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1  |  INTRODUC TION

1.1  |  Purpose

Since 1997, the Canadian Network for Mood and Anxiety 
Treatments (CANMAT) has regularly published guidelines for the 
management of bipolar disorder (BD).1–5 The most recent version, 
published in collaboration with the International Society for Bipolar 
Disorders (ISBD), combined a rigorous review of current research 
evidence with expert clinical opinion to develop hierarchical recom-
mendations for treatment of acute mania, depression, and mainte-
nance in bipolar I (BDI) and bipolar II (BDII) disorders.5 While these 
2018 guidelines included commentary on how clinical features such 
as mixed features may help direct treatment selection, a thorough 
description of the complexities surrounding diagnosis and manage-
ment of mixed presentations were lacking.

This is a critical gap. While there is significant variability across 
samples,6 a recent systematic review concluded that an average of 
35% of people with either mania or depression in BD present with 

mixed features (as defined by DSM-5).7 These symptoms have import-
ant prognostic implications (Table 1), with individuals experiencing 
an earlier age of onset, increased risk of psychiatric hospitalization, 
increased comorbid anxiety or substance use,6,8–12 as well as higher 
rates of medical illness including hyperlipidemia and hypothyroid-
ism.13,14 Acute mixed presentations are an important risk factor for 
suicidal behavior,15 and individuals with predominantly mixed pre-
sentations have a high lifetime risk of suicide attempts.16,17 Effective 
acute and long-term management of mixed presentations remains 
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Abstract
Objectives: The 2018 Canadian Network for Mood and Anxiety Treatments 
(CANMAT) and International Society for Bipolar Disorders (ISBD) guidelines provided 
clinicians with pragmatic treatment recommendations for bipolar disorder (BD). While 
these guidelines included commentary on how mixed features may direct treatment 
selection, specific recommendations were not provided—a critical gap which the cur-
rent update aims to address.
Method: Overview of research regarding mixed presentations in BD, with treatment 
recommendations developed using a modified CANMAT/ISBD rating methodology. 
Limitations are discussed, including the dearth of high-quality data and reliance on 
expert opinion.
Results: No agents met threshold for first-line treatment of DSM-5 manic or depres-
sive episodes with mixed features. For mania + mixed features second-line treatment 
options include asenapine, cariprazine, divalproex, and aripiprazole. In depression + 
mixed features, cariprazine and lurasidone are recommended as second-line options. 
For DSM-IV defined mixed episodes, with a longer history of research, asenapine and 
aripiprazole are first-line, and olanzapine (monotherapy or combination), carbamaz-
epine, and divalproex are second-line. Research on maintenance treatments following 
a DSM-5 mixed presentation is extremely limited, with third-line recommendations 
based on expert opinion. For maintenance treatment following a DSM-IV mixed epi-
sode, quetiapine (monotherapy or combination) is first-line, and lithium and olanzap-
ine identified as second-line options.
Conclusion: The CANMAT and ISBD groups hope these guidelines provide valuable 
support for clinicians providing care to patients experiencing mixed presentations, as 
well as further influence investment in research to improve diagnosis and treatment 
of this common and complex clinical state.

K E Y W O R D S
bipolar disorder, guidelines, mixed features, pharmacotherapy

TA B L E  1  Characteristics of bipolar disorder with mixed 
presentations

Earlier age of onset
Increased risk for hospitalization
Higher rates of medical and psychiatric comorbidities
Poorer treatment response
More frequent and severe episodes (less time euthymic)
Poorer response to maintenance treatments
Higher risk for suicidal behavior

mailto:yatham@mail.ubc.ca


    |  769YATHAM et al.

a challenge: mixed presentations have poorer treatment response 
than “pure” depressive or manic episodes in the acute phase,13 and 
longitudinally individuals with mixed presentations manifest more 
frequent and severe episodes, spend less time in euthymia, and ex-
hibit poorer response to maintenance treatment.13,18

The purpose of these guidelines is to focus specifically on mixed 
presentations in patients with BD and provide up-to-date recom-
mendations regarding treatments, following the format and rigor of 
the 2018 CANMAT/ISBD Guidelines for the Management of Bipolar 
Disorder.5 Although there are other guidelines which address the 
issue of mixed presentations,19,2021 none have applied CANMAT/
ISBD methodology of combining research evidence with clinical ex-
pertise in order to develop pragmatic recommendations supported 
by narrative descriptions. This approach allows clinicians to better 
understand gaps in evidence or controversy in expert opinion—a 
feature which is of particular importance in mixed episodes due to 
the high level of complexity.

1.2  |  Format

The evolving diagnostic criteria for mixed presentations in BD (de-
scribed further in Section 2.1) create a unique challenge in synthe-
sizing the evidence base for treatment. Most studies have used the 
previous DSM-IV mixed episode criteria.22 Relatively few investiga-
tions have directly used the more permissive DSM-5 mixed features 
specifier23; rather post-hoc approximation (“proxy criteria”) or other 
related diagnostic schemes have been favored. To acknowledge this 
complexity and to avoid excluding applicable evidence, we included 
all studies that examined the efficacy of an intervention for the 

treatment or prevention of a mixed presentation of BD, so long as 
the criteria used to define that mixed presentation was described. To 
encapsulate the types of mixed presentations most commonly stud-
ied, the acute treatment of mixed presentations is divided into three 
sections: DSM-5 manic episodes with mixed features (presentations 
consisting of predominantly manic symptoms with some depressive 
features), DSM-5 depressive episodes with mixed features (presenta-
tions consisting of predominantly depressive symptoms with some 
manic features), and DSM-IV mixed episodes (concurrent syndro-
mal manic and depressive episodes). While previous versions of the 
CANMAT/ISBD guidelines have included a separate section for BDII, 
the lack of evidence in mixed presentations does not allow inclusion 
of this subpopulation in this update (see Figure 1). Where a study spe-
cifically examines cohorts with BDII, this is noted in the text/table.

Following a detailed longitudinal assessment (Section  2.2), cli-
nicians should use their global impression of their patient to guide 
them to the appropriate treatment section, using Table 2 as a guide. 
For example, for a patient experiencing a predominantly manic 
episode with some depressive symptoms, clinicians may consult 
Section  3.1 (Management of DSM-5 Manic Episodes with Mixed 
Features). If manic and depressive symptoms appear to be equally 
prominent, Section  3.3 (Management of DSM-IV Mixed Episodes) 
may provide the most useful information.

1.3  |  Level of Evidence and Line of Treatment 
Rating Criteria: Updates and Limitations

The criteria for rating levels of evidence (Table 3) and providing treat-
ment recommendations (Table 4) for mixed presentations have been 

F I G U R E  1  Mixed presentations in bipolar II disorder [Colour figure can be viewed at wileyonlinelibrary.com]

Mixed presenta�ons in bipolar II disorder: Common yet understudied

Bipolar II disorder (BDII) is understudied compared to bipolar I disorder (BDI), and this disparity is even more marked when it 
comes to mixed presenta�ons.  Our review yielded only two treatment studies that examined cohorts with BDII, with one 
exclusively recrui�ng par�cipants with BDII experiencing hypomania + depressive features (Sec�on 3.1) and the second 
recrui�ng par�cipants with either MDD or BDII experiencing depression + mixed features (Sec�on 3.2).81,95

Diagnos�c criteria in previous itera�ons of the DSM are a prime contributor to this paucity of evidence, as according to DSM-
IV schema, the presence of a mixed episode automa�cally led to a diagnosis of BDI.22 It was only with the advent of the DSM-
5 that mixed features in BDII depression or hypomania were formally acknowledged, thus allowing for standardized 
research. Such inves�ga�on is urgently needed, as mixed features appear to be at least as prevalent in BDII depression as in 
BDI depression, whether using DSM-5 or more liberal criteria.10,18

Due to the dearth of evidence, this guideline update does not have a separate sec�on on management of mixed 
presenta�ons in BDII.  Clinicians may consider the recommenda�ons in these guidelines to tailor treatments for the 
management of pa�ents with BDII based on individual symptom profile. This is not meant to suggest that evidence for the 
management of mixed presenta�ons in BDI is directly translatable to mixed presenta�ons in BDII, just as management of 
‘pure’ mood episodes is not completely analogous between BD subtypes. Rather, we would urge clinicians to be aware of 
the limita�ons in the current data and consider the recommenda�ons for both BDII ‘pure’ episodes and BDI mixed episodes 
to tailor treatments for those with BDII mixed presenta�ons as we await further research.

https://onlinelibrary.wiley.com/
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adapted from those used in the 2018 CANMAT/ISBD Guidelines.5 
Changes were made to the level of evidence rating criteria, to reflect 
the unique limitations from the limited research in mixed presenta-
tions. Studies which applied proxy criteria to identify participants 
with mixed features from larger clinical trials were downgraded a 

level of evidence (Figure  2), as were those which used combined 
samples of participants with mixed and manic episodes and did not 
report results from mixed individuals separately.

Notably, as a specific intervention may have demonstrated 
efficacy in managing symptoms for one polarity but not another 
during a mixed presentation, levels of evidence for mania [M] and 
depressive [D] symptoms are rated separately. However, each agent 
is only given one line of treatment recommendation based on rat-
ing criteria for the primary pole (i.e., mania in mania with mixed 
features, and depression in depression + mixed features). Mania 
was also used as the primary pole for DSM-IV mixed episodes, as 
studies almost exclusively reported on outcomes for manic but not 
depressive symptoms. In cases where an agent may have evidence 
for one polarity but results for the other pole are inconclusive or 
were not reported, either a “Level 4” rating (based on expert opin-
ion) was applied where there was evidence from “pure” mood states 
and clinical experience to support use for that polarity in mixed 
presentations, or “Ins” (insufficient evidence) when there were 
doubts about this use. Likewise, first- and second-line agents from 
the 2018 guidelines with evidence for efficacy in mood episodes 
which had nonexistent or inconclusive data for mixed presentations 
were rated as “Level 4,” based on expert opinion, when clinical ex-
perience supported use in mixed presentations, and “Ins” in cases 
without this support (Figure  3). Agents were assigned treatment 
recommendations for maintenance based on their evidence for pre-
venting any mood episode following an index mixed presentation 
episode; specific ratings are not provided for prevention of specific 
mood episode types (manic, depressed, or mixed) due to limitations 
in available evidence.

As outlined in the 2018 guidelines, BD should be treated as a 
chronic lifetime condition, and preference should be given to agents 
with evidence for efficacy across the spectrum of illness. To rein-
force this approach, agents within a line of treatment are listed in 
order of evidence for efficacy in treating symptoms of the primary 

TA B L E  2  Organization of CANMAT/ISBD Guidelines for 
Management of Mixed Presentations

Section 1: Introduction

Section 2: Foundations of Management

Section 3: Management of Acute Mixed Presentations
3.1 DSM-5 Mania + Mixed Features
Level of evidence ratings and treatment recommendations for 

patients with syndromal manica episodes concurrent with 
subsyndromal depressive symptoms

3.2 DSM-5 Depression + Mixed Features
Level of evidence ratings and treatment recommendations for 

patients with syndromal depressive episodes concurrent 
subsyndromal manica symptoms

3.3 DSM-IV Mixed Episodes
Level of evidence ratings and treatment recommendations for 

patients for concurrent syndromal manica and depressive 
episodes

Section 4: Maintenance Treatment following an Index Mixed 
Presentation

Section 5: Management of Mixed Presentations in Specific 
Populations

5.1 Children and Adolescents
5.2 Older Adults
5.3 Peripartum

Section 6: Conclusion

aWhile previous versions of the CANMAT/ISBD guidelines have 
included a separate section for BDII, the lack of evidence in mixed 
presentations does not allow for this to be included in this supplement. 
Rather, recommendations provided for acute and maintenance 
treatment apply primarily to BDI. Where a study specifically examines 
participants with BDII, this is noted in the text/table.

Level 1 Meta-analysis with narrow confidence interval or replicated double-blind (DB), 
randomized controlled trials (RCT) that include a placebo or active control 
comparison (n ≥ 30 participants with mixed presentations/featuresc in each 
treatment arm)

Level 2 Meta-analysis with wide confidence interval or one DB RCT with placebo 
or active control comparison condition (n ≥ 30 participants with mixed 
presentations/featuresc in each treatment arm)

Level 3 At least one DB RCT with placebo or active control comparison condition 
(n = 10–29 participants with mixed presentations/featuresc in each treatment 
arm), or health system administrative data

Level 4 Uncontrolled trial, anecdotal reports, or expert opinionb

Ins Insufficient evidence to provide rating

aLevel of evidence ratings is provided for acute manic [M] and depressive [D] symptoms separately.
bWhen Level 4 ratings are based on expert opinion this is specifically denoted in the text and table.
cMeta-analysis or DB RCT which used proxy criteria to define mixed features, was a post-hoc, 
subgroup, or regression analysis, or did not report results from mixed participants separately was 
downgraded one Level.

TA B L E  3  Criteria for Level of Evidence 
Ratingsa
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pole, followed by evidence for efficacy in the subsyndromal oppos-
ing pole (or depressive symptoms in DSM-IV defined mixed epi-
sodes), then finally by evidence for efficacy in maintenance. Given 
the limitations in data, this should not be viewed as strictly as the 
hierarchical ranking present in the 2018 guidelines.

It is important to reiterate that this guideline for patients with 
mixed presentations attempts to address the many limitations in 
the literature using the above-described adjustments to the rat-
ing criteria, as the overall quantity and quality of the literature for 
mixed presentations is not as high as that used to generate the 2018 

CANMAT/ISBD guidelines for “pure” episodes. Thus, these recom-
mendations should be viewed with additional prudence and caution 
and with continuing consideration of the evolving evidence in this 
field.

1.4  |  Foundations of Management

1.5  |  Conceptualization of Mixed Presentations

Mixed presentations were first conceptualized 50 yr after the initial 
description of BD as “la folie circulaire,” with detailed, longitudinal ob-
servations showing that a significant proportion of patients did not fit 
neatly into “pure” manic or depressed presentations.24,25 This led to 
the historical classification of symptoms of BD into three domains—
mood, activity, and thought. In “pure” manic or depressive states, 
these domains were altered in the same direction (e.g., mood eleva-
tion, psychomotor activation, and grandiosity in mania, and sadness, 
psychomotor slowing, and negative/hopeless thoughts in depres-
sion). In “mixed states,” however, the domains were altered in incon-
gruent directions, with up to six possible phenotypes—anxious or 
depressive mania, agitated depression, mania with thought inhibition, 
manic stupor, depression with flight of ideas, or inhibited mania.26,27

The DSM-III and DSM-IV departed from this flexible description 
by defining bipolar mixed episodes as a distinct subset of manic ep-
isodes; wherein diagnostic criteria for both a manic and major de-
pressive episode were simultaneously met, nearly every day, for at 
least a week.22 These criteria drew criticism for being too stringent 
in clinical practice,28 with subsequent data from a range of sources 
demonstrating that a substantial proportion of mixed presentations 
consisted of subsyndromal symptoms of the opposite polarity, pro-
viding support for a more nuanced approach.12,18,29,30

TA B L E  4  Criteria for Line of Treatment Recommendations

First-Line Level 1 or level 2 evidence for efficacy 
in primary mood polea, plus clinical 
support for safety/tolerability and low 
risk of treatment-emergent switchb

Second-Line Level 3 or higher evidence for efficacy 
in primary mood polea, plus clinical 
support for safety/tolerability and low 
risk of treatment-emergent switchb

Third-Line Level 4 evidence or higher for efficacy 
in primary mood polea, plus clinical 
support for safety/tolerabilityb

Further Research 
Needed

Insufficient evidence to provide 
recommendation

Not Recommended Level 1 evidence for lack of efficacy, or 
level 2 evidence for lack of efficacy plus 
expert opinion

aPrimary pole is mania in DSM-5 mania + mixed features, depression 
in DSM-5 depression + mixed features, and mania in DSM-IV mixed 
episodes.
bFor further information on safety/tolerability and treatment-emergent 
switch ratings please see Yatham et al. 2018.5

F I G U R E  2  Level of evidence rating for studies using proxy criteria for mixed features [Colour figure can be viewed at wileyonlinelibrary.
com]

https://onlinelibrary.wiley.com/
https://onlinelibrary.wiley.com/
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With the DSM-5, the American Psychiatric Association attempted 
to rectify these concerns by creating the “mixed features” specifier, 
which may be added to either a manic or depressive episode when 
three or more symptoms from the opposite pole are present.23 This 
change broadened the conceptualization of mixed presentations in 
BD to a spectrum incorporating subthreshold symptoms of the oppo-
site pole (Figure 4).31 While the DSM-5 criteria were acknowledged 
to be a likely improvement in capturing the heterogeneity of mixed 

presentations, it is not without criticism. For example, the number 
of opposite pole symptoms (three) required to meet criteria for the 
specifier is not clearly based on empirical evidence. Moreover, the 
exclusion of the overlapping symptoms of distractibility, irritability, 
and psychomotor agitation may decrease sensitivity,32 as these over-
lapping symptoms are highly correlated with mixed presentations.33 
Furthermore, “mixed features” under the DSM-5 are not synony-
mous with other existing definitions of “mixed mood,” contributing 
to further variability in diagnosis13,34 Future iterations of the mixed 
features criteria are expected as the DSM-5 established the mixed 
features specifier as an interim definition, subject to further refine-
ment as research identifies more optimal diagnostic approaches.

1.6  |  Assessment and Diagnosis of DSM-5 
Mixed Features

To qualify for the DSM-5 mixed features specifier, an individual who 
meets full criteria for a hypomanic/manic or depressive episode 
must also experience at least three non-overlapping symptoms from 
the opposing pole during the majority of the days of the current epi-
sode.23 Clinical experience indicates that the mixed symptoms may 
be continuously present, or manifest sporadically (e.g., depression + 
mixed features is sometimes characterized by “bursts” of time with 
increased energy or racing thoughts). Similar to any mood episode in 
BD, these symptoms must represent a change from usual behavior 
and not be attributable to the physiological effects of a substance or 
a medical condition (Table 5).23

Several strategies for systematically assessing mixed symptoms 
are available in clinical practice. It is important that characterization 
occurs at baseline as well as follow-up, as mixed presentations may 

F I G U R E  3  Level of evidence rating for agents studied in “pure” but not mixed presentations [Colour figure can be viewed at 
wileyonlinelibrary.com]

Use of medica�ons studied for “pure” mood episodes in the treatment of mixed presenta�ons

While several medica�ons are known to be effec�ve for the treatment of symptoms in the context of “pure” manic or 
depressive episodes, many have not been studied in the context of mixed presenta�ons. A good example is que�apine, 
which has strong evidence for efficacy in trea�ng both “pure” manic and depressive episodes5 but has not been formally 
assessed for efficacy in par�cipants with mixed features.

As there is no conclusive evidence that efficacy in “pure” episodes of either polarity translates to efficacy in trea�ng 
symptoms of the same polarity in the context of mixed presenta�ons, the guideline authors used their clinical experience 
and exper�se to inform recommenda�ons in these guidelines.  This is because the authors agreed that while clinical 
experience suggests some agents which are efficacious in “pure” mood states are also effec�ve for mixed presenta�ons, this 
is not universal.

Thus, in order to acknowledge the possible role and highlight limita�ons of first- and second-line agents for “pure” mood 
episodes in treatment of mixed presenta�ons, a decision was made to provide a “Level 4” ra�ng for those which expert 
opinion supported effec�veness in mixed states—allowing for a third-line treatment recommenda�on. In cases where 
clinical experience did not support this use, a ra�ng of “Ins” (insufficient data) was provided, and further research is 
recommended.

F I G U R E  4  Dimensional Model of “Pure” versus Mixed Bipolar 
Presentations. Adapted from McElroy & Keck31 [Colour figure can 
be viewed at wileyonlinelibrary.com]

https://onlinelibrary.wiley.com/
https://onlinelibrary.wiley.com/
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represent a transition from one pole to another rather than a de 
novo episode.13 A detailed and longitudinal appraisal is required to 
clarify the diagnosis, which may be further confounded by personal-
ity, substance use, and/or anxiety comorbidity.35–38

Clinicians may use the Montgomery Asberg Depression Rating 
Scale (MADRS)39 and the Young Mania Rating Scale (YMRS)40 to 
evaluate severity of depressive and manic symptoms, respectively, in 
patients with mixed presentations. The Clinically Useful Depression 
Outcome Scale for the DSM-5 mixed features specifier (CUDOS-M) 
scale is the only tool which specifically matches DSM-5 criteria for 
the depressive mixed features specifier (i.e., excluding overlapping 
hypomanic/manic symptoms).41 Sachs et al. developed a clinical mon-
itoring form that rates DSM-5 symptoms of mania and depression 
without specifically excluding overlapping symptoms.42,43 Another 
recommended approach is to combine a validated self-report de-
pression scale (such as the Beck Depression Inventory (BDI),44 
Patient Health Questionnaire-9 (PHQ-9),45 or Quick Inventory of 
Depressive Symptomatology Self-Report (QIDS-SR)46 with a scale 
assessing mania such as the Altman Self-Rating Mania Scale.47 
Additional scales, such as the Bipolar Depression Rating Scale which 
includes a mixed symptoms subscale,48 and Koukopoulos Mixed 
Depression Rating Scale (KMDRS)24,49 are available as tools for as-
sessing depression + mixed features. The items used in the KMDRS 
do not overlap with symptoms included in either DSM-IV or DSM-5 
definitions and are thus not recommended.

Following detection of a possible mixed presentation, a de-
tailed longitudinal clinical history, physical exam, and laboratory 
investigations is necessary to rule out other potential contributors 
and conditions. The differential diagnosis for a mixed presentation 

includes medical conditions, such as endocrinological disturbances 
(hypo- or hyperthyroidism, and hypo- or hyperglycemia), hemato-
logical abnormalities (such as anemia), or neurological insults (such 
as seizure, head injury, or cerebrovascular event). Assessment for 
personality disorders, especially borderline personality disorder, 
and other psychiatric disorders such as anxiety and attention-deficit 
hyperactivity disorder are important as these can present with phe-
notypes which overlap with mixed states. Substance use (including 
stimulants, opioids, or alcohol) may also complicate mood presen-
tations.13 The presence of substance use should be actively elicited 
by clinicians by reviewing the patient's history, obtaining a detailed 
substance use history, examining for physical signs of intoxication, 
withdrawal, and/or long-term use, collateral information, and blood/
urine testing.

Clinicians should also ascertain whether the mixed presentation 
may have been iatrogenically induced. For example, if a person with 
mixed symptoms is being treated with antidepressants (especially 
dual reuptake inhibitors) or amphetamine/non-amphetamine (e.g., 
modafinil) stimulants, which have the potential to precipitate, ag-
gravate, or perpetuate these features, a dose taper or discontinua-
tion should be considered.50 The likelihood that an agent such as an 
antidepressant or stimulant is causally related to the development 
of mixed symptoms is increased if a) the mixed presentation began 
immediately or shortly after initiating treatment with the agent or in-
creasing the dose, b) the symptoms are inconsistent with prior illness 
course in occurrence, severity, or duration, c) the agent was previ-
ously associated with the development of mixed presentations in the 
person, and d) the agent is known to have increased risk for inducing 
mania (with tricyclic antidepressants and serotonin–norepinephrine 

TA B L E  5  DSM-5 diagnostic criteria for mixed features

Manic or Hypomanic Episode with Mixed Features Depressive Episode with Mixed Features

Full criteria are met for a manic episode or hypomanic episode, and 
at least three of the following symptoms are present during the 
majority of days of the current or most recent episode of mania 
or hypomania:

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

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

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

-	 Fatigue or loss of energy.
-	 Feelings of worthlessness or excessive or inappropriate guilt (not 

merely self-reproach or guilt about being sick).
-	 - 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.

Full criteria are met for a major depressive episode, and at least three 
of the following manic/hypomanic symptoms are present 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.
-	 Increase in energy or goal-directed activity (either socially, at work or 

school, or sexually).
-	 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).

-	 Decreased need for sleep (feeling rested despite sleeping less than 
usual; to be contrasted with insomnia).

For both polarities:
-	 Mixed symptoms are observable by others and represent a change from the person’s usual behavior.
-	 The mixed symptoms are not attributable to the physiological effects of a substance (e.g., a drug of abuse, a medication, and other treatment) 

or a medical condition.
-	 For individuals whose symptoms meet full episode criteria for both mania and depression simultaneously, the diagnosis should be manic 

episode, with mixed features, due to the marked impairment and clinical severity of full mania.
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reuptake inhibitors posing greater risk than SSRIs or bupropion).50 
The potential benefits of tapering/discontinuing the agent should be 
weighed against potential risks (e.g., worsening of depression with 
discontinuation of antidepressants). Patients should be monitored to 
ensure mixed presentations improve with taper/discontinuation and 
that depressive symptoms do not worsen.

Treatment-emergent mixed features during antidepressant ther-
apy may be a prognostic indicator, as only a subset of patients with 
depression in BD develop mixed symptoms in response to adjunctive 
antidepressant treatment.51–53 The occurrence of such switching may 
suggest an underlying vulnerability or propensity to mood instability. 
A higher rate of antidepressant treatment-emergent manic symptoms 
is seen in BDI compared to BDII.54,55 However, the similarities and 
differences between “endogenous” mixed presentations and those 
that emerge after antidepressant treatment need to be examined fur-
ther to determine whether the consequences of such episodes differ.

It is also important to note that antipsychotics, lithium, or dival-
proex used to treat mania may cause sedation, emotional blunting, or 
psychomotor slowing that could mimic depressive symptoms within 
a mixed presentation.56 Additionally, akathisia resulting from an an-
tipsychotic may be confused for psychomotor agitation or restless-
ness.57 Clinicians should therefore compare the onset of mixed-type 
symptoms against the timeline for recent introduction or changes in 
such medications as well.

1.7  |  Suicide Risk

Mixed presentations are consistently associated with an in-
creased risk of suicide attempts.58–60 Indeed, mixed features 
may be the strongest risk factor for suicidality in BD,15 associ-
ated with a 65-fold increase in likelihood of a suicide attempt.61 
Emerging research further suggests that the increase in suicide 
risk may be primarily attributable to the severity of depressive 
symptoms; the risk is higher in mania + mixed features compared 
with mania but equivalent between depression + mixed features 
and depression.62,63

As described in the 2018 CANMAT/ISBD Guidelines,5 it is im-
perative for clinicians to review suicide risk factors and determine 
an appropriate treatment setting to address safety issues. Safety 
planning, psychological support, and self-care strategies to support 
ongoing management of suicidal ideation should be encouraged for 
all persons at risk, including those with prior attempts and/or those 
in the post-hospitalization period.59,64,65

1.8  |  Role of Psychosocial Strategies

While the purpose of these guidelines is to outline the evidence base 
and recommendations for pharmacological management of mixed 
states, the importance of psychosocial strategies must also be ac-
knowledged. In the 2018 Guidelines, adjunctive psychological treat-
ments were recommended for acute depressive episodes, as well as 

in maintenance treatment to prevent relapse and to restore quality 
of life.5 While there are no studies which specifically examined the 
impact of non-pharmacological interventions on mixed presenta-
tions, expert opinion supports the use of psychoeducation and/or 
other evidence-based psychosocial interventions with evidence in 
bipolar mood states, along with modules addressing suicide risk and 
anxiety management, as adjuncts for treating acute mixed presenta-
tions and preventing relapse.66

2  |  MANAGEMENT OF ACUTE MIXED 
PRESENTATIONS

2.1  |  Management of DSM-5 Manic Episodes with 
Mixed Features

This section addresses the treatment of acute manic episodes with 
mixed depressive features. Ratings and recommendations are based 
predominantly on studies of participants who met DSM-5 proxy 
criteria (see Figure 2) but also include studies of those with manic 
episodes with fewer than three concurrent depressive symptoms, 
or symptom rating scale cut-offs consistent with syndromal manic 
episode and subsyndromal depressive symptoms. Thus, ratings and 
recommendations summarized below and in Table 6 best apply to 
patients who are experiencing a predominantly manic episode with 
additional depressive symptoms.

2.1.1  |  Presentation

Approximately one third of patients with mania meet DSM-5 criteria 
for mixed features.7 Anxiety, irritability, and agitation are commonly 
reported symptoms,60 along with depressed mood, pathological 
guilt, suicidal tendency, anhedonia, and fatigue.67 Although the 
mixed features specifier is considered an advance from DSM-IV cri-
teria for mixed episodes, there are still strong criticisms against the 
DSM-5—including arguments regarding the number of depressive 
symptoms required to meet threshold for mixed features, exclusion 
of melancholic or atypical depressive symptoms, and inadequate 
consideration of anxiety.28,31,68

2.1.2  |  Treatment Recommendations

First-Line: There are no agents with sufficient evidence to be rec-
ommended as first-line for the acute treatment of DSM-5  manic 
or depressive symptoms in a manic episode with mixed features. 
Therefore, second-line agents should be considered for initial treat-
ment selection.

Second-Line: Asenapine (Level 3[M], Level 3[D]), cariprazine 
(Level 3[M], Level 3[D]), divalproex (Level 3[M]), Level 4 [D]), and 
aripiprazole (Level 3[M], Ins [D]) are recommended as second-line 
treatments for mania + mixed features.
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Asenapine (Level 3[M], Level 3[D]) has evidence from post-hoc 
analyses applying proxy criteria for DSM-5  mixed features from 
three double blind RCTs.69 Furthermore, another post-hoc analy-
sis which examined participants who were manic and had at least 
moderate to severe depressive symptoms (identified by MADRS 
scores) confirmed that asenapine was more effective than placebo 
in improving manic and depressive symptoms in this presentation.70 
Cariprazine (Level 3[M], Level 3 [D]) showed clear efficacy for manic 
symptoms in participants who met the proxy criteria for mixed fea-
tures; however, the efficacy for improving depressive symptoms 
was apparent only in those who had a baseline MADRS score of 
≥10,71 indicating that the efficacy is not as apparent in those with 
minimal concurrent depressive symptoms (floor effect). In a post-
hoc analysis of a RCT, the efficacy of divalproex (Level 3[M]), Level 
4 [D]) was evaluated in participants with mania + mixed features, 
defined as at least two depressive symptoms endorsed from the 
Schedule for Affective Disorders and Schizophrenia-Change 

Version (SADS-C) and/or Affective Disorders Rating Scale 
(ADRS).72 While divalproex was equally effective in treating mania 
and mixed mania, and more effective than lithium in improving 
manic symptoms in mixed mania, specific outcomes for depressive 
symptoms were not reported. Given that divalproex has efficacy in 
treating bipolar depression and expert opinion supports its utility 
in improving depressive symptoms in patients with mania + mixed 
features, it is given a Level 4 evidence rating for this pole. In a post-
hoc analysis of participants with DSM-IV mania or mixed episodes, 
aripiprazole (Level 3[M], Ins [D]) was equally efficacious for manic 
symptoms in those with low (MADRS ≤8), intermediate (MADRS 
9–18), or high (MADRS >18) concurrent depressive symptoms; al-
though depressive outcomes were not reported.73  While there is 
negative evidence for aripiprazole in depression,74,75 it has been 
shown to have a potential benefit for treating depressive symptoms 
in DSM-IV mixed episodes73,76 and is thus given a rating of “Ins” for 
depressive mixed features.

TA B L E  6  Level of evidence ratings and recommendations for DSM-5 Mania + mixed features

Level 3 evidence for efficacy; Level 4 evidence for efficacy.
DVP, divalproex; ECT, electroconvulsive therapy; ER, extended release; Ins, insufficient evidence; Li, lithium.
aPrevention of any mood episode following resolution of a DSM-5 mania + mixed episode.
bPossible safety/tolerability concerns.  
cExpert opinion.
dStudies done in Bipolar II Disorder.
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Third-Line: Ziprasidone (Level 3[M], Level 3[D]), olanzapine 
monotherapy (Level 3[M], Level 4[D]), olanzapine + lithium/di-
valproex (Level 4[M], Level 4[D]), quetiapine (Level 4[M]), Level 
3[D]), carbamazepine extended release (Level 4[M] Level 4[D]), and 
ECT (Level 4[M], Level 4[D]) are recommended as third-line treat-
ments for mania + mixed features. As with prior iterations of the 
CANMAT/ISBD guidelines, concern with safety/tolerability for 
olanzapine, carbamazepine, and ziprasidone was considered in the 
recommendations.5

Ziprasidone (Level 3[M], Level 3[D]) has evidence for efficacy 
versus placebo for both mood polarities based on a post-hoc 
analysis of participants from two large RCTs with acute mania 
and at least two concurrent depressive symptoms.77 Olanzapine 
monotherapy (Level 3[M], Level 4[D]) had superior efficacy com-
pared to placebo in reducing symptoms of mania in a post-hoc 
analysis using DSM-5 proxy criteria, although improvement in de-
pressive symptoms was not statistically significant (p = 0.061).78 
As olanzapine has evidence for efficacy in alleviating depressive 
symptoms in depression + mixed features (see Section  3.2) as 
well as depression,5 expert opinion supports a Level 4[D] rat-
ing here. Olanzapine in combination with lithium or divalproex 
(Level 4[M], Level 4[D]) has been shown to provide benefits for 
managing manic and depressive symptoms in participants with 
“dysphoric mania” in one open label, uncontrolled study and one 
naturalistic study compared to combination therapy with other 
antipsychotics (mostly haloperidol or levomepromazine).79,80 
Quetiapine (Level 4[M]), Level 3[D]), has not been assessed in 
treating DSM-5  manic episodes with mixed features. However, 
a small RCT which recruited participants with BDII experiencing 
hypomanic and depressive symptoms (mean YMRS score  =  21, 
mean MADRS score  =  28), showed significant improvements 
in depressive but not in hypomanic symptoms.81  The lack of 
improvement in hypomanic symptoms in this study may have 
been due to the low dose of quetiapine (<300  mg/day), which 
is below the dose range typically used to treat mania. Moreover, 
quetiapine has substantial efficacy in treating mania, along with 
evidence for preventing manic episodes in maintenance treat-
ment. Thus, expert opinion is that it is also useful in treatment 
of manic symptoms in patients with mania + mixed features. 
Carbamazepine extended release (Level 4[M] Level 4[D]) has 
not been investigated in mania + mixed features, but expert 
opinion supports this use. Clinical experience is consistent with 
the pooled data of carbamazepine studies of participants with 
DSM-IV mixed episodes, which showed efficacy in treating both 
manic and depressive symptoms.82

While ECT has not been studied in participants with DSM-5 mania 
+ mixed features, the expert opinion is that it is effective in such 
cases (Level 4[M] Level 4[D]). We recommend that ECT be reserved 
for severely unwell patients who have not responded to recom-
mended pharmacotherapy with second- and third-line options.

Further research needed: While lithium, paliperidone, and risper-
idone are recommended for manic episodes, and lithium and lur-
asidone for depression,5 these agents have not been adequately 

studied for mania + mixed features, and expert opinion does 
not support this use. Thus, further evaluation is needed before 
recommendations can be made about their usefulness for this 
presentation.

Not Recommended: While first-generation antipsychotics such as 
haloperidol have been shown to be effective in treating manic epi-
sodes, there is no evidence to suggest that they have any efficacy in 
improving depressive symptoms. Furthermore, haloperidol has been 
shown to increase the risk of depression when used to treat mania.83 
Hence, we do not recommend using first-generation antipsychotics 
for treating mania + mixed features.

2.2  |  Management of DSM-5 Depressive Episodes 
with Mixed Features

This section applies to patients with BD presenting in an acute 
depressive episode with concurrent subsyndromal manic symptoms. 
Studies evaluating participants meeting DSM-5 proxy criteria for de-
pression + mixed features were included (see Figure 2), alongside 
those using similar but more flexible definitions (e.g., requiring only 
two concurrent manic symptoms), to develop the treatment recom-
mendations listed below and in Table 7.

2.2.1  |  Presentation

Mixed features affect approximately one third of individuals with BD 
experiencing depression7; Irritability, distractibility, flight of ideas, and 
psychomotor agitation are among the most frequently reported symp-
toms.8,12  This supports the argument that disallowing “overlapping” 
symptoms (as in the DSM-5 depression + mixed features specifier) does 
not capture the full spectrum of mixed presentations.84–86 Further sup-
porting this argument, a study using the Stanley Centers database of 
over 900 participants found that while applying strict DSM-5 criteria 
resulted in fewer individuals being identified as being in a mixed pres-
entation compared to a definition allowing two or more concurrent 
depressive symptoms, both criteria resulted in samples with similar de-
mographic profile and longitudinal clinical course.18 Similarly, a recent 
paper examining 199 participants with bipolar depression found that 
only 31 (14.3%) had depression + mixed features as defined by the DSM-
5, compared to 123 (61.8%) when overlapping criteria were permitted.36

2.2.2  |  Treatment Recommendations

First-Line: As with mania +mixed features, no agents have sufficient 
evidence for first-line recommendations for the management of 
DSM-5 depressive episodes with mixed features. Therefore, second-
line agents should be considered in initial treatment selection.

Second-Line: Cariprazine (Level 3[D], Level 4 [M])87 and lurasi-
done (Level 3[D], Ins[M])88 are recommended as second-line treat-
ments for depression + mixed features. While both agents improved 
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depressive symptoms in post-hoc analysis of RCTs using DSM-5 
proxy criteria, neither medication was superior to placebo in improv-
ing manic symptoms. The interpretation of these results should be 
limited, however, as mean YMRS scores at study entry were low (5.5 
for cariprazine, 6.0 for lurasidone) (discussed further in Figure 5). As 
there is evidence supporting efficacy of cariprazine for manic symp-
toms in other mixed states (see Section 3.1), expert opinion also sup-
ports its utility for subsyndromal manic symptoms in the context of 
depression + mixed features.

Third-Line: Olanzapine (Level 3[D], Level 3[M]), olanzapine–
fluoxetine combination (OFC) (Level 3[D] Ins[M]), quetiapine 
(Level 4[D] (Level 4[M]), divalproex (Level 4[D] (Level 4[M]), lam-
otrigine ((Level 4[D] (Ins [M]), ziprasidone (Level 4[D] (Level 4[M]), 
and ECT (Level 4[D] (Level 4[M]) are recommended as third-line 
treatments for depression + mixed features. As with prior itera-
tions of the CANMAT/ISBD guidelines, safety/tolerability issues 

for olanzapine, OFC, and ziprasidone were considered in the 
recommendations.5

In a post-hoc analysis applying proxy criteria to pooled data from 
two RCTs of participants with bipolar depression, olanzapine (Level 
3[D], Level 3[M]) showed efficacy versus placebo in reducing depressive 
and manic symptoms.89 For OFC (Level 3[D] Ins[M]), a post-hoc anal-
ysis of a RCT in BDI depression versus olanzapine and placebo found 
that the response rate (defined as ≥50% change in MADRS scores and 
<2 concurrent manic symptoms on the YMRS) to OFC was equivalent 
in those with or without mixed features (defined using proxy criteria), 
although results did not outline specific numerical changes in either 
pole.90 Participants with mixed features treated with OFC also showed 
a significantly higher response rate compared to placebo. In this study, 
participants with mixed features treated with olanzapine monotherapy 
showed significant response rates compared to those without mixed 
features, and overall response rates in the mixed sample showed trend 

TA B L E  7  Level of evidence ratings and recommendations for DSM-5 depression + mixed features

Level 3 evidence for efficacy; Level 4 evidence for efficacy.
DVP, divalproex; ER, extended release; Ins, insufficient evidence; Li, lithium; rTMS, repetitive transcranial magnetic stimulation.
aPrevention of any mood episode following resolution of a DSM-5 depression + mixed features episodes.
bPossible safety/tolerability concerns.
cExpert opinion.
dStudies done in combined sample of BDII and MDD.
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level superiority for OFC versus olanzapine (p = 0.065).90 OFC treat-
ment did not result in significantly higher rates of switching to mania/
hypomania compared to other treatment arms (switch rates of 8.5% in 
OFC, 6.8% in olanzapine, and 7.9% in placebo arms).

Although quetiapine (Level 4[D], Level 4[M]) is effective in treat-
ing acute bipolar depression91,92 and mania,93 no study has assessed 
its efficacy in treatment of bipolar depression + mixed features. 
However, given its efficacy in treating both mania and depression, 
and in preventing mood episodes in those with index mixed epi-
sode,5,94 the expert opinion is that it likely has utility for both poles 
in those with depression + mixed features. Similarly, divalproex and 
lamotrigine were given Level 4 [D] ratings based on expert opinion, 
as they each have evidence for efficacy in treating “pure” depres-
sion.5 Divalproex is also effective in treating manic symptoms in 
mania and mania + mixed features (see section 3.1), thus warranting 
a Level 4[M] rating in this context. Lamotrigine has not shown effi-
cacy in treating mania and thus has insufficient evidence (Ins [M]) to 
support its use for treating manic symptoms in depression + mixed 
features. Ziprasidone (Level 4[D], Level 4[M]) has shown efficacy 
for depressive symptoms in a combined sample of BDII and MDD.95 
Outcomes for manic symptoms were negative; although similar to 
studies reviewed for cariprazine and lurasidone, low baseline se-
verity likely contributed to this.95 Given ziprasidone's efficacy in 

treating manic symptoms in other presentations, the expert opinion 
is that it is likely effective in this context as well.

While there are no systematic data for ECT (Level 4[D], Level 
4[M]) in patients with bipolar depression and mixed features, it is ef-
fective in treating depressive episodes.96 Moreover, expert opinion 
is that it is effective in mania as well, and hence is recommended for 
those who have not responded to recommended second- and third-
line pharmacotherapy options.

Further research needed: There are no data for the efficacy of lith-
ium, asenapine, aripiprazole, carbamazepine extended release, and 
rTMS for depression + mixed features, and expert opinion does not 
support their use. Therefore, for all these strategies, further evalu-
ation is needed before recommendations can be made about their 
usefulness for depression + mixed features.

Not Recommended: Antidepressant monotherapy or adjunctive 
therapy is not recommended for patients with bipolar depression + 
mixed features. This is aligned with expert opinion outlined in rec-
ommendations from the ISBD Task Force,50 and based on data which 
suggest that even minimal manic symptoms in these patients may 
increase risk of manic switch.52 As noted in Section  2.2  clinicians 
should strongly consider carefully tapering and/or discontinuing 
these agents in patients already taking them, while monitoring care-
fully for worsening depressive symptoms.

F I G U R E  5  Level of evidence ratings for manic symptoms in depression + mixed features [Colour figure can be viewed at 
wileyonlinelibrary.com]

https://onlinelibrary.wiley.com/
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2.3  |  Management of DSM-IV Mixed Episodes

This section addresses the treatment of mixed presentations 
consistent with fully syndromal concurrent manic and depressive ep-
isodes. Ratings described below and in Table 8 are based on studies 
in participants with DSM-IV mixed episodes, or similar definitions. 
Due to the lengthy history of this categorization, there are signifi-
cantly more data to inform recommendations than in other sections.

2.3.1  |  Presentation

DSM-IV criteria for mixed episodes, requiring fully syndromal con-
current manic and depressive episodes (although with depression 

lasting ≥1 week rather than 2 weeks), represent the most restric-
tive criteria for a mixed presentation.13 Prevalence estimates 
for DSM-IV defined mixed episodes range from 7 to 28%.97 
Unsurprisingly, prevalence estimates for DSM-IV defined mixed ep-
isodes are significantly lower than those for more broadly defined 
mixed presentations.98,99

Commonly reported symptoms in DSM-IV defined mixed ep-
isodes are dysphoria, mood lability, guilt, suicidality, and irritabili-
ty.100–102 Mixed episodes are less likely than manic episodes to be 
associated with euphoria, increase in pleasurable activities, and 
pressured speech.102,103 Overall clinical severity tends to be higher 
in DSM-IV defined mixed episodes compared to manic or depressive 
episodes,101 and individuals in a mixed episode are more likely to 
display symptoms of anxiety.100–102

TA B L E  8  Level of evidence and treatment recommendations for DSM-IV mixed episodes

Level 1 evidence for efficacy; Level 2 evidence for efficacy; Level 3 evidence for efficacy; Level 4 evidence for efficacy.
DVP, divalproex; ER, extended release; Ins, insufficient evidence; Li, lithium.
aPrevention of any mood episode following resolution of a DSM-IV mixed episode.
bPossible safety/tolerability concerns.
cExpert opinion.
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2.3.2  |  Treatment Recommendations

First-Line: Aripiprazole (Level 2[M], Level 2[D]) 73,76 and asenapine 
(Level 2[M], Level 2[D]) 70,104,105 are recommended as first-line treat-
ments for acute mixed episodes, with evidence for improving both 
manic and depressive symptoms from post-hoc/subgroup analyses 
of RCTs of participants with DSM-IV mixed episodes.

