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This article focuses on some common dilemmas facing
clinicians, patients, and families in managing the treatment
of complicated mood disorders. Speciﬁcally, this article
reviews the interaction of depressive states, including
unipolar, bipolar, and mixed, with other adversities, including
comorbid physical and psychological disorders, personality
vulnerabilities, misuse of drugs and alcohol, and social
and family problems. These issues are not always clearly
differentiated from the depressive illness. Each of these
adversities can worsen an existing mood disorder and

Our aim in this article is to give some useful perspectives on
managing treatment for adults with complex mood disorders. Such patients are frequently encountered by psychiatric providers in all settings. Although we come from the
perspective of mood disorder specialists in an academic
center, we have written this article primarily to aid clinicians
in the ambulatory management of treatment for patients
with complex and difﬁcult-to-treat conditions. First, though,
we review three important but somewhat ambiguous terms:
complexity, diagnosis, and polypharmacy.
Complexity is inherent in mental life and thus in the
treatment of all psychiatric patients. However, for the purposes of this article, by complexity, we mean those situations
in which, and those patients for whom, clinical decisions
require more time, more consideration, and more risk than
usual. In this article, we summarize some of the complexities
we most commonly face and provide evidence-based guidance and clinical experience-based suggestions. We include
complexities that arise from comorbid medical and psychiatric disorders, personality dispositions, intellectual differences, habitually problematic behaviors, relationships and
life events that have affected a patient’s trust and openness
to collaboration, and the limitations of some treatment settings. We also wish to clearly distinguish this discussion of
complex cases from the concept of treatment-resistant depression. Although the difference between these concepts
may seem subtle, it is our view that labeling a patient as
treatment resistant suggests a high level of certainty that the
case formulation is correct, that complexities have been
identiﬁed and mitigated, and that treatment trials have been
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inﬂuence the patient’s resolve to persist with a treatment
plan. Although this article is not focused strictly on
treatment-resistant depression, these coexisting issues
make depressive states harder to manage therapeutically.
For brevity, the aim of this article has been limited to
discussion of some complex situations that psychiatrists
in general practice may encounter.
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adequate. However, among the clinical difﬁculties we all
face, it seems there is almost nothing more complex and
troubling than treating a patient with a mood disorder who
does not get better despite competent provision of usually
effective treatment.
Diagnosis is not particularly complex in its primary goal
of accurately assigning a categorical diagnosis (i.e., DSM or
ICD code) to a patient’s condition. This goal is essential, of
course, but diagnosis historically, and we think properly,
means much more. There are many useful exchanges and
essays in the medical literature, including in psychiatry,
about the limits and values of diagnosis as deﬁned in a variety
of settings (1–5). The word’s Greek root means having a
thorough understanding of a situation and an ability to discern or differentiate between alternative explanations. For
our purposes, the aim of diagnosis, beyond assigning accurate DSM or ICD codes and the treatments thereby indicated,
is to develop a collaborative, thorough, and sometimes
evolving understanding of the patient and his or her
difﬁculties within the context of an individual life
story. The collaborative nature of this process—between
patient, provider, and often family as well—cannot be overlooked. It is our view that enlisting patients, family, and
other sources of support in the diagnostic process helps to
maximize the value and minimize the risks of treatment.
Fundamental keys to success in patient care are trusting
partnerships with patients and families that allow for
thorough clinical assessments which are discrete at ﬁrst,
then continuous, corrective as needed, and mostly incremental thereafter.
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Finally, a few words about polypharmacy—literally, and
simply, prescribing more than one medication. For
patients with complex mood disorders, and in fact for
many patients with straightforward cases of severe depression or mania, the necessity for polypharmacy, with
its associated risks, can be great (6–8). In daily practice,
being able to recognize when to avoid polypharmacy (almost always, at ﬁrst) is important, as is knowing how
to manage its risks when it can no longer be avoided.
Beyond that, controlled studies of adequate duration
assessing the utility as well as risks of speciﬁc multidrug
regimens are sparse in comparison to the frequency of the
practice.
