from 2005.

> 60 years

Ctrl.: No significant
change in risk of
suicide for men and
women

ICD-10

Note: % currently or recently treated for depression = NR
Abbreviations: CES-D = Center for epidemiologic studies depression scale; CIDI = Composite International Diagnostic Interview; Ctrl = Control; DSS =
Depression suicide screen; GDS-5 = Geriatric Depression Scale of five items; Gp = general practitioner; ICD = International Statistical Classification of
Diseases; Int = Intervention; NR = not reported; PHN = public health nurse; RDC = Research Diagnostic Criteria; SADD = Schedules of Standardized
Assessment of Patient ith Depressive Disorders; SDS = Self-rating Depression Scale; Zung-SDS = Zung Self-Rating Depression Scale
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APPENDIX D

The Method of Calculation of Ratio of Rate Ratios
(RRR)
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Appendix D. Methods: Ratio of Rate Ratios (RRR)

Data was presented in the papers as pre (baseline) and post (implementation) analysis for both intervention

and control 88°

groups. Baseline events (n) and implementation data (person-years) were given.
The following 2x2 table shows how calculations were performed. Rates for both pre and post groups were
calculated as number of events (n) divided by person-years. In the cells from the table 4, 35, 154 and s,

represent these rates.

Intervention Control
Before Ty er
After Ty o

The rate ratios (RR) of the intervention and control groups were estimated as r,;/r1; for intervention group
and r,/r1, for the control group. The logarithm of the RR’s and corresponding standard error ( ﬂ\m )
for both intervention and control groups were calculated. The difference between the log (RR) values for the
intervention and control groups along with the corresponding standard error 15—_5:: where s and s;2 are the

variances of the RRs for intervention and control, respectively. This process was used to calculate the difference

between log (RR) values and standard errors for the intervention and control groups.
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Example: Oyama H, Fujita M, Goto M, et al. Outcomes of community-based screening for depression and
suicide prevention among Japanese elders. Gerontologist. 2006;46(6):821-6.
Males 65-74

Intervention Control
Event Before 9 Event Before 5
Total Before 2765 Total Before 4152
Event After 7 Event After 6
Total After 3341 Total After 5419
Rate Ratio Before 0.003254973 Rate Ratio Before 0.001204239
Rate Ratio After 0.002095181 Rate Ratio After 0.001107215

Ratio of Rate Ratios 0.643686188 Ratio of Rate Ratios 0.919431629
(RRR) (RRR)

Log(RRR) -0.440543957 Log(RRR) -0.083999594

SE(log(RRR)) 0.503952631 SE(log(RRR)) 0.605530071
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The events and totals before and after from the table are actual data taken from Oyama et al (2006) for males in
the age group 65-74. The following are calculations for the rest of the table.

Rate ratios were calculated as:

Rate Ratio Before (Intervention) = 9/2765 = 0.003254973
Rate Ratio After (Intervention) = 7/3341 = 0.002095181
Rate Ratio Before (Control) = 5/4152 = 0.001204239
Rate Ratio After (Control) = 6/5419 = 0.001107215

Ratio of Rate Ratios (RRR) were calculated as:

RRR (Intervention) =
Rate Ratio After/Rate Ratio Before = 0.002095181/0.003254973 = 0.643686188

RRR (Control) =
Rate Ratio After/Rate Ratio Before = 0.001107215/0.001204239 = 0.919431629

Log(RRR) were calculated as:

Log(RRR) (Intervention) = 10g(0.643686188) = -0.440543957
Log(RRR) (Control) = 10g(0.919431629) = -0.083999594
SE(log(RRR)) were calculated as:

I I
1

SE(Intervention) = M!'% +1= *JIE +1=0.503952631

[ S % = 0.605530071

SE(Control) = |- —= |-
N ER Ed 45

where EB and EA are the events for before and after respectively.

The final part was to calculate the difference between log(RRR Intervention) and log(RRR Control),

Difference =
log(RRR Intervention) — log(RRR Control) = -0.440543957 — (-0.083999594) = -0.356544363

and the corresponding standard error (SE) was calculated as:

SE(Dif ference) =+ SE(Intervention)® + SE(Control)?

= x,-"(ﬂ.5ﬂ3952631): + (0.605530071)° =0.787803859
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