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Defining the challenge: Recognizing
and treating bipolar disorder wherever
patients present

ipolar disorder often goes unrecognized by primary care pro-
Bviders (PCPs) because patients typically present with what
appears to be a major depressive episode and PCPs think it
unlikely that they will see bipolar illness.'* In psychiatric settings, too,
bipolar disorder may be undetected or may be recognized only after
a long delay, possibly because of evolving criteria for diagnosing the
disorder.® %7
There is increasing recognition that bipolar disorder has a spec-
trum of symptom expression from subthreshold to meeting full crite-
ria, indicating that bipolar I disorder, at least, may be more common
than the 1% prevalence usually cited in population surveys.!>%’
Further, there is evidence that mixed episodes are not uncommon in
bipolar I and II disorders.**!° In considering the whole spectrum of
bipolar illnesses (bipolar T disorder, bipolar II disorder, cyclothymic
disorder, and bipolar disorder not otherwise specified), some authors
have, controversially, suggested that the prevalence rate may be as
high as 5% in the population.’3*

The burden on clinicians
Psychiatric clinicians and primary care clinicians may be expected to
meet a patient presenting with bipolar disorder, take a history, di-
agnose the patient’s condition, prescribe drug treatment for it, and
monitor the overall physical health effects of that treatment—all in
brief office visits.

Frequently, patients are treated for concurrent psychiatric and gen-
eral medical conditions. Medication management of psychiatric treat-
ments may have a direct impact on a patient’s other medical conditions
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Defining the challenge

—and vice versa. Mental health care professionals and
general medical professionals need to consult and col-
laborate to optimize outcomes for the patient.!!!3

Primary care

As mentioned, patients with bipolar disorder often ini-
tially present in a primary care setting with symptoms
of depression. They are less likely to report their manic
and mixed symptoms, such as little need for sleep, in-
flated self-esteem, or increase in risky or goal-directed
activity.>1%1%1> Diagnosis of bipolar disorder requires
the compilation of a detailed history of symptoms, be-
haviors, treatment responses, and family illness, which
presents challenges in the primary care setting."!®

Mental health care

Significant challenges arise in identifying bipolar pre-
sentations that do not involve the “classic” combination
of pure manic and pure depressive episodes.®!® Once ac-
curately diagnosed, patients with bipolar disorders re-
quire drug treatments that may have an effect on their

physical health. Patients will benefit if mental health
care and primary medical care are viewed collabora-
tively to ensure that psychiatric drug treatment does not
cause or exacerbate other medical conditions, and that
unwanted drug effects are treated medically."”

This journal supplement, along with the compan-
ion supplement to The Journal of Family Practice, is
the end result of a meeting of an expert panel of pri-
mary and psychiatric care clinicians. These clinicians
met to address the issues associated with the diagnosis
and management of patients with bipolar disorder in
various settings. These supplements are a response to
the seminal concerns identified at that meeting and in
subsequent communications.

The chapters that follow provide practical advice
on recognizing and collaboratively caring for patients
with bipolar disorder, as well as a review of available
pharmacologic treatments for phases and expressions
of the illness. A case presentation examines decision
points about assessment and referral of a patient who
presents in a primary care setting. We hope that you
find this information helpful in treating your patients
with bipolar disorder. ®
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Challenges in diagnosing bipolar
disorder: Identifying mixed episodes

sychiatric clinicians frequently encounter patients who pres-
Pent with fluctuating and complex mood states, such as de-

pression together with agitation, irritability, and racing
thoughts. These patients may appear restless and driven, but they
do not exhibit the euphoria and grandiosity characteristic of pure
mania. Rather, they may be preoccupied by a dark and distressing
view of the world and of themselves. Their symptoms may swing
rapidly—perhaps over the course of a few hours—from depression
to mania and back. In striving to establish the most appropriate di-
agnosis and treatment for such patients, the clinician may find only
limited guidance in the mood disorders section of the Diagnostic
and Statistical Manual of Mental Disorders, Fourth Edition, Text
Revision (DSM-IV-TR™) !

Prevalence of mixed episodes

Bipolar mixed episodes may be far more common than was once
believed. A review of the literature by McElroy et al found that
rates of mixed symptoms ranged from 5% to 70% in patients who
have acute mania (due in large part to variations in the criteria
used to define a mixed episode), with a mean prevalence of 31%.2
It has also been reported that an average of 40% of patients with
bipolar disorder present with a mixed state at some point during
their lifetime.’