CLINICAL CONTEXT
Among psychiatric problems, mood disorders carry the
greatest burden of disease in the population and are consistently ranked among the most burdensome of all diseases (9, 10). Although there is variability in severity, mood
disorders cause signiﬁcant functional impairment: approximately half of all episodes result in substantial disability at
home, work, or school and in intimate relationships and social
life (11, 12). Fortunately, for patients and providers, mood
disorders usually occur without other comorbid psychiatric
problems (13) and are treatable, with gratifying results for
patients and clinicians alike.
Many evidence-supported therapies are available, but
success requires persistence. For example, antidepressant
medication regimens work slowly, and the likelihood of
full remission with a ﬁrst antidepressant medication
may be only 30% after 6–12 weeks of treatment. When
the ﬁrst-line treatment provides inadequate response,
relief can often still be achieved with relatively straightforward approaches. Absent other complicating factors, an
ambulatory patient who does not respond to the ﬁrst antidepressant can hope to improve with a combination of
medication and psychological intervention, albeit it may
take as long as 3–18 months either to ﬁnd the right strategy
or for the depression to run its course (14).
Large retrospective studies have found inadequate
responses after 1 to 2 years of treatment in approximately 20% of individual mood episodes (15). Thus,
refractory or otherwise difﬁcult-to-treat conditions
occur often enough that health care providers will routinely encounter them. Although in the minority, this group
of patients can disproportionately consume the clinician’s
resources, often faces additional risks associated with
multidrug regimens (i.e., polypharmacy) (16), and bears the
heaviest burden of illness (17). Therefore, all mental health
care professionals must have a basic understanding of what
makes some mood disorders complex, how to approach
treatment for patients with these conditions, and when to
escalate care. Although we attempt to provide a broad
commentary on complex mood disorders, our discussion
focuses on issues that arise among adult patients. In
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another article in this issue, our colleagues have addressed
some of the complexities that arise in managing treatment
of adolescents (18).
CHARACTERIZING COMPLEX MOOD DISORDERS
We use the term complex to differentiate patients with
difﬁcult-to-treat mood disorders commonly seen in practice from patients with treatment-resistant disorders that
are chronic and truly refractory to treatment. Such cases
are, of course, difﬁcult for clinicians and patients and will
be covered in part here. However, categorizing a mood
disorder as treatment resistant is itself a fraught and
sometimes controversial task that can lead to unintended
consequences. First, the concept lacks a consensus deﬁnition, although several have been proposed (15, 19–21). More
importantly, the term treatment-resistant depression suggests that depression is the primary contributor to treatment
resistance and overlooks the many other ways in which the
patient’s condition may be complex.
Before concluding that a patient has a treatmentresistant mood disorder therefore, it is important for
providers to at least consider a broader array of complicating factors. Perhaps the most common and most salient include other psychiatric comorbid conditions.
Nearly half of people with a psychiatric disorder will also
meet criteria for at least one other psychiatric diagnosis
during the course of a year, with anxiety and substance
use disorders being the most common (13). Although
extensive discussion is beyond the scope of this article,
the management of mood disorders in the setting of other
comorbid psychiatric conditions has been extensively
reviewed elsewhere (15, 22–27).
When considering the role of comorbid conditions, it
is important to focus not only on disease-based complexity but also on other sources of psychiatric morbidity,
including maladaptive behaviors (e.g., substance use
disorders or chronic self-harm), temperamental vulnerabilities (e.g., the emotional instability characteristic of borderline personality), and situational distress (e.g., grief or
stressful life circumstances). Problems in each of these
domains may complicate treatment choices and recovery.
Additionally, the approach to problems in each of these
domains is distinctly different. For example, interrupting
substance use behaviors by implementing recovery counseling, peer support (such as Alcoholics Anonymous or
Narcotics Anonymous), and medication-assisted treatment
may be a primary objective when managing treatment for a
patient with comorbid or substance-induced mood symptoms (18). For patients with a mood disorder complicated
by enduring temperamental vulnerabilities, the treatment
approach will often require addition of intensive supportive
therapy, psychoeducation, and an emphasis on social adaptation. In contrast, when patients experiencing an active
mood episode have also encountered loss or stressors,
treatment may ﬁrst focus on managing the mood disorder
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before delving far into the narrative and meaning of life
events.
