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Objective: To establish the need for a chronic
disease management strategy for major depressive
disorder (MDD), discuss the challenges involved
in implementing guideline-level treatment
for MDD, and provide examples of successful
implementation of collaborative care programs.

Data Sources: A systematic literature
search of MEDLINE and the US National
Library of Medicine was performed.

Study Selection: We reviewed clinical studies
evaluating the effectiveness of collaborative care
interventions for the treatment of depression
in the primary care setting using the keywords
collaborative care, depression, and MDD. This
review includes 45 articles relevant to MDD and
collaborative care published through May 2010
and excludes all non-English-language articles.

Results: Collaborative care interventions
include a greater role for nonmedical specialists
and a supervising psychiatrist with the major
goal of improving quality of depression care
in primary care systems. Collaborative care
programs restructure clinical practice to include
a patient care strategy with specific goals and an
implementation plan, support for self-management
training, sustained patient follow-up, and decision
support for medication changes. Key components
associated with the most effective collaborative
care programs were improvement in antidepressant
adherence, use of depression case managers, and
regular case load supervision by a psychiatrist.
Across studies, primary care patients randomized
to collaborative care interventions experienced
enhanced treatment outcomes compared with
those randomized to usual care, with overall
outcome differences approaching 30%.

Conclusions: Collaborative care interventions
may help to achieve successful, guideline-level
treatment outcomes for primary care patients
with MDD. Potential benefits of collaborative
care strategies include reduced financial burden
of illness, increased treatment adherence,
and long-term improvement in depression
symptoms and functional outcomes.
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pproximately 6%-10% of primary care patients
meet diagnostic criteria! for major depressive
disorder (MDD). However, only 50% of patients
with MDD are accurately diagnosed by primary care
physicians, and many patients do not receive guideline-
level treatment for MDD.? For example, among primary
care patients with diabetes and comorbid MDD, 51%
of patients identified with MDD were diagnosed
with depression in the 12 months prior to screening,
approximately 33% of treated patients received adequate
pharmacotherapy (duration >90 days), and 6.7%
received adequate psychotherapy (>4 visits in 1 year).?
The lack of recognition and effective treatment of
patients with MDD is significant due to the potential
chronicity of the illness. Successful treatment of
MDD should involve a chronic disease management
strategy that requires patient care that is consistent
with treatment guidelines, with the overall goals of
remission, recovery of psychosocial functioning, and
prevention of recurrent episodes.*> The collaborative
care model is a promising approach to achieving these
goals.® Earlier studies of collaborative care models in
primary care settings demonstrated success in improving
clinical outcomes”® and patient satisfaction with
treatment.” The objectives of this review are to establish
the need for a chronic disease management strategy
for MDD, discuss challenges in the implementation
of treatment guidelines/algorithms, and provide
examples of successful collaborative care programs.
This review includes clinical studies evaluating
the effectiveness of collaborative care interventions
for the treatment of depression in the primary care
setting. A systematic literature search of MEDLINE and
the US National Library of Medicine was performed
using the keywords collaborative care, depression,
and MDD. This review includes articles describing
clinical studies published through May 2010 and
excludes all non-English-language articles.

MDD IS A CHRONIC ILLNESS

Chronic illnesses commonly last longer than 3 months,
are not self-limiting, and affect approximately 50% of the
US population.” MDD is an example of a chronic illness
that is often characterized by multiple recurrent episodes
and is potentially disabling.!” Furukawa and colleagues'!
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CLINICAL PoINTS

¢ Primary care-based studies show major gaps in quality of depression care.

¢ Primary care patients who are prescribed antidepressants often receive little education
about depression and have infrequent follow-up visits leading to poor adherence to

treatment.

