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Diagnosis and Treatment Strategies
for Mixed Episodes in Bipolar Disorder

T his Acsoemic Hinticims section of Understanding the Complexity of Bipolar Mixed Episodes

The Journal of Clinical Psychiatpresents
the highlights of the planning teleconference L . .
series “Treatment Strategies for Mixed Episodes in Because many clinicians do notomenology of bipolar iliness, the no-

Bipolar Disorder,” which was held in May and June  understand that depression and maniaenclature may need to be altered be-

2007. This report was prepared by the CME Institute of : . : : ;

Physicians Postgraduate Press, Inc., and was supporteli Y sllmglftaneously co-occur in thecause the' 'currlent.sy.stem of diagnosis

by an educational grant from Eli Lilly and Company. ~ Same individual, they do not recognizeand classification is inadequate to de-
The planning teleconference was chaireigan — the complex presentations of bipolascribe the complexities of the illness.

L. McElroy, M.D., University of Cincinnati College of . .

Medicine, Cincinnati, Ohio. The faculty weviark .~ Mixed states, explained Susan L. Dr. McElroy stated that the early
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andRoger S. McintyreM.D., F.R.C.P.C., Department POlar-opposite states of bipolar illness1921 bookManic-Depressive Insanity

of Psychiatry and Pharmacology, University of Toronto,these states often can be present in themd Paranoia are still useful
and the Mood Disorders Psychopharmacology Unit,

University Health Network, Toronto, Canada. same patient at the same tifne. Kr.aepelln explained the cpmplexﬂy qf
In the spirit of full disclosure and in compliance mixed states by noting instances in
with all Accreditation Council for Continuing Medical  Definitions of Mixed States which people can be, for example, both

Education Essential Areas and Policies, the faculty for . . . . .
this CME article were asked to complete a Statemtim The terminology in the discourse ofgrandiose and suicidal, both depressed

regarding all relevant financial relationships between mixed episodes has not been strictlgnd hypersexual, both hyperactive and

themselves or their spouse/partner and any commercialy ~ £ : :
interest occurring within the 12 months prior o joining defined because a consensus has rfatigued, or have racing thoughts but
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Diabetes Association, AstraZeneca, Bristo-Myers ~ Symptoms or occurrence of manic anthe calledagitated depressianHe
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Janssen, National Institute of Mental Health, Ortho-
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GlaxoSmithKline, and PfizeDr. Mclntyre is a may or may not be related, or they maynixed episode require that the full cri-
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Figure 1. Patterns of Mixed Mania and Depression Along the Spectrum
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Dr. McElroy and colleagué%pro-
posed operational criteria for the di-
agnosis of dysphoric mania or hypo-
mania: the presence of 3 or more
symptoms of major depression im-
posed on a full manic or hypomanic
episode. Because the DSM-IV-TR does
not recognize subthreshold mixed
states, mixed mania is likely to be cat-
egorized as mania, while mixed depres-
sion is often categorized as depression.
Moreover, soft mixed states such as
combined hypomania and dysthymia
are often overlooked, diagnosed as de-
pressive disorder, or diagnosed as con-
ditions other than mood disord€ers.

Dr. McElroy noted that mixed de-
pression and mixed mania are preva-
lent states. One stutlyeported mixed