The prevalence of mixed symptoms is of particular clinical sig-
nificance since mixed bipolar presentations appear to be associated
with poorer short- and long-term outcomes, more protracted epi-
sodes, higher rates of recurrence, and greater risk of suicide than
pure manic episodes.’?
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Challenges in diagnosing bipolar disorder

The continuum view of mood disorders

Unipolarity < > Bipolarity

DSM-IV Mixed depressive DSM-IV mixed Dysphoric maniaf DSM-IV
episode* episode

Major depressive Manic or

episode
Meets criteria for an
MDE but also has
some manic or
hypomanic symptoms

Meets criteria for
both a manic episode
and an MDE (except
for duration)

hypomanic episode

Meets criteria for

a manic or hypomanic
episode but also has
some (2 to 3) depressive
symptoms

*Based on descriptions of mixed bipolar states,” depressive mixed states,® agitated depression,* irritable-hostile depression,® unipolar depression with racing thoughts.™

tBased on operational criteria proposed by McElroy SL, et al. 1992.2

Defining mixed episodes

The DSM-IV-TR describes 4 types of mood episodes:
major depressive, manic, hypomanic, and mixed.! The
diagnostic criteria for a mixed episode are that the con-
ditions for both a manic and a major depressive epi-
sode (MDE), except for duration, must be met nearly
every day for at least 1 week. However, these criteria
do not fully account for cases in which patients display
a mix of symptoms that do not qualify as a full mood
episode.>*’ Thus, new efforts are being made to define
mixed mood states in a clinically relevant way, one that
will encompass the wide range of symptom profiles and
patterns that occur.?

Emil Kraepelin originally defined manic-depres-
sive insanity, including a description of multiple mixed
mood states, in 1921.° Three of the mixed-state sub-
types he described are especially relevant today: (1)
depression with flight of ideas, (2) excited or agitated
depression, and (3) depressive or anxious mania.>* Dr.
Kraepelin noted that any combination of mood symp-
toms including both polarities (ie, mania and depres-
sion) would constitute a mixed state.>**

Thus, recent researchers have proposed a model
in which mood disorders are conceptualized as occur-
ring along a continuum (FIGURE 1).%%7% In this model,
presentations that involve episodes of pure mania or
pure depression would appear at the extreme ends of
the spectrum. Mixed depressive episodes would meet
criteria for MDE but have some manic features as well.
Dysphoric mania episodes would meet criteria for man-
ic or hypomanic episodes but present some depressive
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symptoms as well.> This question of how mood disor-
ders are conceptualized has implications beyond mere
psychiatric nosology, since treating patients with bipo-
lar spectrum disorders as if they had purely unipolar
mood disorders can have serious clinical consequences
(as discussed in the section “Clinical implications of
misdiagnosis™).

Types of mixed episodes

Dysphoric mania

In 1992, McElroy et al proposed operational criteria
for dysphoric (mixed) mania or hypomania, (ie, mania
or hypomania accompanied by prominent depression)
(TABLE 1).> According to these criteria, dysphoric or
mixed mania should be diagnosed when a full manic
or hypomanic episode is accompanied by 3 or more
symptoms of major depression; the presence of 2 de-
pressive symptoms is considered sufficient to justify a
probable diagnosis. At the same time, the researchers
acknowledged the possibility that mixed affective epi-
sodes may represent a heterogeneous condition with
numerous etiologies.?

Mixed depressive states

Focusing on the other end of the mood disorder spec-
trum, a number of researchers have described major
depressive episodes characterized by manic or hypo-
manic symptoms (eg, agitation, racing thoughts, ir-
ritability, hostility) that do not meet full criteria for
mania or hypomania.*”'! (The characterization of
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these equivocal episodes as “bipolar” is speculative
and somewhat controversial, since fear of inducing
mania with an antidepressant may lead some clinicians
to withhold antidepressant treatment when it would be
appropriate.) Besides these symptoms, mixed depressive
episodes may also have associated features characteris-
tic of bipolarity, including high rates of comorbid sub-
stance use and anxiety disorders, suicidality, psychotic
symptoms, postpartum presentations, family histories
of bipolar disorder, and drug-induced manic symptoms
in response to antidepressant monotherapy.’>!!3

