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Specific challenges that profoundly affect the outcome of
treatment for depression include 1) patient engagement and
retention in care andoptimizationof treatment adherence, 2)
optimization of symptom and side effect control by medication
adjustments using measurement-based care procedures, 3)
restoration of daily functioning and quality of life, and 4) pre-
vention or at least mitigation of symptomatic relapse or re-
currence. According to data from the Sequenced Treatment
Alternatives to Relieve Depression study, some 10%–15% of
patients will not return for treatment after an initial thorough
evaluation visit; an additional 20%–35% will not complete the
first acute-phase treatment step, and another 20%–50%will not
complete 6 months of continuation treatment. Among patients

who stay in treatment, over 50% exhibit poor adherence. Thus,
most patients do not overcome the first two challenges.
There are no systematic, widely agreed-upon psychosocial
approaches to any of these four major challenges. The au-
thors propose “patient-centered medical management” to
address each of the four challenges, using psychoeduca-
tional, behavioral, cognitive, interpersonal, and dynamic
models and methods. A renewed emphasis on the develop-
ment and testing of systematic approaches to overcoming
these common clinical challenges could enhance the chances
of patient recovery and care system cost efficiencies.
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Sixty years of treatment re-
search for depression has
produced advances in phar-
macotherapy, refinements in
the delivery of electrocon-
vulsive therapy (ECT), newer
neuromodulation treatments,
and the development of time-
limited, symptom-targeted,
manualized psychotherapies.
Clinicians now have a broad
range of treatment options to control or eliminate symptoms,
restore function, and enhance longer-term outcomes with
continuation and maintenance treatments (1–3) for patients
with mood disorders.

Consequently, clinical practice guidelines for depression
(1, 4–7) now recognize four possible initial management
strategies: medication, psychotherapy, their combination, and
active surveillance (watchful waiting). The choice among
these strategies logically depends on the clinical context (e.g.,
symptom severity, clinical acuity, concomitant conditions, and
social support) as well as the patient’s treatment goals.

Whatever the treatment chosen, the goals of treatment
are total and sustained symptom relief (or at least optimal

symptom control, if sustained
remission is elusive); restora-
tion of function and quality
of life (ideally to premorbid
levels); and prevention or at
least mitigation of the risks and
impacts of relapse (5, 8–10).
In addition, where applicable,
ideal outcomes should include
changes in lifestyle and habits
to promote medical and men-

tal health, reduce the risk of depressive relapse, and enhance
resilience to life stresses. The achievement of each outcome
may contribute to the achievement of the others. For example,
symptom reduction and functional restoration each contrib-
utes to relapse mitigation and prevention. Problem resolution
reduces symptoms and may reduce the risk of relapse. Symp-
tom reduction may enhance problem solving and vice versa.

CHALLENGES IN THE DELIVERY OF
PHARMACOTHERAPY AND NEUROMODULATION
THERAPIES

Figure 1 broadly summarizes the six main domains that
can profoundly affect clinical outcomes and provides some
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examples for each domain. The elements in the sociocultural
and care system domains are not under clinician or patient
control, whereas those in the other domains are. In this ar-
ticle, we focus on what clinicians and patients can do to
improve outcomes when medication or neuromodulation
therapies are called for. Once the decision is made to initiate
pharmacological or somatic treatments for a mood disorder,
many challenges remain in the actual delivery of treatment to
achieve optimal symptom control, functional recovery, and
relapse mitigation in the real world (5, 8, 11, 12).

Figure 2 highlights where collaboration between patient
and clinician plays an essential role in the management of
depressed patients—especially those who wish to avoid treat-
ment with medications or somatic therapies. Indeed, the
importance of this relationship and collaboration was em-
phasized by McKay et al. (13), who used data from the
1985 National Institute of Mental Health (NIMH) study that
compared interpersonal therapy, cognitive-behavioral ther-
apy (CBT), imipramine plus clinical management, and pla-
cebo plus clinical management to find that when the placebo
plus clinical management was compared with imipramine
plus clinical management, more of the variance in depres-
sive symptom outcome was due to the psychiatrist than to
the medication, although both medication and psychiatrist
contributed meaningfully. That is, the relationship context
was at least as important—if not more so—than whether the
patient received placebo or medication.