depression in 58% of patients with bi-
polar Il disorder and 23% of patients
with unipolar depression, and Dr.
McElroy and colleagué’ reported a
a severe form of a mixed state; it doethymia would fall on the graph whereprevalence of dysphoric mania of about
not reflect the numerous other comthe fewest manic and depressive sympB1% across reviewed studies of patients
binations of manic and depressedoms occur, and a full-blown DSM-IV with bipolar disorder. Among the gen-
symptoms that patients with bipolammixed episode would fall at the pointeral population, bipolar disorder has
disorder may have. The World Healthwhere the highest degrees of botheen estimated at 5%, and about 40%
Organization’s (WHO) operational manic and depressive symptoms o®f these individuals may experience
definition of mixed maniais similarly cur. Inside the axes of this frequencynixed states in their lifetimésAs cri-
narrow. The WHO states that the curdistribution are innumerable degreeteria for various types of mixed states
rent episode must be characterized hyf mixity. become validated, prevalence rates can
a rapid alternation of hypomanic, Dr. McElroy stated that the concepbe better established.
manic, and depressive symptoms; thef a mood spectrum has led to the
manic and depressive symptoms musimergence of contemporary criteria fo€omorbidity and
be prominent for at least 2 weeks; andifferent types of mixed states. ThesBifferential Diagnosis
at least 1 authenticated hypomanic anew criteria reflect the clinical reality Bipolar disorder frequently co-
manic, depressive, or mixed affectiveof individuals with bipolar disordersoccurs with other conditions such as
episode must have been experienced better than the current operational crianxiety disorders, substance use disor-
the past. According to Dr. McElroy, teria do, allowing that people can haveer (SUD), eating disorders, attention-
the duration requirements of these f2arious combinations of mania and dedeficit/hyperactivity disorder (ADHD),
definitions seem arbitrary and do nopression. For example, those who havexis |1l disorders, and medical disor-
reflect what happens in the naturapredominantly depressive symptomslers®If a comorbid disorder is present,
clinical course of mixed states. with a mild degree of manic symptoms mixed presentation may be more
such as restlessness, racing thoughtikely than a pure mood state. As re-
Spectrum of Mood States and anxiety are said to haagitatedor viewed by Frye and Salloutcomor-
Recent researéit' suggests that the mixed depressiott™* Mixed depres- bid alcohol abuse or dependence in-
psychiatric field is moving toward thesion has been defined as syndromalreased rates of dysphoric or mixed
concept that mood disorders lie on anajor depression with 3 or moremania in patients with bipolar disorder,
dimensional spectrum and away fronintraepisode hypomanic symptoms thatnd Minnai et af’ found that SUDs
the idea that bipolar and unipolar disdo not meet the DSM-IV criteria forwere more likely to be diagnosed in
orders are categorically distinct. Drfull hypomanic or manic episodést® patients admitted to the hospital with
McElroy said that this shift allows for Prevailing mania with at least a mildmixed bipolar episodes than in patients
countless combinations of manic andlegree of depressive symptoms magdmitted with major depression or
depressive symptoms (Figure 1). Eube termedlysphoricor mixed mani&. mania.

Abbreviation: DSM-IV-TR =Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision.
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In the differential diagnosis of bi- not fall neatly into a particular diag-had co-occurring manic and depres-
polar mixed states, clinicians shoulchostic category. Patients often undersive symptoms and are often unaware
particularly consider SUB,Cluster stand and are responsive to screenirtbat this is even a possibility.

B personality disorders such as borguestions regarding their manic and

derline personality disordér? rapid depressive symptoms. For exampleConclusion

and ultrarapid cycling, treatment- asking if they have ever felt “hyper”  Dr. McElroy concluded that under-
resistant depressigi,and posttrau- and tired at the same time, felt sad anstanding the spectrum of bipolar mixed
matic stress disorder (PTSEY>* *“high” at the same time, or had racingstates is a fundamental aspect of effec-
Antidepressant-resistant depressiothoughts and depression at the santively treating patients with bipolar ill-
should be evaluated closely to detertime may elicit responses that lead tmess. Mixed states have complex pre-
mine whether a mood stabilizer maya mixed-state diagnosis. Making thesentations, compounded by inadequate
be more beneficial than an antidepregpatient aware of his or her symptomdiagnostic criteria and a high incidence
sant, which could be perpetuating atology and the fact that mania anef comorbidity. However, once the
bipolar mixed state masquerading as depression may co-occur is an imporeharacteristics of mixed states become
treatment-resistant unipolar deprestant psychoeducational aspect of effamiliar to the clinician, screening for
sion? Individuals with bipolar disor- fective treatment. Many patients havéipolar mixed states can be relatively
der seem to be vulnerable to develsimply never been asked if they haveasy.

oping PTSD, especially if they have
depressive and hypomanic symptoma
atology** For women with biplolar Djasnostic Dilemmas and Clinical Correlates in Mixed States
disorder and PTSD, this comorbidity

may be associated with higher rates of Mixed states were, until recently,bipolar states. For example, Dr. Frye
alcohol use disorders. an understudied aspect of bipolar illcited a recent study by Benazzi and

Mixed-state symptoms may beness, said Mark A. Frye, M.D. How-Akiskal*® that isolated the most dis-
masked by a comorbid disorder, ever, as Dr. McElroy noted, researcteriminant symptoms of a depressive
which complicates diagnosis. Dr.has confirmed that when bipolar pamixed state. They found that irritabil-
McElroy recommended being ex-tients are symptomatically ill, they fre-ity and psychomotor agitation serve as
tremely sensitive when looking for quently have varying degrees of mixeaigns that clinicians should probe fur-
mixed episodes and their numeroustates rather than pure mood episodether to assess whether a patient with
presentations, because patients will oNumerous patterns of manic and demajor depressive episodes is experi-
ten seek help for their comorbid disorpressive symptoms do not fit the curencing depressive mixed states. The
ders but not necessarily their bipolarent operationalized criteria. The lackdentification of specific hypomanic
disorder. For example, a patient whef formal criteria for many types of symptoms that occur during depres-
is obese, grandiose, and suicidal magixed states poses diagnostic dilemsive mixed states may help clinicians
seek help for his obesity, or a patientnas for the clinician. Mixed states aréo more accurately diagnose patients
who is binge eating, depressed, andlso associated with several clinicalvith depressive mixed states.
irritable may seek help for her bingecorrelates that complicate diagnosis
eating and not realize that the bingend treatment, including suicidal ide-Clinical Correlates
eating is related to her having a subtlation, gender differences in presenta- Dr. Frye explained that, despite