Evolving criteria

Although researchers continue to debate exactly
what criteria should be used to define a mixed state,
the psychiatric field is moving toward a far more in-
clusive view of the bipolar spectrum of disorders. For
example, in a study published in 2000, participants
were categorized as having a mixed mood episode if
they had either mania or hypomania together with an
MDE—even though the DSM-IV criteria do not con-
sider hypomania with a major depressive episode to be
diagnostic of a mixed state."'* The continuing debate
notwithstanding, it is important that psychiatrists rec-
ognize the variety of mixed mood states that can occur,
because primary care providers are especially likely to
refer patients with these types of complex presenta-
tions for “treatment-resistant” or “treatment-refrac-
tory” depression due to adverse consequences from
antidepressant monotherapy. Kaye has suggested that
psychiatrists consider the issue of cycling as opposed
to the issue of polarity when trying to distinguish be-
tween unipolar depression and bipolar disorder/bipo-
lar depression (N. Kaye, written communication, June
2007). Preventing the next cycle, as opposed to simply
treating the current episode, is necessary to appropri-
ately treat this lifelong disorder.'

Differential diagnosis of

bipolar presentations

Underrecognition of bipolar presentations
Given the potential risks associated with treating bi-
polar disorder with antidepressant monotherapy (as
discussed below), it is essential to determine whether
a patient presenting with depression has a unipolar or

C

rent
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TABLE 1

Operational diagnostic criteria for
dysphoric mania or hypomania

I. A full manic or hypomanic syndrome by DSM-III-R criteria

Il. Simultaneous presence of at least 3 associated
depressive symptoms from the list below*

1. Depressed mood

2. Markedly diminished interest or pleasure in all,
or almost all, activities

. Substantial weight gain or increase in appetite
. Hypersomnia
. Psychomotor retardation

. Fatigue or loss of energy

N O O AW

. Feelings of worthlessness or excessive or
inappropriate guilt

[oo]

. Feelings of helplessness or hopelessness

9. Recurrent thoughts of death, recurrent suicidal
ideation, or a specific plan for committing suicide

*Three symptoms indicate a definite diagnosis, 2 symptoms indicate a probable

diagnosis, and 1 symptom indicates a possible diagnosis of dysphoric mania or hypomania.
Adapted from McElroy SL, et al. Am J Psychiatry. 1992;149:1633-1644; reprinted with
permission.

a bipolar mood disorder (TABLE 2).!52! Since patients
with bipolar disorder seek treatment for depression 2
to 3 times more often than for manic symptoms, it is
not surprising that as many as 60% of patients with
bipolar I disorder are misdiagnosed as having unipolar
depression.?>?3 Patients with bipolar disorder tend to
have depressive episodes more frequently and for lon-
ger periods of time than they experience mania or hy-
pomania.”* And, as indicated, these patients frequently
present with mixed mood states. Because a mixed epi-
sode can include elements of depression, and because
the manic aspect of the episode may be characterized
more by restless energy and irritability than by pure
mania, it can be difficult to distinguish a mixed state
from a simple depressive episode.? In both cases, pa-
tient history may be the key to a correct diagnosis.
But patients with bipolar disorder are often unreliable
historians and may not have recognized previous epi-
sodes, especially hypomania, as problematic.'>20:2*
Even in psychiatric settings, bipolar disorders of-
ten go undetected or are recognized only after a long
delay. For example, Mantere et al recently screened
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Challenges in diagnosing bipolar disorder

TABLE 2

Clinical features that suggest bipolarity

a median delay of 7.8 years from
first episode to diagnosis. In this

Course of illness
conduct disorder)

Early age at onset of major depressive episode (<25 years)

Early onset of behavioral or psychiatric problems

Disruptive behaviors in childhood (attention-deficit disorder,

study, mixed episodes were de-
tected in 16.7% of patients with
bipolar I disorder and depressive
mixed states in 25.7% of those
with bipolar II disorder.?

