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Diagnosing and Treating
Patients With Mixed Features

Rakesh Jain, MD, MPH; Vladimir Maletic, MD, MS;
and Roger S. MclIntyre, MD, FRCPC

P atients who present with major depressive disorder (MDD)
and subthreshold hypomania are often misdiagnosed.
Using older criteria, clinicians have diagnosed such patients
as having MDD alone or bipolar disorder. Newer diagnostic
criteria allow for a diagnosis of MDD with a mixed features
specifier. Patients with MDD and subthreshold hypomania
are at increased risk of developing bipolar disorder and must
be followed carefully. Treating patients with mixed features is
challenging, but treatment guidelines have emerged.

This AcapEmIC HIGHLIGHTS offers summaries of
presentations by experts on mixed features. The Chair,
Rakesh Jain, MD, MPH, discussed screening patients for
mixed features and applying the DSM-5 specifier. Vladimir
Maletic, MD, MS, addressed the identification of patients
with unipolar depression who may be at increased risk for
progression to bipolar disorder. Roger S. McIntyre, MD,
FRCPC, reviewed how to tailor patients” treatment regimens
for mood episodes with mixed features.

ORIGINS AND EVOLUTION OF
THE CONCEPT OF MIXED STATES

Dr Jain began by noting that the concept of mixed
states has a long history. Descriptions of mixed states date
back to classical times and can be found in the writings of
ancient Greek physicians such as Hippocrates and Aretaeus
of Cappadocia, both of whom espoused the existence of
melancholia and mania.! The ancient Greek scholars had a
broader concept of these terms than is currently accepted, but
their ideas still roughly correspond to the modern concepts
of depressive and manic states. These classical physicians
acknowledged that individuals could experience and switch
between discrete mood states, but they could also experience a
mixture of both melancholia and mania.!

Eighteenth century scholars rekindled interest in the idea
of mixed mood states, but the current concept of mixed states
dates to the end of the 19th century.! The German psychiatrist
Emil Kraepelin introduced the term “mixed state” in 1896.%?
Remarking that Kraepelin is often said to have “launched a
thousand ships” in modern psychiatry, Dr Jain commented
that Kraepelin’s work is still relevant today.

One of Kraepelin’s students and colleagues, Wilhelm
Weygandt, published the first book on mixed states in 1899
and helped develop the concept.? Kraepelin further refined
the concept of mixed states, eventually defining 6 distinct
types.! According to Kraepelin, the 3 main symptoms of mania
were flight of ideas, euphoria, and hyperactivity, and the
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fundamental symptoms of depression were inhibition
of thought, depressive mood, and weakness of volition.!
Thus, mixed mood states could arise if one of the
symptoms of mania was replaced with a symptom of
depression, or vice versa. Kraepelin also acknowledged
that mixed states could exist either as a transitional
form, when a patient is switching from one mood state
to another, or as an independent and distinct mood
state.!

Kraepelin’s conceptualization of mood disorders
was challenged in the 20th century by the work of
Kurt Schneider, who denied the existence of mixed
states and claimed that any condition that appeared to
combine manic and depressive symptoms should not
be considered a mood disorder.> With the publication
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of the'third edition of the Diagnosti¢c and Statistical
Manual of Mental Disorders (DSM-III) in 1980, mood
disorders were split into bipolar disorder and MDD,
thus rejecting Kraepelin’s dimensional construct and
causing mixed states to be largely forgotten for many
years.? Dr Jain noted that although patients could be
diagnosed as experiencing a mixed episode, they had to
meet full diagnostic criteria for both a manic episode
and a depressive episode for at least 1 week.*

The dichotomy established by DSM-III* and
maintained through DSM-IV-TR® was somewhat
problematic because the reality of mood disorder
presentations was far more complex® and the experience
of mixed episodes is quite common.” To remedy
this problem, the DSM-58 introduced the “mixed
features” specifier, thus shifting from a categorical
conceptualization of mood disorders to more of a
dimensional spectrum. People diagnosed with manic,
hypomanic, or depressive episodes can meet criteria for
the mixed features specifier.® This change acknowledged
the prevalence and importance of the subsyndromal
mixed states often experienced by individuals with
mood disorders (Figure 1). In looking at this figure,
Dr Jain observed that the older DSM construct seemed
to consist of islands. The islands of manic, mixed,
and depressed episodes each had a large gulf between
them. But the newer concept is that mood disorders are
much more on a spectrum, like a continent on which
individuals could start at one end and go to the other.
The landscapes change, but the landscape changes can
be gradual. The newer depiction of mixed features
shows that they can intrude in every phase of the
condition.