As a separate matter, somatic medical problems also can
cause or perpetuate mood symptoms and thus complicate
treatment. It is incumbent on the clinician to consider somatic medical conditions in the differential diagnosis, because depression associated with endocrine, infectious,
oncological, cardiovascular, or other systemic disorder (22,
28) may not respond readily to simple antidepressant therapy. Similarly, neurological conditions, such as traumatic
brain injuries, stroke, neurodevelopmental abnormalities,
and neurodegenerative disorders are established causes of
both depressive and manic states (29–35). Antidepressants
may help some depressed patients with these adversities, but
the provider must remain alert to the possibility that the
patient’s recovery may entail addressing lingering symptoms
of systemic or neurological illness (15, 22).
Medical comorbid conditions may also limit treatment
options. For example, patients may be unable to tolerate a
therapeutic dose of medication if they experience intolerable
side effects (e.g., gastrointestinal distress caused by selective
serotonin reuptake inhibitors among patients with dysmotility) or are unable to safely use medication at adequate
doses (e.g., lithium use by patients with chronic kidney
disease). Beyond pharmacology, neurological disorders affecting cognition may forestall effective psychotherapy. For
patients with such disorders, complexity arises out of restricted opportunities for treatment, rather than failed
treatment response.
Diagnostic uncertainty often introduces another layer of
complexity in mood disorder treatment. Although estimates
vary widely, problems involving misdiagnosis have been
demonstrated in large groups of the population, including
children (36–38), the elderly (39, 40), and racial-ethnic minority groups (41, 42). Common errors speciﬁc to mood
disorders include diagnosing bipolar disorder as unipolar
depression and diagnosing an affective disorder with psychotic features as schizophrenia (37, 43, 44). One large study
found that 69% of patients with bipolar disorder had been
initially misdiagnosed and had consulted an average of four
physicians before receiving a correct diagnosis (44). Strikingly, in a recent study, about 40% of patients referred for
specialty care due to an established diagnosis of schizophrenia were instead found to have affective disorders (45).
It is easy to imagine how such misdiagnoses can lead to
ineffective treatment, which may result in patients labeled as
having a treatment-resistant or otherwise atypical condition.
In summary, misdiagnosis in psychiatry is common but
should be seen somewhat differently than misdiagnoses of
somatic medical conditions, where diagnoses are conﬁrmed
or validated through speciﬁc tissue or laboratory analyses.
When diagnoses are made only at the clinical symptom and
syndrome level, even correct diagnoses have less than desired speciﬁcity. Providing guidance to the patient, anticipating how disease course may develop, and avoiding
misdirection thus become of paramount importance. For
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patients with phenomenologically complex illness, diagnosis, and therefore treatment, is rendered more difﬁcult (15, 46). Thus, informing the patient and family
about the uncertainties of psychiatric diagnosis is good
practice, as is outlining likely and less likely diagnoses
and providing information about how treatment will be
managed, including what may be needed (more data,
perhaps, or more time) to develop a more complete and
useful diagnostic formulation.
A ﬁnal point about assessment is that failure to recognize
and address any of these complexities could lead a provider
to label a patient as having a treatment-resistant disorder
when standard approaches fail. However, if a comorbid
psychiatric problem or medical cause is not recognized, or
the primary diagnosis is missed, or a patient is unable to
tolerate adequate trials, then the patient’s mood disorder is
not treatment resistant—it simply has not been sufﬁciently
treated. As such, we agree with our colleagues (46) who
avoid the term treatment resistant in favor of acknowledging that many patients have conditions that are difﬁcult
to treat for reasons beyond the syndrome itself.
TREATMENT STRATEGIES AND EVIDENCE
Back to Basics
When managing treatment for patients diagnosed as having
mood disorders that are complex from the start or that become complex as they unfold, we recommend a back-tobasics approach. That is, treatment management begins with
a comprehensive history that incorporates family, personal,
medical, psychiatric, premorbid, and present illness elements into a case formulation. Although this formulation
serves as a starting point, the formulation must remain
dynamic and open to change over time as additional information is gathered from the patient, collateral sources,
and clinical observation. Whereas this exercise serves most
obviously as a route to diagnosis, it is also therapeutic in the
most fundamental way. It is central to the unifying process
of psychotherapy that was perhaps best articulated by
Jerome Frank—the thorough assessment becomes a form of
role induction for the patient to consider all aspects of life
as potentially salient, establishes a therapeutic alliance in
the act of the patient entrusting the clinician with his or her
life story, and the commitment of time and effort to the
endeavor instills hope and conﬁdence by the patient in the
clinician’s commitment and ability to help (47). The value
of building alliance, both with patients and families, cannot
be overemphasized; it has been shown to predict clinical
outcomes across a range of treatment approaches (48–50).
Especially for patients with complex conditions, who have
already endured a diagnostic odyssey, treatment management and beneﬁt often begin with the clinician listening
to the patient’s story and making a diagnosis, well before
other therapies are applied.
Four essential points can be derived from these observations about assessment. First, and most simply, we have
focus.psychiatryonline.org
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highlighted the established goal for all patient-provider interactions to be in some sense psychotherapeutic. Second,
we have emphasized that being heard and understood can be
profoundly meaningful, and this may be particularly true for
patients who have been misdiagnosed and so in that way,
misunderstood. Third, this approach serves as a reminder
that patients come to clinical attention asking questions
about diagnosis, prognosis, and how to proceed and sometimes need to be encouraged to ask these questions directly.
Simply answering these questions, including what we do not
know, can be deeply meaningful and therapeutic (51–53).
Clinicians also need to keep in mind that it is common for
patients who have not achieved remission or adequate improvement in other settings to remain untrusting. Treatment
management for such patients should be simple and carried
out in an unfailingly straightforward way. Finally, treatment
management for all patients, including those with the most
complex conditions, necessarily involves some form of psychotherapy. This practice is, of course, not only deeply
rooted in the humanistic goal of therapy—to be present with
those who are suffering—but it has also been empirically
shown to work in synergy with other treatment modalities
(48, 54–56). A somewhat similar caveat about the use of
medications also applies to psychotherapy approaches. That
is, the severity of illness (and to some extent the complexity
of the patient’s clinical issues) should be inversely correlated
to the complexity of therapy. That is, for patients with the
most difﬁcult and complicated conditions, it is often best to
start by simply providing support, validating their distress,
and prioritizing focus on functioning over an intensive
search for deeper insights (1, 53, 57, 58). Moreover, insightoriented or collaborative therapeutic styles (e.g., psychodynamic, interpersonal, and cognitive behavioral therapies)
often founder or can be counterproductive for patients
whose severe depression prevents them from seeing anything in a hopeful light. Experienced therapists using such
techniques know when to temporarily adjust or narrow the
focus (e.g., in the immediate aftermath of the loss of a loved
one).
With regard to medications, a good basic assessment
entails digging as deep as necessary to develop a thorough
review of prior medication trials. Ideally, this review will
produce more than a list of past and current medications and
will at least incorporate timing, dosage, duration of trials,
side effects, and quality of therapeutic response. Once the
history is clariﬁed, and a decision is made to initiate or adjust
medications, the psychotherapeutic alliance can aid in instilling hope in a patient who has been repeatedly disappointed or frustrated by treatment. We particularly believe
information about duration of trials and response (even if
partial) is important to know, because many patients and
providers describe 4 weeks as adequate. In outpatient settings, we typically set 8 weeks at a usually therapeutic dose
as the point at which no response or only the most limited
hint of a response indicates that a trial has failed. Trials of a
month or less have not had a reasonable chance to work.
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When embarking on trials that ask for such sustained patience, a trusting alliance—in which the patient is conﬁdent
that he or she is getting competent care—often allows the
patient to better bear the frustrations that are sometimes
inevitable with complex conditions.
The importance of starting with a comprehensive formulation, attending to the patient as a whole, and striving for
the simplest effective regimen is also paramount in the effort
to focus on syndromes (e.g., depression, mania, or psychosis)
and not merely to chase after symptoms (e.g., impaired
concentration, which commonly occur in each of the previously noted syndromes) and thus to eschew “artisanal
polypharmacy” that leaves patients using medications that
have not been established as beneﬁcial. Too often, polypharmacy arises out of an effort to manage side effects of
other medications. Such polypharmacy is certainly appropriate when the side effect is extrinsic to the problem being
treated, as would be the case with adding an anticholinergic
for Parkinsonian side effects of a neuroleptic. But prescribing a stimulant, say, to arouse someone who is over
sedated from the medication they are taking to promote
sleep, is counterproductive—use less sedative in those
instances.
Although this may seem like a simplistic part of standard
practice, it is worth noting that psychiatric prescribers are
more likely than other providers to use polypharmacy, patients with psychiatric disorders are more likely than patients with nonpsychiatric disorders to be prescribed
multiple medications, and the use of polypharmacy for
managing mood disorders has expanded over time (7, 16, 59,
60). Furthermore, at least for patients with bipolar disorder,
prescribers move more quickly to add a new agent than to
change the initial medication, and discontinuation is rare
(61). There are times when targeting an individual symptom
is the only way to quickly bring relief to a patient, at least
until the overall therapeutic strategy takes hold. Thus, it is
worth the risk of polypharmacy in some instances to provide,
for example, a tranquilizing drug to alleviate severe anxiety
or difﬁculty falling asleep, especially when these symptoms
directly obstruct functional recovery. Additionally, for some
patients, it is necessary to curate regimens that are highly
individually tailored. However, there is little in the way of
evidence-based medicine to guide complex combination
approaches (7, 59). Therefore, polypharmacy should be
managed thoughtfully on an individual basis with frequent
review of the current beneﬁt of each medication.
As a ﬁnal point, some have suggested that an increasing
focus on residual symptoms (e.g., lingering impairments in
vital sense, motivation, or sleep), as opposed to focusing on
function or syndrome-level severity, may at least partially
explain expanding polypharmacy in psychiatry (16, 61). This
focus would seem in line with the evolving goal of treating
patients with even the most difﬁcult cases to remission (62,
63). However, it is our view that all treatment efforts should
focus on the basic goals of functioning, quality of life, and
meaning making, even if deﬁnitive diagnosis and remission
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of symptoms remain elusive. For many patients with complex and chronically disabling conditions, it may be reasonable to establish 80% improvement, 80% of the time, as a
realistic intermediate goal (64). For patients who have been
severely and persistently ill for years or sometimes decades,
this level of treatment is consistent with much more ability
to function. We have seen such patients experience additional improvement after ﬁnding renewed interest or fulﬁllment in work and relationships. Further disease-focused
treatment should not be neglected, but may sometimes be
delayed until a period of better functioning provides a boost
in conﬁdence or resilience, because each new medication
trial risks new failures and side effects.
Augmented Treatment
As just alluded to, perhaps the most accessible strategy for
treatment augmentation in the management of mood disorders is the mixing of different classes of medication, and
there are now several well-studied applications of medication combinations. Although providing a comprehensive list
here is beyond the scope of this article, such strategies have
been previously reviewed (65–71). Instead, we note that,
although many combinations are often tried and are sometimes effective, relatively few medication augmentation
strategies have been validated. Of those that have been validated, the most thoroughly studied are second-generation
neuroleptics and lithium.
After the addition of a second antidepressant, secondgeneration neuroleptics represent the most common augmentation strategy (6). Although the utility of neuroleptics
in the management of mood disorders had long been clinically recognized (72), their wide use over the last 20 years
has followed approval by the U.S. Food and Drug Administration of second-generation antipsychotics for the treatment of mood disorders (68, 73). Since then, a number
of trials have supported their use in augmentation for
treatment-resistant mood disorders (74–76). Their rapid
onset of action, usefulness in both unipolar depression and
bipolar disorder, and ability to treat psychotic mood states
have been noted as advantages over other strategies, although low tolerability and side effects remain problematic
with intermediate and long-term maintenance use (8, 65,
66, 76).
Lithium, in combination with tricyclic antidepressants,
was one of the ﬁrst augmentation strategies to be empirically
supported (77, 78). Since then, a number of studies have
supported the use of lithium in combination with antidepressants (71). Only a few studies have speciﬁcally assessed
the utility of lithium for patients diagnosed as having
complex mood disorders; the data are mixed but overall
support its use (14, 79, 80). Interestingly, several studies
have found that whereas lithium augmentation has a
measurable sustained effect, its greatest beneﬁts come
early, in the ﬁrst few weeks (71), perhaps providing an additional reason for its use for patients who have especially
severe or refractory illness. Speciﬁcally, there is abundant
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evidence across mood disorders demonstrating lithium’s antisuicidal effects (81). These observations have led to international
guidelines advocating for the use of lithium for patients with
mood disorders (82, 83), and some have recommended lithium
augmentation as a ﬁrst-line approach for patients with difﬁcultto-treat illness (82, 84). Despite the beneﬁts of lithium, recent
practice instead has been to augment with additional antidepressants and neuroleptics (6). We certainly ﬁnd this prescribing
practice to be true in our own clinical experience as consultants,
consistently observing that lithium and tricyclic antidepressants (especially nortriptyline with therapeutic level
monitoring) are frequently among the treatment options
not yet tried.
A much smaller number of trials, each involving relatively
few patients, have investigated other augmentation strategies speciﬁcally for patients with difﬁcult-to-treat conditions.
Among them include studies supporting augmentation with
bupropion or buspirone (85), pindolol (70), thyroid hormone
(86, 87), mirtazapine (88), lamotrigine (89), and several psychostimulants (66). Although these strategies remain
promising, and many are widely used, much work remains
to determine the patients and circumstances for which
these approaches are most effective.
Even when these various efforts result in inadequate response, many alternative pathways for treatment, and reasons to continue to instill hope in patients, remain. Perhaps
the most underused, but also most promising approach, is
neurostimulation. Whereas neurostimulation has been historically viewed as an effort of last resort, guidelines are
increasingly advocating for its use earlier during treatment.
Given the abundant evidence demonstrating beneﬁt, safety,
and limited contraindications, electroconvulsive therapy
(ECT) is now considered a preferred therapy for patients
with difﬁcult-to-treat conditions (90). In fact, several major
groups have advocated for use of ECT as an overall ﬁrst-line
treatment for some patients diagnosed as having mood disorders with psychotic features or acute suicidality (82, 90,
91). For patients with lower acuity who have not responded
to at least one antidepressant trial, repetitive transcranial
magnetic (rTMS) stimulation offers another validated option
(92–95), although the superiority of ECT compared to rTMS
has been repeatedly demonstrated (90). Other promising
neurostimulation treatments, such as transcranial direct
current stimulation and vagus nerve stimulation, are increasingly available and supported by evidence (90) but are
underused. ECT perhaps provides the most striking example of underuse. Despite decades of evidence supporting
ECT as one of the most effective treatments for mood disorders, including remission rates of about 50% among patients with treatment-refractory conditions (96), only about
0.25% of patients with mood disorders receive ECT (97),
even though approximately 20% of mood episodes remain
refractory after 1–2 years of medication management alone
(15). Although patient preferences and availability of neurostimulation play some role in this discrepancy, ironically
clinicians’ enduring negative views also contribute (98).
focus.psychiatryonline.org
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More recently, there have been exciting developments
regarding several novel medication-based strategies for the
treatment of patients with severe and difﬁcult-to-treat mood
disorders. Among them, ketamine and its derivatives, the
progesterone metabolite brexanolone, and psychedelic
drugs such as psilocybin, have gathered the most attention
and are beginning to have wider clinical use. Although
promising, these approaches remain either entirely experimental or require unique clinical considerations and should
be used in coordination with specialized consultants.
Expanding the Treatment Team
Although medication management in combination with
psychotherapy represents the mainstay of outpatient treatment for complex mood disorders, as already noted, many
patients continue to experience residual symptoms and
require a higher level or additional components of care.
Fortunately, several other specialized approaches can be
integrated into routine practice, highlighting the value of
the multidisciplinary and multimodal care models that have
emerged across psychiatry (99–102). Disciplines that now
have well-deﬁned roles within psychiatric care include social work, occupational therapy, case management, vocational counseling, and psychiatric nursing (99). Although
studies of each individual discipline as applied speciﬁcally to
patients with complex mood disorders are limited or lacking,
the integration of these roles into higher levels of care for
patients with severe mental illness (e.g., assertive community treatment) has been supported (103–106). A related
resource that should be considered is family engagement.
Although routinely a part of child, adolescent, and young
adult care, the value of family involvement is likely underappreciated in adult psychiatry. Family engagement has
demonstrated beneﬁts for treatment retention, medication
adherence, patient satisfaction with care, and reduction of
depressive symptoms (107–110), so when feasible, it becomes
a critical component of care for patients with complex
conditions.
Another opportunity to improve patient engagement
comes with implementation of measurement-based care—
a systematic process of data collection and integration to
monitor progress and inform decision-making. Although
recognized as beneﬁcial and central to evidence-based psychiatry for more than a decade, routine use of measurementbased care has been largely conﬁned to research and large
practice settings, with only about 5% of providers regularly
using any standardized progress measure (111). Now, with
wide adoption of electronic records, the process of collection, analysis, and interpretation of measurements is
becoming less burdensome for providers and patients. The
approach, which has been associated with improved alliance, also provides objective data that can facilitate diagnosis and treatment progress (112–117), which would
beneﬁt patients with complex conditions for whom a
deﬁnitive formulation remains elusive or when beneﬁt
from treatment is uncertain. Additionally, for patients with
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mood disorders, measurement-based care has been associated with improved insight, more rapid and greater treatment response, and better assessment of functional
improvement (115, 116). For patients who have medically
complex conditions, the approach seems to facilitate communication among multiple members of a care team, which
has also been associated with improved control of both general medical and psychiatric problems (118).
Several other measures that may aid in diagnosis and/or
treatment are also now routinely available. Perhaps one
of the more common and most broadly useful is neuropsychological assessment to identify potential complicating
or comorbid conditions, such as personality vulnerabilities,
learning and memory impairment, executive functioning
problems, and functional deﬁcits. Such testing may be useful
in managing treatment for patients with complex adversities. In fact, neuropsychological testing has been successfully used for patients with difﬁcult-to-treat depression
to distinguish between subjective report of symptoms and
objective cognitive and functional performance (119, 120),
which can be challenging to distinguish in typical clinical
encounters. An additional beneﬁt is that neuropsychological
assessment can be personalized, with a battery of instruments tailored to the individual presentation and the provider’s questions. Brain imaging techniques represent
another set of widely available tools that can be complementary to routine psychiatric evaluation. Whereas a variety
of structural abnormalities have been reported among patients diagnosed as having mood disorders, with evidence of
differences between unipolar depression and bipolar disorder (121–124), the changes are often subtle and far from
universal. Therefore, structural imaging is not currently diagnostic for mood disorders per se but can be useful when
considering other brain disorders, such as those resulting
from traumatic injury, dementing illnesses, or inﬂammatory
processes as complicating factors. More recently, functional
brain imaging has identiﬁed changes among individuals with
mood disorders, and there is some suggestion that functional
techniques may be useful in predicting responsiveness to
different medication classes (125), although this possibility
remains in an investigational stage of development. Among
many other techniques developed to empirically aid medication choice and dosage, genetic and pharmacogenetic
testing appear to be the most rapidly developing. Pharmacogenetic testing, currently based on predicting pharmacokinetics and identifying individuals with uncommon
polymorphisms for whom certain medications or drug
combinations could carry increased risk, may be useful
for patients who have unexpectedly little beneﬁt or adverse reactions to a medication trial (126, 127). Although
testing is not currently able to predict individual treatment response to a speciﬁc psychiatric medication, one
study (128) suggests that such testing may be useful for
patients with severe affective disorders who are new to
treatment. Use and integration of these tools into routine
practice may be hampered by relatively limited exposure
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of clinicians to genetic testing, interpretation, and counseling during psychiatric training (129).
In many cases, and especially when the patient’s presentation deﬁes a clear formulation, it is advisable to seek
opinions from a colleague or specialty consultation team.
Although the potential goals of doing so are many, we believe
the most important point is that expert consultation should
offer more than a diagnosis and list of treatment recommendations. Instead, the process should provide a reconsideration of the entire history and formulation through
a different lens, critical assessment of past treatment trials,
options and rationale for future treatment management, and
the opportunity for ongoing guidance. However, despite the
best efforts of treatment teams, patients with the most
complex conditions may be too acutely ill to be safely treated
in a typical outpatient setting. For these patients, there are
several options for higher levels of care. Depending on the
individual situation, psychiatric rehabilitation programs,
intensive outpatient programs, partial hospitalization programs, residential programs, or assertive community treatment may be appropriate and, ultimately, acute inpatient
hospitalization may be required. In fact, there is some evidence that the need for psychiatric admission is rising, with
psychiatric stays being the only major type of hospitalization
to increase from 2004 to 2014, and mood disorders now
ranked seventh among all causes of hospitalization (130).
Although the patient trajectories and ultimate rationales for
inpatient admission vary widely, we view the objectives of
admission as relatively narrow. Certainly, safety is always the
primary objective. Other objectives may include acute stabilization in a therapeutic milieu, diagnostic clariﬁcation and
accelerated medical workup, intensive longitudinal assessment, accelerated medication change with close monitoring
for high risk patients, or initiation of neurostimulation.
Meanwhile, when patients are struggling not only with their
mood symptoms and other complicating factors, but also
the distress and frustration that can come with multiple
ineffective trials and escalating care needs, it becomes increasingly important for providers to rely on the therapeutic
alliance and the patient’s support network to remain present
during times of patient distress and steadfastly committed to
an appropriately optimistic future.
CONCLUSIONS
In managing care for patients with complex mood disorders,
our ﬁrst aim is to anticipate complicating problems, when
possible, before treatment begins or rebegins. A second
precept is that, regardless of the degree of complexity or
refractoriness of a patient’s distress, clinicians should seek to
make all encounters, at all stages, psychotherapeutic. Third,
the clinician often needs a thorough understanding of alternative treatment approaches as well as a trusted set of
multidisciplinary consultants, therapists, and specialists
(medical and psychological) and access to quality residential
and hospital units. Fourth, a support structure is critical for
Focus Vol. 18, No. 2, Spring 2020

each patient, which is usually but not always, a family engaged in and supportive of the patient’s care. A ﬁfth and
somewhat more nuanced principle is that treatment complexity, when possible, should have an inverse relationship
to the complexity of the patient’s adversities.
Finally, it is important to acknowledge that, in many instances, the clinician is left with substantial uncertainties
surrounding treatment decisions, such as when to augment,
use neurostimulation, try new or experimental options, involve consultants, or recommend a higher level of care.
These are questions that clinicians often confront, the answers to which are unique to each individual patient. After
all, unique patients and highly heterogeneous clinical conditions often defy attempts to apply treatment algorithms or
universal guidelines. Instead, we hope that this review will
serve as a synthesis of the various ways in which clinicians
may proceed in evaluating, managing, and instilling hope
even for patients with the most difﬁcult conditions.
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