Seasonal episodes (more common in winter)

Postpartum depression

Multiple major depressive episodes of short duration (<3

months)

Clinical implications
of misdiagnosis
Unipolar major depressive dis-

Symptomatic profile Psychotic symptoms

Atypical depressive symptoms (eg, excessive sleepiness,
overeating, weight gain, psychomotor retardation)

Mixed depressive episodes (presence of hypomanic

symptoms during depressive episode)

Periods of increased energy or activity with decreased
need for sleep that caused problems even if not recognized

order and bipolar disorder dif-
fer substantially in their clinical
course and recommended treat-
ment.”” Treating bipolar de-
pression or mixed states with
antidepressant monotherapy may
lead to worsening symptoms, in-

creased mood cycling, functional

impairment, and even a higher
risk of suicide.’®'® The most re-
cent data show that the use of

as iliness
Family history Bipolar disorder in first-degree relative

Affective disorder in multiple generations of relatives
Comorbidity Current substance abuse or history of substance abuse

Problems regulating control of impulses

Anxiety disorders

antidepressants plus mood stabi-
lizers in bipolar depression con-
veys no additional benefit over
mood stabilizers alone.?” Treat-

Treatment response Antidepressant-induced mania or hypomania

Antidepressant “wear-off”

Lack of response to 3 or more adequate antidepressant trials

ment with antidepressants alone
can be particularly risky for pa-
tients with mixed episodes, am-

Kaye NS. Am Board Fam Prac. 2005;18:271-281.
Ghaemi SN, et al. J Psychiatr Pract. 2005;7:287-297.
Swann AC, et al. Prim Care Companion J Clin Psychiatr. 2005;7(1):15-21.

1630 psychiatric patients with the Mood Disorder
Questionnaire (MDQ) and identified 191 patients
with possible bipolar I and II disorders.®*¢ Of the 90
patients with bipolar I disorder, a quarter had pre-
viously been undiagnosed. Of the 101 patients with
bipolar II disorder—which included patients with bi-
polar disorder not otherwise specified who had hy-
pomania of 2 to 3 days or depressive mixed states,
as well as those who met DSM-IV-TR criteria for
bipolar II—half had not previously been diagnosed.®
Among the patients in the sample who had previously
been diagnosed with bipolar disorder, there had been
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plifying both the mania and the
Mixed
may also be less likely to respond

depression.?’ episodes

to antimanic agents.?>**

Assessment for bipolar disorder
An assessment for bipolar disorder should be a routine
part of any workup for patients who present with de-
pressive symptoms or report a history of depression.'>**
Because it may be difficult to distinguish unipolar from
bipolar depression or mixed states on the basis of cur-
rent clinical features alone, differential diagnosis rests on
a disciplined approach to obtaining key history that will
place the patient in or out of the bipolar spectrum. One
approach is to focus on 5 areas in an orderly manner?:
* Family history. One first-degree relative with bipo-
lar disorder or 3 with major psychiatric illness; family
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Mood Disorder Questionnaire

To view this Figure, see the
separate PDF, “Mood Disorder
Questionnaire.”

Current

SYCHIATRY

history of suicide, electroconvulsive thera-
py, mental breakdowns, or drug or alcohol
abuse.

* Specific sleep abnormalities. Decreased
need for sleep or inability to sleep secondary
to racing thoughts.

e Personal history. Early age of symptom
onset, highly recurrent symptoms, failure to
respond to antidepressants, multiple careers or
marriages, promiscuity, or substance abuse.

* Mood instability. Mania, hypomania, irri-
tability, sudden mood changes, anxiety, panic,
obsessive-compulsive disorder, eating disorder.

* Depression. Atypical, seasonal, postpar-
tum, sudden onset, highly recurrent, melan-
cholic, mixed features; suicidality.'”2°

Screening tools can help clinicians cor-
rectly identify bipolar disorder.?® An ideal
tool for use in clinical practice should be brief
and easy for patients to complete without as-
sistance. The MDQ, a brief self-report form
consisting of 13 questions plus items assess-
ing the clustering of symptoms and function-
al impairment, can be completed by patients
in about 5§ minutes (FIGURE 2).2° This tool
is helpful in screening for current and past
symptoms that suggest bipolarity. It has been
found to be more sensitive in a psychiatric
(73%) than in a general (58%) population,
and its specificity has been validated in both
psychiatric (90%) and general medical (93 %)
patients.?*?%? Having a family member com-
plete the MDQ may be helpful in identifying
symptoms, especially hypomania, that the
patient might not consider a problem." Of
course, while screening tools may help raise
suspicion for bipolar disorder, they cannot
replace the psychiatrist’s careful assessment
needed to make a clinical diagnosis.