¢ Collaborative care has been shown to be an effective health services model in improving
quality of depression care and depression outcomes.

evaluated patients with a single episode of MDD over 10
years of follow-up and demonstrated that patients spent
75% (95% CI, 74-76) of follow-up months in euthymia,
19% (95% CI, 18-20) in subthreshold depression, and 6%
(95% CI, 6-7) in a major depressive episode. The risk of
recurrence of MDD is 60% after the initial episode, 70%
after 2 episodes, and 90% after 3 episodes.'® Furukawa
et al'! reported that over 10 years of follow-up, 18% of
patients recovered with no recurrence, 30% recovered
but experienced a subthreshold recurrence, and 45%
recovered but experienced a full episode recurrence.
Untreated or undertreated depression is often
associated with substantial impairment in psychosocial
functioning.'? This functional impairment is often
comparable to, or more profound than, that reported
among patients with other chronic medical conditions,
such as hypertension, diabetes, or arthritis.!3~1
Although the extent of functional impairment in
depressed patients may vary according to the duration
and severity of the illness, impaired functioning
is not always confined to the depressive episode,
with subthreshold depressive symptoms often
resulting in continued functional impairment.'®!”
Depression is often comorbid with illnesses
such as diabetes, asthma, and heart disease, among
others.!® Depression can serve as a risk factor for
development or exacerbation of some comorbid
illnesses, including cardiovascular disease, type 2
diabetes, cerebrovascular disease, and pulmonary
disease.'"?! The risk of developing type 2 diabetes is an
estimated 37% higher in adults with depression versus
adults without depression.?’ Comorbid depression
can also increase the risk of poor management of
other illnesses. Mancuso et al*? demonstrated that
patient-reported depressive symptoms were associated
with increased asthma severity and poor asthma
control. Patients with depression and comorbid
medical illnesses often have a greater medical
symptom burden, additive functional impairment,
poor self-care, and substantially greater medical
costs®!; are 3 times more likely to be nonadherent to
treatment?; and have a substantial increased risk of
death compared with nondepressed patients.?*-27
The financial impact of depression (eg, health care
costs, absenteeism, decreased productivity) is among the
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largest of any disease.?8=3! Results of a 4-year, prospective
study (N'=2,558) demonstrated that patients with
significant depressive symptoms had 50% higher health
care costs versus patients with no depressive symptoms,
even after controlling for age, gender, and severity of
chronic medical illness.?® A separate clinical study
showed that patients with depression had 2-fold greater
total health care costs (inpatient, outpatient, pharmacy,
and emergency treatment costs) versus age- and gender-
matched controls over 12 months.? The high cost of
depression was comparable to other common medical
illnesses in a recent study by Lurie et al.>! No statistically
significant differences were observed in total and out-
of-pocket costs for depression versus costs for asthma,
arthritis, cardiovascular disease, diabetes, or stroke.’!
Disease management strategies for depression
should mirror those of other chronic conditions, such
as asthma, for which treatment is used to alleviate acute
episodes and maintain remission. The importance
of regularly monitoring symptoms and ensuring that
treatment continues until the patient reaches a nearly
asymptomatic state and is used to maintain response
cannot be overstated. Growing evidence demonstrates
that such chronic disease management strategies can
lower health care costs, improve the cost-effectiveness
of treatment, decrease absenteeism, and improve
work performance.*>-3> Schoenbaum et al*¢ evaluated
the cost-effectiveness of 2 quality improvement (QI)
interventions versus usual care and their effects on
patient employment. Matched primary care practices
were randomly assigned to provide usual care or
to 1 of 2 interventions offering training to practice
nurses, enhanced educational resources, and either
nurses for monitoring of medication adherence (QI-
meds) or trained psychotherapists (QI-therapy).
Mean total medical costs were 11% higher for QI-
meds participants and 13% higher for QI-therapy
participants versus usual care patients. However,
QI-meds participants had 17.9 more employed days
and QI-therapy participants had 20.9 more employed
days compared with usual care participants over 24
months (P=.07 and P=.03, respectively).>® Thus,
implementation of QI interventions may be a cost-
effective way to help primary care organizations provide
guideline-concordant care for patients with MDD.
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CHALLENGES IN THE IMPLEMENTATION OF
DEPRESSION MANAGEMENT GUIDELINES

Existing practice guidelines generally address
clinical issues (eg, treatment selection and duration,
frequency of follow-up) rather than implementation
or quality of care.’” However, treatment guidelines are
not necessarily reflected in clinical practice. Results of
the National Comorbidity Survey Replication showed
that over 12 months, only 51.6% of patients with MDD
received any treatment at all, and only 41.9% received
treatment considered adequate (4 outpatient visits for
psychopharmacology or > 8 outpatient visits with any
mental health professional lasting > 30 minutes).*
Implementation of current treatment guidelines
may fall short because MDD is not recognized as a
disease requiring chronic care strategies for successful
treatment outcomes; additional barriers to depression
care involve patients, health care professionals,
the medical system, and financial constraints.

Rates of patient adherence to antidepressant treatment
are inadequate,®~** and nonadherence is common across
all classes of prescribed antidepressants.*>#* A prospective,
naturalistic cohort study** showed that 49% of patients
with a new episode of MDD discontinued treatment
prematurely and that 33% of premature discontinuations
occurred during the acute phase of treatment. Only 25%-
50% of primary care patients adhere to antidepressant
treatment for the duration of time recommended by
treatment guidelines,® and 15% of patients never
start treatment with the prescribed medication.*®

Many patients do not adhere to treatment
recommendations because they lack sufficient knowledge
of depression and treatment options. Melartin et al*?
demonstrated that patients with negative attitudes
toward treatment at 18 months reported nonadherence
to antidepressants significantly more often versus
patients with positive or neutral attitudes (79% vs 20%,
respectively; P<.001). The most frequently reported
reasons for negative attitudes were fears of dependence
on medication (43%) and adverse effects (41%).
Demyttenaere and colleagues* found that 53% of patients
discontinued antidepressant treatment after 6 months.
The most frequently cited reasons for dropping out
were feeling better (55%) and adverse events (23%).

Medical system barriers to depression care include
inadequate patient monitoring and minimal time to
educate patients or to support behavioral changes.® The
National Depressive and Manic-Depressive Association
identified characteristics of health care providers
contributing to undertreated depression as poor
professional education about depression, limited training
in interpersonal skills, inadequate time to evaluate and
treat depression, failure to consider psychotherapeutic
approaches, and prescribing inadequate doses of

PrimCare,CompaniomCNS Disord 2011;1.3(1,)

PSYCHIATRIST.COM

Improving Quality of Depression Care: A Review

antidepressant treatments for inadequate durations.'?
Indeed, chronically ill patients often receive brief,
infrequent visits with the physician that are far below
the minimum standard.”*® Bull et al** evaluated
predictors of premature treatment discontinuation in
patients with MDD and found that patients with >3
depression-related follow-up visits within 120 days of
initiating antidepressant medication were significantly
more likely to continue antidepressant therapy versus
patients with <3 follow-up visits (P=.002). Lin and
colleagues*! showed that patients who received more
educational messages from primary care physicians
regarding antidepressant treatment were more likely to
adhere to medication than those who did not receive
such communication. Thus, more frequent patient-
physician contact may increase the likelihood that
depressed patients will continue antidepressant therapy.
Smolders and colleagues*” identified several practice
and professional characteristics that were significantly
associated with guideline adherence. Higher rates of
guideline adherence were associated with the health
care professionals’ stronger confidence in depression
identification, collaboration with mental health specialists,
and fewer perceived barriers for guideline implementation
after controlling for patient characteristics.*’
Organizational issues also serve as barriers to
improving quality of depression care.’ A need exists
for information technology (eg, electronic records) to
maintain consistency in delivery of medical care. In
addition, there is a lack of disease registries that would
allow monitoring of patient adherence and treatment
outcomes. Few studies have evaluated organizational
changes to improve treatment outcomes in depression.
The Veterans Administration (VA) Quality Enhancement
Research Initiative is a strategically focused, population-
based system that utilizes information technology,
goal setting, monitoring of treatment outcomes, and
technical assistance to support quality of care among
patients with MDD and schizophrenia.* In this
regard, Shortell and colleagues*® observed that the use
of chronic disease management strategies increased
substantially in organizations that received financial
rewards for quality, participated in QI programs, had
electronic medical records in place, and were profitable.
Legal barriers can also impede improvement in the
quality of depression care.*® Confidentiality laws relevant
to mental health can be more restrictive than those
pertaining to physical health, creating a significant hurdle
in terms of sharing relevant clinical information between
mental health and primary care providers. Further,
fulfilling the requirements of these laws is time consuming
and associated with significant financial burden for the
practice. A lack of incentive to improve communication
between specialty and primary care providers contributes
to an isolated approach to mental health care.
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Financial and payment system barriers to
implementing quality care also present challenges. For
example, state and private payers often have different
policies and reimbursement codes based on the specialty
of the provider. With regard to the patient, public and
private insurance carriers vary widely in their mental
health coverage, copayments, and requirements for
prior authorization.*® Limitations on coverage leading
to potentially greater out-of-pocket costs for the patient
(eg, higher copayments for mental health services or
restricting the number of covered visits per year) or
policies that create inconveniences (eg, the need to
schedule appointments on different days because the
carrier does not allow billing of a therapy visit on the
same day as an evaluation and management visit) can
be frustrating for patients. Steps to improving financial
constraints at the provider level should include the
restructuring of financial incentives and reimbursement
plans so that a collaboration of physician services
would include additional therapy and medical code
funding.*® Policies requiring parity in terms of health
plan coverage of and reimbursement for mental health
services (eg, the Medicare Improvements for Patients
and Providers Act®®) may help to mitigate financial
barriers at both the provider and the patient level.

COLLABORATIVE CARE MODEL
FOR MANAGEMENT OF MDD

Collaborative care involves a greater role for a
structured team of care managers and psychiatrists
working with primary care physicians to augment the
quality of primary care. Collaborative care interventions
reorganize clinical practice to include (1) a clear
definition of the clinical problem, (2) development
of a care plan with specific goals and implementation
strategies, (3) support for self-management training, (4)
sustained patient follow-up,® and (5) decision support
from psychiatrists regarding medication changes.

Gilbody et al®! conducted a meta-analysis of
37 randomized, controlled trials that compared
collaborative care interventions with usual primary
care in depressed patients (N =12,355). A positive
effect of collaborative care on standard depression
outcomes was observed at 6 months (standardized
mean difference [SMD] =0.25; [95% CL, 0.18, 0.32])
and up to 5 years in some studies (SMD =0.15; [95%
CL, 0.001, 0.30]). Characteristics associated with
the most effective collaborative care programs were
improvement in antidepressant adherence, use of mental
health specialists as depression case managers, and
regular psychiatric supervision.”! The authors noted
that, although collaborative care trials of the late 1980s
and early 1990s had a high degree of heterogeneity with
many negative results, more positive studies emerged in
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the mid 1990s, and sufficient evidence accumulated by
2000 that demonstrated the consistent and statistically
significant benefit of collaborative care versus standard
care. The overall effect size for collaborative care has
remained consistent (SMD =0.20-0.29), indicating that
there are adequate data for the focus on collaborative
care to transition from research to implementation.”!
Katon and colleagues’ assessed the effectiveness
of a primary care collaborative intervention, which
included increased patient education, more frequent
office visits, monitoring of treatment adherence,
training of primary care physicians in the treatment
of depression, and 2 to 3 visits of shared care with a
psychiatrist. Intervention participants had significant
improvements in treatment adherence, satisfaction
with depression treatment, and clinical outcomes
versus usual care patients (P<.01 for each measure).”
Simon et al** evaluated the cost-effectiveness of
a stepped collaborative care program versus usual
care for primary care patients with persistent MDD
following 6 to 8 weeks of antidepressant treatment.
The program included systematic patient education,
initial visit with a psychiatrist, 2 to 4 months of shared
care with the psychiatrist and primary care physician,
and monitoring of follow-up visits and medication
adherence. Collaborative care patients (n=110)
experienced 16.7 additional depression-free days
over 6 months versus usual care patients (n=109
The incremental cost-effectiveness of collaborative
care treatment was $21.44 per depression-free day.
Additional, larger, randomized controlled clinical
trials of collaborative care interventions relevant to
MDD include the Improving Mood—Promoting
Access to Collaborative Treatment (IMPACT),>?
Prevention of Suicide in Primary Care Elderly:
Collaborative Trial (PROSPECT),>® Pathways,** and Re-
Engineering Systems for the Treatment of Depression
in Primary Care (RESPECT)**studies.
The IMPACT study>? assessed the effectiveness of
a collaborative care program for late-life depression
in elderly patients aged > 60 years with MDD (17%),
dysthymic disorder (30%), or both (53%). Patients
received usual care (n=895) or the IMPACT intervention
(n=906), which included access (for up to 12 months) to
a depression care manager, who provided an initial choice
of antidepressant medication or problem-solving therapy.
The depression care manager carefully tracked patient
symptoms with the 9-item Patient Heath Questionnaire®®
and received weekly supervision by a psychiatrist. At
all follow-up points, intervention participants had
significantly better medication adherence, as measured
by patient self-report, and lower depression severity, as
measured by the 20 items from the Hopkins Symptom
Checklist-90 (SCL-20)*7 total depression scores, versus
usual care participants (P<.001).° At the 12-month

).34
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Figure 1. Response, Remission, and Additional Clinical Qutcomes of IMPACT Collaborative Care Intervention Versus Usual Care in

Patients (intent-to-treat) With MDD and/or Dysthymia®b-<
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aData from Uniitzer et al.”?

bResponse defined as >50% decrease in SCL-20 depression score from baseline.

‘Remission defined as SCL-20 score <0.5.
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Data presented as odds ratio; treatment adherence determined by patient self-report of any use of antidepressants or psychotherapy.
“P<.001;""P=.02; usual care versus collaborative care intervention compared using mixed-effects linear regression and logistic regression.
Abbreviations: IMPACT =Improving Mood—Promoting Access to Collaborative Treatment, SCL-20 =20 depression items from the Hopkins Symptom

Checklist-90.

follow-up, intervention participants had significantly
higher rates of treatment response (=50% reduction in
SCL-20 score from baseline) and complete remission
(SCL-20 score <0.5) versus usual care participants
(P<.001 for each comparison; Figure 1).> Intervention
participants also had less functional impairment (P<.001)
and greater quality of life versus usual care participants
(P<.001; Figure 1). During the final sessions with
patients, depression care managers developed a relapse
prevention plan that identified prodromal symptoms
of relapse, length of time to remain on antidepressants,
methods to track depression symptoms, stress reduction
techniques, and a professional to contact if symptoms
recurred.”® At the 24-month follow-up, intervention
patients continued to show improvements in depressive
symptoms versus usual care patients, suggesting
that the relapse prevention plan was effective.>

The PROSPECT study™ evaluated the effect of a
primary care intervention on suicidal ideation and
depression in older patients with MDD (N =598).
The PROSPECT intervention included (1) physician
knowledge, which was addressed by a clinical algorithm
for treating geriatric depression in a primary care setting,
and (2) treatment management, including a choice
of medication or brief interpersonal psychotherapy,
directed by depression care managers supervised
weekly by psychiatrists. Rates of suicidal ideation were
significantly reduced for intervention participants
versus usual care patients at 4 and 8 months (P=.01
and P=.003, respectively). Intervention patients had a
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greater reduction in depression severity versus usual
care patients at 4-, 8-, and 12-month assessments
(P<.001, P<.001, and P=.006, respectively) on the
basis of 17-item Hamilton Depression Rating Scale®
total scores. The authors concluded that collaborative
interventions to improve the quality of care for
geriatric patients with depression can effectively reduce
depressive symptoms and the risk of suicide late in life.
In the RESPECT trial,> depression care managers
supervised by psychiatrists provided telephone support
and enhanced education to patients with MDD, tracked
symptoms and adverse effects, encouraged treatment
adherence, and facilitated return visits to primary
care physicians with recommendations on changing
medication based on psychiatric supervision. This
collaborative intervention enhanced quality of care and
outcomes over a 6-month period versus usual care.*®
The Pathways clinical trial®* assessed whether
collaborative care intervention improved treatment
outcomes in primary care patients with depression and
diabetes. Patients with diabetes mellitus and comorbid
MDD and/or dysthymia received usual care (n=165) or
Pathways intervention (n=164), a stepped-care program
provided by a depression clinical specialist nurse (who
had weekly psychiatric supervision) in collaboration
with the primary care physician. Patients were offered
a choice of psychotherapy or antidepressant treatment.
Compared with usual care participants, intervention
patients had significantly lower adjusted mean SCL-20
scores at 6-month and 12-month assessments (P=.04
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Figure 2. Mean SCL-20 Depression Scores for Pathways
Collaborative Care Intervention Participants Versus Usual Care

Figure 3. Quality of Care and Patient Satisfaction Outcomes in
Pathways Collaborative Care Intervention Participants Versus

Participants®b< Usual Care Participants at 12-Month Follow-Up®
2.0+ M Intervention (n = 164) 100+ @ Usual care (n = 165)
© Usual care (n=165) 90 M Collaborative care intervention (n = 164)
804

Mean SCL-20 Depression Score

0.5

Baselline 3 6 12
Follow-Up, mo

aReprinted with permission from Katon et al.>

YError bars indicate standard errors.

“The 3-, 6-, and 12-month means were adjusted for baseline.

'P=.04.

“P=.03.

Abbreviation: SCL-20 =20 depression items from the Hopkins Symptom
Checklist-90.

and P=.03, respectively; Figure 2). A significantly
higher percentage of intervention patients versus usual
care patients had greater improvement in adequacy
of antidepressant dosage during the first 6 months

of treatment (57% vs 40%; OR =4.15; 95% CL, 2.28,
7.55) and greater satisfaction with treatment at 12
months (73% vs 54%; OR=2.88; 95% CL, 1.67, 4.97;
Figure 3).>* The Pathways intervention demonstrated
a cost-offset effect, such that the associated increased
mental health care costs were offset by greater savings
in total medical costs over a 2-year period.®!

The demonstrated success of collaborative care
models in improving quality of care and depressive
outcomes has resulted in implementation of evidence-
based collaborative care programs for depression
by large health care organizations in the United
States.%? Examples within primary care include the
Veterans Affairs (VA) project Translating Initiatives
for Depression into Effective Solutions (TIDES)%?
and the Depression Improvement Across Minnesota,
Offering a New Direction (DIAMOND) program.®*

The TIDES project was designed to adapt collaborative
care models for patients with depression to VA settings,
support and assess these interventions, and disseminate
the program throughout the VA.*® The TIDES program
has resulted in positive treatment outcomes, including
substantial improvements in treatment adherence, and
follow-up visits and notable, sustained improvements in
depression severity and functional impairment scores
after 6 months.®* The DIAMOND project modifies how
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depression care is both delivered and paid for, making
the roles of care manager and consulting psychiatrist
reimbursable. Over 2,400 patients have enrolled in the
DIAMOND program, and after 6 months of collaborative
care, 43% were in remission and 60% had experienced a
>50% reduction in the severity of depressive symptoms.**
The goal of achieving remission and preventing
relapse in patients with MDD is challenging, and the
consequences associated with failure to achieve and
maintain remission underscore the importance of
ensuring the highest quality patient care. Although a
focus on implementation and delivery of quality care
consistent with treatment guidelines is effective in
improving outcomes, programs that provide incentives
specifically for achieving treatment outcomes may also
be of benefit. The Bridges to Excellence program® is an
example of a collaborative care program that emphasizes
remission as the goal of treatment in patients with MDD.
This program provides financial rewards to physicians
who achieve high rates of remission in their clinical
practices.5>% While it is premature to determine if these
incentives will result in a substantial improvement in
quality of depression care, the association of potential
rewards with rates of remission is an important
experiment in exploring changes in incentives.

CONCLUSION

An unmet need exists for improvement in mental
heath care in the United States, as growing evidence
indicates that mental health disorders are as disabling as
cancer or heart disease with regard to lost productivity
and premature death.>® A collaborative care model is
the optimal approach to treatment of MDD, a chronic
disorder with no cure and a high likelihood of repeated
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