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OPINION

Mixed features in bipolar disorder

FEva Solé, Marina Garriga, Marc Valenti, and Eduard Vieta™

Bipolar Disorder Unit, Institute of Neuroscience, Hospital Clinic, University of Barcelona, Barcelona, Catalonia, Spain

Mixed affective states, defined as the coexistence of depressive and manic symptoms, are complex presentations of
manic-depressive illness that represent a challenge for clinicians at the levels of diagnosis, classification, and
pharmacological treatment. The evidence shows that patients with bipolar disorder who have manic/hypomanic or
depressive episodes with mixed features tend to have a more severe form of bipolar disorder along with a worse course
of illness and higher rates of comorbid conditions than those with non-mixed presentations. In the updated Diagrostic
and Statistical Manual of Mental Disorders (5th ed.; DSM-5), the definition of “mixed episode” has been removed, and
subthreshold nonoverlapping symptoms of the opposite pole are captured using a “with mixed features” specifier
applied to manic, hypomanic, and major depressive episodes. However, the list of symptoms proposed in the DSM-5
specifier has been widely criticized, because it includes typical manic symptoms (such as elevated mood and
grandiosity) that are rare among patients with mixed depression, while excluding symptoms (such as irritability,
psychomotor agitation, and distractibility) that are frequently reported in these patients. With the new classification,
mixed depressive episodes are three times more common in bipolar II compared with unipolar depression, which partly
contributes to the increased risk of suicide observed in bipolar depression compared to unipolar depression. Therefore,
a specific diagnostic category would imply an increased diagnostic sensitivity, would help to foster early identification
of symptoms and ensure specific treatment, as well as play a role in suicide prevention in this population.
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Introduction According to the Diagnostic and Statistical Manual of
Mental Disorders (4th ed., text revision; DSM-IV-TR),
the diagnosis of a mixed episode only applied to patients
with BD type I who had manic and depressive symptoms
simultaneously.” Therefore, the DSM-IV-TR criteria for

mixed states in BD were too narrow, and many patients

Mixed affective states, defined as the coexistence of
depressive and manic symptoms, are complex presenta-
tions of manic-depressive illness that represent a
challenge for clinicians at the diagnosis, classification,
and pharmacological treatment levels."* Compared to

patients with bipolar disorder (BD) who have pure who met the clinical criteria for this state were excluded

from the definition of mixed states and were finally
labeled “BD unspecified.” In the updated Diagrostic and
Statistical Manual of Mental Disorders (5th ed.; DSM-5),
the definition of “mixed episode” has been removed, and

manic/hypomanic or depressive episodes, the presence
of mixed-mood states in patients with BD is associated
with a different set of clinical features—such as an earlier
age at onset, increased frequency of psychotic symptoms,

major risk of suicide, higher rates of comorbidities, subthreshold nonoverlapping symptoms of the opposite

. . . pole are captured using a “with mixed features” specifier
longer time to achieve remission, and consequently . L . . .
3 applied to manic episodes and major depressive episodes

a more severe course and prognosis of the disease. 6 .
(MDEs).” These changes reflect a wider use of the
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specifier “with mixed features” that may be applied to
both polarities of BD and are likely to play a substantial
role in several fields: epidemiology, diagnosis, treatment,
research, and education.!

The present article aims to provide an actualized
review on defining the evolution, epidemiology, and
clinical relevance of mixed affective states, with a view to
supporting clinicians and investigators in resolving the
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different challenges associated with implementation of
this clinical entity.

Evolution of the Concept

In the first century of the Common Era, Aretaeus of
Cappadocia proposed the first description of manic-
depressive illness as a single disease with two opposite
constellations of symptoms.” A more modern concept of
mixed states was introduced by Kraepelin and Weygandt
in 1899 with the simultaneous contemporary presence of
manic and depressive features. This clinical entity,
named “mixed states,” was classified into six different
subtypes based on substitution of >1 of the key symptoms
of mania with >1 of the key symptoms of depression, and
vice versa.! The broad definition of “mixed states”
described by Kraepelin and Weygandt has been narrow-
ing since then and is now categorized in the DSM-IV-TR.

With the DSM classifications, the syndromes and mental
disorders based on categorical diagnostic criteria defined in
the DSM-IV-TR have led to easy implementation and
improved reliability of mental-health diagnoses. However,
as a result of this categorization, multiple diagnoses have
become the norm, with high rates of cooccurrence of
symptoms and lifetime comorbidity.® Moreover, these
restrictive categorical and bidimensional DSM criteria
undermine the existence of subsyndromal mixed states
and obscure the fact that, in clinical practice, the most
prevalent clinical presentation of mixed episodes is the
presence of a few concomitant symptoms of the opposite
affective polarity,”' even though such other symptoms as
severe anxiety, prolonged emotional instability, psychotic
experiences, and disorganized behavior may be frequent.!
This is a recognized problem that has been considered to be
associated with a loss of diagnostic validity."

In this regard, and with the aim of improving this
diagnostic approach, the new DSM-5° intended to review
and reorient these categorical criteria to a dimensional
diagnostic approach that includes “mixed categorical

dimensions.”®

Epidemiology

Mixed states are common in BD,]5 but the existence of
different definitions affects the measure of their pre-
valence across different studies. For instance, using the
DSM-5 “with mixed features” specifier may increase the
prevalence of manic, hypomanic, or depressive episodes
while decreasing the prevalence of “BD unspecified,”
which would indicate that prevalence based on the strict
definition of mixed states in DSM-IV-TR is unrealistic.
In the case of mania with mixed symptoms, and taking
into account the narrow definitions of the International
Classification of Diseases (ICD-10) and the DSM-III/IV,
prevalence rates vary between studies from 6.7 to 28%,
while this number rises to 66% when broader definitions

https://doi.org/10.1017/51092852916000869 Published online by Cambridge University Press

are employed.'® In a cross-sectional multisite study, Vieta
and Morralla'? reported a 9% prevalence of mixed states
according to the ICD-10 criteria, 13% according to the
DSM-IV-TR, and 23% according to a regular medical
practitioner’s assessment. Despite the fact that most
studies agree that there is no difference between prevalence

. . 15-17
of mixed depression based on gender,

some prevalence
studies report a higher rate among women (63-69%).'®

Depressive mixed states have been less well-studied,
and reported rates range from 20 to 70%, depending on
study setting, population type, and the use of a broad or
narrow definition of mixed states.”'"""?

Moreover, compared with non-mixed depression,
mixed depression is more common in BD than in
unipolar depression, and it is more frequently associated
with a family history of BD,?° younger age at onset,’->!-*>

25,2 21,27,2,
5,26 worse outcome,” 7,28 and poorer

18,29-31

longer duration,
response to treatment.

Clinical Characteristics

Patients with BD who present with manic/hypomanic or
depressive episodes with mixed features are associated
with more severe forms of BD along with a worse course
of illness and higher rates of comorbid conditions.?**-*!
Most studies report that mixed mania as well as mixed
depression start at a younger age than purely affective
events, ' 1724 3lthough other studies have reported a
similar or older age of onset.""'®*> When compared to
patients affected by pure manic episodes, mixed-mania
patients tend to experience more episodes of illness, with

¢ and increased impairment.*” In

longer durations
addition, patients with a previous mixed episode are
more likely to show shorter interepisode intervals,
higher rates of suicide attempts, and higher comorbidity
with substance misuse (specially alcohol abuse in mixed
depression)'*17-*3-34 than non-mixed patients.

The new quantitative DSM-5 classification of BD with
mixed features (see Tables 1 and 2) and BD without mixed
features (manic/hypomanic with three to six mixed features
or depressed with three to seven mixed features) may be
helpful for statistical measurements, quantification of
illness severity, and stratified analyses investigating
changes between mood disorder categories or severity
levels." However, the list of symptoms proposed in this
DSM-5 specifier has been widely criticized. The DSM-5
specifier includes typical manic symptoms (such as elevated
mood and grandiosity) that are rare among patients with
mixed depression, while excluding symptoms (such as
irritability, psychomotor agitation, and distractibility) that
are frequently reported in this patient population.'?-3%-%

Moreover, the inclusion of biomarkers for the
diagnosis of BD was a goal to which the planners of the
DSM-5 aspired, but their absence has not made it
possible.*>** Despite this, precision psychiatry is
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TABLE 1. Description of the old (DSM-IV-TR) classification criteria for mood episodes

DSM—IV-TR mood episode
classification

DSM—IV=TR criteria

Applicability of “mixed
features” specifier

Manic A distinct period of abnormally and persistently elevated, expa
During the period of mood disturbance, three (or more) of t
have been present to a significant degree:

m Inflated self-esteem or grandiosity
m Decreased need for sleep

m More talkative than usual or pressure to keep talking

m Distractibility
m Increase in goal-directed activity or psychomotor agitatio

Major depressive

of interest or pleasure:

m Depressed mood most of the day, nearly every day, as ind
by others

m Significant weight loss when not dieting, or weight gain,
m Insomnia or hypersomnia nearly every day

m Psychomotor agitation or retardation nearly every day

m Fatigue or loss of energy nearly every day

m Feelings of worthlessness or excessive or inappropriate g

m Recurrent thoughts of death, recurrent suicidal thoughts

Mixed The criteria are met both for a manic episode and for a major
nearly every day during at least a one-week period
Hypomanic A distinct period of persistently elevated, expansive, or irritabl

clearly different from the usual non-depressed mood:

m Inflated self-esteem or grandiosity
m Decreased need for sleep
m More talkative than usual or pressure to keep talking

m Distractibility
m Increase in goal-directed activity or psychomotor agitatio

m Flight of ideas or subjective experience that thoughts are racing

m Excessive involvement in pleasurable activities that have a high potential for painful consequences
Five (or more) of the following symptoms have been present during the same two-week period and represent
a change from previous functioning; at least one of the symptoms is either (1) depressed mood or (2) loss

m Markedly diminished interest or pleasure in all, or almost all, activities most of the day, nearly every day

m Diminished ability to think or concentrate, or indecisiveness, nearly every day

wm Flight of ideas or subjective experience that thoughts are racing

m Excessive involvement in pleasurable activities that have a high potential for painful consequences

nsive, or irritable mood, lasting at least one week.
he following symptoms have persisted and

Manic episodes in BD |

n

MDE in BD I, BD I,
BDNOS, and MDD

icated by either subjective report or observation made

or decrease or increase in appetite nearly every day

uilt nearly every day

or intent
depressive episode (except for the duration)

e mood, lasting throughout at least four days, that is

n

BDNOS = bipolar disorder not otherwise specified. Adapted from Vieta & Valenti, 2013.!

currently postulated as a valid formulation for an
accurate diagnosis and a better treatment approach.**

Manic episodes with mixed features, compared to
episodes without mixed symptomatology, present with
greater emotional lability and irritability, less euphoria,
prolonged emotional instability, less involvement in
pleasurable activities, less knowledge of grandiosity,
and less of a decreased need for sleep.'' Dysphoric
mood, anxiety, excessive guilt, and suicidal depressive
symptoms are also common.'*>>!

Not all patients develop a typical mixed presentation,
often without manic and/or depressive features being the
most dominant symptoms.***> In the presence of psycho-
tic features, perceptual and motor impairment, or negative
symptoms, an association with manic and depressive
episodes may be difficult as the patient can be misdiag-

nosed with schizophrenia and other related psychoses.'”**
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As far as mixed symptoms in depression are con-
cerned, several studies report irritability, emotional
liability, increased cognitive activity (distractibility,
tachypsychia), and psychomotor hyperactivity (restless-
ness, impulsivity, and increased talkativeness) as core
symptoms.”'®292¢ [n addition, these symptoms are
generally experienced with much distress for the patient,
leading to increased risk of suicidality.?%*

Comparing mixed depression with agitated depression,
the common factors are: irritability/aggressiveness, flights
of ideas, racing thoughts, psychomotor agitation, increased
talkativeness, and d.istralctibility.21’23 For this reason, since
the DSM-III, psychomotor agitation has been included as a
subcriterion for the diagnosis of both manic episodes and
MDEs. Additionally, psychomotor agitation has also been
considered an overlapping affective symptom, which
resulted in its exclusion, together with irritability and
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TABLE 2. Description of the new (DSM-5) classification criteria for mood episodes

New DSM-5 mood episode
classification

DSM-5 criteria for an episode “with mixed features” specifier

Applicability of “mixed
features” specifier

Manic

observation made by others (e.g., appears tearful)
observation made by others)

slowed down)
m Fatigue or loss of energy

being sick)

or a suicide attempt or a specific plan for committing
Major depressive

m Elevated, expansive mood
w Inflated self-esteem or grandiosity
m More talkative than usual or pressure to keep talking

Manic with mixed features

full mania
Hypomanic

observation made by others (e.g., appears tearful)
observation made by others)

slowed down)
m Fatigue or loss of energy

sick)

suicide attempt or a specific plan for committing

Full criteria for a manic episode and at least three of the following symptoms present:

m Prominent dysphoria or depressed mood as indicated by either subjective report (e.g., feels sad or empty) or
m Diminished interest or pleasure in all, or almost all, activities (as indicated by either subjective account or

m Psychomotor retardation nearly every day (observable by others, not merely subjective feelings of being

m Feelings of worthlessness or excessive or inappropriate guilt (not merely self-reproach or guilt about
m Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan,

Full criteria for a major depressive episode and at least 3 of the following symptoms present:

m Flight of ideas or subjective experience that thoughts are racing
m Increase in energy or goal-directed activity (either socially, at work or school, or sexually)
m Increased or excessive involvement in activities that have a high potential for painful consequences
(e.g., engaging in unrestrained buying sprees, sexual indiscretions, or foolish business investments)
m Decreased need for sleep (feeling rested despite sleeping less than usual (to be contrasted from insomnia)
For those who meet full episode criteria for both mania and depression simultaneously, they should be labeled
as having a manic episode, with mixed features, because of the marked impairment and clinical severity of
Full criteria for hypomanic episode and at least three of the same symptoms specified for manic with mixed features:

m Prominent dysphoria or depressed mood as indicated by either subjective report (e.g., feels sad or empty) or
= Diminished interest or pleasure in all, or almost all, activities (as indicated by either subjective account or

m Psychomotor retardation nearly every day (observable by others, not merely subjective feelings of being

m Feelings of worthlessness or excessive or inappropriate guilt (not merely self-reproach or guilt about being

m Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation without a specific plan, or a

Manic episodes in BD |

MDE in BD I, BD I,
BDNOS, and MDD

Adapted from Vieta & Valenti, 2013.}

distractibility, as a criterion for an MDE with mixed features
in the new DSM-5 proposal." In addition, psychomotor
agitation in major depression disorder (MDD) has been
proposed as an indicator of mood switching in 8.18% of
medicated patients with unipolar depression.***’

This risk may be higher in patients with clinical features
of psychosis or mental retardation, a history of depressive
recurrences, a family history of mood disorders, prior
antidepressant treatment, and earlier age of onset.>>>"->!
Other studies have shown that MDD patients with
agitation are nearly threefold as likely to experience mood
switches, suggesting that psychomotor agitation in MDD
may be related to an indicator of BD.*”**! For this reason,
patients with bipolar depression medicated with antide-
pressants should be monitored in order to detect signs of
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mixed depression,®® probably represented by psychomotor
activation or inhibition and irritability,'-'-*!->4

Mixed Features in Bipolar Disorders and Suicidality

Among mental disorders, bipolar disorder is one of the
main causes of suicidal behavior.*'** Estimated rates of
death by suicide among people with BD are 0.2-0.4 per 100
person-years, while rates of suicide attempts rise to half of
patients with BD throughout their lives, and about 15-20%
of attempts are successful.>® Compared to patients with
MDD, suicide attempts in patients with BD tend to be more
lethal, especially among men. Therefore, all suicidality in
BD patients should be considered to have a high potential
for lethality.*>


https://doi.org/10.1017/S1092852916000869

138 E. SOLE ETAL

Several studies have reported an association between
suicidal behavior in BD patients and more episodes of
major depression, mixed states, rapid cycling,”” younger
age at onset, concurrent substance abuse disorder, family
history of suicide attempts, and comorbid anxiety
disorders.>**** In particular, bipolar patients with
mixed states have been shown to have a higher risk of
suicide than those with non-mixed states.”® Some
current studies show that mixed features found at the
index episode, defined by the DSM-5, are probably the
most important risk factor for suicidal behavior in this
population.” Other authors found that the association
between suicidality and mixed mania and mixed depres-
sion is a predictor of future suicidal acts.”® Compared
with patients affected by pure mania, patients suffering
from mixed states not only show more frequent suicidal
ideation but also reported a longer time to recovery and
were more likely to relapse. In addition, they face
greater difficulties in responding to mood stabilizers.>®
Moreover, the presence of psychomotor agitation and
racing thoughts during mixed depression has been found
to be associated with a higher risk of suicidal
ideation. >4

Considering DSM-5 classification, mixed depressive
episodes are three times more common in BD type II
compared with unipolar depression, and they partly
contribute to the increased risk of suicide observed in BD
type IT compared to unipolar depression.*"' In this
regard, it has been proposed that the DSM-5 “mixed
state” definition and characteristics are more sensitive
than the DSM-IV criteria when it comes to predicting

suicidal tendencies.””

Conclusions

In recent years, the diagnostic definitions of mixed states
in BD patients have experienced an important evolution
from categorical diagnostic criteria (DSM-IV-TR) to
dimensional criteria (DSM-5). The nosological defini-
tion of mixed features is crucial for a reliable and valid
diagnosis that enhances clinical decision making. Hence,
mixed states are common in BD,'? but the existence of
different definitions affects the measure of their
prevalence across different studies.

It is now clear that the DSM-IV-TR criteria for mixed
states in BD were too narrow, and many patients who met
those clinical criteria were excluded from the definition
of mixed states and were finally diagnosed with “BD
unspecified.””” In the DSM-5, although inclusion of the
symptoms of mixed features has been criticized because
of the main symptomatology, it seems that the specific
diagnostic category may be more likely to improve
increased diagnostic sensitivity with earlier identifica-
tion of symptoms—for instance, risky behavior, psycho-
motor agitation, and impulsivity in patients with
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MDE-to ensure specific treatment and improve relapse
prevention, and it could represent an important step
toward suicide prevention.
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