Identifying comorbid
psychiatric illnesses
Comorbid anxiety, substance use, and eating
and impulse disorders occur at elevated rates
in patients with bipolar disorder and may

Supplement to Current Psychiatry B November 2007 S9
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all be associated with a fundamental dysregulation of
mood, behavior, and impulse control.**3! For example,
the National Comorbidity Survey Replication (NCS-R)
found that among patients who had been diagnosed
with bipolar I disorder, 86.7% had a co-occurring anxi-
ety disorder at some point in their lives; 71.2% had a
co-occurring impulse control disorder; and 60.3% had
a substance-use disorder.>* Comorbid substance use dis-
orders are of particular concern because they can pro-
duce signs and symptoms that mimic depressed, manic,
or mixed states.! Although most substance-induced
symptoms are short-lived and resolve with sustained
abstinence after withdrawal, it is not always clear what
role the substance use is playing in the current presenta-
tion of mood symptoms.>*? Because comorbidity is the
rule rather than the exception in patients with bipolar

disorders—and it is frequently the comorbid problem
with which the patient presents—it is important to be
aware of these conditions and to consider their ramifi-
cations in developing a treatment plan.*!

Conclusion

Patients with bipolar disorder may have a variety
of mixed presentations, including dysphoric mania,
mixed depression, or a “classic” DSM-IV-TR-defined
mixed episode. Such patients are especially likely to be
referred for specialized psychiatric care. In these situa-
tions, clear communication among treating clinicians is
the key to successful collaborative care and improved
outcomes for patients. Strategies for such collaborative
care are outlined in Part 3 of this supplement. B
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Clinical management of bipolar disorder:
Achieving best outcomes through a
collaborative care model

collaborative care model in which psychiatrists communicate
Aand work closely with primary care providers (PCPs) can lead
to improved overall health and wellness for patients with mental
illness.! When they join forces with PCPs to treat patients with bipolar
disorder, psychiatrists address many issues related to referrals, treat-
ment goals, medications, psychosocial interventions, and comorbidities

that are unique to the disease (TABLE 1).>1

Promoting positive collaboration
with primary care providers
Data from the National Comorbidity Survey (NCS) and the NCS Rep-
lication indicate that the number of patients seeking care for mental
illness in general medical settings is rising.* Because it is increasingly
likely that psychiatrists will be asked to evaluate patients who have
already seen a PCP, psychiatrists and PCPs should establish a collab-
orative relationship.’
The following factors affect the overall quality of interactions
between psychiatrists and PCPs:
e Accessibility of physicians to discuss the patient
¢ Adequacy of the background patient information and
history provided
e Communication of expectations
e Communication about follow-up care.

Information from the referring primary care provider

To make an accurate diagnosis and prescribe the most appropri-
ate treatment, psychiatrists should obtain a complete patient history
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TABLE 1

Key principles in managing bipolar disorder in psychiatric care settings

Diagnosis and

¢ The first and most important task is correctly identifying bipolar disorder (ie, distinguishing unipolar from

assessment bipolar presentations).? Although this is relatively straightforward for pure manic episodes, the diagnosis of
mixed episodes can be much more difficult given the range of presentations associated with such episodes.®
It may be useful to focus on cycling as well as polarity.

Referral * The best results are often obtained when psychiatrists and PCPs work collaboratively.'#

In referring a patient to a PCP for medical care, the psychiatrist should provide information on psychiatric

and medical history, current medications, and reason for referral. Because many PCPs may not be

familiar with side effects of medications used to treat bipolar disorder, it is helpful to inform the physician
about any side effects the patient may be experiencing on the current medication regimen.

When a patient is referred from a PCP for assessment of a mood disorder, the psychiatrist should request
information about the reason for referral and the patient’s medical and medication history.> Providing PCPs
who make frequent referrals with a standard written referral form can help ensure that all pertinent
information is recorded.® After the evaluation is completed, the psychiatrist should forward a complete
report of the findings and treatment recommendations or plan to the PCP.

Treatment goals

o State-of-the-art treatment for patients with bipolar disorder involves focusing on the “whole person,”
not just the psychiatric disorder. Goals of treatment are not only to treat acute manic or depressive
symptoms but also to reduce relapses and mood cycling, control agitation, and improve functioning'®

Specific goals include:

e Establishing and maintaining a therapeutic alliance

* Monitoring the patient’s psychiatric status

Providing education about bipolar disorder

Promoting treatment adherence

Preventing the next cycle/episode

Encouraging regular patterns of activity and sleep

Anticipating stressors and helping patients develop coping strategies

Identifying early warning signs of new episodes

Minimizing functional impairments®

Medication

Patients with bipolar disorder generally need 1 or more medications along with psychotherapy to
achieve the best outcomes.'