The effective implementation of patient-centeredmedical
management depends critically on the patient-clinician re-
lationship and collaboration. Patient-centered medical man-
agement defines and provides alternative means to address

the four essential clinical tasks defined in Table 1 in order to
optimize outcomes when medication or neurostimulation is
the chosen treatment. While there may be many ways to ac-
complish each task, there are few systematic, agreed-upon
approaches regarding how to accomplish each task. Further-
more, the degree to which accomplishing each task affects
symptom control, functioning, and prognosis varies widely,
depending on the patient, clinician behaviors, care system
factors, and incentives as well as the nature of the illness, its
treatments, and other parameters.

Themagnitude of these challenges is daunting. According
to data from the Sequenced Treatment Alternatives to Relieve
Depression (STAR*D) study, some 10%–15% of patients will
not return for treatment after an initial thorough evaluation
visit; an additional 20%–35% will not complete the first
acute-phase treatment step, and another 20%–50% will not
complete 6 months of continuation treatment. Among pa-
tients who stay in treatment, over 50% exhibit poor ad-
herence (14). Because STAR*Dused diligently implemented
measurement-based care and provided clinical research
coordinators at each clinical site (15), these figures are likely
overly optimistic for community clinical practice.

Another way to estimate the magnitude of some of these
challenges is illustrated by Pence et al. (16), who specified a
depression treatment cascade analogous to the HIV treat-
ment cascade (17, 18). Pence et al. (16) used available evidence
to put numerical estimates on five key parameters that affect
the public health impact of these steps in care. Their esti-
mates included population prevalence of depression in pri-
mary care settings (12.5%), likelihood of depression being
recognized clinically (47%), likelihood of treatment initiation
(50%), likelihood of receiving adequate treatment (40%),
and likelihood of achieving remission (65%). These estimates
were aimed at the outcome of symptom remission (without
considering functional restoration or relapse prevention).

FIGURE 1. Factors Affecting Depression Outcomes With
Pharmacotherapy or Somatic Therapies
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FIGURE 2. Essential Patient-Clinician Collaborations in Patient-
Centered Medical Management of Depression
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Taken together, the estimates suggest that only 6% of de-
pressed patients in primary care settings would achieve
remission in acute-phase treatment. Estimates for remission
in psychiatric settings have not been made with this model.

TREATMENT TASKS

Each treatment task (Table 1) is essential to optimizing the
chances of recovery, and each is typically addressed in a
stepwise manner, informed by the patient’s specific needs.
The tasks include 1) engaging and retaining the patient in
treatment (and whenever possible, the patient’s support sys-
temorpersons) andoptimizing adherence to bothmedications
and behavioral changes needed; 2) selecting, implementing,
and tailoring the acute treatments to optimize depressive
symptom control; 3) restoring day-to-day function and quality
of life; and 4) selecting and tailoring longer-term medication
use, preparing for early detection of and responses to symp-
tom exacerbations, and making lifestyle and behavioral
changes that minimize the risk and personal impact of re-
lapse or recurrence. The successful completion of each task
depends on efforts by both the clinician and the patient.

Table 1 also provides a few examples of how each task
could be addressed by specific clinical activities designed
to accomplish it. A depressive episode within the bipolar

spectrum, of course, entails the additional tasks of selecting,
initiating, and optimizing a mood stabilizer.

Although these tasks are typically sequenced, they may
also overlap. For example, during symptom reduction, on-
going attention is often paid to retention and adherence. And
when symptoms are reduced, function usually improves as a
consequence (19). In addition, the goal of one task—for ex-
ample, functional restoration—is a critical goal itself and a
means to further reduce symptoms. Furthermore, improving
adherence to pharmacotherapy will minimize relapse risk,
which in turn will play a key role in functional restoration
and enhancing quality of life.

An iterative process is often needed to accomplish each
task because we do not know which of several possible
methods will be most effective for any given patient. Usually
the obstacles to completing the task are defined, one of many
potential methods to address a given problem is selected,
and the intervention is tried. If it fails, a second step is taken.
For example, a reminder system might be used to address
erratic adherence. If that fails, a cognitive approach to un-
derstanding and redressing a patient’s misconceptions about
medication taking may be indicated.