mixed state. Similarly, patients withtion, and slow recovery. diagnostic controversy, mixed states
anxiety disorders, ADHD, or SUD, are associated with a number of clini-
upon closer evaluation, may haveDiagnostic Dilemmas cally relevant correlates, such as gen-

mixed state symptoms as well. Dr. As Dr. McElroy discussed, differ- der differences, suicidality, and slow
McElroy stressed the importance ofences between the DSM-IV-TR defini-treatment response.

remembering that comorbidity in bi-tion of a mixed episode and the WHO Gender differences.Recent re-
polar disorder is highly common andcriteria for mixed mania create diagsearch has evaluated gender differ-
may mask the presentation of mixedostic dilemmas. These differencegnces in the presentation of bipolar

state symptoms. need to be resolved to establish morgpectrum mixed states. McElroy efl.
useful criteria for spectrum bipolarreviewed evidence on dysphoric mania

Screening for and states. and found that it was more likely to

Assessing Mixed States Researchers are recognizing the ineccur in women than men. Grant et

Understanding mixed states is amportance of creating quantitative crite-al.*” found that, among individuals with
important aspect of assessing patienta to diagnose mixed states that do ndtipolar | disorder, women were more
symptoms in the clinical setting, espemeet current operationalized criteridikely to have mixed and major de-
cially if a patient’s mood symptoms dobut are clinically recognized as mixedpressive episodes, while men were

1973 J Clin Psychiatry 68:12, December 2007
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patients (Figure 3% A better under-

Figure 2. Patients With Pure Hypomania Versus Mixed Hypomania by Gender® h i ; )
standing of patients with the triad of

907 m Female mixed mania, substance abuse, and sui-
goq{ HMake cidal ideation could aid clinicians in
70 stabilizing these patients and opti-
60 mizing their treatment outcomes.

Slow recovery.Dr. Frye stressed
that mixed states are associated with
slower recovery from acute episodes
and more chronicity than pure mood
states. According to a study by
10 Goldberg et al?) multiple suicide at-
tempts were a factor in nonremission
from mixed manic episodes; for every
*Data from Suppes et &. suicide attempt prior to the index manic
episode, a 49% decline in the proba-
bility of remission occurred. In one
study?® after 8 weeks of treatment for

50+
40
30

Patients, %

20

Pure Hypomania Mixed Hypomania Totals

Figure 3. Mixed States, Suicidality, and Substance Abuse in Bipolar Patients

Who Were or Were Not Suicidal During Index Episode® an acute Ep_iSOde’ recovery rates were
61% for patients with mania, 44% for

120- m Suicidal (N=63) patients with depression, and 33% for
B Nonsuicidal (N = 121) patients with mixed or cycling epi-

1007 sodes. At a median follow-up of 18

months®®the probability of patients re-
maining ill was 7% for patients with
60- pure mania at baseline, 22% for pa-
tients with pure depression, and 32%
for patients with mixed states. A 5-
s0- year prospective follow-ipfound that
median recovery rates were 6 weeks
for patients with pure mania, 11 weeks

80+

Patients, %

40

Mixed Mania Pure Mania Previous Previous f . ith .
Suicidal Ideation Substance Abuse or patients with pure depres&.on, and
17 weeks for patients with mixed or
“Data from Goldberg et &, cycling episodes. Patients with mixed

or cycling episodes were also quickest

to relapse after recovery from the
significantly more likely to have uni- study, previous suicide attempts weredex episode.
polar mania (p < .05). Suppes et*al. more common among patients with
evaluated 908 patients with mixedmixed mania than among patients witl€onclusion
hypomania by gender and found thafpure mania (36.7% vs. 8.2%, p <.001), Dr. Frye concluded that inconsis-
during almost 2 years, more womerand 57.9% of the patients with mixedent formal diagnostic criteria for
than men experienced mixed hypomamania versus 1.3% of patients withmixed bipolar states create diagnostic
nia (Figure 2). Furthermore, mixedpure mania were suicidal (p <.001)dilemmas for clinicians. The existence
hypomania was experienced differDilsaver et af’ found that 2.0% of of mixed state presentations that do not
ently by men and women. Men pri-patients with pure mania were suicidalffit the current formal criteria for diag-
marily had irritability and agitation, but 54.5% of patients with depressiveosis and potential gender differences
whereas women exhibited symptomsnania were suicidal. in the presentation of mixed states fur-
across all depressive symptom do- Suicidality has also been associatether complicate diagnosis. However,
mains. Women had a significantlywith patient histories of substanceaccurate diagnosis is crucial in mini-
higher probability (p < .001) of experi- abuse or dependence in those with dysiizing clinical correlates of mixed epi-
encing depressive symptoms duringhoric mania®** Among inpatients sodes, such as suicidality, substance
hypomania than men. with an index bipolar episode, suicidabbuse, and delayed treatment response.

Suicidality. In a study by Goldberg patients were more likely to have pasfEurther study of mixed presentations is

et al.?® mixed mania was significantly substance abuse, past suicidal ideationgeded to improve diagnosis and iden-
associated with suicidality. In thisand mixed mania than nonsuicidatify optimal treatment options.
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depression. For example, quality of life

Bipolar Mixed Episodes: scores for patients with mixed episodes
Costs, Characteristics, and Comorbidities were found to be more similar to those

for patients who were depressed than
Costs of Bipolar Mixed Episodes recovery from an initial mixed episode those for patients who were manic,

Joseph F. Goldberg, M.D., reporteccompared with about 24% of patientdiypomanic, or euthymic (Figure %).
that mixed episodes of bipolar illnesswho had a pure manic index episode.Depressive aspects of the illness pri-
are associated with serious societal Mixed states may also be likely tomarily determined quality of life for
costs and longitudinal consequencesecur over time. Cassidy et%lfound patients in mixed episodes.

The projected total lifetime cost (in-that if an index episode was mixed, Similarities between mixed states
cluding the direct and indirect costs othere was a 50% chance that the nesind depression have also been found in
treatment) of treating an individual episode would also be mixed. How-patients’ cognitive biases, which are
whose index episode of bipolar disor-ever, if an initial episode was manicthought patterns or beliefs about one-
der is mixed is about 20% more tharthere was only an 8% chance that theelf and the world that become rein-
the cost of treating an individual whosenext episode would be mixed. Sato efiorced and ingrained over time. Beck
index episode is purely manitHow- al.*® reported that, among patientset al® reported that patients in the
ever, costs differ between patients whevhose initial episode was a depressivemanic phase of bipolar illness scored
respond to initial treatment and remairmixed state, 58% had a depressivhighly on measures of excessive self-
fairly stable and those who havemixed second episode, but among pawvorth, grandiose beliefs about relation-
chronic nonresponse. If an initialtients who did not have an initial de-ships, and unrealistic beliefs about
mixed episode is treated to remissionpressive mixed episode, only 16% hadctivities, whereas scores of patients
the lifetime direct mental health costa depressive mixed second episode. Dexperiencing mixed states were much
may be reduced by 95% of that of aoldberg stressed that this confluenclkwer and were consistent with those
patient with chronic nonresponse (Fig-of manic and depressive symptom$ound in patients with depression.
ure 4)* While mixed states are diffi- may have trait stability, recurrence poNegative or pessimistic cognitive bi-
cult to treat and may have greater soctential, and longitudinal enduranceases can be fruitful targets for psycho-
etal and/or economic costs than puracross episodes. therapy in patients with depression or
manic or depressed episodes, Dr. Quality of life and cognitive char- mixed states. Martinez-Aran et‘are-
Goldberg stressed that if the treatmenrdcteristics. Dr. Goldberg went on to ported that patients with bipolar disor-
of an initial mixed episode leads to aexplain that, in some respects, mixeder who had a greater number of mixed
stable response, the lifetime direcpresentations resemble manias mompisodes had more subjective cogni-
costs are even less than those of ahan depressions with regard to the pdive complaints (p <.03), and those
initial pure manic or pure depressivetential for cyclingpsychomotor accel- with subjective cognitive complaints
episode. eration,and impulsivity, but in other scored lower on measures of memory,
respects, mixed states tend to resembédgtention, and executive function
Characteristics of
Bipolar Mixed Episodes

Dr. Goldberg described the charFigure 4. Direct Mental Health Service Costs by Bipolar Group With
acteristics and consequences of mixethronic Nonresponse and Initial Stable Response®
states. One characteristic of mixec
states, as noted by Dr. Frye, is the 400,0007 @ Ghronic Nonresponse
risk for suicidality?® Other charac- @ Initial Stable Response
teristics or potential consequences df
mixed states are cycling into deprest
sion, recurring mixed episodes, im-
paired quality of life, and cognitive
complaints.