Second-Line: Olanzapine monotherapy (Level 2 [M], Level 4[D]) or 
combination (Level 1[M], Level 2[D]), carbamazepine extended release 
(Level 2 [M], Level 2[D]), and divalproex (Level 3 [M], Level 4[D]) are 
recommended as second-line treatments. As with prior iterations of 
the CANMAT/ISBD guidelines, safety/tolerability issues for olanzap-
ine and carbamazepine were considered in the recommendations.5

Olanzapine monotherapy (Level 2 [M], Level 4[D]) was shown 
to have efficacy versus placebo for both mania and mixed mania; 
however, only the impact on manic symptoms was reported.106 
Olanzapine's known efficacy in depression and clinical experience 
in mixed episodes support a Level 4[D] rating based on expert opin-
ion. In a RCT of participants with mixed episodes who were non-
responsive to divalproex, adjunctive olanzapine (Level 1[M], Level 
2[D]) had significant benefits for both manic and depressive symp-
toms.107 In a subgroup analysis of a similarly designed study of manic 
and mixed participants, those with a mixed episode who had an in-
adequate response to lithium or divalproex experienced significantly 
greater reductions in manic symptoms with adjunctive olanzapine 
versus placebo; however improvements in depression were limited 
to the subset of participants with moderate or severe symptoms at 
baseline (i.e., HAMD ≥20).108

Carbamazepine extended release (Level 2[M], Level 2[D]) has 
shown efficacy for both polarities in RCTs of participants experiencing 
DSM-IV manic and mixed episodes.82,109 A pooled analysis demon-
strated the efficacy of extended carbamazepine in improving both 
manic symptoms and depressive symptoms in participants with mixed 
episodes.82

Divalproex (Level 3[M], Level 4[D]) was shown to improve 
manic symptoms equally well in participants in manic and mixed 
episode, although results were not reported separately for mixed 
episodes.110 While no significant effect of treatment was found on 
depressive symptoms, a greater proportion of participants in the di-
valproex versus placebo group achieved symptomatic remission and 
good tolerability (defined as Mania Rating Scale ≤12 and Depressive 
Syndrome Scale ≤13 at final evaluation and not having discontinued 
for an adverse event). That, alongside expert opinion and known ef-
ficacy in depression, supports its use for depressive symptoms in 
this context.

Third-Line: Ziprasidone (Level 3[M], Level 4 [D]), divalproex + car-
bamazepine (Level 4[M], Level 4[D]), cariprazine (Level 4[M], Level 
4[D]), lithium + divalproex (Level 4[M], Level 4[D]), and ECT (Level 
4[M], Level 4[D]) are recommended as third-line strategies. Safety/
tolerability issues with ziprasidone and carbamazepine were consid-
ered in the recommendations.5

Ziprasidone (Level 3[M], Level 4 [D]) significantly reduced manic 
symptoms in a combined sample of mania and mixed mania, although 

results were not reported separately for the mixed group.111 No data 
were reported for depressive symptoms, although expert opinion 
supports this use.

Mood stabilizer combinations such as divalproex + carbamaze-
pine (Level 4[M], Level 4[D]) and lithium + divalproex (Level 4[M], 
Level 4[D]) are recommended based largely on expert opinion, al-
though the combination of divalproex + carbamazepine does have 
some support from a very small retrospective study.112

While there are no data for cariprazine (Level 4[M], Level 4[D]) 
in DSM-IV mixed episodes, expert opinion supports this use, consis-
tent with evidence from DSM-5 episodes with mixed features.

ECT (Level 4[M], Level 4[D]) has support from several uncontrolled 
trials in mixed episodes.113–117 As with other mixed presentations, 
this strategy is recommended for those who have not responded to 
recommended second- and third-line pharmacotherapy options.

Further research needed: While quetiapine has negative evidence 
in the context of mixed episodes (on the basis of a RCT subgroup 
analysis examining BDI manic and mixed participants), limitations in 
study design necessitate further research in this area.118 Additional 
agents recommended for other mood presentations which have not 
been adequately studied in mixed episodes include lithium,119 lurasi-
done, paliperidone,120,121 risperidone monotherapy122 and combina-
tion,123–125 and rTMS.126

Not recommended: Based on data from an RCT,127 and consis-
tent with ratings from the 2018 guidelines, zonasamide (Level 2-ve 
[M], Level 2-ve [D]) is not recommended for use in mixed episodes. 
Topiramate is also not recommended based on negative results 
from combined studies of mania and mixed mania,128 with the ca-
veat that data were not reported separately for mixed episodes.

3  |  MAINTENANCE TRE ATMENT 
FOLLOWING AN INDE X MIXED 
PRESENTATION

3.1  |  Treatment Recommendations

As described in the 2018  guidelines,5 almost all individuals with 
BD will require maintenance treatment to prevent subsequent epi-
sodes, reduce residual symptoms, and restore functioning and qual-
ity of life. Psychosocial interventions are an important component of 
maintenance treatment and can help support treatment adherence.5 
Regardless of the polarity of the index mood episode, continuation of 
the initial treatment found to be successful into the maintenance phase 
is recommended, with few exceptions (e.g., antidepressants).5 The rec-
ommendations for pharmacological management listed below may be 
used, alongside clinical judgment, to help direct choice of agent for indi-
viduals who are not receiving or responding to current therapy.

These recommendations should be viewed tentatively consider-
ing significant methodological limitations in studies they are based 
on. After an acute index episode, the efficacy of maintenance treat-
ments would ideally be confirmed by studies randomizing partici-
pants to different maintenance treatments and following outcomes 
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longitudinally; however, scarce data exist of this type for mixed 
presentations.

3.1.1  |  DSM-5 Episodes with Mixed Features

Given the lack of evidence for maintenance therapies following an 
acute DSM-5 episode with mixed features, there are no first-line or 
second-line agents for these presentations.

As indicated in Tables 6 and 7; expert opinion (Level 4) supports 
use of several agents as third-line treatments following resolution of 
these acute mixed presentations:

Mania + Mixed Features: Asenapine, cariprazine, divalproex, 
olanzapine monotherapy and combination, quetiapine, carbamaze-
pine extended release, ECT, and lithium.

Depression + Mixed Features: Cariprazine, lurasidone, olanzapine, 
quetiapine, divalproex, ECT, asenapine, and lithium.

3.1.2  |  DSM-IV Mixed Episodes

First-Line: Quetiapine monotherapy and combination are recom-
mended first-line maintenance therapies for patients with an index 
mixed episode. In participants with an index DSM-IV mixed episode 
who responded to treatment in the acute phase, quetiapine mono-
therapy was more effective than placebo in preventing relapse into 
any mood episode, manic episode, or depressive episode (Level 
2).94 While relapse to mixed episode specifically was not reported, 
expert opinion supports this use (Level 4). In a post-hoc analysis of 
participants with an index mixed episode who responded to quetia-
pine adjunctive to lithium or divalproex, continuation of quetiapine 
combination therapy was shown to be more effective than mood 
stabilizer monotherapy for preventing a subsequent mixed, manic, 
depressive, or any mood episode (Level 2).129

Second-Line: Lithium and olanzapine monotherapy are recom-
mended second-line maintenance therapies.

In participants with an acute mixed episode which responded to 
quetiapine, subsequent maintenance treatment with lithium mono-
therapy was effective in preventing any mood episode, as well as 
both manic and depressive episodes (Level 2).94  While relapse to 
mixed episode was not reported, expert opinion supports this use 
(Level 4). Furthermore, lithium's noted anti-suicidal effects may be 
particularly relevant in mixed presentations where suicidal risk is 
particularly pronounced.130

In participants who responded to olanzapine monotherapy 
during an index mixed episode, continuation of olanzapine was 
more effective than switching to placebo in preventing relapse to 
any mood episode and manic episode (Level 2) but not depressive 
episodes (Ins, as median time to relapse, a secondary outcome, was 
increased).131,132 There were not enough mixed episode relapses to 
estimate the median time to relapse in this study, but expert opinion 
supports this use (Level 4). While both the evidence and the small 
number of alternatives would suggest that olanzapine be considered 

first-line, its significant metabolic side effect profile downgrades it 
to second-line.

Third-Line: Based on efficacy in maintenance following acute mood 
episodes as well as in acute treatment of DSM-IV mixed episodes, ex-
pert opinion (Level 4) supports asenapine, olanzapine combination, 
carbamazepine extended release, divalproex, divalproex + carbamaz-
epine, cariprazine, lithium + divalproex, and ECT as third-line options.

Further research needed: In a post-hoc analysis of individuals 
with an index mixed episode presentation, aripiprazole adjunctive 
therapy to lithium or valproate was not more effective than placebo 
adjunctive therapy in preventing relapse of mood episodes (Level 3, 
negative).133 This finding has not been replicated and so it is unclear 
if the study was a negative or failed trial. Additional agents/treat-
ments with insufficient data to provide a rating include ziprasidone, 
paliperidone, risperidone monotherapy or combination, and rTMS.

4  |  MANAGEMENT OF MIXED FE ATURES 
IN SPECIFIC POPUL ATIONS

4.1  |  Children and Adolescents

Mixed presentations are common in pediatric patients with BD and 
are different from, and often more complex, than those occurring in 
older adolescents and adults. When adults and youth with BDI are 
compared head-to-head using similar measures, youth are found to 
spend more time in mixed states.134 An earlier age of onset of BD 
is associated with a greater likelihood of mixed presentations, rapid 
cycling, and later, a poor prognostic course.135,136

Except for lurasidone, treatment recommendations listed below 
are based on studies of combined DSM-IV manic and mixed epi-
sodes. In contrast to the adult literature, most participants in many 
of the key trials to date in pediatric BD were experiencing mixed 
states. Unfortunately, these studies do not provide outcome data 
separately for mixed episodes. However, given that >50% of partic-
ipants in these studies were experiencing mixed episodes, the level 
of evidence was not downgraded as was done for studies in adult 
participants which had a smaller proportion of mixed participants.

First-Line: Asenapine and risperidone are recommended as first-
line treatments for acute mixed episodes. Asenapine (Level 2[M], Level 
4 [D]) has demonstrated efficacy in manic symptoms versus place-
bo,137–139 and expert opinion supports its use for concurrent depres-
sive symptoms. Risperidone (Level 2 [M], Ins[D]) has shown efficacy 
for manic symptoms in RCTs versus placebo as well as lithium and di-
valproex. However, depressive symptom change was not reported in 
these trials and there are insufficient data to support this use.140,141

Second-Line: Olanzapine (Level 2 [M], Level 4 [D])142,143 and 
ziprasidone (Level 2[M], (Level 4 [D])144  have shown efficacy in 
improving manic symptoms in adolescents with an index manic or 
mixed episode, but are downgraded to second-line due to safety/tol-
erability concerns. While neither have evidence to support efficacy 
for depressive symptoms in this context, expert opinion supports 
this use.
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Lurasidone (Level 3 [D], Ins [M])145 has demonstrated superiority 
to placebo in reducing symptoms of depression in a post-hoc analy-
sis of a RCT in participants with DSM-5 defined depression + mixed 
features. In this study there was a significant association between 
change in hypomanic symptom severity and change in depression 
symptom severity.

Third-Line: Quetiapine (Level 4 [M], Level 4 [D]),146 and dival-
proex (Level 4 [M], Level 4 [D]) 146,147 are third-line agents, primarily 
based on expert opinion, although limited evidence does support 
this use. While commonly used, there are limited data to support 
lithium (Level 4 [M], Level 4 [D]) in this population, with the strongest 
evidence being a RCT showing equivalence to divalproex but inferi-
ority to risperidone.140

Carbamazepine (Level 4 [M], Level 4 [D])148 may also be consid-
ered, but due to safety/tolerability concerns and high risk of drug–
drug interactions, other options should be considered first.

Maintenance: Available evidence only allows for second-line recom-
mendations for maintenance treatment in pediatric patients; with lith-
ium (Level 3)149 recommended based on a single study with 24-week 
follow-up showing lower rates of discontinuation due to mood symp-
toms in those treated with lithium than those with placebo. Likewise, 
lamotrigine as an adjunct to other mood stabilizers (Level 3)150 is also 
recommended as a second-line treatment for maintenance in adoles-
cents only; it is important to note that only 24% of participants com-
pleted the 36-week study on which this recommendation rests.

4.2  |  Older Adults

As described in the 2018 guidelines,5 there are a limited number of 
studies that examined treatment response in older adults with BD, 
and this is even more limited for mixed presentations. Due to this 
lack of evidence, no specific recommendations are made for this 
population. Rather, readers should refer to recommendations made 
for adults, with due consideration of the unique medication toler-
ability and safety issues in geriatric populations.

While the GERI-BD RCT of lithium and divalproex in 224 older 
adults included 52 individuals who presented with a DSM-IV de-
fined mixed episode, no subgroup analysis was done.151 In an ex-
ploratory mixed-model analysis, it was noted that manic symptoms 
improved with either lithium or divalproex in participants with ei-
ther manic or mixed episodes. Small studies have reported improve-
ments in both depressive and manic symptoms with antipsychotic 
agents such as aripiprazole and asenapine in older-age BD samples 
over 12 weeks,152,153 but systematic reporting of whether patients 
are actually in mixed episodes is lacking in the field.

4.3  |  Peripartum

Mixed presentations are common in pregnancy. A prospective 
observational study found that 74% of women with BD who dis-
continued mood stabilizers prior to or in early pregnancy had a 

recurrence of depression or a mixed episode during the first tri-
mester.154  Mixed symptoms appear to be particularly common 
after childbirth and may be more common during this period than at 
other times in a woman's life. Celik et al. reported that nearly 69% 
had at least five symptoms of mania as measured by the Modified 
Hypomania Checklist (mHCL-32),155 which has shown to be a use-
ful tool for detecting symptoms of mixed depression.156 Viguera 
et al. studied more than 1000 women and found that 6.5% of 
those with BDI and 2.5% of those with BDII had mixed episodes in 
the postpartum period.157 Symptoms of depression are more com-
mon and more severe in women with postpartum-onset compared 
to non-postpartum-onset mania.158 Similarly, mixed symptoms are 
a common occurrence in women with puerperal psychosis.159 It 
is important to recognize mixed presentations in women in the 
postpartum period as they have an increased risk of developing 
thoughts of self-harm.160

As with older adults, a dearth of treatment trials of mixed pre-
sentations in the peripartum period do not allow for specific treat-
ment recommendations. There is some evidence that quetiapine 
may be effective in treating bipolar postpartum depression.161 A trial 
of low-dose quetiapine is a possible treatment option for postpar-
tum women with mixed depression.162

We also recommend that prior to initiation of antidepres-
sants for possible postpartum MDD, women should be routinely 
screened for symptoms of (hypo)mania. Additionally, even if there 
is no prior history of antidepressant-associated hypomania or 
mania, women being treated for postpartum-onset MDD should 
be made aware that there is a risk of mood instability with these 
medications.162

5  |  CONCLUDING REMARKS

Despite the immense clinical need, there remains a dearth of clini-
cally relevant guidance for managing patients with mixed presenta-
tions in BD,19,20 as critically pointed out by Verdolini et al.163 This is 
surprising, given the long history of recognition of mixed presenta-
tions and the high frequency in which they occur. To address this 
gap, the CANMAT and ISBD guideline committee has endeavored 
to apply the approach from the 2018 Bipolar Guidelines to de-
velop pragmatic recommendations for mixed presentations, based 
on the limited available research evidence as well as clinical exper-
tise. Considerations of which treatment recommendation pathway 
(Figure 6) to follow should depend on the relative severity of mixed 
symptoms in an individual patient. For example, a patient experienc-
ing a predominantly manic episode with subsyndromal depressive 
symptoms, recommendations for DSM-5 mania + mixed features 
may be most appropriate. In other cases, such as where manic and 
depressive symptoms appear to be equally prominent, recommen-
dations for DSM-IV mixed episodes (which have a greater evidence 
base) may be more suitable. In addition to supporting clinicians in 
providing more evidence-based care, members of the guideline 
committee hope this first attempt at systematically interpreting the 
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available literature will influence increased research into more effec-
tive treatments for mixed presentations.
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