Obstacles to achieving these four important tasks occur at
different times during the treatment process (20), and they
often require different approaches (21). The choice of which

TABLE 1. Clinical Tasks and Examples of Methods to Address Each Task in Patient-Centered Medication Management of Depression

Tasks Examples of Methods to Address the Task

Engagement, retention, andadherence Establish collaboration and alliance
Elicit and address treatment misconceptions and beliefs
Align personal expectations with treatment aims
Align expectations about timing of outcomes
Agree on how to measure results
Motivational interviewing
Track medication taking
Identify “misses” and their causes
Elicit side effects
Discuss options to treat or manage side effects

Symptom control
Select treatment Make shared decisions by discussing pros and cons of treatments
Tailor and optimize treatment Measurement-based care:

Monitor progress with rating scales (e.g., symptoms, function levels, side effect burden)
Tailor treatment dosages and sequences
Manage side effects
Adjust and optimize dosages
Address comorbidities

Revise treatment(s) Second opinion
Monitor progress with brief rating scales (symptoms, functioning, side effects, health behaviors)
Switch treatments
Augment treatments

Restore function Identify and prioritize relationship deficiencies and goals
Consider marital therapy, occupational therapy, interpersonal therapy, or cognitive-behavioral
therapy

Promote healthier lifestyle
Treat comorbid conditions (e.g., substance use disorders)
Treat comorbid general medical conditions

Relapse mitigation Teach prodromal symptom recognition
Resilience training and stress management
Relapse planning
Increase protective factors and reduce risk factors
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tasks to address and when depends on patient contexts.
Which methods are chosen currently rests on “clinician
judgment,” informed by shared decision making. For exam-
ple, some patients are already convinced of the importance
of their medication treatment and have expectations that are
well aligned with their likely experience, and others may
have unrealistic expectations that, when not met, can lead
to poor adherence or quitting treatment altogether. En-
gagement may be rapid for patients in the former group
but require greater effort with those in the latter group.
Expectations and attitudes are best addressed initially—
prior to treatment initiation—to create the essential patient-
clinician collaboration.

ENGAGEMENT, RETENTION, AND ADHERENCE

Thefirst task is to engage and retain (22)patients in treatment
and to engender their reliable participation in taking treat-
ments or making behavioral changes to increase the chances
of attaining symptomatic or functional outcomes that reduce
the risk of relapse (12, 23).

Engagement
About 10% of depressed outpatients do not fill the initial pre-
scription, and up to 33% do not return for even one follow-
up visit after the initial evaluation and prescription of
medication (24, 25). Even in the well-resourced care envi-
ronments provided in STAR*D, which included additional
nursing staff support and medications at minimal or no cost,
15%230% of patients dropped out of treatment during each
12-week treatment step (15, 26, 27). Of those who benefited
from treatment and entered continuation-phase therapy,
another 40% left continuation-phase treatment (15).

A host of factors contribute to these engagement and
retention problems, including lack of belief in the benefit of
treatment, lack of understanding about the importance of the
clinician-patient relationship, and the complexity, cost, and
inconvenience of treatment, to name just a few. This is true
not only in depression but in all general medical conditions
(28). In depression, the less educated and socially disadvan-
taged patients have higher rates of nonengagement and pre-
mature discontinuation of acute treatment even when efforts
are made to reduce barriers and improve access to care (26, 27).

Difficulties in engaging patients in treatment are well
recognized in several mental health fields, including sub-
stance abuse and eating disorders (29, 30), as well as in
general medicine and surgery (28). A range of possible ap-
proaches to address these issues could include motivational
interviewing (31), which was initially developed to engage
and retain patients with substance use disorders. This pro-
cedurally specified intervention focuses on patients’ moti-
vations for change, reservations about the treatment process,
and readiness to engage in therapy.Would this approachhelp
engage and retain depressed patients in treatment? Could it
be targeted to selected patients who could be identified by a
brief self-report measure?

Retention
Even among patients who are responding to antidepressant
therapy, up to 50% do not persist in the recommended 6–
9 months of continuation treatment (15). Extrapolation from
controlled studies of continuation-phase therapies suggests
that a large proportion of those who exit treatment pre-
maturely would not have been able to sustain a response or
reach remission (32, 33). In fact, in controlled studies of an-
tidepressant discontinuation, the risk of relapse begins to in-
crease within the first few weeks after stopping medication,
and study participants who are switched to placebo expe-
rience about twice the risk of relapse across 6 months as those
who remain on active medication (34). In contrast, natu-
ralistic studies document that the “gateway” to recovery
begins with a period of at least 8 weeks essentially free of
symptoms (35). Thus, when an effective treatment is found,
every effort should be made to ensure that it is continued
throughout this critical transition from acute-phase to
continuation-phase pharmacotherapy.

Given the significant costs and health burdens associ-
ated with persistent depressive episodes, the failure to retain
these patients can be both disabling for patients and costly to
society (36). Moreover, early attrition from treatment has
been found to be associated with a number of correlates
of poorer prognosis, including higher rates of comorbidities
and greater global illness severity (37). Better engagement
ofpatients—and their support systems—wouldset the stage for
shared decision making during treatment selection, which in
turn could lead to better adherence once treatment is initiated.

Adherence
Poor adherence is perhaps the largest contributor to phar-
macotherapy failures. As noted earlier, as many as 10% of
initial prescriptions for antidepressants are never filled,
and another 20%230% of depressed outpatients who begin
a course of antidepressant therapy discontinue treatment
prematurely (24, 25). While interventions to enhance ad-
herence have been developed for persons with schizophre-
nia and bipolar disorder, little attention has been focused
on adherence in nonpsychotic major depression.

The importance of anticipating and managing adherence
in pharmacotherapy is exemplified by the manual for phar-
macotherapists created by Fawcett and colleagues for the
landmark NIMH Treatment of Depression Collaborative
Research Program (11). The manual concisely outlined the
essentials of supportive clinical management within the
context of pharmacotherapy and anticipated many of the
suggestions presentedhere.Despite the several advantages of
the newer antidepressants that may favor better adherence
(i.e., fewer side effects, fewer steps for dose titration), ad-
herence remains an issue, with estimates of poor adherence
often over 50% (less than 75%280%adherence to prescribed
doses) (14). Thus, psychoeducation about when and what
sorts of wanted and unwanted medication effects are pos-
sible can help patients deal with their ambivalence about
taking medications.
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For patients with more highly recurrent depressive epi-
sodes, sustained adherence to pharmacotherapy is neces-
sary across years (1–3, 6). Nevertheless, it appears that such
ongoing care is more the exception than the rule. For ex-
ample, one study using pharmacy utilization data found that
only about 30% of patients taking antidepressants have
sustained prescription fill rates of 90%2100% of prescribed
doses (38).

We have found that simply asking patients about their
willingness to fill the initial prescription is helpful, as are
questions at each subsequent visit and questions about the
frequencyofmedication taking (or thenumberofunusedpills
or capsules at the end of the prescription interval). An ex-
ample question would be: “Based on what you’ve learned
about your condition and this form of treatment, how likely
are you to fill this prescription and take the medication?”

Now, with the availability of cloud computing–based
support and mobile apps, patients and families can more
easily monitor symptoms and track psychological experi-
ences or daily activities to detect impending relapses earlier,
allowing more intensive interventions to be delivered in a
more timely fashion. While prescribers may want to famil-
iarize themselves with various web sites, our patients are
usually the best persons for choosing the most helpful apps
for themselves. Yet, the cost-effectiveness of such strategies
has not yet been demonstrated, and neither clinical practice
guidelines nor consumer-focused materials recommend
specific self-help strategies, other tools, or brief psychother-
apies that target medication adherence (6, 39). Moreover, it
is unknown when such strategies should be recommended,
or for which patients (14).

It is sobering that the thoughts, feelings, beliefs, unspoken
assumptions, and conflicts that are known to underpin var-
iable and inconsistent adherence by depressed patients have
rarely been the subject of innovative psychological ap-
proaches. Aside from a few reports of cognitive-behavioral
strategies (40, 41), there is a dearth of well-controlled studies
that address adherence in depressed patients. It would be
worthwhile to develop and then prospectively evaluate a
range of targeted interventions focusing on thoughts, feel-
ings, behaviors, and attitudes that are associated with non-
adherence, which could improve clinical outcomes for
depressed patients who have a history of significant diffi-
culties in taking prescribed medications.

For some patients, however, nonadherence does not seem
to be related to distorted thoughts or feelings about ingest-
ingmedication or suffering fromamental disorder, but rather
is due to unacceptable side effects. Indeed, problematic side
effects are the leading reason patients give for stopping
taking antidepressants during the first 4 weeks of treatment.
Side effects are most salient when patients believe that their
doctor is not listening to their concerns. Even after months
of therapy, disagreeable side effects continue to “push” non-
adherent behavior and unilateral decision making (42).

For others, poor adherence may be driven by nagging
doubts about the illness model or whether the medication is

even needed (43). Either way, a promising strategy could be
psychoeducation tailored to inform the patient and help
adjust his or her internal cost-benefit analysis, specifically by
addressing doubts in an evidence-based fashion and helping
align patients’ expectations with the evidence on what to
expect. If doubts are identified, they should be accepted,
explored, and addressed.

Engage and Optimize Social Support
It is well known that social support has a protective effect that
minimizes the risk of becoming depressed during stressful
times (44). Conversely, low levels of social support and high
levels of interpersonal discord have been found to be asso-
ciated with higher treatment dropout rates and lower re-
mission and recovery rates (45, 46). These data suggest that
interventions that focus on strengthening the depressed
person’s level of social support could be expected to improve
recovery rates and decrease the risk of relapse or recurrence.

Consistent with this notion, several small-scale studies of
depressed patients have found that focused couples inter-
ventions can have symptom-reducing effects that are com-
parable to individual therapies such as CBT (47). Moreover,
the work of Miklowitz and colleagues has shown that more
broadly focused family-focused interventions significantly
improve longer-term outcomes in patients with bipolar
disorder (48, 49). What has yet to be shown, however, is
whether the outcomes of pharmacotherapy-treated indi-
viduals with low levels of social support or high levels of
interpersonal difficulties can be reliably enhanced by im-
proving social supports with couples-focused or a family-
focused therapy from the outset of a newcourse of treatment.

Aligning Treatment Expectations
Manypeople suffering frommajor depression seek treatment
because of distressing difficulties in their current inter-
personal, marital, or occupational roles (50). Yet, once we
diagnose a depressive disorder, we sometimes focus more on
the resolution of the signs and symptoms of the depressive
episode and fail to focus adequately on the patient’s primary
goals. Explicitly ensuring that the patient and care provider
are collaborating to achieve the shared goals may go a long
way toward promoting a stronger, more productive treatment
alliance.

How, when, and for whom we should shift the primary
target of treatment from symptom relief and remission to
functional restoration is neither clear nor evidence based.
Nevertheless, common sense suggests that the process of
establishing a strong collaboration would be facilitated by an
open and early discussion of the goals and desired outcomes
of treatment. But how and to which patients this discussion
is to be tailored deserve greater focus and evaluation.

Case example: Aligning expectations to the patient’s
own context

“Mr. A,” a 57-year-old high school teacher, had a history of
mild, persistent depression that began in his youth and more
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severe major depressive episodes beginning in his mid-30s.
Mr. A’s most recent episode, which lasted 14 months, led him
to accept early retirement from his tenured position. Now
doing much better on the combination of an antidepressant
and a second-generation antipsychotic, Mr. A’s residual
symptoms (a score of 9 on the Quick Inventory of Depressive
Symptomatology) included residual low energy, reduced li-
bido, and social isolation. Despite his gaining 15 pounds over
the past 6months,Mr.A andhis psychiatristwere reluctant to
stop the antipsychotic this early in the process of recovery.

Mr. A, had divorced 7 years earlier, and he had sporadic
contact with his two adult children. He hardly ever saw his
several adult friends, and he had “given up” on dating. He
was not participating in any of several previously enjoyable
hobbies and instead spent most of his waking hours watching
television and browsing the Internet. He had had several
previous courses of psychotherapy and concluded that they
hadn’t helped that much. His psychiatrist suggested that in
his state of partial remission, he might be more likely than
before to benefit from a focused psychotherapy program,
and cited several losses and life transitions that adversely
affected his current quality of life. When Mr. A politely
declined the nudge back to therapy, his psychiatrist en-
couraged him to begin using a daily planner to keep track of
his activities andmoods. They agreed to use secure e-mail so
thatMr. A could regularly report on his progress on aweekly
basis. Using this approach, it was clear that Mr. A felt worse
when he was alone and underactive. Mr. A and his psy-
chiatrist worked together to schedule daily self-help ac-
tivities, including regular light aerobic exercise, morning
sun exposure, and reaching out to his friends and former
colleagues. As Mr. A’s activity level and social interactions
increased, his mood and subjective quality of life improved.

SYMPTOM CONTROL

After engagement, retention, and adherence, the usual next
major clinical task is to optimally control symptoms while
minimizing treatment side effects and, ideally, to reach
sustained remission from depressive symptoms. Preferen-
tially, this aim is most easily accomplished by using
measurement-based care procedures (51, 52). These proce-
dures were developed and tested in the Texas Medication
Algorithm Project (53–55) and the German Algorithm Proj-
ect (56–61), although the term “measurement-based care”
was coined when the process of measurement-based care
used in STAR*D was first described (62).

Measurement-based care enables clinicians and patients
to make treatment decisions tailored to each patient through
a step-by-step evaluation of treatment response and medi-
cation tolerance. After treatment initiation, the dosage is
adjusted or the medication is changed to minimize side ef-
fects, maximize safety, and optimize the therapeutic benefit
for each patient according to a predefined dosage adjustment
plan that is informed by symptom and side effect scales
administered at each visit (62–65).

In fact, measurement-based care procedures are analo-
gous to the medication and placebo management proce-
dures used in the Treatment of Depression Collaborative

Research Program (11), which recommended scheduled
dosage adjustments informed and tailored individually by
regular, systematic symptom and side effect measurements
using a 47-item checklist. In 1993, the Agency for Healthcare
Policy and Research Clinical Practice Guidelines for De-
pression (8) also recommended a stepwise dosing process
based on regular assessment of symptoms and side effects.

RESTORATION OF FUNCTION

Wellness and Lifestyle Interventions
Ample evidence indicates that many depressed people could
benefit from lifestyle changes, such as increasing activity and
exercise, stopping smoking, adopting a more regular sleep-
wake cycle, reducing alcohol intake, and improving nutri-
tion and diet. Lifestyle modifications can reduce depressive
symptoms, improve function, and, over time, promote re-
covery and reduce the risk of relapse (66–69). However,
neither supportivemedicationmanagement nor the various
kinds of widely practiced supportive psychotherapy rou-
tinely incorporate strategies to promote lifestyle changes.
And, in the absence of evidence from controlled trials, it
seems unlikely that changes will be incorporated in clinical
practice guidance in any specific actionableway.We believe
it is time to change the “don’t ask, don’t tell” approach to
lifestyle management and consider the availability of the
plethora of self-help materials on the web as a poten-
tially cost-effective means to effect change as well as to
develop therapeutic approaches to achieve these lifestyle
modifications.

Targeting Functional Restoration
When symptoms are improved, so too are longer-term
functional outcomes (70–72). And, since many patients
value improvements in quality of life and function above
symptomatic improvement (73), a patient-centered approach
to treatment planning should ensure that patients’ vocational,
interpersonal, and leisure time activities that are associated
with well-being have normalized. In this respect, there is
strong evidence that the additive benefits of combining
psychotherapy and pharmacotherapy often extend well be-
yond symptom reduction. Psychotherapies that aim to repair
marital or occupational relationships can be the difference
between “better” and “recovered” (74) or between more and
fewer relapses or recurrences (75). Yet information onwhich
therapies to use, for how long, and with which patients is not
included in clinical practice guidelines and is often not de-
livered in practice (76).

RELAPSE MITIGATION

There are many potential approaches to the prevention or
mitigation of symptomatic relapses or recurrences (4, 35, 77,
78). They are best chosen for and tailored to each patient,
although a systematic approach to considering and selecting
among potential options has not been agreed upon, and it is
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not a systematic part of residency training. To address this
important issue, we illustrate by way of a few examples.

Clinical experience and some data suggest that perceived
resilience plays a significant role in moderating the risk of
depressive onset or recurrence in high-risk individuals (79,
80). Such findings raise the question: Can specific exercises
be developed that improve resilience or help “inoculate”
vulnerable individuals against the impact of stress and be
used prospectively to improve the lives of those at high
risk? One such group of interventions, which incorporate
mindfulness-based meditation strategies, has shown some
promise on both clinical (81) and physiologic (82) outcomes.

Furthermore, it is logical to assume that effectively
treating concurrent psychiatric conditions should improve
the longer-term outcomes of patients with major depression
(for example, addressing panic attacks and phobic avoidance
behavioral patterns may reduce relapse risk in patients with
co-occurring major depression). Similarly, given the associ-
ation of heavy drinking or drug use with nonrecovery from
depression (83–86), targeted interventions that reduce or
eliminate substance use disorders should enhance the out-
comes of themooddisorder. Naturalistic data collected in the
United States (85) and Ireland (87) suggest that this is indeed
possible, although the uncontrolled nature of the observa-
tions leaves open the possibility that being able to reduce
problemdrinkingordruguse is simplyagoodprognostic sign.
As residual sleep disturbances or reemerging insomnia are
associated with an increased relapse risk in major depres-
sion (88, 89), they likewise represent a risk factor that, when
treated, should be expected to improve outcomes and en-
hance quality of life, whether the intervention is an adjunc-
tive pharmacotherapy (90) or targeted CBT (91).

The management of concurrent general medical condi-
tions can also affect the longer-term outcomes of mood
disorders. Flare-ups of autoimmune diseases, such as sys-
temic lupus erythematosus (92) and multiple sclerosis (93),
or infectious diseases that provoke neuroinflammatory re-
sponses, such asHIV/AIDS (94) and hepatitis C (95), increase
the riskofdepressive symptoms, asdo somemedicationsused
to treat these conditions, including glucocorticoids (96) and
interferon-alpha (97). Traumatic brain injuries or other de-
bilitating conditions that profoundly reduce physical mo-
bility and quality of life may also be treatable risk factors for
depressive symptom exacerbation (98–100). The medica-
tions required for the management of many general medical
conditions may also affect the pharmacodynamics or phar-
macokinetics of antidepressant medications, and this needs
to be proactively managed to reduce the risk of relapse in
the longer term.

Pregnancy may increase the risk for depression. Many
women planning to become pregnant may consider dis-
continuing previously successful antidepressantmedications
to avoid exposing the fetus to drugs. For them, consideration
of sequential cognitive, behavioral, and interpersonal psy-
chotherapies with established efficacy in pregnancy-related
depression may be useful (101–103).

Prodromaldetectionand intervention is anotherapproach
(10) that seems useful clinically. For example, some patients
will tend toward social withdrawal, and some will develop
insomnia first at the initiation of relapse, which can be
countered when recognized. Others may be able to identify, for
example, a particular sequence of symptoms or particular be-
haviors that developwhen a relapse is beginning to unfold. Early
recognition of these prodromes allows for early treatment ad-
justments or behavioral changes to mitigate the relapse.

Case example: Recognizing the signature of the relapse
prodrome through the patient’s social system

“Ms. B,” a 43-year-old saleswoman with bipolar disorder
who had two past hospitalizations and whose mother had
bipolar disorder, was familiar with the waxing and waning of
symptoms, both manic and depressive, in this condition.
While treated largely with lithium (1200–1500 mg/day) and
an antidepressant, Ms. B had learned to track her symptoms
using a daily monitoring tool. Nevertheless, her psychiatrist
encouraged her to regularly bring her husband, as a cor-
roborating informant. On this occasion, when asked, “How
are things going?” she responded that all was well and that
her life and work were routine and satisfactory. When the
same question was posed to her husband in her presence, he
responded, “What about your visits to the all-night conve-
nience store at 4 a.m. nearly every night in the last 2 weeks?
You were talking world events and politics with the cashier.
That’s new.” Indeed, without this information, we would not
have recognized this prodrome. As a result, medication ad-
justmentsweremade and a potential full relapsewas avoided.

Corroborating informants can also play essential roles in
providing the history of illness and information on treatment
response and medication adherence as well as assisting in
relapse mitigation (10, 104).

Sequential or Combined Therapies With Psychotherapy
Combined treatment strategies are nowwidely practiced for
the management of depressive disorders. A strong case can
also be made for a greater use of sequential psychotherapies
for higher-risk patients who have benefited from pharma-
cotherapy, to enhance relapseprevention, improve long-term
outcomes, and optimize psychosocial functioning (1). Al-
though less well established, there is a literature document-
ing the value of focused psychotherapies to help minimize
the risk of relapse or recurrence when antidepressant med-
ications are being discontinued (105, 106).

In addition, a recent series of studies that evaluated the
utility of adjunctive psychotherapy in patients who have not
responded well to antidepressant medications found mean-
ingful levelsof symptomreduction, of amagnitudecomparable
to those found with commonly used adjunctive medications
(107–110).

The use of psychotherapy in combination with or in se-
quence with neuromodulation strategies has only recently
received attention (111, 112). And the use of therapy combined
with ECT has received little attention until recently, likely
in part because of the amnestic effects of acute-phase ECT,
which could interfere with learning and could be disruptive
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to the development of a psychotherapeutic relationship, or
because of a sense of therapeutic nihilism on the clinician’s
part, who may judge that such patients are just “too ill” to
benefit from psychotherapy.

The potential for psychotherapy to improve outcomes
after ECT is no longer theoretical. One recent trial found that
CBT after a course of ECT significantly reduced the risk of
relapse or recurrence (comparedwith continuation ECT and
pharmacotherapy) (111). Moreover, the investigators found
no evidence to suggest that patients’ perceptions of resid-
ual cognitive difficulties adversely affected therapeutic out-
comes. Furthermore, early studies suggest that CBT may
enhance or broaden the more modest antidepressant effects
of transcranial magnetic stimulation therapy (112).

In sum, there are various ways to prevent or reduce re-
lapses, such as learning to detect early signs of relapse,
avoiding or managing factors that increase the risk of re-
lapse, enhancing social support and social relationships, and
makingoccupationalorotherenvironmental revisions.There
is a substantial need for the development and testing of a
range of relapse prevention therapies in the context of
pharmacotherapy or neuromodulation therapy.

IMPLICATIONS OF PATIENT-CENTERED MEDICAL
MANAGEMENT

Patient-centered medical management is premised on the
notion that treatment outcomes entail symptoms plus func-
tion plus longer-term course and that both behavioral and
attitudinal changes are often required. This perspective
raises several questions: 1) whether, when, and how to in-
corporate composite outcomes in clinical and health service
research, as well as care systemmanagement; 2) whether the
new methods needed to accomplish these essential clinical
tasks should be based on just one or a variety of psycho-
therapeuticmodels (e.g., cognitive, behavioral, interpersonal,
dynamic); 3) how to accomplish these tasks in practice; and
4) where to find research funding to develop, test, and target
these new methods to accomplish these essential tasks. It is
very likely that methods developed for depression will help
improve the delivery of many medical and surgical treat-
ments (28).

The notion of composite outcomes in mental health is not
new. The Agency for Healthcare Policy and Research’s De-
pression Guidelines Panel (8) and others (1, 5, 9, 11, 113)
recognized that symptoms, function, quality of life, and the
mitigation or prevention of relapse and recurrence were the
aims of treatment, but symptoms and function are usually
measured separately because they occur on different time
scales. On the other hand, researchers and clinicians want to
know whether some interventions with similar effects on
symptomsmaydiffer in their effects on functionor prognosis.
A composite measure may be quite informative at critical
decision points in the longer-term management of these
conditions. Alternatively, a composite measure of symptoms
and function could be used repeatedly to gauge longer-term

outcomes, especially in patients with waxing and waning
courses of illness.

In terms of the therapeutic innovations, we currently
conceptualize psychotherapies (e.g., cognitive, behavioral,
interpersonal, psychodynamic) according to how we believe
they work or how they explain the disorders or the problems
associated with them. By contrast, medical and surgical
practitioners conceptualize what they do by the objectives to
be achieved.Medications, for example, are grouped according
to their objectives (e.g., antibiotics, antihypertensives, anal-
gesics), as medications in each group have different mecha-
nisms of action. Surgeons choose among different surgical
(e.g., wires, plates, joint replacement) and nonsurgical ap-
proaches (e.g., casting) to address the same clinical problem
(e.g., a fractured clavicle or hip). Treatment selection is based
on each patient’s situation, risk factors, personal priorities,
personal burden, complication risks, occupation, and so on.

Perhaps a similar approach, at least in the case of patient-
centered medical management—namely, specifying the ob-
jective to be achieved (e.g., engagement, adherence) and then
selecting among possible approaches based on our under-
standing of the patient’s psychological and psychosocial
strengths—would help us develop innovative approaches that
could be tailored to each particular patient. This reframing
does not exclude the development and use of the therapeutic
relationship to effect change or to address difficulties caused
by prior developmental difficulties or personality disorders.

Once the objective is defined, an agreed-upon metric can
be selected so that diverse approaches to the same objective
(e.g., adherence, relapse prevention) could be compared. For
example, is motivational interviewing and shared decision
making more effective in improving medication adherence
than a reminder-based intervention, and if so, for which
patients groups? Orwe could askwhich of several alternative
approaches to repairing the damage done to the patient’s
marriage by a recent manic episode is most effective, and for
which patients. Trainingmethods and videos to deliver these
interventions could be developed and disseminated via cloud
computing. This type of approach might also help improve
the quality and outcomes of medical and surgical conditions,
where these same four tasks pertain. Such approaches are
currently being used in diabetes treatment (114, 115).

In terms of accomplishing these tasks in practice, psy-
chiatrists and primary care practitioners acting alone cannot
deliver all aspects of the care of depression to a panel of
patients. Unfortunately, the current implementation of team
care in mental health clinics can marginalize psychiatrists to
writing prescriptions. The system in medical and surgical
clinics whereby the physician orders each major treatment
task in response to an assessment of the patient’s individual
level of need leaves much of the individual doctor-patient
relationship intact while effectively allocating and utilizing
the panoply of skills of the diverse treatment team. Requiring
that each major treatment task be chosen and separately
ordered by the physician encourages him or her to assess
carefully each patient’s context and tailor the choices to each
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patient. Greater treatment effectiveness and economywould
be expected by increasing the relevance of treatment to the
patient.

In summary,wehave identified four essential clinical tasks
in the optimal delivery of pharmacotherapy or neuro-
modulation therapies to patients with mood disorders. Sys-
tematically addressing each task with methods specifically
chosen for or tailored to each patient (patient-centered
medical management) should make recovery more likely
and resource utilization more cost-effective. Psychiatrists
should be trained and prepared to deliver these methods
themselves aswell as to oversee their delivery by the relevant
treatment team members. Research support to develop, test,
and target innovative ways to accomplish these clinical tasks
would seem to be a wise and much-needed investment.
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