Subsequent episoddsongitudinal
data®® have shown that a greater numt-
ber of patients in mixed states may b
at risk for cycling into a depressed 0
phase of illness than patients in pure Mixed Pure Manic Depressed
manic states, explained Dr. Goldberg. Index Episode Polarity
In one study’?® about 43% of patients
cycled into pure depression without_‘Data from Begley et a.
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Figure 5. Mean Self-Reported SF-12 Mental Subscale Scores (Quality of Life) by features rather than pure marifa.
Mood State® Dr. Goldberg stated that these second-

ary mixed states may be difficult to
607 treat. Thompson et &l.found that a

greater severity of baseline medical
comorbidity among patients in mixed

40+ states was related to slower improve-
ment in depression scores, even after
307 controlling for baseline severity of
20- depression.
Dr. Goldberg noted the importance
10+ of recognizing medical correlates of
mixed states in bipolar iliness. Cassidy
0

Euthymic Manic/Hypomanic Mixed Depressed et al® found that, ComparEd with pa-
(N=30) (N =16) (N=14) (N=26) tients with pure mania, patients with
Mood State mixed mania had lower fasting serum
cholesterol levels. Dr. Goldberg ex-
Eag?efzgi?ox?gigts;zn orm plained that this finding is clinically
S : important because cholesterol is nec-
essary for the myelination of nerve
fibers and membrane stabilization.
compared with control subjects. Thusfound a similar relationship betweenData’*® have also suggested that sui-
consequences of chronic mixed statdsipolar illness and alcohol abuse: lessidal features and complex psy-
may include negative cognitive biasesime was spent in mixed states if thehopathology in patients with mood
as well as objective neurocognitiveonset of alcohol abuse preceded thdisorders may be associated with ab-

50+

SF-12 Score

impairments. onset of bipolar disorder than if bi-normally low serum cholesterol levels.
polar disorder preceded the onset oknother study found that adrenocor-

Comorbidity With alcohol abuse. tical dysfunction may be more com-

Bipolar Mixed Episodes Dr. Goldberg stated that mixedmon in mixed states than in pure ma-

Psychiatric comorbidity. Dr. states may also be highly comorbichia. Patients diagnosed with mixed
Goldberg cited several studf®&** with anxiety disorders and ADHD. Forstates had higher levels of cortisol than
that reported a greater degree of SUBxample, one studyfound that sig- patients with mania. Hypercorti-
in mixed states of bipolar illness thamificantly more patients meeting mixedsolemic states may be associated with
pure mood states, as Drs. McElroy andriteria had comorbid obsessiveincreased stress levels, which may
Frye noted. A history of SUD wascompulsive disorder (OCD) than pa-translate to adrenocortical dysfunction.
found in 40% of patients with mixedtients with pure mania (21% vs. 4%Dr. Goldberg elaborated that high cor-
episodes and in 23% of patients wittp =.03). OCD tended to cycle alongtisol levels may have a neurotoxic ef-
pure mania, according to a study byith depressive features in patients ifiect on the hippocampus, accounting
Goldberg and colleagues (p <.02). mixed states, i.e., when depressiofor some cognitive problems that arise
Dr. Goldberg observed that, when subsymptoms were more prominent in an mixed states. Additionally, leuko-
stance abuse and bipolar disorder armaixed state, OCD symptoms tendeaytosis and hypoalbuminemia have
both present, the chronology of onsetio be more sever®. Other anxiety been found in patients with mixed ma-
may affect the patient’'s prognosisdisorders, such as PTSD and generahia, suggesting an immune activation
When bipolar illness precedes thezed anxiety disorder, may be morén mixed mania similar to that in
onset of SUD, the prognosis may b&ommon in mixed states than in pur@epressior®
poorer, the complexity of illnessdepressive statés.Recent researth Dr. Goldberg cited a stuéf/that
greater, and the persistence of mixedlso suggests that ADHD may be moréound that patients with mixed mania
features much higher than if the SUDikely to occur in mixed presentationshad a mean thyroid stimulating hor-
had an earlier onset. Strakowski et'al.compared with pure depressednone (TSH) level of 3.14 muU/mL,
found that if bipolar disorder was thepresentations. which was significantly higher
initial diagnosis in patients who abused Medical comorbidity. Conditions (p =.04) than the TSH level found
cannabis, the patients tended to spersdich as head trauma, stroke, epilepsiy patients with pure mania (1.16
more time in mixed states than if canand being HIV positive may predis-mU/mL). Conversely, patients with
nabis abuse was the initial diagnosigose patients to secondary mania thatixed mania also had significantly
An earlier study by Strakowski et dl. often presents as irritability with mixedlower (p =.03) thyroxine levels than
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patients with pure mania. This studyConclusion suicidality and the potential to cycle
suggested that thyroid axis abnormali- Dr. Goldberg reiterated that mixedinto depression. Psychiatric and med-
ties are more common in patients wittpresentations of bipolar disorder are@cal comorbidities that may slow re-
bipolar mixed states than with bipolarpotentially recurrent phenomena assoeovery are also correlates of mixed
mania. Because subclinical hypothy<ciated with greater lifetime costs if presentations. Dr. Goldberg con-
roidism has been linked with rapid cy-initial treatment is unsuccessful included that the clinical profile of
cling, thyroid hormone supplementa-{roviding stable response. Mixed epi-mixed states is distinct from manic
tion to counteract clinical depressiorsodes tend to resemble depressive epind depressive presentations not only
and mixed episode features may bsodes more than manic episodes im symptomatology but also in costs,
beneficial to patients with mixed fea-terms of quality of life and cognitive characteristics, and comorbid psycho-
tures of bipolar disorder. styles and have been associated withathology.

The Acute Treatment of the Patient With Bipolar Mixed Episodes

According to Roger S. Mcintyre, Screen for comorbidity.Mixed Conventional unimodal antidepres-
M.D., F.R.C.P.C., a prevailing view- states are complicated phenotypes tsants are discouraged, and lithium is
point in psychiatry is that mixed statesbegin with, but bipolar disorder is alsonot considered a first-line treatment
in bipolar disorder are common clini- commonly comorbid with other syn-for mixed states.
cal presentations that are associatedromes?® Medical and psychiatric co-  Dr. Mclntyre pointed out that, in
with bipolar severity and poor treat- morbidities complicate the presentastudies attempting to evaluate the effi-
ment outcome. In his presentationtion of mixed states and pose a seriousacy of putative antimanic drugs, sub-
Dr. Mcintyre described some generahazard to the overall course and outjects with mixed states are often a sub-
management principles for treatingcome of bipolar disorder. group of a larger sample of individuals
mixed states, reviewed the efficacy of Identify therapeutic targets Dr. who usually have acute mania. No
available pharmaceutical treatmentsvicintyre asserted that a key compoilarge studies have examined the effi-
for mixed states, and advocated th@ent in managing a patient with mixedcacy of a drug exclusively in mixed
use of a treatment algorithm whenstates is the identification of the approstates. Few controlled studies in mixed

managing mixed states. priate therapeutic targets. Clinicians destates exist: and most of the studies
not simply treat mixed states; ratherare monotherapy trials. Also, because
General Management Principles they treat symptoms, or symptom clusstudy participants have to give in-

In the acute treatment of patientders, that are a part of the larger phendermed consent, most are not as se-
with mixed states, the general mantype called mixed states. In this phenoverely ill as patients in clinical prac-
agement principles include establishtype, several common symptoms antice whose insight is too compromised
ing the diagnosis, screening forsymptom groups present in the clinicato provide informed consent.
comorbidity, and clarifying the ther- setting® Depressive and manic symp- Mood stabilizers Despite being
apeutic targets. toms are the hallmark features ofwell established as an efficacious treat-

Establish the diagnosiswhen es- mixed states, but psychotic featuresment for mania, lithium is not indi-
tablishing the diagnosis, clinicianscatatonic symptoms, agitation, anccated for mixed staté$.People with
need to understand that mixed stateanxiety are also common. Addition-mixed states are suboptimally respon-
overlap phenomenologically with ally, the patient’s distress, often manisive to lithium®?®®®Increasing sever-
many other disorders, particularly agi-fested as mood lability and/or suicid-ity of depressive symptoms in mania
tated depression, potentially compli-ality, is a cardinal feature of mixedseems to predict a decreased response
cating the diagnostic proce¥sindi- states. The combination of these sympo lithium and an increased response
viduals with unipolar disorder must toms comprises mixed states, and treate divalproex. One study examined
be differentiated from those with bi- ments are most likely differentially ef- divalproex and lithium in 4 naturalis-
polar disorder, because the convenfective across these therapeutic targetsc subtypes of mania: depressive, psy-
tional pharmacotherapy for unipolar chotic, classic, and irritable. Dival-
depression—treatment with a uni-Pharmacologic Treatment Options proex was superior to lithium in
modal antidepressant—may worsen Dr. Mcintyre summarized the avail- treating not only classic mania but also
the clinical presentation, course, andable treatments for individuals whothe irritable and depressive forms of
outcome of bipolar disordéf.®* experience mixed states. First-linemania (Figure 6). Dr. Mcintyre stated
Therefore, an accurate diagnosis is esreatments for mixed states includehat divalproex has been well estab-
sential for the patient to receive opti-divalproex, select atypical antipsy-lished as particularly effective for
mal therapy. chotics, or the combination of the 2.mixed-state presentations and is

1977 J Clin Psychiatry 68:12, December 2007
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blind, multicenter study, results did not

Figure 6. Efficacy* of Acute Treatment Across Manic Subtypes® X X
differ on the primary outcome mea-

607  m Placebo (9/70)t sure, the Young Mania Rating Scale
O Divalproex (23/64) -
D Loy (YMRS). Op gecondary measures, re
& 507 sults were similar for the Montgomery-
g% Asberg Depression Rating Scale, but
Q> 404 ; P
58 olanzapine-treated patients had greater
2 E 304 improvement on the Hamilton Rating
go.: Scale for Depression and the Clinical
82 201 Global Impressions-Bipolar Version
S scale.
10 Quetiapine has not been evaluated
: o e o for mixed states in adults, but a stéidy

0- of quetiapine augmentation with dival-
proex in adolescents with mania, many
*Reprinted with permission from Swann et’al. of whom had mixed state presentations,

*Efficacy is defined as 50% improvement in Manic Syndrome score. found that subjects had a superior re-
TNumber of subjects with 50% improvement/total number of patients in the group. sponse to the combination treatment
$Only 2 depressive patients were randomly assigned to lithium. L N

Dr. Mclintyre stated that quetiapine is a

potential treatment option for mixed

indicated for the treatment of mixedsubtypes!’ Two studie®®® compar- states but requires more study.
states?% ing olanzapine with divalproex found AntidepressantsAccording to Dr.

Carbamazepine is also indicatedhat both agents were effective in reMcintyre, no subject in the field of bi-
for the treatment of mixed states. Drducing depressive symptoms as part @iolar disorder generates more contro-
Mclintyre described a recent poolech manic episode, with no significantversy than the use of conventional uni-
analysi€’ showing that carbamazepinedifference between the 2 medicationsmodal antidepressants. An essential
unlike lithium, is just as effective for =~ Combined treatmentDr. Mcintyre element of mixed states is the presence
treating mixed states as it is for treatreiterated that the complexity and thef depressive symptoms, so it stands
ing mania. In patients with mixed epi-frequent comorbidity of mixed statego reason that many patients are pre-
sodes, carbamazepine significantly resften create a need for combinatioscribed an antidepressant to alleviate
duced both depressive (p <.05) antteatment. While clinicians aim forthose symptoms. Unfortunately, anti-
manic (p < .01) symptoms. simplicity in treating their patients, depressants have not been reported to

Atypical antipsychotics Dr. monotherapy for patients with mixedbe efficacious in mixed states. More-
Mclintyre stated that, although somestates may be unrealisficOne stud§? over, a growing body of literature indi-
have been evaluated more than othersyaluated olanzapine in combinatiortates that mixed states, when treated
atypical antipsychotics are efficaciouswith lithium or valproate in patients with antidepressants, are, in fact, wors-
in mixed states. Most of the atypicawith dysphoric mania. This studyened®®®® Antidepressants pose a risk
antipsychotics are currently approvedound that the combination of olanzafor mood destabilization and switching
for the management of mixed statepine plus either valproate or lithiuminto mania, and the risks are greater if
(olanzapine, risperidone, ziprasidonewas superior to valproate or lithiumthe patient has rapid cycling or comor-
and aripiprazoley! Ziprasidoné“"?’and alone in decreasing depressive symypid substance abu§t®’
aripiprazolé®*"*have been evaluated agoms, manic symptoms, and suicid- One stud$? used the YMRS to ex-
monotherapy in placebo-controlledality. Risperidone was also studféth amine the association between baseline
studies of mania with subgroups of pacombination with lithium or dival- mania severity and treatment-emergent
tients with mixed states, and both drugproex, and the combination was morenania during antidepressant treatment.
have shown favorable results in mixedefficacious than the mood stabilizerShe YMRS is scored between 0 and
state patients. Risperidone has beaone in patients with manic episodes$0. Many investigators have defined
evaluated extensively in acute maefficacy of the combination was sughypomania as a score of 12 or greater
nia”>"put not in mixed state’s. gested in patients with mixed episodesnd mania as 20 or greater. Yet, a low

The atypical antipsychotic with thebut the study lacked a metric for ratindaseline score of 4 on the YMRS was
most evidence of efficacy in mixeddepression. associated with the emergence of ma-
states is olanzapine. As with carba- Perlis et al* compared olanzapinenia in individuals who presented with
mazepine, olanzapine appears to kend risperidone in the treatment otlepression and received an antidepres-
efficacious in mixed states with nomanic or mixed states in inpatientsant. The clinical translation of these
differential response across maniavith bipolar | disorder. In this double-findings is that depression mixed with

Depressive Psychotic Classic Irritable

J Clin Psychiatry 68:12, December 2007 1978
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even low-grade hypomanic symptomeffective as an antimanic drug than as_Disord 2006;96:183-187

at baseline (such as talkativeness, imn antidepressant in mixed states, but"
creased motor activity, and new interit should be considered, nonetheless.

ests) may be associated with the induc-

tion of hypomania or mania in patientSSummary

who are exposed to antidepressants.

Aside from the risk of treatment-management of acute states begins
emergent mania posed by antidepresvith clarifying the diagnosis, screen-
sant treatment, evidence suggests thitgy for comorbidity, and establishing
antidepressants do not increase thberapeutic targets. Patients should be’
likelihood of recovery from mixed stateeducated as to the likelihood and dura-
bipolar disordef>® The emerging tion of recovery, and it should be un-g
message is that insufficient evidenceéerstood that for many patients, com-
exists to support antidepressants as sdfemation treatment will be required.
or efficacious treatments for bipolarMultiple drugs are approved for the
treatment of mixed states. The largest-
body of evidence supports the efficacy

disorder with mixed states.

Treatment Algorithms of

As the number of agents indicategroex. Lithium is suboptimally effec-

Kraepelin E. Manic-Depressive Insanity
and Paranoia. Edinburgh, Scotland: E & S
Livingstone; 1921

6. World Health Organization. The ICD-10
Classification of Mental and Behavioural
Disorders: Clinical Descriptions and Diag-
nostic Guidelines. Geneva, Switzerland:
World Health Organization; 1992:140-141.
Available at: http://www.who.int/
classifications/apps/icd/icd10online/.
Accessed July 19, 2007

7. Akiskal HS. The prevalent clinical spec-
trum of bipolar disorders: beyond the
DSM-IV. J Clin Psychopharmacol 1996;
16:4S-14S

Akiskal HS, Bourgeois ML, Angst J, et al.
Re-evaluating the prevalence of and diag-
nostic composition within the broad clini-
cal spectrum of bipolar disorders. J Affect
Disord 2000;59(suppl 1):S5-S30

Benazzi F. Mood patterns and classifica-
tion in bipolar disorder. Curr Opin
Psychiatry 2006;19:1-8

atypical antipsychotics and dival-10. Akiskal HS, Benazzi F. The DSM-IV and
ICD-10 categories of recurrent [major] de-
pressive and bipolar Il disorders: evidence

Dr. Mcintyre reiterated that the

for use in bipolar disorder continues tdive in mixed states, and antidepres- that they lie on a dimensional spectrum.

rise, the need increases for clinicians teants should be avoided due to theif1
have an algorithm to aid in the selectiomnproven efficacy and their associa-""
and sequencing of medications. Treation with treatment-emergent mania.

ment algorithm® have been shown toFinally, clinicians should consider the,,

J Affect Disord 2006;92:45-54

Akiskal HS, Benazzi F. Family history
validation of the bipolar nature of depres-
sive mixed states. J Affect Disord 2003;73:
113-122

Koukopoulos A, Koukopoulos A. Agitated

improve the cost-effectiveness, consisidse of an algorithm or treatment guide- depression as a mixed state and the prob-

tency, and overall quality and approdine in order to organize and optimize

lem of melancholia. Psychiatric Clin North
Am 1999;22:547-564

priateness of care for patients. Drthe care of patients with mixed-state s perugi G, Akiskal HS, Micheli C, et al.

Mclintyre discussed the Texas Implebipolar disorder.

mentation of Medication Algorithms
(TIMA) guideline for the treatment of
bipolar disorder with mixed statés.

as first-line agents for patients with

options in the case of nonresponse to
the other first-line options. For patients
who do not respond adequately to first-

stage treatments, TIMA suggests drugt.

combinations, but not 2 atypical anti-
psychotics. A combination of dival-
proex with one of the approved atypi-
cal antipsychotics, for example, would
be reasonable. When polypharma-
cotherapy proves insufficient, Dr.
Mclintyre said that electroconvulsive
therapy becomes a consideration. Fail-
ing all else, TIMA recommended the
addition of clozapine to a patient’s 4,
treatment regimen. Clozapine has not
been sufficiently studied in mixed
states, and clozapine is probably more

1979

Drug names:aripiprazole (Abilify),
carbamazepine (Carbatrol, Equetro, and
others), clozapine (Clozaril and others),

i i divalproex (Depakote), lithium (Eskalith,
The TIMA algorithm categorlzes. Lithobid, and others), olanzapine (Zyprexa),

divalproex and the antipsychotics allyuetiapine (Seroquel), risperidone (Risperdal)
piprazole, risperidone, and ziprasidoneiprasidone (Geodon).

. Disclosure of off-label usageThe chair has
mixed states. Because of safety COfetermined that, to the best of her knowledge

cerns, olanzapine and carbamazepirfozapine is not approved by the U.S. Food

. . and Drug Administration for the treatment
were listed as alternative monotherapys pipolar disorder.
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