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Title
In Diagnostic and Statistical Manual of Mental Disorders DSM-5.
Fifth Edition. Washington, DC/London, England
Collaborative care for depression and anxiety problems (Review)

Year
Study Type
2013 Guideline

16215660 Belnap 2006

Challenges of implementing depression care management in the
primary care setting

2006 Commentary

United States

25553400 Biesheuvel-Leliefeld
2015

Effectiveness of psychological interventions in preventing
recurrence of depressive disorder: meta-analysis and metaregression

2015 Meta-analysis and metaregression

Netherlands

12063159 Browne 2002

Sertraline and/or interpersonal psychotherapy for patients with
dysthymic disorder in primary care: 6-month comparison with
longitudinal 2-year follow-up of effectiveness and costs

2002 Randomized controlled trial

19040783 Cuijpers 2009b

Is psychotherapy for depression equally effective in younger and
older adults? A meta-regression analysis.

2009 Meta-regression

19781837 Cuijpers 2010b

Psychotherapy for chronic major depression and dysthymia: a
meta-analysis

22815247 Cuijpers 2012

2012 Systematic review

Country
United States

Setting

Blinding

Int Length

Total Study Duration

United Kingdom

Main Study Objective

Target N

Target Population

Eligibility Criteria

Patient Characteristics

Int. n at Baseline (n at Follow-up) Int. Type

Specific Intervention

Control n at Baseline (n at follow-up)

Specific Control

Outcomes Measured

Results/CI

Significance

Safety and Adverse Events

Additional Findings

seventy-nine RCTs (including 90 relevant comparisons) involving
24,308 participants

The results of primary analyses demonstrated significantly greater
improvement in depression outcomes for adults with depression treated with
the collaborative care model in the short-term (SMD -0.34, 95% CI -0.41 to 0.27; RR 1.32, 95% CI 1.22 to 1.43), medium-term (SMD -0.28, 95% CI -0.41
to -0.15; RR 1.31, 95% CI 1.17 to 1.48), and long-term (SMD -0.35, 95% CI 0.46 to - 0.24; RR 1.29, 95% CI 1.18 to 1.41). However, these significant
benefits were not demonstrated into the very long-term (RR 1.12, 95% CI
0.98 to 1.27).

To examine the effectiveness of psychological interventions to
reduce relapse or recurrence rates of depressive disorder.

25 RCTs

Preventive psychological interventions were significantly better than treatmentas-usual in reducing the risk of relapse or recurrence (RR1⁄40.64, 95%
CI1⁄40.53–0.76, z1⁄44.89, po0.001, NNT1⁄45) and also more successful than
antidepressants (RR1⁄40.83, 95% CI1⁄40.70–0.97, z1⁄42.40, p1⁄40.017,
NNT1⁄413). Meta-regression showed homogeneity in effect size across a
range of study, population and intervention characteristics, but the preventive
effect of psychological intervention was usually better when the prevention
was preceded by treatment in the acute phase (b1⁄4 1.94, SEb1⁄40.68, z1⁄4
2.84, p1⁄40.005).

There is supporting evidence that preventive psychological
interventions reduce the risk of relapse or recurrence in major
depression.

To examine the long-term effects and costs of a combination of
707 adults (age 18-74)
Sertraline and interpersonal psychotherapy (IPT) for the treatment
of dysthymia in primary care

At 6 months, 586 subjects completed the MADRS questionnaire. There was a
significant difference (P 5 0.025) in mean MADRS scores: 14.3 (Group I);
14.9 (Group II); 16.8 (Group III), using analysis of covariance. Response
(40% improvement) rates were 60.2% for Sertraline alone, 46.6% for IPT
alone, and 57.5% for Sertraline augmented by IPT (P 5 0.02). At 2 years, 525
subjects were retained for follow-up. There was no statistically significant
difference between Sertraline alone and Sertraline plus IPT in symptom
reduction. However, both were more effective than IPT alone in reducing
depressive symptoms (P 5 0.03). There was a statistically significant
difference between groups in costs for use ofhealth and social services. The
IPT treatment groups had the lower costs for use of health and social
services.

Sertraline or Sertraline plus IPT was more effective than IPT alone
after 6 months. Over the long term (2 years), all three treatments
provide reasonably effective treatment for reducing symptoms of
dysthymia, but Sertraline or combining Sertraline with IPT is more
effective than IPT alone. Of these two more effective treatments,
subjects in the Sertraline plus IPT group had less health and social
service costs by $480 per person over 2 years. These findings
underscore the effects of combining pharmacotherapy and
psychotherapy and the economic value of this more
comprehensive treatment of dysthymia in primary care.

Netherlands

To examine Whether these psychotherapies are equally effective
in younger and older age groups

112 studies with 170 comparisons between a psychotherapy and a
control group (with a total of 7,845 participants). Twenty studies
with 26 comparisons were aimed at older adults.

No indication that psychotherapies were more or less effective for older adults
compared to younger adults. The effect sizes of both groups of comparisons
did not differ significantly from each other (older adults: d = 0.74; 95% CI:
0.49-0.99; younger adults: d = 0.67; 95% CI: 0.58-0.76). In a multivariate
meta-regression analysis, in which we controlled for major characteristics of
the participants, the interventions and the study designs, no indication of a
difference between psychotherapy in younger and older adults was found.

There appears to be no significant difference between
psychotherapy in younger and older adults, although it is not clear
whether this is also true for clinical samples, patients with more
severe depression, and the older old.

2010 Meta-analysis

Netherlands

To examine the effects of psychotherapy on chronic depression
and dysthymia.

16 randomized trials

Personalized treatment of adult depression: medication,
psychotherapy, or both? A systematic review

2012 Systematic review

Netherlands

To identify which characteristics of an individual predict the
outcome of a specific treatment, in order to get a bet- ter match
between the individual and the treatment received.

52 studies with 4,734 depressed patients.

Psychotherapy had a small but significant effect (d=0.23) on depression when
compared to control groups. Psychotherapy was significantly less effective
than pharmacotherapy in direct comparisons (d=−0.31), especially SSRIs, but
that this finding was wholly attributable to dysthymic patients (the studies
examining dysthymia patients were the same studies that examined SSRIs).
Combined treatment was more effective than pharmacotherapy alone (d =
0.23) but even more so with respect to psychotherapy alone (d=0.45),
although again this difference may have reflected the greater proportion of
dysthymic samples in the latter. No significant differences were found in dropout rates between psychotherapy and the other conditions.
52 studies with 4,734 depressed patients. In these studies, 20 characteristics
of the target groups were examined. The results showed that medication is
probably the best treatment for dysthymia, and combined treatments are
more effective in depressed outpatients, as well as in depressed older adults.
However, in order to examine the 20 char- acteristics in the three categories
of comparisons, 254 studies would be needed for having sufficient statistical
power to show an effect size of g = 0.5. Currently, only 20.1% of these studies
have been conducted.

23624992 Cuijpers 2013

Does cognitive behaviour therapy have an enduring effect that is
superior to keeping patients on continuation pharmacotherapy?

2013 Meta-analysis

Netherlands

To compare the effects of acute phase CBT without any
subsequent treatment with the effects of pharmacotherapy that
either were continued or discontinued across 6-18 months of
follow-up.

9 studies with 506 patients were included.

Short-term outcomes of CBT and pharmacotherapy were comparable,
although drop out from treatment was significantly lower in CBT. Acute phase
CBT was compared with pharmacotherapy discontinuation during follow-up in
eight studies. Patients who received acute phase CBT were significantly less
likely to relapse than patients who were withdrawn from pharmacotherapy
(OR=2.61, 95% CI 1.58 to 4.31, p<0.001; numbers-needed-to-be-treated,
NNT=5). The acute phase CBT was compared with continued
pharmacotherapy at follow-up in five studies. There was no significant
difference between acute phase CBT and continued pharmacotherapy,
although there was a trend (p<0.1) indicating that patients who received
acute phase CBT may be less likely to relapse following acute treatment
termination than patients who were continued on pharmacotherapy
(OR=1.62, 95% CI 0.97 to 2.72; NNT=10).

CBT has an enduring effect following termination of the acute
treatment. There were no significant difference in relapse after the
acute phase CBT versus continuation of pharmacotherapy after
remission. Given the small number of studies, this finding should
be interpreted with caution pending replication.

19818243 Cuijpers 2009a

Adding psychotherapy to pharmacotherapy in the treatment of
depressive disorders in adults: a meta-analysis

2009 Meta-analysis

Netherlands

To examine whether adding psychotherapy to pharmacotherapy
results in stronger effects than pharmacotherapy alone.

Twenty-five randomized trials, with a total of 2,036 patients.