Because the majority of patients treated for bipolar disorder receive at least 2, and often 3, medications,
it is important that each drug improve the risk-benefit analysis.!”

Antidepressants used alone without a mood stabilizer can exacerbate mood symptoms or cause rapid
cycling in patients with bipolar disorders.®

The various agents used to treat bipolar disorder have different side effects that should be considered
when making the selection for a specific patient and when monitoring the patient’s health status."'?
Some agents used to treat bipolar disorder can exacerbate weight gain or metabolic problems or
increase the risk of new-onset weight gain or lipid and metabolic abnormalities.'?

Psychosocial
interventions

Psychosocial interventions—including psychotherapy, education, and support groups—are key
components in the management of bipolar disorder and can help reduce relapses, shorten
hospitalizations, and improve functioning and adherence to medication. 3 14

Psychiatric ¢ Patients with bipolar disorder have high rates of comorbid psychiatric disorders, especially anxiety and
comorbidity substance use disorders, that need to be taken into account in treatment planning.''516
¢ In selecting medications for a patient with bipolar disorder, one should, if possible, choose medications
likely to also be effective for the comorbid conditions.'®
Medical e Patients with bipolar disorder have higher rates of certain medical conditions, especially obesity and
comorbidity diabetes, than individuals in the general population.’'” These conditions need to be treated and considered

in selecting psychiatric medications, since some of the agents used to treat bipolar disorder can exacerbate
these conditions or increase the risk of new-onset weight gain or lipid and metabolic abnormalities.

* Regular monitoring of the physical health of patients with bipolar disorder is essential in promoting the
best outcomes.™®
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accompanied by information from the family and/or
caregivers if possible. The psychiatrist should ask the
PCP about the pattern and duration of symptoms,
exposure to stressful life events, suicide potential,
alcohol and substance use, current and past medical
problems or conditions, and personal and family his-
tory of psychiatric problems.>" In addition, the psy-
chiatrist should obtain a detailed treatment history,
including medications, dosages and duration, symp-
tom responses, and side effects.

The psychiatrist should also ask whether the pa-
tient is to be followed in the psychiatric setting or in the
primary care setting. Some of the reasons a patient may
be followed in the primary care setting include personal
preference, lack of resources, and limited insurance cov-
erage.! In such situations, it is important that the PCP
make it clear that the purpose of the referral is to obtain
a care plan and arrange for collaboration with the psy-
chiatrist on an ongoing or as-needed basis.

When collaborating, all parties—psychiatric clini-
cian, PCP, and patient—need to agree on who is man-
aging medication adjustments. This is critical so one
clinician does not unintentionally undermine the other’s
treatment plan if the patient calls with a problem.

Information for the referring primary care provider
It is equally important for the evaluating psychiatrist
to provide the PCP with a complete report of the eval-
uation, diagnosis, prescribed treatment, and plans for
future follow-up. A time-saving strategy some psychi-
atric offices use to facilitate communication is to send
the referring PCP a copy of the same comprehensive
initial evaluation note that goes into the patient’s re-
cord. The psychiatrist can also send a copy of ongoing
progress notes whenever there is something that needs
to be communicated to the PCP, perhaps with the most
important points highlighted. The patient signs a re-
lease authorizing collaboration between the psychiat-
ric provider and the PCP at the first visit (S. Rosen,
written communication, June 2007).

Including family in the assessment

Because patients with bipolar disorder may have limited
insight into or may deny their own manic or hypomanic
symptoms, it is valuable to include family members in
the assessment after obtaining the patient’s consent.>?°

C

This provides an opportunity to assess the family’s at-
titudes about such issues as hospitalization and their
ability and willingness to participate in the patient’s

rent

SYCHIATRY

treatment.

Assessment tools

As noted in Part 2, when making a differential diag-
nosis for patients with mood disorders, it is important
to identify current or past manic, mixed, or hypomanic
episodes, as well as any comorbid conditions.?! The use
of a brief and easy-to-complete self-report tool, such as
the Mood Disorder Questionnaire (MDQ),?? can facili-
tate transfer of information between PCPs and psychia-
trists. Psychiatrists may want to provide a copy of the
MDQ to PCPs with whom they frequently collaborate.
If the PCP has administered the MDQ, it is also helpful
to send the results to the psychiatrist before the psychia-
trist evaluates the patient.

Assessing comorbid conditions

Comorbid psychiatric disorders

Patients with bipolar disorders have high rates of co-
morbid anxiety, substance use, eating, and personal-
ity disorders.!"151¢ For example, lifetime comorbid
anxiety disorders were found in more than 50% and
current anxiety disorders in 31% of the first 500
patients enrolled in the Systematic Treatment En-
hancement Program for Bipolar Disorder (STEP-BD)
study.?® Further, the lifetime risk of anxiety disorders
in bipolar I disorder has been reported to be 93%,
compared with 58% in unipolar depression.?* Bipo-
lar disorder with comorbid anxiety disorders is as-
sociated with more severe symptoms, more frequent
episodes, decreased likelihood of recovery, longer
time to remission, poorer role functioning and qual-
ity of life, less time euthymic, and a higher incidence
of substance abuse and suicide attempts.'®?325 Anxi-
ety disorders may be more likely to occur in pa-
tients with mixed episodes.!®** Bipolar disorder with
comorbid substance abuse is associated with few-
er and slower remissions, higher rates of suicide
attempts and suicide, and poorer outcomes.!*2%2* Pa-
tients with bipolar disorder and comorbid substance
abuse should be aggressively treated for both disor-
ders.?® Because patients with comorbid psychiatric
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Sample checklist for psychiatrist’s
report of psychiatric evaluation to PCP

Referring physician name and address

Patient name, address, phone

Preferred mode(s) of communication

- Letter

(1 Telephone

During the hours of

Emergency number

J Copy of medical records

1 In-person discussion

- E-mail

1 Online chat
During the hours of

Initial Evaluation

1 Psychiatric diagnosis or diagnoses

(1 Results of psychological or neuropsychological
testing

(J Results of imaging or laboratory studies
(d Treatment prescribed or recommended

1 Recommendations for specific actions/treatments
by PCP

1 Educational information provided to patient
and family

(1 Referral made to advocacy or support groups

[ Plans for follow-up

disorders may be more difficult to treat, they are es-
pecially likely to be referred by PCPs for specialized
psychiatric assessment.

Comorbid medical conditions

Patients with bipolar disorder have higher rates of con-
ditions that increase their risk of cardiovascular disease
and type 2 diabetes mellitus, including obesity, smok-
ing, hyperglycemia, hypertension, and dyslipidemia.'”>¢
In one sample, 30% of patients with bipolar disorder
met criteria for the metabolic syndrome, 49% had ab-
dominal obesity, and 48% had hypertriglyceridemia or
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were taking a lipid-lowering medication.?” Obesity and
the metabolic syndrome contribute to a worse progno-
sis for bipolar disorder through their negative effect on
general physical well-being and functioning, quality of
life, and self-esteem.252728

Certain psychotropic medications, including some
of the newer second-generation antipsychotics (SGAs),
as well as lithium, valproic acid, and carbamazepine,
can contribute to weight gain, and some of the SGAs
also increase the risk of metabolic abnormalities.!¢17:2
If weight gain and metabolic problems are a concern,
clinicians may want to select an agent that is less likely
to cause these problems.!” Among available SGAs, olan-
zapine is associated with the greatest increase in weight
and metabolic problems and ziprasidone and aripipra-
zole with the least.!>"’

If a patient with bipolar disorder does gain weight
during treatment, the following additional options
should be considered: dietary advice and support; advis-
ing regular aerobic exercise; referral to specific programs
for weight management; and referral to a dietitian (es-
pecially if the person has complex comorbid medication
problems).'® It may be particularly useful for the PCP
and the psychiatrist to collaborate in developing such
programs and helping patients follow through. How-
ever, the practitioners must both be clear on who is or-
dering which monitoring tests, on sharing any results
that might signal a health problem, and on how any
changes in psychiatric medications—if needed—will be
undertaken.

Other conditions reported at elevated rates in pa-
tients with bipolar disorder include human immunode-
ficiency virus (HIV) and hepatitis C (possibly reflecting
increased risk-taking or impulsive behaviors in this pop-
ulation), chronic fatigue syndrome, migraine, asthma,
chronic bronchitis, multiple chemical sensitivities, and

gastric ulcer.?*3°

Physical health monitoring

A collaborative approach to treating patients with
mental illness can also improve the regularity of their
physical health monitoring. Initial treatment plans
should clearly outline the frequency of health moni-
toring as well as a mechanism for regular communi-
cation of results. Although it is not always possible
to follow all guidelines in every setting, keeping the
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following recommendations in mind can help pro-
mote the best use of resources and guide discussions
with patients about disease management and the need
for adherence.

Initial physical assessment of a patient with bipo-
lar disorder should include personal and family histo-
ry; measurement of weight, height, and blood pressure;
calculation of body mass index (BMI); assessment
of tobacco and alcohol use; thyroid, liver, and renal
function tests; full blood cell count; blood glucose and
lipid levels; and cardiovascular history.>'® If clinically
warranted, drug screening, a chest x-ray, an electro-
cardiogram, an electroencephalogram, a computed to-
mography scan, or a magnetic resonance imaging scan
can be ordered.'®

When initiating treatment with an antipsychotic, it
is recommended that height, weight, waist circumfer-
ence, fasting plasma glucose and lipid levels, and blood
pressure be measured.!?

During ongoing SGA treatment, patients’ weight
should be reassessed at 4-, 8-, and 12-week intervals after
initiating or changing treatment and quarterly thereaf-
ter. For patients who gain 5% or more of baseline body
weight, switching to a different antipsychotic should be
considered.'? It is, of course, important to be cautious in
making changes if a patient is doing well, since a switch
can expose the patient to long periods of drug transition
and a whole new set of potential side effects. At the same
time, patients who gain significant amounts of weight and
develop lipid and glucose abnormalities can be at risk for
serious health problems and health crises. Therefore, it is
important to conduct a careful review of side effects and
their potential causes when deciding what to do.® Fast-
ing plasma glucose level and blood pressure should be
assessed 3 months after initiating an SGA and annually
thereafter (more frequently if the patient has an elevated
baseline risk for diabetes or hypertension). For patients
with normal lipid levels, testing should be repeated every
5 years or more frequently if clinically indicated.'>*® As
mentioned, patients with serious mental illness have an
increased risk for diabetes and heart disease; therefore,
this monitoring is particularly important.’!

Prolactin levels should be measured in patients
taking risperidone or other SGAs if they develop low
libido, sexual dysfunction, menstrual abnormalities,
gynecomastia, or galactorrhea.'®

C

Thyroid function should be assessed since patients,
especially those taking lithium, may have normal thy-
roid-stimulating hormone levels but low or low-normal
free thyroid (T4 or T3) levels. Raising T3 or T4 levels,
usually using L-thyroxine, can often improve response
to lithium or other mood-stabilizing agents.?’

An annual examination should be performed in
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patients with bipolar disorder to assess plasma glucose
levels, weight, smoking, alcohol use, and blood pressure,
as well as lipid levels (including cholesterol) in patients
older than 40 years.'®

Psychiatrists may find it helpful to refer their pa-
tients with bipolar disorder to a PCP for the physical
health monitoring described here. If a patient being
treated with an SGA gains substantial weight or devel-
ops metabolic abnormalities and a change of medica-
tions is not possible, a referral to a PCP for medical
management of these problems can be useful. The psy-
chiatrist and the PCP should coordinate responsibility
for medication prescriptions and follow-up laboratory
tests (eg, serum drug levels, lipid and glucose levels).!s

Principles of shared management

and collaboration

Developing collaborative relationships

One model of psychiatrist-PCP collaboration would be
for psychiatrists to be part of a multidisciplinary care
team within the primary care setting.’? Each physician
could refer patients to the other as needed for further
psychiatric or medical assessment; ideally the psychia-
trist would be immediately available when necessary.!
Although such a partnership has the potential to im-
prove patient care, decrease morbidity, reduce health
care costs, and enhance patient satisfaction and adher-
ence,itisrelatively rare in current treatment settings.3>3
For such a system to work effectively, PCPs need to
increase their knowledge of psychiatric diagnosis and
treatment to better understand when referral is indi-
cated and to provide follow-up care for psychiatric
disorders in their own practices. Likewise, given the
increasing focus on the overall health and wellness of
psychiatric patients, psychiatrists need to gain a bet-
ter understanding of the types of medical problems
that their patients are vulnerable to, both due to the
disorder itself and as a result of the treatments they
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are receiving.'®% