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ABSTRACT

Bipolar disorder, while commonly encountered in the primary care setting,

is often misdiagnosed or undiagnosed. In the DSM-IV-TR, patients could be
diagnosed as being in a mixed state only if they had concurrent manic and
depressive symptoms; while this occurs in some patients, many more experience
subsyndromal mixed symptoms that would disqualify a “mixed state” diagnosis.
The recently released DSM-5 attempts to capture this large proportion of
patients with subsyndromal mixed symptoms with the inclusion of the “‘mixed
specifier” The presence of such subsyndromal mixed symptoms has significant
implications for both diagnosis and treatment. For those presenting with major
depressive disorder with subsyndromal manic symptoms, clinicians must be
vigilant for the development of full-blown bipolar disease. In treating this group,
selective serotonin reuptake inhibitors and serotonin-norepinephrine reuptake
inhibitors remain first-line therapy, but augmentation with other therapies is
often required. If a diagnosis of bipolar disorder is confirmed and the patient is
experiencing a depressive phase, traditional antidepressants should be avoided.
For those presenting with mania and mixed depressive symptoms, treatment
with a combination of atypical antipsychotics and mood stabilizers is best.
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B ipolar disorder is a debilitating yet common illness, with lifetime
prevalence estimates in the United States of 1.0% for bipolar I and
1.1% for bipolar I1.! While frequently encountered in the primary care
setting, bipolar disorder can be particularly challenging to diagnose.
For example, it is reported that only 20% of individuals with bipolar
disorder presenting to their primary care provider are correctly
diagnosed within the first year,? with an average time from onset of
clinically significant symptoms to the establishment of the correct
diagnosis ranging from 5 to 10 years.> The diagnostic delay in bipolar
disorder is associated with greater symptomatic burden, decreased
quality of life,* higher economic costs, increased health care service
utilization, and increased risk for self-harm and suicidality.>>

One significant contributor to diagnostic delay in bipolar disorder
is the heterogeneous presentation, wherein affected individuals
frequently present without classic manic symptoms. For example,
a common clinical presentation of bipolar disorder is the “mixed
state”: the contemporaneous presence of both manic and depressive
symptoms. The DSM-5 has defined mixed states very differently from
the categorical concurrence of syndrome mania and depression that
appeared in the DSM-IV-TR. In the latter, one could be in a mixed
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= Bipolar disorder is often undiagnosed, and patients will often
present with subsyndromal mixed states.

B |tisimportant to ask patients with major depressive
disorder if they have manic symptoms, as this symptom has
significant diagnostic and therapeutic implications.

= Atypical antipsychotics and mood-stabilizing agents can
be helpful in the treatment of both depression with mixed
symptoms and mania with mixed symptoms.

state only if they met full criteria for a major depressive
and a manic episode for >1 week—a definition that did
not allow for the significant percentage of patients with
subsyndromal mixed states. Such a narrow definition of a
mixed state presentation has contributed to the misdiagnosis
and consequently inappropriate treatment (ie, initiation with
antidepressant rather than mood-stabilizing agents) of those
with bipolar disorder.®” In an effort to improve identification
and proper differentiation of mood disorders, the DSM-5,
released in May 2013, proposed the inclusion of a “mixed
features” specifier that takes into account the existence of
subsyndromal, yet clinically significant, mixed states.

SUMMARY OF THE
MIXED FEATURES SPECIFIER

Manic or Hypomanic
Episode With Mixed Features

The DSM-5 criteria for both manic and hypomanic
episodes remain the same as the DSM-IV-TR criteria with
a few significant revisions. The phrase “abnormally and
persistently increased energy and activity” has been added
as a criteria A symptom. This edit in essence narrowed the
definition for mania and hypomania. Furthermore, a manic
or hypomanic episode that emerges during antidepressant
treatment but persists at a fully syndromal level beyond the
physiologic effect of the treatment is sufficient evidence
to diagnose a manic or hypomanic episode. To qualify as
having a manic or hypomanic episode with mixed features,
one must also have at least 3 of the symptoms during the
majority of the days of the current or most recent episode
of mania/hypomania:

1. Prominent dysphoria or depressed mood as
indicated by either subjective report (eg, feels sad or
empty) or observation made by others (eg, appears
tearful).

2. Diminished interest or pleasure in all, or almost all,
activities (as indicated by either subjective account
or observation made by others).

3. Psychomotor retardation nearly every day
(observable by others, not merely subjective feelings
of being slowed down).

4. Fatigue or loss of energy.

5. Feeling of worthlessness or excessive or
inappropriate guilt (not merely self-reproach or guilt
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about being sick).
6. Recurrent thoughts of death (not just fear of dying),
recurrent suicidal ideation without a specific plan, or

a suicide attempt or a specific plan for committing
suicide 8(pp 149,150)

For patients who meet full criteria for both a manic and
depressive episode simultaneously (the DSM-IV-TR mixed
episode definition), the diagnosis should be manic episode
with mixed features.

Depressive Episode With Mixed Features

There are no changes in the DSM-5 from the DSM-IV-TR
definition of a major depressive episode. To be diagnosed
as having a major depressive episode with mixed features,
one must also have at least 3 of the manic or hypomanic
symptoms during the majority of days of the current or most
recent episode of depression:

Elevated, expansive mood.

Inflated self-esteem or grandiosity.

More talkative than usual or pressure to keep talking.

Flight of ideas or subjective experience that thoughts

are racing.

5. Increase in energy or goal-directed activity (socially,
at work or school, or sexually).

6. Increased or excessive involvement in activities
that have a high potential for painful consequences
(eg, engaging in unrestrained buying sprees, sexual
indiscretions, or foolish business investments).

7. Decreased need for sleep (feeling rested despite

sleeping less than usual, to be contrasted with

insomnia).3(P150)

L.

The DSM-5 explicitly states that mixed features associated
with a major depressive episode have been found to be a
significant risk factor for the development of bipolar I or IT
disorder and that such features should be noted in planning
and monitoring the response to treatment. Ultimately, the
changes from the DSM-IV-TR to the DSM-5 represent a
shift in the conceptualization of bipolar disorder from
one of discrete categories (ie, depressed, manic) to a
more commonly encountered dimensional spectrum of
symptomatology (Figure 1).

IMPLICATIONS FOR DIAGNOSIS

Bipolar disorder is often misdiagnosed as major depressive
disorder; several studies have reported that approximately
25%-50% of patients presenting to a health care provider
in primary care with a major depressive episode may have
bipolar disorder.”!? survey'! conducted of 4,192 patients
diagnosed with bipolar disorder found 69% were previously
misdiagnosed and that a mean number of 4 physicians were
consulted before the appropriate diagnosis was made. Delay
in diagnosis is also a significant problem—in the same
survey, approximately one-third of patients waited up to a
mean of 10 years before the correct diagnosis was made.!!
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Figure 1. Conceptualization of Bipolar Mixed States in DSM-IV-TR Versus DSM-5

Core Elevated Elevated mood + Depressed mood
symptoms mood depressed mood or loss of interest or loss of interest
Manic >3 >3 <3
Depressive <5 >5 >5
DSM-IV-TR Manic Depressive
DSM-5 Manic Manic with mixed features Qi essive with Depressive
mixed features

Core Elevated mood + Elevated mood + Depressed mood Depressed mood
symptoms energy energy or loss of interest or loss of interest
Manic >3 >3 >3 <3
Depressive <5 >3 >5 >5

Table 1. Hierarchical Summary of Agents Efficacious in Mixed
or Dysphoric Mania?

Best Evidence Modest Evidence Least/No Evidence

Aripiprazole Lithium
Asenapine

Haloperidol

Olanzapine

Quetiapine

Risperidone

Ziprasidone

Divalproex

Carbamazepine

Lamotrigine
Paliperidone

3Reprinted with permission from McIntyre and Yoon.!®

It is vital that primary care practitioners consider
bipolar disorder in the differential when patients present
with depressive symptoms. The introduction of the mixed
features specifier acknowledges the existence of highly
prevalent subsyndromal mixed states not captured in the
DSM-IV-TR and can contribute to the detection of bipolar
disorder. For instance, studies have shown that up to 40%
of major depressive episodes are accompanied by 1 or more
hypomanic symptoms.!? By explicitly acknowledging that
mixed features are prevalent, primary care practitioners
should endeavor to identify manic symptoms in all patients
that present with a major depressive episode.

Patients found to have mixed symptoms while depressed
warrant closer monitoring and follow-up. While those
with a major depressive episode with mixed features are
still considered to have major depressive disorder and not
bipolar disorder, the presence of subsyndromal manic
symptoms is a phenotypic indicator for the later declaration
of syndromal bipolar disorder. A 2009 study'? that screened
patients initially diagnosed with major depressive disorder
for the presence of manic symptoms reported that each
additional manic symptom led to a 24% increased chance
of a diagnosis of bipolar disorder. Mixed symptoms should
not be considered pathognomonic of bipolar disorder, but
instead represent a risk factor that must be considered in
conjunction with other clinical features. Furthermore, the
presence of mixed symptoms in major depressive disorder
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tends to be associated with rapid cycling, increased suicidality
(61% more than those without any mixed symptoms), and a
greater incidence of substance abuse.'*

IMPLICATIONS FORTREATMENT

It is generally recognized that patients with a
mixed presentation tend to have a poorer response to
pharmacotherapy than do those with pure episodes and
that combination therapy is often required in such patients.'®
It is important for primary care practitioners to recognize
that those with mixed states are often more therapeutically
challenging, as this can inform the choice and duration of
medications and will also guide when a referral to psychiatry
will be made. Patients with mania and mixed depressive
symptoms have an increased risk of developing subsequent
affective episodes. Similarly, patients with primarily
depressive bipolar disorder with mixed manic symptoms
are more likely to have more complex illness presentation,
unfavorable course and outcome, and a poorer treatment
course. The challenges in treating patients with mixed states
are further complicated by the risk of mood-switching from
the need to treat both manic and depressive symptoms.
Medications designed to treat primarily manic symptoms
can increase the risk of switching to depression.'® Similarly,
antidepressant medications can induce a switch to mania in
patients with depression.!”

While many guidelines exist for the treatment of bipolar
disorder as described in the DSM-IV-TR (eg, Canadian
Network for Mood and Anxiety Treatments guidelines in
Canada [www.canmat.org/guides.php] and National Institute
for Health and Care Excellence guidelines in the United
Kingdom [http://guidance.nice.org.uk/CG38/Guidance]),
there are no evidence-based guidelines that specifically
address the new DSM-5-defined mixed specifier. In general,
the treatments for bipolar disorder versus major depressive
disorder with mixed symptoms remain discrete but overlap
to some extent. For the latter group, current guidelines still
recommend antidepressant monotherapy with a selective
serotonin reuptake inhibitor (SSRI) or a serotonin-
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Figure 2. Pharmacologic Treatment Algorithm for Mixed Features

Major depressive
disorder with —
manic features

Traditional
antidepressant —
(SSRI or SNRI)

Switch antidepressant OR augment
with atypical antipsychotic

Mixed features

Bipolar disorder

these patients)

with depressive Atypical an.tipsychotic: )
. Iuras.|dqne AugmgnF with Further augment
id traditional |1 quetiapine — lamotrigineor  — il Tt
(szl tra |t|ona) asenapine divalproex
antidepressants in aripiprazole

Abbreviations: SNRI = serotonin-norepinephrine reuptake inhibitor, SSRI = selective serotonin reuptake inhibitor.

norepinephrine reuptake inhibitor (SNRI). However, many
adults with major depressive disorder receiving first-line
antidepressant therapy do not achieve remission, inviting
the need for a next-step treatment strategy. It is noted
that, of the augmentation strategies available, the atypical
antipsychotics such as aripiprazole or quetiapine have the
largest evidence base in combination with an SSRI and
SNRL

For patients with bipolar disorder and mixed symptoms,
atypical antipsychotics (Table 1) are the most effective
agents.!® A post hoc analysis suggested that asenapine
may in fact be superior to olanzapine in the treatment of
mania with depressive features, particularly as the severity
of the depressive features increased.'® In the event atypical
antipsychotics are insufficient, traditional mood stabilizers
such as divalproex or lamotrigine may be considered. Those
with bipolar disorder in a depressive phase should not be
treated with traditional antidepressants, as their use can
trigger a manic switch. All such patients should also ideally
receive appropriate psychotherapy (Figure 2).

CONCLUSIONS

Bipolar disorder is commonly encountered in the primary
care setting, providing an opportunity for timely diagnosis
and introduction of coordinated multimodality treatment. A
limitation of the DSM-IV-TR-defined bipolar mixed states
was the insufficient characterization of mixed features. By
including the mixed specifier, the DSM-5 acknowledges the
existence of dimensional mixed states, a change that has
significant implications for both diagnosis and treatment.
From a diagnostic perspective, these changes reinforce the
importance of considering bipolar disorder when someone
presents with primarily depressive symptoms. Moreover,
those patients with depression and mixed features are at
higher risk for more serious illness, concomitant substance
use disorders, and developing bipolar disorder and should
therefore be monitored more closely.

While no specific treatment guidelines exist for those
with the DSM-5-defined mixed specifier, clinicians must
recognize the risk of unintentional therapeutic harm when
using antidepressant monotherapy in patients with major
depressive disorder and a mixed specifier. In such patients,
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first-line therapy remains an SSRI or an SNRI, but clinicians
must be vigilant for bipolar disorder and therapeutic
worsening. For those with mania and mixed symptoms, it
would be prudent to avoid antidepressant monotherapy and
to instead use an atypical antipsychotic or a mood-stabilizing
agent.

Drug names: aripiprazole (Abilify), asenapine (Saphris), carbamazepine
(Carbatrol, Equetro, and others), divalproex (Depakote and others),
haloperidol (Haldol and others), lamotrigine (Lamictal and others),
lithium (Lithobid and others), lurasidone (Latuda), olanzapine (Zyprexa
and others), paliperidone (Invega), quetiapine (Seroquel), risperidone
(Risperdal and others), ziprasidone (Geodon).

Disclosure of off-label usage: The authors have determined that, to

the best of their knowledge, no investigational information about
pharmaceutical agents that is outside US Food and Drug Administration—
approved labeling has been presented in this article.
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POSTTEST

Which of the following statements about the DSM-5 is
false?

a. Instead of meeting full criteria for both manic and major
depressive episodes for a mixed state, patients can have
subsyndromal mixed features

b. The definition for mania and hypomania now includes
“abnormally and persistently increased energy and activity”

c. Mania that emerges during antidepressant treatment is no
longer considered to be evidence of bipolar disorder

d. No changes were made to the definition of a major
depressive episode, although a mixed features specifier can
be added

. You have diagnosed Mr A with a major depressive

episode. He also is very talkative, says he needs less
sleep than he used to, and mentions getting involved
with business deals outside of his normal job. Which of
the following steps is not appropriate?

a. Prescribe an antidepressant and schedule his next visit for
2 months from now

b. Assess Mr A for suicidal ideation and substance abuse

c. Add a mixed features specifier to his diagnosis and
recommend psychotherapy

d. Prescribe an antidepressant but closely monitor him for
bipolar disorder, and, if needed, augment with an atypical
antipsychotic
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to complete the Posttest and Evaluation.

You have diagnosed Mr B with a manic episode. Despite
his unusual energy, he also says he feels down and isn’t
enjoying his normal activities. He keeps thinking he is
worthless to his family and they would be better off
without him. You should take all of the following steps
except:

a. Evaluate Mr B for a suicide plan and means
b. Prescribe antidepressant monotherapy

c. Prescribe an atypical antipsychotic and recommend
psychotherapy

d. Add a mixed features specifier to his diagnosis

. The changes from the DSM-IV-TR to the DSM-5 represent

a shift in the conceptualization of bipolar disorder from
one of discrete categories (ie, depressed, manic) to the
more commonly encountered dimensional spectrum of
symptomatology.

a. True
b. False
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