Twenty-five randomized trials, with a total of 2,036 patients, were included. A
mean effect size of d = 0.31 (95% CI, 0.20 approximately 0.43) was found for
the 25 included studies, indicating a small effect in favor of the combined
treatment over pharmacotherapy alone. Studies aimed at patients with
dysthymia resulted in significantly lower effect sizes compared to studies
aimed at patients with major depression, a finding that suggests that the
added value of psychotherapy is less in patients with dysthymia. The dropout
rate was significantly lower in the combined treatment group compared to the
pharmacotherapy only group (OR = 0.65; 95% CI, 0.50 approximately 0.83).

Psychotherapy seems to have an additional value compared to
pharmacotherapy alone for depression.

19031487 Cuijpers 2009c

Psychotherapy versus the combination of psychotherapy and
pharmacotherapy in the treatment of depression: a meta-analysis

2009 Meta-analysis

Netherlands

To examine whether adding psychotherapy to pharmacotherapy
results in stronger effects than pharmacotherapy alone.

Twenty-five randomized trials, with a total of 2,036 patients, were
included.

Twenty-five randomized trials, with a total of 2,036 patients, were included. A
mean effect size of d = 0.31 (95% CI, 0.20 approximately 0.43) was found for
the 25 included studies, indicating a small effect in favor of the combined
treatment over pharmacotherapy alone. Studies aimed at patients with
dysthymia resulted in significantly lower effect sizes compared to studies
aimed at patients with major depression, a finding that suggests that the
added value of psychotherapy is less in patients with dysthymia. The dropout
rate was significantly lower in the combined treatment group compared to the
pharmacotherapy only group (OR = 0.65; 95% CI, 0.50 approximately 0.83).

Psychotherapy seems to have an additional value compared to
pharmacotherapy alone for depression.

24497254 Cuijpers 2014b

Adding psychotherapy to antidepressant medication in depression
and anxiety disorders: a meta-analysis

2014 Meta-analysis

Netherlands

To compare the effects of combined pharmacotherapy and
psychotherapy in adults with a diagnosed depressive or anxiety
disorder.

A total of 52 studies (with 3,623 patients) met inclusion criteria, 32
on depressive disorders and 21 on anxiety disorders (one on both
depressive and anxiety disorders).

The overall difference between pharmacotherapy and combined treatment
was Hedges' g = 0.43 (95% CI: 0.31-0.56), indicating a moderately large
effect and clinically meaningful difference in favor of combined treatment,
which corresponds to a number needed to treat (NNT) of 4.20. There was
sufficient evidence that combined treatment is superior for major depression,
panic disorder, and obsessive-compulsive disorder (OCD). The effects of
combined treatment compared with placebo only were about twice as large
as those of pharmacotherapy compared with placebo only, underscoring the
clinical advantage of combined treatment. The results also suggest that the
effects of pharmacotherapy and those of psychotherapy are largely
independent from each other, with both contributing about equally to the
effects of combined treatment.

The combined treatment appears to be more effective than
treatment with antidepressant medication alone in major
depression, panic disorder, and OCD. These effects remain strong
and significant up to two years after treatment. Monotherapy with
psychotropic medication may not constitute optimal care for
common mental disorders.

26169475 Cuijpers 2015

The effects of blinding on the outcomes of psychotherapy and
pharmacotherapy for adult depression: a meta-analysis

2015 Meta-analysis

Netherlands

Randomized trials with antidepressants are often run under double 35 trials (with 3721 patients) in which psychotherapy and
blind placebo-controlled conditions, whereas those with
pharmacotherapy for adult depression were directly compared with
psychotherapies are mostly unblinded. This can introduce bias in each other.
favor of psychotherapy when the treatments are directly
compared. In this meta-analysis, we examine this potential source
of bias.

We did not find a significant difference between the studies with and those
without a placebo condition. The studies in which a placebo condition was
included indicated no significant difference between psychotherapy and
pharmacotherapy (g=-0.07; NNT=25). Studies in which no placebo condition
was included (and patients and clinicians in both conditions were not blinded),
resulted in a small, but significant difference between psychotherapy and
pharmacotherapy in favor of pharmacotherapy (g=-0.13; NNT=14).

Studies comparing psychotherapy and pharmacotherapy in which
both groups of patients (and therapists) are not blinded (no
placebo condition is included) result in a very small, but
significantly higher effect for pharmacotherapy.

17557313 deMaat 2008

Short psychodynamic supportive psychotherapy, antidepressants,
and their combination in the treatment of major depression: a
mega-analysis based on three randomized clinical trials

2008 Mega-analysis

Netherlands

The efficacy of Short Psychodynamic Supportive Psychotherapy
(SPSP) has not yet been compared with pharmacotherapy. A
mega-analysis based on three original Randomized Clinical Trials
(RCTs) was performed.

Success rates indicated that independent observers (HDRS) found no
differences in symptom reduction between SPSP and pharmacotherapy (P 5
0.214), but therapists (CGI-S, P50.026), and patients (SCL, P50.036) favored
SPSP. Combined therapy was found superior to pharmacotherapy by all three
(patients (P50.000), therapists (P 5 0.024), independent observers (P 5
0.024)). Independent observers (P50.062) and therapists (P50.430) found no
differences between combined therapy and SPSP, but patients (P50.016)
found combined therapy to be superior. As far as quality of life is concerned,
success rates indicated that patients (QLDS) found no differences between
SPSP and pharmacotherapy (P 5 0.073) or between SPSP and combined
therapy (P 5 0.217). However, they found combined therapy superior to
pharmacotherapy (P50.015).

The results of the mega- analysis suggest that combined therapy
is more efficacious than pharmacotherapy. SPSP and
pharmacotherapy seem equally efficacious, except for some
indications that patients and therapists favor SPSP for symptom
reduction. Combined therapy and SPSP also seem equally
efficacious, except that patients think that the first is better in
symptom reduction.

18540740 Dobson 2008

Randomized trial of behavioral activation, cognitive therapy, and
antidepressant medication in the prevention of relapse and
recurrence in major depression

2008 Randomized controlled trial

Canada

To follow treatment responders from a randomized controlled trial
of adults with major depression.

Patients treated with medication but withdrawn onto pill-placebo had more
relapse through one year of follow-up, compared to patients who received
prior behavioral activation, prior cognitive therapy, or continued medication.
Prior psychotherapy was also superior to medication withdrawal in the
prevention of recurrence across the second year of follow-up. Specific
comparisons indicated that patients previously exposed to cognitive therapy
were significantly less likely to relapse following treatment termination than
patients withdrawn from medication, and patients previously exposed to
behavioral activation did almost as well relative to medication withdrawal at
the level of a nonsignificant trend. Differences between behavioral activation
and cognitive therapy were small in magnitude and not significantly different
across the full two-year follow-up, and each was at least as efficacious as
continuation medication.

These findings suggest that behavioral activation may be nearly as
enduring as cognitive therapy, and that both psychotherapies are
less expensive and longer-lasting alternatives to medication in the
treatment of depression.

18832500 Duffy 2008

Systematic Use of Patient-Rated Depression Severity Monitoring:
Is It Helpful and Feasible in Clinical Psychiatry?

2008 At the practice level is quasiexperimental one-group,
pretest-posttest; design at
the patient-level is
longitudinal observational.

By the conclusion of the study, all remaining 17 practices had adopted PHQ-9
as a routine part of depression care in their practice. On the basis of
responses from 17 psychiatrists from those practices, PHQ-9 scores
influenced clinical decision making for 93% of 6,096 patient contacts. With the
additional information gained from the PHQ-9 score, one or more treatment
changes occurred during 40% of these clinical contacts. Changing the
dosage of antidepressant medication and adding another medication were
the most common treatment changes recorded by psychiatrists, followed by
starting or increasing psychotherapy and by switching or initiating
antidepressants. In 3% of the patient contacts, using the PHQ-9 led to
additional suicide risk as- sessment.

The study findings suggest that adopting measurement-based
care, such as using the PHQ-9, is achievable, even in practices
with limited resources.

23429924 Fortney 2013

Significant group main effects were observed for both response (odds
ratio=7.74, 95% CI=3.94–15.20) and remission (odds ratio=12.69, 95%
CI=4.81–33.46), and a significant overall group-by-time interaction effect was
observed for de- pression severity on the Hopkins Symptom Checklist, with
greater reductions in severity over time for patients in the telemedicine-based
group. Improvements in outcomes appeared to be attributable to higher
fidelity to the collaborative care evidence base in the telemedicine-based
group.

Contracting with an off-site telemedicine-based collaborative care
team can yield better outcomes than implementing practice-based
collaborative care with locally available staff.