EPIDEMIOLOGY AND IMPACT
OF MIXED FEATURES

Dr Jain pointed out a growing awareness of the
prevalence of and additive burden created by mixed
presentations. For instance, Bauer and colleagues!®
assessed 441 individuals being treated for bipolar
disorder and found that 94.1% of the patients with
mania or hypomania were also experiencing clinically
significant depressive symptoms, and 70.1% of the
patients who were in a depressive episode were
experiencing clinically significant manic symptoms.
Similarly, in a group of 76 patients with MDD, Benazzi'!
found an average (mean) of 2.8 hypomanic symptoms
per patient.

The prevalence of patients meeting the mixed
features specifier has varied in study populations. A
study of 2,811 patients experiencing a major depressive
episode!? found a 7.5% rate of patients meeting
criteria for the mixed features specifier. In a post hoc
analysis of data from the International Mood Disorders
Collaborative Project,'® the DSM-5 mixed features
specifier criteria were met by 32% of 573 individuals
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DSM-5=Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition.

Figure 2. Prevalence of DSM-5 Mixed Features Specifier in
Adults With Major Depressive Disorder or Bipolar Disorder®
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Abbreviations: BD = bipolar disorder; DSM-5 = Diagnostic and Statistical
Manual of Mental Disorders, Fifth Edition; MDD = major depressive
disorder, MFS =mixed features specifier.

diagnosed with an index major depressive episode
(Figure 2).

Compared with individuals who experience episodes
of pure mania or depression, those who experience mixed
states have been found to experience a worse clinical
course, higher rates of comorbidities, and a poorer
response to treatment.? For example, a study of nearly
600 patients with recurrent MDD (and no known family
history of bipolar disorder)!* found that nearly 1 in 10 had
a history of subthreshold manic symptoms. These patients
were significantly more likely to have a history of poor
response to antidepressants (P<.02), a greater likelihood of
experiencing psychosis (P<.04), more depressive episodes
(P=.006), and more hospitalizations (P<.03).!* The new
mixed features specifier in DSM-5 can help clinicians
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identify patients such as these, whose symptoms may
have been missed with the previous diagnostic criteria.

SCREENING PATIENTS
FOR MIXED FEATURES

Because the spectrum of mood disorders is much
larger, wider, and more damaging than once thought, Dr
Jain recommended that every patient diagnosed with a
mood episode be evaluated for symptoms of the other
pole (ie, depressive versus manic/hypomanic).!®> Some
patients may present with red flags, such as MDD with
high rates of comorbid anxiety,'® high levels of irritability
and mood lability, distractibility, and psychomotor
agitation (as indicated by such behaviors as pacing, hand
wringing, or inability to sit still).'>!® Other common
symptoms include pressured speech, impulsivity,
hyperactivity, and racing thoughts.'>'® However, even
in the absence of red flags, patients should be assessed
for mixed features. Assessment should include questions
about mood shifts immediately before or after previous
episodes of depression and about unusual periods of
enhanced function. Any temporal relationships between
mood changes and antidepressant treatment should also
be investigated.

Assessment tools can greatly assist in the detection of
mixed symptom presentations. Guidelines'® suggest using
the Quick Inventory of Depressive Symptomatology'”
self-report scale or the Clinically Useful Depression
Outcome Scale'® to screen patients for depressive
symptoms.

Tools for screening patients for manic/hypomanic
symptoms include the Clinically Useful Depression
Outcome Scale-Mixed!® and the Bipolar Depression
Rating Scale.!>? The 2 screening tools that Dr Jain
most highly recommended are the Mood Disorder

You are prohibited from making this PDF publicly available.



Questionnaire (MDQ) and the Bipolar Spectrum
Diagnostic Scale (BSDS).

The MDQ is a brief self-report instrument that screens
for a lifetime history of manic or hypomanic symptoms.*!
The MDQ includes 13 yes/no questions to determine
the presence of manic/hypomanic symptoms, as well as
questions to determine the timing of their occurrence
and any impairment associated with the symptoms.*?

The MDQ has been found to have good sensitivity and
specificity for detecting bipolar disorder, but modified
scores may be needed for detecting symptoms of mania/
hypomania in patients with MDD.*

The BSDS is another useful screening tool that was
developed to detect milder presentations of bipolar
symptoms such as those characteristic of bipolar II disorder
or not otherwise specified.?* The BSDS is a self-report
tool consisting of 2 parts. In the first part, the respondent
is asked to read a paragraph consisting of 19 sentences
that describe many of the symptoms of bipolar disorder,
including symptoms of both mania and depression.
Respondents checkmark each sentence that they believe
applies to them. The second part of the assessment is a
single multiple choice question asking respondents the
extent to which they feel the paragraph describes them
overall, with the answers ranging from perfectly to not at
all. The BSDS has been found to be more effective than
the MDQ for detecting milder signs of mania/hypomania,
while the MDQ is effective in detecting bipolar I disorder.?*
Therefore, employing both scales may be a useful strategy
to screen patients for the criteria in the mixed features
specifier.2*

If possible, collateral histories should be obtained from
significant others, family members, or friends. Dr Jain
commented that these additional sources of information
can considerably improve the detection of mixed features.
As part of the psychiatric evaluation, information from
collateral sources can provide useful information about
past or current symptoms and changes in behavior or
functioning.”

Finally, Dr Jain stated, the DSM-5% mixed features
specifier criteria should be used to confirm the diagnosis.

Academic Highlights

B Screen all patients with mood symptoms for mixed
features.

B Use DSM-5 criteria to diagnose mixed features.

B | ook for warning signs of potential conversion from
MDD to bipolar disorder, such as early age at depression
onset, family history of bipolar disorder, poor response
to antidepressants, comorbid anxiety or substance use
disorders, and the presence of clinical features such as
delayed sleep phase, psychosis, and suicidal ideation.
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B Consider psychosocial interventions for all patients with
mixed features.

B Use available evidence and practice guidelines to select
and sequence treatments for patients with mixed features.

APPLYING THE DSM-5 SPECIFIER

The DSM-5 provides specific criteria for identifying
mixed features in patients with a primary diagnosis of
bipolar disorder or MDD.? In order to reduce the potential
for overdiagnosis due to overlapping symptoms, some
symptoms that can be included in the diagnosis of a manic/
hypomanic or a depressive episode are excluded from
the criteria for mixed features. These symptoms include
irritability, distractibility, and psychomotor agitation, which
are common to episodes of both depression and mania.?

Manic or Hypomanic Episode With Mixed Features
Patients who meet the criteria for a manic or hypomanic
episode should receive the mixed features specifier if they

have at least 3 of the following 6 depressive symptoms:
(1) prominent dysphoria or depressed mood, (2)
psychomotor retardation, (3) feelings of worthlessness

or excessive guilt, (4) diminished interest or pleasure

in almost all activities, (5) fatigue or loss of energy, or

(6) recurrent thoughts of death.® The symptoms should
occur most of the time during the current or most recent
manic/hypomanic episode. These symptoms should
represent a change from usual behavior and should be
observable by others.

Depressive Episode With Mixed Features

The mixed features diagnostic criteria are the same
for depressive episodes, regardless of whether the
patient’s diagnosis is bipolar disorder or MDD.® To
receive the mixed features specifier, the patient must
have 3 or more of the following symptoms of mania/
hypomania: (1) elevated or expansive mood, (2) inflated
self-esteem or grandiosity, (3) increased talkativeness or
pressured speech, (4) flight of ideas or racing thoughts,
(5) increase in energy or goal-directed activity, (6)
increased or excessive involvement in risky behavior,
or (7) decreased need for sleep.® The symptoms should
occur most of the time during the depressive episode,
represent a change from usual behavior, and should be
observable by others.

Case Practice Question

Discussion of the best response can be found at the end of
the activity.
Case 1. Juan is a 27-year-old father of 2 with a history
of bipolar Il disorder. He presents because of his wife’s
concerns about his anger and irritability, and he also
reports insomnia and racing thoughts. You suspect he is
experiencing a hypomanic episode but want to screen for
mixed features. The presence of which of the following
symptoms could indicate that Juan meets the mixed features
specifier criteria?

a. Irritability

b. Distractibility

c. Sad mood

d. Decreased need for sleep
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CONCLUSION

The DSM-5 mixed features specifier provides a
much broader and less restrictive diagnostic framework
than in previous editions of the DSM that is intended
to more accurately represent the spectrum of mood
disorder presentations.?® The use of the specifier offers

the opportunity to recognize subsyndromal symptoms
that can have an important impact on treatment.? Dr

Jain concluded his presentation by remarking that many
clinicians,? including himself, have missed a patient’s
mixed features, and improving one’s awareness and use of
the specifier is an important step in providing patient care
that leads to better outcomes.

IDENTIFYING PATIENTS WITH UNIPOLAR DEPRESSION AT RISK FOR PROGRESSION

TO BIPOLAR DISORDER

To begin his presentation, Dr Maletic noted that
differentiation of mood disorders based on a descriptive
classification continues to be a daunting clinical challenge.
Citing a study?’ of 108 patients with depression and/
or anxiety, he pointed out that one-third of those with
depression were found to have a bipolar spectrum disorder.
Furthermore, Dr Maletic noted that interrater reliability
is low for the diagnosis of MDD.?® Part of the difficulty
in accurately diagnosing unipolar depression is that this
diagnosis encompasses a vast range of combinations of
symptoms, which can lead to unreliable or inconsistent
diagnostic assessments.”>?° Additionally, patients often
underreport or fail to report hypomanic/manic symptoms,
which hinders clinicians’ ability to diagnose mixed
features or bipolar disorder.*° In fact, one survey found
that patients were more likely to not report than to report
elated mood, increased activity, or reckless behavior to
their providers.*

The reconceptualization of mood disorder diagnoses in
DSM-5 was intended to reduce the number of diagnostic
errors, but the potential for misdiagnosis still exists.>?%°
In addition to using the diagnostic criteria to diagnose
mixed features in major depressive episodes, clinicians
can improve their ability to recognize patients with mixed
features who are at risk for progression to bipolar disorder.
Dr Maletic cited a recent meta-analysis®! showing that
almost one-fourth of adolescents and adults with MDD
who were followed for a mean duration of 12 to 18 years
developed bipolar disorder, usually within the first 5
years. Accurate detection of the full range of a patient’s
symptoms, particularly mania or hypomania, is imperative
in patients with depression because the experience
of mixed states*’—even subthreshold hypomanic
symptoms—can indicate a risk of conversion to bipolar
disorder."

Epidemiologic and clinical features can both complicate
and aid identification of individuals with depression
who might have or might be at risk for bipolar disorder.
Depression is the dominant mood phase for patients
with either bipolar I or bipolar II disorder. Dr Maletic
highlighted classic studies by Judd and colleagues on the
weekly symptomatic status of patients with bipolar I*3
and bipolar I1** disorders. They found that patients with
bipolar I disorder spent 31.9% of the time experiencing

depressive symptoms,* while patients with bipolar II
disorder spent 50.3% of the time experiencing depressive
symptoms.** Therefore, Dr Maletic noted, these patients
will most likely present to their clinicians during a major
depressive episode. If these patients receive only a cross-
sectional assessment, they are likely to receive a diagnosis
of MDD.* Careful evaluation will be necessary to detect
past or current symptoms of mania or hypomania that
might indicate a diagnosis of either mixed features or
bipolar disorder.

Risk Factors

Several clinical indicators are known to be more
strongly associated with bipolar disorder than with MDD.
Dr Maletic described risk factors for bipolar disorder
in patients experiencing episodes of depression (Table
1).15:31,35-37

Early age at onset. Individuals with bipolar disorder
tend to experience an earlier age at onset compared with
individuals with MDD.*® Dr Maletic described a study by
Oedegaard and colleagues®® (Figure 3), in which twice as
many patients with bipolar disorder (13%) had onset of
depression before age 13 years compared to those with
MDD (6%). While 19% of those with MDD had an onset
during ages 13 to 19 years, 48% of those with bipolar
disorder did. During ages 20 to 29 years, the likelihood of
a bipolar disorder or MDD onset was equivalent. Past the
age of 30 years, onset of depression was 4 times more likely
to be associated with MDD than with bipolar disorder.

Table 1. Risk Factors for Progression From
Unipolar Depression to Bipolar Disorder?

Mixed features (subthreshold manic/hypomanic symptoms)

Family history of bipolar disorder

Earlier age at onset

Onset of depressive illness in autumn

Psychosis

Suicidality

Delayed sleep phase

Past or current anxiety or substance use disorder

History of child abuse or other stressors

Poor response to antidepressant treatment/
antidepressant-induced mania

aData from Bader and Dunner,3 Gilman et al,3> Robillard et al,3”
Ratheesh et al,*" and Stahl et al.””
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Figure 3. Age at Onset of Bipolar Disorder Versus
Major Depressive Disorder®
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Female sex. Sex differences in bipolar disorder may
delay correct diagnosis. Women are less likely than men
to experience mania at the onset of bipolar I disorder.>
Dr Maletic commented, therefore, that weighing the risk
of bipolar disorder is particularly important in female
patients presenting with an early-onset depressive episode.

Season of first episode. Interestingly, even the time
of year of a patient’s first depressive episode can be
informative. The peak season for initial episodes of
unipolar depression (without mixed features) has been
found to be spring, whereas the peak season for the onset
of bipolar depression or depression with mixed features is
fall.#0

Symptom differences. Symptom presentation can
provide indications as to the likelihood of a patient with
mixed features converting to bipolar disorder. Sleep
disturbance is a common feature of both MDD and bipolar
disorder, and circadian rhythm disruption is believed
to play a causal role in the pathophysiology of mood
disorders.*! Sleep difficulties may manifest differently
depending on the disorder. Robillard and colleagues®”
found that patients experiencing an episode of bipolar
depression were significantly more likely to exhibit a
delayed sleep phase than individuals experiencing an
episode of unipolar depression (P=.014).

Other relevant symptoms are psychosis and suicidal
ideation, which become more common in patients with
unipolar depression as their number of manic/hypomanic
symptoms increase.*? Dr Maletic pointed out a study by
Goldberg et al,* who found that patients who presented
with psychotic symptoms during an initial major
depressive episode were significantly more likely than those
without initial psychosis to subsequently develop mania
(P=.003). This research finding was supported by Tohen
and colleagues** who found that within a 2-year follow-up
of patients with first-episode psychotic depression, 33%
met criteria for a bipolar disorder diagnosis.

Dr Maletic also described the relationship between
suicidality, MDD with mixed features, and bipolar disorder.

In a retrospective claim review, McIntyre et al** found

that, compared with individuals with MDD only, those
with MDD and mixed features were 5 times more likely to
experience suicidal ideation (OR=4.9) and 3 times more
likely to engage in suicidal behavior (OR =2.8), both of
which were statistically significant increases (P<.001).
Furthermore, a study by Akiskal and Benazzi* found

that the experience of racing/crowded thoughts and
psychomotor agitation/activation both independently
increased the likelihood of suicidal ideation in patients with
MDD. A retrospective chart review>® showed a higher rate
of suicide attempts among patients with bipolar I disorder
(42%) than among those with recurrent MDD (16%).

Psychiatric history. The patient’s current and past
psychiatric diagnoses can reveal possible risk factors for
conversion to bipolar disorder. Gilman and colleagues®”
used data from the National Epidemiologic Survey on
Alcohol and Related Conditions to predict conversion
to bipolar disorder over the course of 3 years in 6,214
individuals initially diagnosed with MDD. They found
that patients with a history of social phobia or generalized
anxiety disorder were significantly more likely to transition
to a diagnosis of bipolar disorder (P<.05 for both
disorders).

Current comorbidities are also important considerations.
A 10-year study*” found that patients with MDD and
mixed features (subthreshold manic symptoms) were more
likely than those without subthreshold mania to convert to
bipolar disorder; this group of patients also had higher rates
of alcohol use disorder and panic disorder.

Stressors. Lifetime history of stressors should be
assessed. Stressful life events, including past experience of
child abuse as well as recent problems with social support,
such as loss or injury of a close friend or family member
or a separation or divorce, have been found to increase the
likelihood of a transition to a bipolar disorder diagnosis.*

Family history. A retrospective chart review of patients
with bipolar spectrum disorders or MDD was conducted
by Bader and Dunner (Figure 4).3 They found that
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patients with a'diagnosis in the bipolar spectrum were
significantly more likely than those with MDD to have a
first-degree relative with bipolar disorder (27%-32% vs
11%, respectively; P <.05). This insight into the genetic
underpinnings and heritability of bipolar disorders
underscores the importance of obtaining a thorough
family history in all patients with mood symptoms. A
family history of bipolar disorder could be considered a
risk factor for conversion to bipolar disorder in a patient
with depressive symptoms.

Antidepressant use and response. Antidepressant
treatment has been found to be associated with an
increased risk of transition to bipolar disorder in
disposed individuals with MDD. In a review of 51 reports,
Baldessarini and colleagues®® found a rate of switching
to bipolar disorder of 8.18% (or 3.42% per year) among
patients with MDD who were receiving antidepressant
treatment. Dr Maletic pointed out that, in 10 controlled
trials, the incidence of conversion was 2.6 times greater
in those taking antidepressants than in those not taking
antidepressants.*

Past response to antidepressant treatment may predict
conversion to bipolar disorder. Li and colleagues* found a
strong association between poor antidepressant response
and a conversion from a diagnosis of MDD to bipolar
disorder. This study evaluated data from 2 large cohorts
of individuals diagnosed with MDD over 8 years. The
patients who experienced poor response to antidepressant
treatment were significantly more likely to convert to
bipolar disorder than those who showed a favorable
response to treatment (P<.0001).* Thus, poor response
to antidepressant treatment should be considered as one of

the many possible clinical factors that can signal a patient’s
risk of converting to bipolar disorder.

Case Practice Question

Discussion of the best response can be found at the end of
the activity.

Case 2. Anthony has had recurrent depression since the
autumn that he began high school. He is now 28 years old
and experiencing another depressive episode. He has failed
3 adequate trials of antidepressants. Anthony is currently
experiencing intense anxiety and sleep disturbance. Besides
young age and seasonality at onset and poor antidepressant
response, which other clinical feature represents a risk that
Anthony may transition from MDD to bipolar disorder?

a. Middle insomnia

b. Cognitive difficulties

c. Family history of anxiety disorders

d. History of frequent suicidal thoughts

CONCLUSION

In summary, Dr Maletic offered some clinical pearls.
Mood disorders cannot be easily classified on the basis of a
cross-sectional evaluation. Rather, clinicians who evaluate
patients reporting a depressive episode need to obtain a
detailed history, including family psychiatric history, and
conduct a careful longitudinal follow-up with a specific
focus on the emergence of hypomanic or manic symptoms
throughout the course of illness. It is helpful to remember
that mood disorders are dynamic, evolving conditions,
and a diagnosis that seemed accurate at one point may no
longer be accurate a few years later.

TAILORING PATIENTS' TREATMENT REGIMENS FOR MOOD EPISODES WITH MIXED FEATURES

A guiding principle of medicine, began Dr MclIntyre,
is primum non nocere, or “first, do no harm.” Of course,
all treatments carry risks of adverse effects, but evidence®
suggests that the use of antidepressants for a depressive
episode may destabilize not only patients with bipolar
disorder but also those with unipolar depression and
mixed features. How should clinicians safely and effectively
treat patients who have depressive episodes with mixed
features? In his presentation, Dr McIntyre addressed this
question and described recent guidelines.

Dr McIntyre began by pointing out a real-world
assessment of the challenges faced by these patients in
treatment settings. He and his colleagues® retrospectively
reviewed the medical claims of over 130,000 individuals
with newly diagnosed MDD during the year after the
diagnosis. The claims were from a commercial claims
database from January 1, 2009, to October 31, 2014. This
study found that, compared to patients with MDD only,
those with MDD and mixed features appeared to have a

more difficult-to-treat illness as evidenced by a greater
need for polypharmacy with multiple drug classes, more
psychotherapy, and significantly higher rates of mental
health-related emergency department visits, outpatient
visits, and inpatient stays (P <.001 for all). Additional
evidence?>!>°! indicates that patients who experience
depression with mixed features often exhibit a more
complex illness presentation, higher rates of recurrence
and chronicity, and poorer response to antidepressant
treatment than those without mixed features, meaning
that these patients will require special treatment
consideration.

Unfortunately, compared with other manifestations
of mood disorders, depression with mixed features
does not have a strong evidence base to guide treatment
selection due to the relatively limited number of clinical
trials that have been conducted in this area. In 2015, the
Florida Medicaid program drew on the best available
evidence and released a practice guideline® that included
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Figure 5. Florida Medicaid Consensus Guidelines for
Pharmacologic Treatment of Major Depressive Disorder
With Mixed Features?®

Figure 6. Expert Consensus Recommendations for
Pharmacologic Treatment of Major Depressive Disorder
With Mixed Features?®
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the first available treatment algorithm for MDD with
mixed features as defined by the DSM-5. The treatment
recommendations from this guideline were recently
updated (Figure 5).>! An additional set of guidelines for
the recognition and management of mixed depression was
developed by a panel of mood disorder experts based on
the DSM-5 diagnostic criteria, the best available research,
and the panel’s clinical expertise (Figure 6).!°

Pharmacologic Treatment

Dr McIntyre emphasized that, before beginning
pharmacologic treatment in any patient with a major
depressive episode who is exhibiting symptoms sufficient
to meet the criteria for the mixed features specifier, the
patient must be carefully evaluated for a current or past
history of mania or hypomania in order to rule out a
diagnosis of bipolar disorder. Patients should also be
assessed for other psychiatric or medical comorbidities
that could be contributing to mixed features. A variety of
conditions from substance use to obesity have been found
to be associated with symptoms similar to those of mixed
features, including irritability, impulsivity, and mood
dysregulation.'>*!

For patients with a diagnosis of depression with
mixed features according to the DSM-5 criteria, the
Florida guidelines are similar to the guidelines for
treating MDD without mixed features.”' Although
the guidelines acknowledge that mood destabilization
is a risk with antidepressant treatment in patients
experiencing manic or hypomanic symptoms, the panel
concluded that not enough evidence was available in
patients with MDD and DSM-5-defined mixed features
to forbid the use of conventional antidepressants. Thus,
antidepressant monotherapy is endorsed as one first-
line treatment option for major depression with mixed
features.>!

The expert consensus guidelines on depression
with mixed features!® take a different approach and
advise against the use of antidepressant monotherapy.
Antidepressants are included in these guidelines only
as potential third-line treatment options and only when
used in conjunction with a mood stabilizer or atypical
antipsychotic (eg, the combination of olanzapine and
fluoxetine is a second-line option).

Thus, the selection of treatment for a patient with
depression and mixed features revisits the debate
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over the use of antidepressants in bipolar spectrum
disorders.>® A study by Frye et al*® included 176 adult
patients with bipolar disorder who received 10 weeks of
antidepressant treatment adjunctive to a mood stabilizer
(possibly combined with an atypical antipsychotic) for

a current depressive episode. The study showed that the
co-occurrence of motor and verbal activation before
patients received antidepressant treatment predicted
emergent mania/hypomania (P=.02). The potential for
antidepressant treatment to destabilize patients with
bipolar disorder was emphasized in a 2013 report by the
International Society for Bipolar Disorders (ISBD).>* Dr
Mclntyre said that the ISBD convened a task force>* to
review the use of antidepressants in bipolar disorders,
and the task force concluded that, in many cases—
including cases in which the patient presents with mixed
features—antidepressant treatment should be avoided
because of insufficient evidence of benefit and the risk
of mood destabilization. Dr McIntyre stated that some
scenarios exist in which antidepressants can be used for
individuals with bipolar disorder.

Evidence is lacking for antidepressant use in patients
with MDD who exhibit mixed features. Prior to the
introduction of the DSM-5 mixed features specifier,
Koukopoulos and colleagues® evaluated patients
with depression and excitatory symptoms such as
psychomotor agitation, talkativeness, racing thoughts,
irritability, or mood lability. This study® found that,
for the majority of patients experiencing this type of
mixed depression (56%), the mixed symptoms emerged
following pharmacologic treatment, primarily with
antidepressants.

A more recent study by Sani et al>® used the same
definition of mixed depression and came to a similar
conclusion regarding antidepressants in this population.
In about half of the patients in the study, mixed
depression was associated with antidepressant use. In
a different study, Patel and colleagues®” reviewed the
electronic health records of over 21,000 adult patients
receiving secondary mental health care for unipolar
depression. The mean follow-up duration was 4.3
years. The investigators found a 10.9% rate of later
diagnostic conversion to mania or a bipolar disorder.
All antidepressants were associated with an increased
incidence of mania in patients with unipolar depression,
particularly selective serotonin reuptake inhibitors (95%
CI, 1.18-1.52) and venlafaxine (95% ClI, 1.07-1.70).”’
Taken together, these studies provide evidence that
antidepressants may be a dangerous treatment option
for patients exhibiting or at risk for mixed features or
conversion to bipolar disorder.

Among first-line treatment options, the Florida
guideline states that mood stabilizers may be
considered.”® The expert consensus guidelines,'®
however, note that select atypical antipsychotics are the
only drugs that have been specifically tested in depression
with mixed features, and therefore these agents comprise

156

the first-line group. These guidelines" recommend mood
stabilizers as second-line treatment. The evidence base
for lithium as a treatment for depression with mixed
features is limited, but it may help alleviate aggression

or suicidality, and lamotrigine or divalproex may also be
beneficial in mixed presentations.'®

Atypical antipsychotics are among first-line treatment
options provided by the Florida Medicaid guidelines®!
and the only first-line treatment option recommended
by the expert consensus guidelines.!® Some evidence
is available supporting the efficacy of quetiapine,®®
olanzapine,*® and asenapine® in mood episodes with
mixed features, but only ziprasidone®! and lurasidone
have been assessed in patients with a diagnosis similar to
that required by the DSM-5 for depression with mixed
features.

Dr McIntyre described a study by Patkar and
colleagues®! that enrolled 73 patients who met DSM-IV
criteria for a major depressive episode and who were
also experiencing 2 or 3 DSM-IV manic criteria. Some
patients had MDD, and some had bipolar II disorder.
Participants were randomly assigned to receive either
40-160 mg/d of ziprasidone or placebo for 6 weeks. At
the conclusion of the study, the active treatment group
experienced a significantly greater improvement in
depression scores as measured by the Montgomery-
Asberg Depression Rating Scale (P <.05), but more
benefit was seen in bipolar II disorder than in MDD
(P<.05). No significant difference in mania rating scores
was found for ziprasidone compared with the placebo
group, which indicates that ziprasidone treatment did
not lead to mood destabilization or switching in this
sample.°!

Dr Mclntyre and his colleagues®® completed a post
hoc analysis of a placebo-controlled trial investigating
lurasidone for bipolar depression. The analysis found
that among patients with mixed features, lurasidone was
associated with significantly greater improvement in
depression symptom ratings than was placebo (P<.01).
Rates of treatment-emergent mania or hypomania were
similar (lurasidone, 2.2%; placebo, 3.2%). Similar results
were obtained in a study by Suppes and colleagues,*
who conducted a placebo-controlled trial of lurasidone
in 209 patients meeting DSM-IV-TR criteria for a
major depressive episode with 2 or 3 manic symptoms.
After 6 weeks of treatment, the lurasidone group had
significantly greater improvement in both depression
and manic symptoms and overall illness severity (P <.001
for all measures).®* The results of this study support
lurasidone as a safe and effective treatment option for
depression with mixed features.

According to the Florida Medicaid guidelines,’! all
first-line treatments should be given a trial of at least
2 to 4 weeks. If the patient shows partial response, the
treatment can be continued for an additional 4 weeks, or
alevel 2 treatment can be tried. If no response is evident
at 2 to 4 weeks, a level 2 treatment should be tried. Level 2
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treatment options include optimizing the dose of the level
1 treatment, switching to monotherapy with a different
second-generation antipsychotic or mood stabilizer,
switching to an antidepressant monotherapy from the
same or different class, or combining level 1 treatments.”!
If the patient still fails to respond, third-level treatment
options include electroconvulsive therapy, transcranial
magnetic stimulation, alternative antidepressants such

as tricyclics or monoamine oxidase inhibitors, or first-
generation antipsychotics.

Psychosocial Interventions

Dr McIntyre pointed out that all patients with
mood disorders should be considered for psychosocial
treatment as an additional intervention. The Systematic
Treatment Enhancement Program for Bipolar Disorder
(STEP-BD) found that intensive psychosocial treatments
such as cognitive-behavioral therapy, family-focused
therapy, or interpersonal and social rhythm therapy as
adjuncts to pharmacotherapy were helpful for enhancing
stabilization from bipolar depression.®* Both guidelines!>>!
include these interventions among treatment options.
Furthermore, Dr McIntyre noted although lifestyle and
behavioral modifications such as promoting healthy
diet choices, good sleep hygiene, regular exercise, and
smoking cessation have not been established as a means
of improving mood symptoms in large, rigorous clinical
trials, these interventions should nevertheless be discussed
in patient visits due to their overall beneficial effects on
health and quality of life.>!

Academic Highlights

Case Practice Question

Discussion of the best response can be found at the end of
the activity.

Case 3. Daniel is a 28-year-old man meeting criteria for a major
depressive episode with mixed features. Which of the following
treatments is not considered a first-line treatment option for
Daniel according to the 2017 Florida Medicaid guidelines?

a. Conventional antidepressant

b. Lithium

c. Second-generation antipsychotic

d. Electroconvulsive therapy

CONCLUSION

To conclude, Dr MclIntyre stated that mixed features are
common in adults with MDD or bipolar disorder. Mixed
features are associated with a more complex, severe, and
chronic course as well as suboptimal treatment response.
The available evidence is, in fact, insufficient to provide
unequivocal recommendations. What evidence is available
indicates that conventional antidepressants have been
suboptimal in many cases, inviting the need for alternative
treatment approaches. Emerging evidence suggests that
some atypical antipsychotic agents may be effective
in treating depressive episodes with mixed features. A
descriptive literature hints at efficacy for conventional
mood-stabilizing agents like lithium. Clinicians are
encouraged to review the recent guidelines for additional
support regarding sequencing treatments for adults with
major depressive episodes and mixed features.

Discussion of Case Practice Questions

Case 1. Case 2.

Preferred response: c. Sad mood

Because irritability, distractibility, and
insomnia can be overlapping symptoms

of a manic/hypomanic episode and a
depressive episode, they are not on the list
of symptoms needed for a mixed features
specifier in a patient presenting with a manic
or hypomanic episode. Sad mood is the only
one of Juan’s symptoms that is unique to

a depressive episode and, therefore, may
indicate the need for the mixed features
specifier.

Published online: September 26, 2017.

Disclosure of off-label usage: The authors have determined that, to the
best of their knowledge, no drugs are approved by the US Food and Drug
Administration for the treatment of a major depressive episode with mixed
features.
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POSTTEST

To obtain credit, go to PSYCHIATRISTCOM (Keyword: October)
I:I to take this Posttest and complete the Evaluation.

1. Ms A is a 22-year-old college senior who presents with depression, anxiety,
and episodic bouts of severe insomnia. She meets the DSM-5 criteria for a
major depressive episode. Among the following symptoms that are red flags
suggesting that Ashley might meet criteria for the mixed features specifier,
all are DSM-5 criteria except:

a. Racing thoughts/flight of ideas
b. Increase in energy
c. Distractibility

d. Decreased need for sleep

2. Mrs J is a 47-year-old woman presenting with depressed mood, loss of interest,
hypersomnolence, excessive eating, fatigue, and difficulties with concentration
lasting 5 weeks. Additionally, she reports racing thoughts, irritability, and occasional
periods when she requires very little sleep lasting 2 to 3 days. Her speech is
pressured. Which statement about her mood state is false?

a. Her depression with mixed features can be a part of major depressive disorder (MDD) or
bipolar IT disorder

b. Depressive episodes with mixed features are associated with a later onset of disease

c. Presence of a depressive episode with mixed features may predict a transition from MDD
to bipolar disorder

d. Her presentation does not exclude a possible diagnosis of bipolar I disorder

3. You have diagnosed Ms N with MDD and mixed features. To provide first-line
psychopharmacologic treatment according to both the Florida Medicare guidelines
and recent expert consensus guidelines, which of the following therapeutic choices
would be best for Ms N?

a. Benzodiazepine
b. Psychostimulant
c. Select second-generation antipsychotic

d. Antidepressant
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