We identified 30 studies of prevalence. For major depression alone, point
prevalence estimates ranged from 3.1 percent to 4.9 percent at different
times during pregnancy and 1.0 percent to 5.9 percent at different times
during the first postpartum year. For major and minor depression, estimates
of the point prevalence ranged from 8.5 percent to 11.0 percent during
pregnancy and 6.5 percent to 12.9 percent during the first year postpartum.
However, these prevalence estimates were not significantly different from
those of similarly aged nonchildbearing women. Data on incidence were more
limited.
We identified 10 studies of screening accuracy. One small study reported on
accuracy during pregnancy. For postpartum depression, screeners appeared
feasible, but the small number of depressed patients involved precluded
identifying an optimal screener or threshold for screening. Screening
instruments studied are generally good at identifying major depression alone,
with accuracy consistent with reports from primary care settings, but they
performed poorer for the major or minor depression category.
We found no studies directly testing whether screening improved outcomes.
However, we identified 15 studies that used some sort of screening to identify
women at risk of depression and for whom a subsequent intervention was
provided. The results of four small studies of various psychosocial
interventions during pregnancy did not demonstrate consistently superior
outcomes. Results were also mixed for postpartum interventions. Six of nine
studies of various psychosocial interventions reported significant
improvement in depression for the experimental group. Two studies with
37 randomized studies including 12 355 patients with depression receiving
primary care were reviewed. Random effects meta-analysis showed that
depression outcomes were improved at 6 months (standardized mean
difference, 0.25; 95% confidence interval, 0.18-0.32), and evidence of longerterm benefit was found for up to 5 years (standardized mean difference, 0.15;
95% confidence interval, 0.001-0.31). When exploring determinants of
effectiveness, effect size was directly related to medica- tion compliance and
to the professional background and method of supervision of case managers.
The addition of brief psychotherapy did not substantially improve out- come,
nor did increased numbers of sessions. Cumulative meta-analysis showed
that sufficient evidence had emerged by 2000 to demonstrate the statistically
significant benefit of collaborative care.

Although limited, the available research suggests that depression
is one of the most common perinatal complications and that fairly
accurate and feasible screening measures are available. Studies
with larger sample sizes and a greater racial and ethnic mix are
needed. Researchers also need to determine whether screening
itself leads to better access to proven treatment and improved
outcome relative to usual care.

Opportunities for routine postpartum depression screening include mothers’
postpartum office visits and their infants’ well-child visits. Although several
depression screens have been used in postpartum women, additional studies
using large representative samples are needed to identify the ideal screening
tool. Depression screening plus “high-risk” feedback to providers improves
the recognition of depression. However, for screening to positively impact
clinical outcomes, it needs to be combined with systems-based enhanced
depression care that provides accurate diagnoses, strong collaborative
relationships between primary care and mental health providers, and
longitudinal case management, to assure appropriate treatment and followup.

Postpartum depression screening improves recognition of the
disorder, but improvement in clinical outcomes requires enhanced
care that ensures adequate treatment and follow-up.

Canada

Primary care

United States

Psychiatric practices

Practice-Based Versus Telemedicine-Based Collaborative Care for 2013 Effectiveness trial
Depression in Rural Federally Qualified Health Centers: A
Pragmatic Randomized Comparative Effectiveness Trial

United States

Federally qualified
health centers

15760246 Gaynes 2005

Perinatal Depression: Prevalence, Screening Accuracy, and
Screening Outcomes

2005 Evidence Report/Technology
Assessment

United States

17130383 Gilbody 2006

Collaborative Care for Depression: A Cumulative Meta-analysis
and Review of Longer-term Outcomes

2006 Meta-analysis/Systematic
Review

17478661 Gjerdingen 2007

Postpartum Depression Screening: Importance, Methods, Barriers, 2007 Systematic Review
and Recommendations for Practice

United Kingdom

United States

Single blind

1-year

Examine helpfulness and feasibility of systematic use of patientrated depression severity monitoring in clinical psychiatry.

17 practices; 1,763 patients

The objective of this multisite randomized pragmatic comparative
effectiveness trial was to compare the outcomes of patients
assigned to practice-based and telemedicine-based collaborative
care.

364 patients who screened positive were enrolled and followed for
18 months.

Review the evidence on (1) the prevalence and incidence of
perinatal depression, (2) the accuracy of different screening
instruments, and (3) the effectiveness of interventions for women
screened as high risk for perinatal depression.

Review the evidence on effectiveness of collaborative care for
depression to improve quality of primary care and patient
outcomes.

Postpartum depression occurs in 10% to 20% of women who have
recently given birth, but fewer than half of cases are recognized.
The purpose of the review is to discuss the potential benefit of
mass screening for improving postpartum depression recognition
and outcomes.

Female (N=1,174, or 67%) with a median patient age of 49. The
primary diagnosis included ma- jor depressive disorder (N=1,326,
or 75%), depression not otherwise specified (N=190, or 11%),
dysthymia (N=165, or 9%), anxiety disorder (N=54, or 3%), other
mood disorders (N=7, or <1%), and other psychiatric diagnoses
(N=22, or 1%). Forty-two percent of patients (N=740) had one or
more co-occurring psychiatric conditions.

Use of standardized depression assessment in psychiatric
practices at the beginning and end of the 12-month study.

There was evidence of benefit in secondary outcomes including
medication use, mental health quality of life, and patient
satisfaction, although there was less evidence of benefit in
physical quality of life.

Summary

To assess the effectiveness of collaborative care for patients with
depression or anxiety.

Indications were found that at least 18 treatment sessions are
needed to realize optimal effects of psychotherapy.

Collaborative care is associated with significant improvement in
depression and anxiety outcomes compared with usual care, and
represents a useful addition to clinical pathways for adult patients
with depression and anxiety.

Psychotherapy is effective in the treatment of chronic depression
and dysthymia but probably not as effective as pharmacotherapy
(particularly the SSRIs).

Although a considerable number of studies have compared
medication, psychotherapy, and combined treatments, and some
preliminary results are useful for deciding which treatment is best
for which patient, the development of personalized treatment of
depression has only just begun.

Collaborative care is more effective than standard care in
improving depression outcomes in the short and longer terms.
Future research needs to address the implementation of
collaborative care, particularly in settings other than the United
States.

PMID
First Author
20444307 Guidi 2011

Title
Year
Study Type
Efficacy of the sequential integration of psychotherapy and
2011 Meta-analysis
pharmacotherapy in major depressive disorder: a preliminary metaanalysis

25142196 Hollon 2014

Effect of cognitive therapy with antidepressant medications vs
antidepressants alone on the rate of recovery in major depressive
disorder: a randomized clinical trial

2014 Randomized clinical trial

United States

Outpatient

To determine the effects of combining cognitive therapy (CT) with A total of 452 adult outpatients with chronic or recurrent MDD
ADM vs ADM alone on remission and recovery in major depressive participated in a trial conducted in research clinics at 3 university
disorder (MDD).
medical centers in the United States. The patients were randomly
assigned to ADM treatment alone or CT combined with ADM
treatment. Treatment was continued for up to 42 months until
recovery was achieved.

10927707 Hunkeler 2000

Efficacy of nurse telehealth care and peer support in augmenting
treatment of depression in primary care

2000 Randomized controlled trial

United States

Clinical

To evaluate the efficacy of 2 augmentations to antidepressant drug 302
treatment with comparison of usual care, telehealth care, and
telehealth care plus peer support.

Depressed patients starting
antidepressant therapy.

16428253 Hunkeler 2006

Long term outcomes from the IMPACT randomised trial for
depressed elderly patients in primary care

2006 Randomized controlled trial

United States

18 primary care clinics
in eight US healthcare
organisations.

To determine the long term effectiveness of collaborative care
management for depression in late life.

Primary care patients aged 60 and older
with major depression, dysthymia, or
both.

18456340 Imel 2008

A meta-analysis of psychotherapy and medication in unipolar
depression and dysthymia

2008 Meta-analysis

United States

21501877 Jakobsen 2012b

The effect of adding psychodynamic therapy to antidepressants in
patients with major depressive disorder: a systematic review of
randomized clinical trials with meta-analyses and trial sequential
analyses

2012 Systematic review and Metaanalysis

10591288 Katon 1999

Stepped Collaborative Care for Primary Care Patients with
Persistent Symptoms of Depression

1999 Randomized controlled trial

United States

Primary Care

18404019 Katon 2008

Population-Based Care of Depression: Team Care Approaches to
Improving Outcomes

2008 Systematic Review

United States

19884606 Kocsis 2009a

Cognitive behavioral analysis system of psychotherapy and brief
supportive psychotherapy for augmentation of antidepressant
nonresponse in chronic depression: the REVAMP trial

2009 Randomized controlled trial

19192474 Kocsis 2009b

Patient preference as a moderator of outcome for chronic forms of
major depressive disorder treated with nefazodone, cognitive
behavioral analysis system of psychotherapy, or their combination

2009 Randomized controlled trial

24448972 Kriston 2014

Efficacy and acceptability of acute treatments for persistent
depressive disorder: a network meta-analysis

2014 Meta-analysis

20633738 Kroenke 2010

The Patient Health Questionnaire Somatic, Anxiety, and
Depressive Symptom Scales: a systematic review

2010 Systematic Review

United States

The role of the therapeutic alliance in psychotherapy and
pharmacotherapy outcome: findings in the National Institute of
Mental Health Treatment of Depression Collaborative Research
Program

1996 Randomized controlled trial

United States

25907157 Kuyken 2015

Effectiveness and cost-effectiveness of mindfulness-based
cognitive therapy compared with maintenance antidepressant
treatment in the prevention of depressive relapse or recurrence
(PREVENT): a randomised controlled trial

2015 Randomized controlled trial

21527126 Levkovitz 2011

Efficacy of Antidepressants for Dysthymia:
A Meta-Analysis of Placebo-Controlled Randomized Trials

2011 Meta-analysis

United States

17141112 Loh 2007

The impact of patient participation on adherence and clinical
outcome in primary care of depression

2007 Observational study

United States

16263177 Markowitz 2005

A comparative trial of psychotherapy and pharmacotherapy for
pure dysthymic patients

2005 Randomized controlled trial

United States

24311553 Menchetti 2014

Moderators of remission with interpersonal counselling or drug
treatment in primary care patients with depression: randomised
controlled trial

2014 Randomized controlled trial

Australia

Despite depressive disorders being very common there has been
little research to guide primary care physicians on the choice of
treatment for patients with mild to moderate depression.

26937538 O'Connor 2016

Screening for Depression in Adults: An Updated Systematic
Evidence Review for the U.S. Preventive Services Task Force

2016 Systematic Evidence
Review

United States

To systematically review evidence to update the benefits and
harms of screening for depression in general and older adults, and
to also consider evidence for benefits and harms in pregnant and
postpartum women, which was not previously reviewed, to aid the
U.S. Preventive Services Task Force in updating its
recommendation on this topic.

20950863 Oestergaard 2011

Optimal duration of combined psychotherapy and
pharmacotherapy for patients with moderate and severe
depression: a meta-analysis

2011 Meta-analysis

Denmark

To investigate the most effective duration of combined
psychotherapy and pharmacotherapy for achieving remission and
preventing relapse in depressive patients as compared to
pharmacotherapy alone.

Twenty-one article describing the influence of additional
psychotherapy on remission and 15 articles reporting the influence
on relapse in depression were included in the analysis.

22985486 Peeters 2013

The clinical effectiveness of evidence-based interventions for
depression: a pragmatic trial in routine practice

2013 Randomized controlled trial

To examine the acute phase effectiveness of cognitive therapy
(CT), interpersonal psychotherapy (IPT), and combined
psychotherapy–pharmacotherapy (PHT) in a naturalistic setting,
allowing patients their choice of treatment.

21802618 Piet 2011

The effect of mindfulness-based cognitive therapy for prevention of 2011 Systematic review and Metarelapse in recurrent major depressive disorder: A systematic
analysis
review and meta-analysis

By means of a meta-analysis to evaluate the effect of MBCT for
prevention of relapse or recurrence among patients with recurrent
MDD in remission.

12946886 Rush 2003

The 16-Item quick inventory of depressive symptomatology
(QIDS), clinician rating (QIDS-C), and self-report (QIDS-SR): a
psychometric evaluation in patients with chronic major depression

2003 Observational study

21135325 Segal 2010

Antidepressant Monotherapy versus Sequential Pharmacotherapy
and Mindfulness-Based Cognitive Therapy, or Placebo, for
Relapse Prophylaxis in Recurrent Depression

2010 Randomized clinical trial

8698947

Krupnick 1996

Country
Italy

Setting

Blinding

Interviewers were
blinded to treatment

Denmark

Total Study Duration

24 months

Main Study Objective
The aim of this meta-analysis was to examine the efficacy of the
sequential integration of psychotherapy and pharmacotherapy in
reducing the risk of relapse and recurrence in MDD.

Target N
Eight high-quality studies with 442 patients in a sequential
treatment arm and 433 in a control treatment arm were included.

1801

Target Population

Eligibility Criteria

Patient Characteristics

Int. n at Baseline (n at Follow-up) Int. Type

Specific Intervention

Control n at Baseline (n at follow-up)

Specific Control

Antidepressant medication with or without
CT.

The sample (n=1801) at baseline was 65% female (1168
participants) with an average age of 71.2 (SD = 7.5). About 23%
(415) were African American, Hispanic, or from other non-white
ethnic backgrounds; 79% (1425) had at least a high school
diploma. Seventy per cent (1259) had major depression, 53%
(953) major depression with dysthymia, and 30% (542) dysthymia
alone. Thirty five per cent (683) had mild cognitive impairment on
the basis of a six item screening test21 derived from the minimental state examination. The mean SCL-20 depression score
was 1.7 (SD = 0.6), indicating moderate to severe depression. On
average, patients had 3.2 (SD = 1.7) of 11chronic medical
illnesses. During the previous three months, 43% (769) of the
sample took antidepressants and 8% (151) received specialty
mental health care or psychotherapy. At base- line the groups did
not differ significantly on any of these variables.

906 at baseline

Collaborative care

Outcomes Measured

Results/CI
The pooled risk ratio (RR) for relapse/recurrence was 0.797 [95 % confidence
interval (CI) 0.659– 0.964] according to the random-effects model, suggesting
a relative advantage in preventing relapse/recurrence for the sequential
administration of treatments compared with control conditions. Performing
subgroup analyses, we found a trend favoring psychotherapy during
continuation of antidepressant drugs compared to antidepressants or
treatment as usual (RR 0.842, 95% CI 0.674–1.051). Patients randomized to
psychotherapy while antidepressants were discontinued were significantly
less likely to experience relapse/recurrence compared to controls (RR 0.650,
95% CI 0.463–0.912).

Blind evaluations of recovery with a modified version of the 17item Hamilton Rating Scale for Depression and the Longitudinal
Interval Follow-up Evaluation.

895 at baseline

Usual care

Combined treatment enhanced the rate of recovery vs treatment with ADM
alone (72.6% vs 62.5%; t451 = 2.45; P = .01; hazard ratio [HR], 1.33; 95% CI,
1.06-1.68; number needed to treat [NNT], 10; 95% CI, 5-72). This effect was
conditioned on interactions with severity (t451 = 1.97; P = .05; NNT, 5) and
chronicity (χ2 = 7.46; P = .02; NNT, 6) such that the advantage for combined
treatment was limited to patients with severe, nonchronic MDD (81.3% vs
51.7%; n = 146; t145 = 3.96; P = .001; HR, 2.34; 95% CI, 1.54-3.57; NNT, 3;
95% CI, 2-5). Fewer patients dropped out of combined treatment vs ADM
treatment alone (18.9% vs 26.8%; t451 = -2.04; P = .04; HR, 0.66; 95% CI,
0.45-0.98). Remission rates did not differ significantly either as a main effect
of treatment or as an interaction with severity or chronicity. Patients with
comorbid Axis II disorders took longer to recover than did patients without
comorbid Axis II disorders regardless of the condition (P = .01). Patients who
received combined treatment reported fewer serious adverse events than did
patients who received ADMs alone (49 vs 71; P = .02), largely because they
experienced less time in an MDD episode.
For depression: the Hamilton Depression Rating Scale and the
Nurse-based telehealth patients with or without peer support more often
Beck Depression Inventory; and for mental and physical
experienced 50% improvement on the Hamilton Depression Rating Scale at 6
functioning: the SF-12 Mental and Physical Composite Scales and weeks (50% vs 37%; P =.01) and 6 months (57% vs 38%; P =.003) and on
treatment satisfaction.
the Beck Depression Inventory at 6 months (48% vs 37%; P =. 05) and
greater quantitative reduction in symptom scores on the Hamilton scale at 6
months (10.38 vs 8.12; P =.006). Telehealth care improved mental functioning
at 6 weeks (47.07 vs 42.64; P =.004) and treatment satisfaction at 6 weeks
(4.41 vs 4.17; P =.004) and 6 months (4.20 vs 3.94; P =.001). Adding peer
support to telehealth care did not improve the primary outcomes.
Depression (SCL-20), overall functional impairment and quality of IMPACT patients fared significantly (P < 0.05) better than controls regarding
life (SF-12), physical functioning (PCS-12), depression treatment, continuation of antidepressant treatment, depressive symptoms, remission of
and satisfaction with care.
depression, physical functioning, quality of life, self efficacy, and satisfaction
with care at 18 and 24 months. One year after IMPACT resources were
withdrawn, a significant difference in SCL-20 scores (0.23, P < 0.0001)
favouring IMPACT patients remained.

Significance

Safety and Adverse Events

Additional Findings

Summary
We found evidence that the sequential integration of
psychotherapy and pharmacotherapy is a viable strategy for
preventing relapse and recurrence in MDD. In addition, our
findings suggest that discontinuation of antidepressant drugs may
be feasible when psychotherapy is provided.

Cognitive therapy combined with ADM treatment enhances the
rates of recovery from MDD relative to ADMs alone, with the effect
limited to patients with severe, nonchronic depression.

Nurse telehealth care improves clinical outcomes of
antidepressant drug treatment and patient satisfaction and fits well
within busy primary care settings.

Tailored collaborative care actively engages older adults in
treatment for depression and delivers substantial and persistent
long term benefits. Benefits include less depression, better
physical functioning, and an enhanced quality of life. The IMPACT
model may show the way to less depression and healthier lives for
older adults.

To examine the relative efficacy of psychotherapy and medication
across types of depression.

Psychotherapy and medication were not significantly different at posttreatment, however effect sizes were not consistent. Although there was no
association between severity and relative efficacy, a small but significant
advantage for medications in the treatment of dysthymia did emerge.
However, psychotherapy showed a significant advantage over medication at
follow-up and this advantage was positively associated with length of followup. Moreover, discontinued acute phase psychotherapy did not differ from
continued medication at follow-up.

Our results indicated that both psychotherapy and medication are
viable treatments for unipolar depression and that psychotherapy
may offer a prophylactic effect not provided by medication.
However, our analyses diverged from previous findings in that
effects were not consistent and medication was significantly more
efficacious than psychotherapy in the treatment of dysthymia.

Psychodynamic therapy may be a treatment option for depression, Five trials randomizing a total of 365 participants who all received
but the effects have only been limitedly assessed in systematic
antidepressants as co-intervention.
reviews.

Four trials assessed ‘interpersonal psychotherapy’ and one trial ‘short
psychodynamic supportive psychotherapy’. Meta-analysis showed that
psychodynamic therapy significantly reduced depressive symptoms on the 17item Hamilton Rating Scale for Depression (mean difference −3.01 (95%
confidence interval − 3.98 to − 2.03; P b 0.00001), no significant
heterogeneity between trials) compared with ‘no intervention’. Trial sequential
analysis confirmed this result.

Adding psychodynamic therapy to antidepressants might benefit
depressed patients, but the possible treatment effect measured on
the Hamilton Rating Scale for Depression is small.

Those in the intervention group had significantly greater adherence to
adequate dosage of medication for 90 days or more and were more likely to
rate the quality of care they received for depression as good to excellent
compared to usual care controls. Intervention patients showed a signficantly
greater decrease compared with usual care controls in severity of depressive
symptoms over time and were more likely to have fully recovered at 3 and 6
months.

A multifaceted program targeted to patients whose depressive
symptoms persisted 6 to 8 weeks after initiation of antidepressant
medication by their primary care physician was found to
significantly improve adherence to antidepressants, satisfaction
with care, and depressive outcomes compared with usual care.

A total of 37 randomized trials of collaborative care interventions have shown
that collaborative care, compared with usual primary care, is associated with
2-fold increases in antidepressant adherence, improvements in depressive
outcomes that last up to 2 to 5 years, increased patient satisfaction with
depression care, and improved primary care satisfaction with treating
depression. From a health plan perspective, cost-effectiveness analyses
suggest that for most depressed primary care patients, collaborative care is
associated with a modest increase in medical costs, but markedly improved
depression and functional outcomes. The few studies that have used a
societal perspective that included examination of both direct and indirect
costs found that collaborative care was associated with overall cost savings.
For patients with depression and diabetes and depression and panic disorder,
there is evidence that the increase in mental health care costs associated
with collaborative care is offset by greater savings in medical costs.

Collaborative care is a high value intervention associated with
improved quality of care, depression outcomes, and improved
patient and primary care physician satisfaction.

To understand effectiveness of stepped collaborative care for
primary care patients with persistent symptoms of depression.

228

Primary Care

To describe evidence-based quality improvement interventions in
the primary care system that have been shown in randomized
trials to the improve quality of care and outcomes of patients with
depression.

37 randomized trials of collaborative care interventions

United States

Primary care

To determine the role of adjunctive psychotherapy in the treatment 808 participants
of chronically depressed patients with less than complete
response to an initial medication trial.

Proportions of remitters, PRs, and NRs and change on Hamilton
Scale for Depression (HAM-D) scores.

In all, 808 participants entered phase 1, of which 491 were classified as NRs
or PRs and entered phase 2 (200 received CBASP and MEDS, 195 received
BSP and MEDS, and 96 received MEDS only). Mean HAM-D scores dropped
from 25.9 to 17.7 in NRs and from 15.2 to 9.9 in PRs. No statistically
significant differences emerged among the 3 treatment groups in the
proportions of phase 2 remission (15.0%), partial response (22.5%), and
nonresponse (62.5%) or in changes on HAM-D scores.

Although 37.5% of the participants experienced partial response or
remitted in phase 2, neither form of adjunctive psychotherapy
significantly improved outcomes over that of a flexible,
individualized pharmacotherapy regimen alone. A longitudinal
assessment of later-emerging benefits is ongoing.

United States

Primary care

To examine moderators of response to psychotherapy, medication, 429 patients
and combined treatment for chronic forms of major depressive
disorder (MDD).

The primary outcome measures were total scores on the 24-item There was an interactive effect of preference and treatment group on
Hamilton Rating Scale for Depression (HAM-D-24) and categorical outcome. The treatment effect varied as a function of preference, and was
definitions of remission or partial response.
particularly apparent for patients who initially expressed preference for one of
the monotherapies. Patients who preferred medication had a higher remission
rate (45.5%) and lower mean HAM-D-24 score (11.6) at study exit if they
received medication than if they received psychotherapy (remission rate,
22.2%; mean HAM-D-24 score, 21.0). Patients who preferred psychotherapy
had a higher remission rate (50.0%) and lower mean HAM-D-24 score (12.1)
if they received psychotherapy than if they received medication (remission
rate 7.7%, mean HAM-D-24 score 18.3). Nevertheless, treatment preference
was not associated with risk of dropout from the study.

These results suggest that patient preference is a potent
moderator of treatment response for patients with chronic forms of
MDD; however, relatively low proportions of the patient sample
preferred one of the monotherapies, participants were not blinded
to treatment assignment, and there was no placebo group.

Germany

Clinical

Primary care

Mean age 47 years; female 67% in intervention group and 81% in
control group; 77-78% 1 or more years of college; 80% white.

114 at baseline

Enhanced education and increased
frequency of visits by a psychiatrist working
with the primary care physician to improve
pharmacologic treatment.

114 at baseline

Usual care

A network of 45 trials that tested 28 drugs included data from 5,806 and 5,348
patients concerning efficacy and acceptability, respectively. A second network
of 15 trials that tested five psychotherapeutic and five combined interventions
included data from 2,657 and 2,719 patients concerning efficacy and
acceptability, respectively. Among sufficiently tested treatments, fluoxetine
(odds ratio (OR) 2.94), paroxetine (3.79), sertraline (4.47), moclobemide
(6.98), imipramine (4.53), ritanserin (2.35), amisulpride (5.63), and acetyl-lcarnitine (5.67) were significantly more effective than placebo. Pairwise
comparisons showed advantages of moclobemide (2.38) and amisulpride
(1.92) over fluoxetine. Sertraline (0.57) and amisulpride (0.53) showed a
lower dropout rate than imipramine. Interpersonal psychotherapy with
medication outperformed medication alone in chronic major depression but
not in dysthymia. Evidence on cognitive behavioral analysis system of
psychotherapy plus medication was partly inconclusive. Interpersonal
psychotherapy was less effective than medication (0.48) and cognitive
behavioral analysis system of psychotherapy (0.45). Several other treatments
were tested in single studies.
The PHQ-9 and its abbreviated eight-item (PHQ-8) and two-item (PHQ-2)
versions have good sensitivity and specificity for detecting depressive
disorders. Likewise, the GAD-7 and its abbreviated two-item (GAD-2) version
have good operating characteristics for detecting generalized anxiety, panic,
social anxiety and post-traumatic stress disorder. The optimal cutpoint is ≥10
on the parent scales (PHQ-9 and GAD-7) and ≥3 on the ultra-brief versions
(PHQ-2 and GAD-2). The PHQ-15 is equal or superior to other brief
measures for assessing somatic symptoms and screening for somatoform
disorders. Cutpoints of 5, 10 and 15 represent mild, moderate and severe
symptom levels on all three scales. Sensitivity to change is well-established
for the PHQ-9 and emerging albeit not yet definitive for the GAD-7 and PHQ15.

Several evidence-based acute pharmacological,
psychotherapeutic, and combined treatments for persistent
depressive disorder are available with significant differences
between them.

Therapeutic alliance was found to have a significant effect on clinical outcome
for both psychotherapies and for active and placebo pharmacotherapy.
Ratings of patient contribution to the alliance were significantly related to
treatment outcome; ratings of therapist contribution to the alliance and
outcome were not significantly linked.

These results indicate that the therapeutic alliance is a common
factor with significant influence on outcome.

To see whether MBCT with support to taper or discontinue
2,188 participants were assessed for eligibility and recruited 424
antidepressant treatment (MBCT-TS) was superior to maintenance patients from 95 general practices.
antidepressants for prevention of depressive relapse or recurrence
over 24 months.

The time to relapse or recurrence of depression did not differ between MBCTTS and maintenance antidepressants over 24 months (hazard ratio 0·89,
95% CI 0·67–1·18; p=0·43), nor did the number of serious adverse events.
Five adverse events were reported, including two deaths, in each of the
MBCT-TS and maintenance antidepressants groups. No adverse events were
attributable to the interventions or the trial.

No evidence that MBCT-TS is superior to maintenance
antidepressant treatment for the prevention of depressive relapse
in individuals at risk for depressive relapse or recurrence. Both
treatments were associated with enduring positive outcomes in
terms of relapse or recurrence, residual depressive symptoms,
and quality of life.

To determine the efficacy of antidepressants in dysthymic disorder 194 studies. Of these, 177 focused on the treatment of MDD and
and to compare antidepressant and placebo response rates
17 on the treatment of dysthymic disorder.
between major depressive disorder (MDD) and dysthymic disorder.

Antidepressant therapy was significantly more effective than placebo in
dysthymic dis- order (risk ratio = 1.75; 95% CI, 1.49–2.04; P < .0001), while
placebo response rates in dysthymic disorder trials were significantly lower
compared to MDD trials (29.9% vs 37.9%, respectively; P = .042). Metaregression suggested a statistically significant difference in the risk ratio of
responding to antidepressants versus placebo when comparing studies either
on dysthymic disorder or on MDD, suggesting a greater risk ratio for response
in favor of antidepressant therapy versus placebo in patients with dysthymic
disorder versus MDD (coefficient of −0.113; P = .007).
Sixty percent of the variance in clinical outcome was attributable to patient
adherence (beta=0.41) and baseline depression severity (beta=0.65).
Depression severity predicted clinical outcome but not patient participation.
Participation predicted adherence (beta=0.39) but did not directly affect
clinical outcome. Adherence was explainable by physician- (beta=0.57) and
patient-reported treatment adherence (beta=0.66).

These results support the utility of anti- depressants for dysthymic
disorder. In fact, the margin of efficacy of antidepressants for
dysthymic disorder was larger than for MDD. Future studies
providing longer-term data on the treatment of dysthymic disorder
with antidepressants are essential.

Determine efficient means for measuring and monitoring
depression, anxiety and somatization.

9,740

The relationship between therapeutic alliance and treatment
outcome was examined for depressed outpatients who received
interpersonal psychotherapy, cognitive-behavior therapy,
imipramine with clinical management, or placebo with clinical
management.

225 cases

To evaluate the impact of patient participation on these factors
and to determine the variance of clinical outcome as the primary
outcome variable.

Outcome was assessed from patients' and clinical evaluators'
perspectives and from depressive symptomatology.

30 general practitioners and 207 depressed patients.

To report outcomes of an acute randomized trial of 94 subjects
treated for 16 weeks with either interpersonal psychotherapy (IPT),
brief supportive psychotherapy (BSP), sertraline, or sertraline plus
IPT.

Mood clinic

Denmark

United States

Canada

Depressed patients in primary care and
given antidepressant medication who had
either 4 or more persistent major
depressive symptoms or a score of 1.5 or
more on the Hopkins Symptom Checklist
depression items at 6 to 8 weeks.

to synthesize the available evidence on the relative efficacy and
acceptability of specific treatments for persistent depressive disorder.

United Kingdom Primary care

Netherlands

Telephone survey team
was blinded to
randomization.

Int Length

To compare rates of relapse in remitted depressed patients
receiving MBCT against maintenance antidepressant
pharmacotherapy, the current standard of care

In a specific pathway via adherence, patient participation in
decision-making influences clinical outcome in primary care of
depression.

Subjects improved in all conditions over time, with the cells including
sertraline pharmacotherapy showing superiority over psychotherapy alone for
response and remission. Response rates were 58% for sertraline alone, 57%
for combined treatment, 35% for IPT, and 31% for BSP.

In this acute trial for pure dysthymic disorder, sertraline with or
without IPT showed advantages relative to IPT and BSP.
Methodological difficulties may have limited differential outcome
findings. This study bolsters a small but growing literature on the
treatment of dysthymic disorder, suggesting that pharmacotherapy
may acutely benefit patients more than psychotherapy.

The percentage of patients who achieved remission at 2 months was
significantly higher in the interpersonal counselling group compared with the
SSRI group (58.7% v. 45.1%, P = 0.021). Five moderators of treatment
outcome were found: depression severity, functional impairment, anxiety
comorbidity, previous depressive episodes and smoking habit.

We identified some patient characteristics predicting a differential
outcome with pharmacological and psychological interventions.
Should our results be confirmed in future studies, these
characteristics will help clinicians to define criteria for first-line
treatment of depression targeted to patients' characteristics.

Screening programs generally increased the likelihood of remission and
treatment response in general adult populations experiencing depressive
symptoms, but typically included additional treatment supports. None of the
trials limited to older adults showed a benefit of the screening program, and
one showed a statistically nonsignificant adverse effect on depression
remission.

Although direct evidence of the isolated health benefit of
depression screening in primary care is weak, the totality of the
evidence supports the benefits of screening in pregnant and
postpartum and general adult populations, particularly in the
presence of additional treatment supports such as treatment
protocols, care management, and availability of specially trained
depression care providers. Evidence is least supportive of
screening in older adults, where direct evidence is most limited.

Response, remission, relapse

Patients receiving combined treatment experienced remission more often
than those receiving pharmacotherapy alone, with the highest odds ratio OR,
2.36; 95% CI, 1.58-3.55 observed at 4months after commencing the
treatment. Patients receiving pharmacotherapy alone also demonstrated a
higher risk for relapse compared to those receiving combined treatment.

Patients receiving combined treatment experienced remission
more often than those receiving pharmacotherapy alone, with the
highest odds ratio OR, 2.36; 95% CI, 1.58-3.55 observed at 4
months after commencing the treatment. Patients receiving
pharmacotherapy alone also demonstrated a higher risk for
relapse compared to those receiving combined treatment.

174 subjects with major depression in a secondary care mood
disorders clinic.

The Beck Depression Inventory-II (BDI) was the primary outcome
variable.

All treatments were associated with a reduction in depressive symptoms, with
a 35% remission rate by week 26. Overall improvement was well within
ranges reported in efficacy trials. On average, treatment effects of the
different interventions straddled the same range, but moderation analyses
revealed that BDI scores dropped faster in the first 16 weeks in patients who
received CT alone than patients who received CT and pharmacotherapy, a
pattern not found in patients who received IPT (with or without
pharmacotherapy).

This study supports the effectiveness of empirically-supported
antidepressant treatments selected by patients in routine settings,
and provides an indication that speed of therapeutic response may
vary amongst treatments.

Six randomized controlled trials with a total of 593 participants
were included in the meta-analysis.

relapse or recurrence among patients with recurrent MDD in
remission.

MBCT significantly reduced the risk of relapse/recurrence with a risk ratio of
0.66 for MBCT compared to treatment as usual or placebo controls,
corresponding to a relative risk reduction of 34%. In a pre-planned subgroup
analysis the relative risk reduction was 43% for participants with three or
more previous episodes, while no risk reduction was found for participants
with only two episodes. In two studies, MBCT was at least as effective as
maintenance antidepressant medication.

Results of this meta-analysis indicate that MBCT is an effective
intervention for relapse prevention in patients with recurrent MDD
in remission, at least in case of three or more previous MDD
episodes.

Internal consistency was high for the QIDS-SR16 (Cronbach’s α = .86), the
IDS-SR30 (Cronbach’s α = .92), and the HAM-D24 (Cronbach’s α = .88).
QIDS-SR16 total scores were highly correlated with IDS-SR30 (.96) and HAMD24 (.86) total scores. Item – total correlations revealed that several similar
items were highly correlated with both QIDS-SR16 and IDS-SR30 total
scores. Roughly 1.3 times the QIDS-SR16 total score is predictive of the
HAM-D17 (17-item version of the HAM-D) total score.

The QIDS-SR16 was as sensitive to symptom change as the IDSSR30 and HAM-D24, indicating high concurrent validity for all
three scales. The QIDS-SR16 has highly acceptable psychometric
properties, which supports the usefulness of this brief rating of
depressive symptom severity in both clinical and research settings.

Intention to treat analyses revealed a significant interaction between the
quality of acute phase remission and subsequent prevention of relapse in
randomized patients (p = .03). Among unstable remitters (defined as 1 or
more HRSD >7 during remission) patients in both MBCT and M-ADM showed
a 73% decrease in hazard compared to PLA (p = .03), whereas for stable
remitters (all HRSD ≤ 7 during remission) there were no group differences in
survival. Findings remained significant after accounting for the effects of past
depressive episodes on relapse.

For depressed patients who are unwilling or unable to tolerate long
term maintenance antidepressant treatment, MBCT offers
equivalent protection from relapse.

The primary outcome was remission of the depressive episode
(defined as a Hamilton Rating Scale for Depression score ≤7 at 2
months). Daily functioning was assessed using the Work and
Social Adjustment Scale.

To evaluate and compare the psychometric properties of the QIDS- 596
SR16 in relation to the IDS-SR30 and the 24-item Hamilton Rating
Scale for Depression (HAM-D24)

Outpatient mental
health

The PHQ-9, GAD-7 and PHQ-15 are brief well-validated measures
for detecting and monitoring depression, anxiety and somatization.

One hundred sixty patients aged 18 to 65 meeting DSM-IV for
major depressive disorder with a minimum of 2 past episodes. Of
these, 84 achieved remission (52.5%) and were assigned to one of
the 3 study conditions.

71 studies reported in 91 publications.
Nine trials addressed screening in
general (five trials; n=2,924) and older
(four trials; n=890) adults. The remaining
targeted pregnant and postpartum
women, addressing the benefits of
screening (six trials; n=11,869); harms of
screening (one trial; n=462); benefits of
treatment (18 trials; n=1,638); harms of
treatment with second-generation
antidepressants (one systematic review,
including 15 studies in pregnant women
with depression and 109 studies in
general pregnant populations, one trial
[n=87], and 12 observational studies
[n=4,759,735]); and diagnostic accuracy
of selected screening instruments (26
studies; n=6,175).

596 adult outpatients treated for chronic
nonpsychotic, major depressive disorder.

Remitted patients either discontinued their
antidepressants and attended eight weekly
group sessions of MBCT, continued on their
therapeutic dose of antidepressant
medication or discontinued active
medication onto placebo.

Relapse was defined as a return, for at least 2 weeks, of
symptoms sufficient to meet the criteria for major depression on
Module A of the SCID.

PMID
First Author
11578996 Simon 2001a

Title
Year
Study Type
Cost-effectiveness of a collaborative care program for primary care 2001 Randomized controlled trial
patients with persistent depression

Country
United States

Setting
Primary care

10688563 Simon 2000

Randomised trial of monitoring, feedback, and management of
care by telephone to improve treatment of depression in primary
care

2000 Randomized controlled trial

United States

Primary care clinics in
Seattle

23870720 Spijker 2013

Psychotherapy, antidepressants, and their combination for chronic
major depressive disorder: a systematic review

2013 Systematic review

Netherlands

25043322 Steinert 2014

Relapse rates after psychotherapy for depression – stable longterm effects? A meta-analysis

2014 Meta-analysis

16390886 Trivedi 2006b

Evaluation of Outcomes With Citalopram for Depression Using
Measurement-Based Care in STAR*D: Implications for Clinical
Practice

2006 Observational study

United States

23 psychiatric and 18
primary care “real
world” settings.

12472325 Unutzer 2002

Collaborative Care Management of Late-Life Depression in the
Primary Care Setting

2002 Randomized controlled trial

United States

18 primary care clinics
from eight US
healthcare
organizations.

23312024 vanHees 2013

The effectiveness of individual interpersonal psychotherapy as a
treatment for major depressive disorder in adult outpatients:
a systematic review

2013 Systematic review

Netherlands

18606953 Vesga-López 2008

Psychiatric Disorders in Pregnant and Postpartum Women in the
United States

2008 National Survey

United States

22963896 von Wolff 2013

Selective serotonin reuptake inhibitors and tricyclic
antidepressants in the acute treatment of chronic depression and
dysthymia: A systematic review and meta-analysis

2013 Systematic review and Metaanalysis

25116461 Weirsma 2014

The Effectiveness of the Cognitive Behavioral Analysis System of
Psychotherapy for Chronic Depression: A Randomized Controlled
Trial

19703633 Yonkers 2009

The management of depression during pregnancy: a report from
the American Psychiatric Association and the American College of
Obstetricians and Gynecologists

Blinding

Int Length

Investigators conducting
the telephone interviews
were blinded.

Total Study Duration

Main Study Objective
To evaluate the incremental cost-effectiveness of stepped
collaborative care for patients with persistent depressive
symptoms after usual primary care management.

Target N
Primary care patients initiating antidepressant treatment
completed a standardized telephone assessment 6-8 weeks after
the initial prescription.

To test the effectiveness of two programmes to improve the
treatment of acute depression in primary care.

613

Target Population

Eligibility Criteria

Int. n at Baseline (n at Follow-up) Int. Type

Control n at Baseline (n at follow-up)

Specific Control
Outcomes Measured
Results/CI
Usual care
Clinical outcomes were assessed through blinded telephone
Patients receiving collaborative care experienced a mean of 16.7 additional
assessments at 1, 3, and 6 months. Health services utilization and depression-free days over 6 months. The mean incremental cost of
costs were assessed through health plan claims and accounting
depression treatment in this program was $357. The additional cost was
data.
attributable to greater expenditures for antidepressant prescriptions and
outpatient visits. No offsetting decrease in use of other health services was
observed. The incremental cost-effectiveness was $21.44 per depressionfree day.

Additional Findings

Summary
A stepped collaborative care program for depressed primary care
patients led to substantial increases in treatment effectiveness and
moderate increases in costs. These findings are consistent with
those of other randomized trials. Improving outcomes of
depression treatment in primary care requires investment of
additional resources, but the return on this investment is
comparable to that of many other widely accepted medical
interventions.

The best evidence is for the combination of psychotherapy and ADs, and
especially for the combination of the cognitive behavourial analysis system of
psychotherapy and ADs. Evidence is very weak for both ADs alone and
psychotherapy alone. Assessment of TRD was mostly absent in the studies.

The best treatment for cMDD is a combination of psychotherapy
and ADs. However, there is a lack of well-performed RCTs in both
ADs and psychotherapy and their combination for cMDD.
Therefore, the conclusions are preliminary.

To perform a meta-analysis, investigating (a) overall rates of
relapse more than two years after psychotherapy (meta-analysis
1), and (b) if psychotherapy has more enduring effects than nonpsychotherapeutic comparison conditions (e.g. pharmacotherapy,
treatment as usual), again beyond a time span of two years posttherapy (meta-analysis 2).

11 studies, 6 of which included a non-psychotherapeutic
comparison condition. Together they comprised long-term data of
966 patients.

Mean follow-up duration was 4.4 years. The overall relapse rate at long-term
follow-up was 0.39 (95% CI 0.29, 0.50). Psychotherapy resulted in
significantly less relapses (53.1% vs. 71.1%, OR 0.51; 95% CI 0.32, 0.82,
p1⁄40.005) than comparison treatments. This finding corresponded to a
number needed to treat (NNT) of 5.55.

The relapse rate more than two years after psychotherapy is
relatively high, but significantly lower compared to nonpsychotherapeutic treatments. Multiannual follow-ups should
routinely be included in future psychotherapy RCTs.

Objectives in this study were to evaluate the effectiveness of
citalopram, an SSRI, using measurement-based care in actual
practice, and to identify predictors of symptom remission in
outpatients with major depressive disorder.

2,876

Patients 18-75 years of age with major
depressive disorder

Nearly 80% of the 2,876 outpatients in the analyzed sample had chronic or
recurrent major depression; most also had a number of comorbid general
medical and psychiatric conditions. The mean exit citalopram dose was 41.8
mg/day. Remission rates were 28% (HAM-D) and 33% (QIDS-SR). The
response rate was 47% (QIDS-SR). Patients in primary and psychiatric care
settings did not differ in remission or response rates. A substantial portion of
participants who achieved either response or remission at study exit did so at
or after 8 weeks of treatment. Participants who were Caucasian, female, employed, or had higher levels of education or income had higher HAM-D
remission rates; longer index episodes, more concurrent psychiatric disorders
(especially anxiety disorders or drug abuse), more general medical disorders,
and lower baseline function and quality of life were associated with lower
HAM-D remission rates.

The response and remission rates in this highly generalizable
sample with substantial axis I and axis III comorbidity closely
resemble those seen in 8-week efficacy trials. The systematic use
of easily implemented measurement-based care procedures may
have assisted in achieving these results.

To determine the effectiveness of IMPACT collaborative care
management program for late-life depression.

1,801

Patients, age 60 years and older, with
major depression or dysthymia or both.

At 12 months, 45% of intervention patients had a 50% or greater reduction in
depressive symptoms from baseline compared with 19% of usual care
participants (odds ratio 3.45, 95% CI 2.71-4.38, p<.001). Intervention patients
also experienced greater rates of depression treatment (OR 2.98, 95% CI
2.34-3.79, p<.001), more satisfaction with depression care (OR 3.38, 95% CI
2.66-4.30, p<.001), lower depression severity (range 0-4; between-group
difference -0.4; 95% CI -0.46 to -0.33, p<.001), less functional impairment
(range 0-10, between group difference -0.91; 95% CI -1.19 to -0.64, p<.001),
and greater quality of life (range, 0-10, between-group difference, 0.56; 95%
CI 0.32-0.79, p<.001) than participants assigned in the usual care group.

The IMPACT model appears to be feasible and signficiantly more
effective than usual care for depression in a wide range of primary
care practices.

This systematic review describes a comparison between several
standard treatments for major depressive disorder (MDD) in adult
outpatients, with a focus on interpersonal psychotherapy (IPT).

1,233 patients were included in eight eligible studies, out of which
854 completed treatment in outpatient facilities.

IPT combined with nefazodone improved depressive symptoms significantly
better than sole nefazodone, while undefined pharmacotherapy combined
with clinical management improved symptoms better than sole IPT. IPT or
imipramine hydrochloride with clinical management showed a better outcome
than placebo with clinical management. Depressive symptoms were reduced
more in CBASP (cognitive behavioral analysis system of psychotherapy)
patients in comparison with IPT patients, while IPT reduced symptoms better
than usual care and wait list condition.

The differences between treatment effects are very small and often
they are not significant. Psychotherapeutic treatments such as IPT
and CBT, and/or pharmacotherapy are recommended as first-line
treatments for depressed adult outpatients, without favoring one of
them, although the individual preferences of patients should be
taken into consideration in choosing a treatment.

Face-to-face interviews
conducted in the 20012002 National
Epidemiologic Survey
on Alcohol and Related
Conditions.

To examine sociodemographic correlates, rates of DSM-IV Axis I
psychiatric disorders, substance use, and treatment seeking
among past-year pregnant and postpartum women in the United
States.

43,093

Past-year pregnant and postpartum women had significantly lower rates of
alcohol use disorders and any substance use, except illicit drug use, than
nonpregnant women. In addition, currently pregnant women had a lower risk
of having any mood disorder than nonpregnant women. The only exception
was the significantly higher prevalence of major depressive disorder in postpartum than in nonpregnant women. Age, marital status, health status,
stressful life events, and history of traumatic experiences were all significantly
associated with higher risk of psychiatric disorders in pregnant and postpartum women. Lifetime and past-year treatment-seeking rates for any
psychiatric disorder were significantly lower among past-year pregnant than
nonpregnant women with psychiatric disorders. Most women with a current
psychiatric disorder did not receive any mental health care in the 12 months
prior to the survey regardless of pregnancy status.

Pregnancy per se is not associated with increased risk of the most
prevalent mental disorders, although the risk of major depressive
disorder may be increased during the postpartum period. Groups
of pregnant women with particularly high prevalence of psychiatric
disorders were identified. Low rates of maternal mental health care
underscore the need to improve recognition and delivery of
treatment for mental disorders occurring during pregnancy and the
postpartum period.

Germany

Outpatient

To examine the efficacy and acceptability of selective serotonin
20 studies with 22 relevant comparisons. 19 studies focused on
reuptake inhibitors (SSRIs) and tricyclic antidepressants (TCAs) in samples with a majority of dysthymic patients.
the treatment of chronic depression. Additionally, the comparative
effectiveness of the two types of antidepressants has been
examined.

Both SSRIs and TCAs are efficacious in terms of response rates when
compared to placebo (Benefit Ratio [BR]1⁄41.49; po0.001 for SSRIs and
BR1⁄41.74; po0.001 for TCAs) and no statistically significant differences
between the active drugs and placebo in terms of dropout rates could be
found. No differences in effectiveness were found between SSRIs and TCAs
in terms of response rates (BR1⁄41.01; p1⁄40.91), yet, SSRIs showed
statistically better acceptability in terms of dropout rates than TCAs (Odds
Ratio [OR]1⁄40.41; p1⁄40.02).

This systematic review provides evidence for the efficacy of both
SSRIs and TCAs in the treatment of chronic depression and
showed a better acceptability of SSRIs.

2014 Randomized controlled trial

Netherlands

Outpatient

To compare the cognitive behavioral analysis system of
psychotherapy (CBASP), a psychotherapy model developed
specifically to treat chronic depression (n = 67) with care as usual
(CAU; evidence-based treatments, n = 72) over a period of 52
weeks, with 23 sessions on average, in 3 outpatient clinics in the
Netherlands.

At week 52, patients assigned to CBASP had a greater reduction of
depressive symptoms compared to patients assigned to CAU (t = –2.00, p =
0.05). However, CBASP and CAU did not differ from each other on the IDS
after 8 weeks (t = 0.49, p = 0.63), 16 weeks (t = –0.03, p = 0.98) and 32
weeks (t = –0.17, p = 0.86) of treatment.

This trial shows that CBASP is at least as effective as standard evidence-based treatments for chronic depression. In the long run,
CBASP appears to have an added effect.

2009 Guideline

United States

17% had major depression, 30% had dysthymia and 53% had
906 (765 at 12 months)
both. 65% female; age 71 years; married or living with a partner
46%; 79% at least high school graduate; 23% ethnic minority; 77%
had Medicare coverage

14,549 were women 18 to 50 years old
with known past-year pregnancy status.

Blinded interviews by telephone 3 and 6 months after the initial
prescription included a 20 item depression scale from the Hopkins
symptom checklist and the structured clinical interview for the
current DSM-IV depression module. Visits, antidepressant
prescriptions, and overall use of health care were assessed from
computerised records.

Safety and Adverse Events

Recommendations for treatment of chronic major depressive
10 randomized controlled trials (RCTs), with 17 comparisons
disorder (cMDD) are mostly based on clinical experiences and on between antidepressants (ADs), psychotherapy, or the
the literature on treatment-resistant depression (TRD) but not on a combination of both interventions. RESULTS:
systematic review of the literature.

To maximize generalizability of findings, 76% Caucasian; 13% Hispanic; 64% female
only patients seeking medical care in
routine medical or psychiatric outpatient
treatment (as opposed to those recruited
through advertisements) were eligible
for the study.Outpatients who were
18–75 years of age and had a
nonpsychotic major depressive disorder
determined by a base-line 17-item
Hamilton Depression Rating Scale
(HAM-D) (37, 38) score ≥14 were
eligible if their clinicians determined that
outpa-tient treatment with an
antidepressant medication was both
safe and indicated.

Patients were randomly assigned to
continued usual care or one of two
interventions: feedback only and feedback
plus care management. Feedback only
comprised feedback and algorithm based
recommendations to doctors on the basis of
data from computerised records of
pharmacy and visits. Feedback plus care
management included systematic follow up
by telephone, sophisticated treatment
recommendations, and practice support by a
care manager.

Significance

Monitoring and feedback to doctors yielded no significant benefits
for patients in primary care starting antidepressant treatment. A
programme of systematic follow up and care management by
telephone, however, significantly improved outcomes at modest
cost.

1-year

Mean age 46 years; 70% female

Specific Intervention
Collaborative care

Compared with usual care, feedback only had no significant effect on
treatment received or patient outcomes. Patients receiving feedback plus
care management had a higher probability of both receiving at least moderate
doses of antidepressants (odds ratio 1.99, 95% confidence interval 1.23 to
3.22) and a 50% improvement in depression scores on the symptom checklist
(2.22, 1.31 to 3.75), lower mean depression scores on the symptom checklist
at follow up, and a lower probability of major depression at follow up (0.46,
0.24 to 0.86). The incremental cost of feedback plus care management was
about $80 (£50) per patient.

Germany

613 patients starting antidepressant
treatment.

Patient Characteristics

Citalopram

Collaborative care management

895 (729 at 12-month follow up)

Usual care

Self-reported use of antidepressants or psychotherapy, satisfaction
with depression care, mean SCL-20 depression scores, treatment
response, complete remission of depression symptoms, health
related functional impairment and quality of life, health care costs.

Prevalence of 12-month DSM-IV Axis I psychiatric disorders,
substance use, and treatment seeking.

Patients (aged 18-65) met criteria for a
DSM-IV diagnosis of major depressive
disorder with diagnostic specifiers
(chronic, without interepisode recovery)
or with co-occurring dysthymic disorder
indicating a chronic course.

The inventory for Depressive Symptomatology (IDS) Self-Report
was used as the primary outcome measure.

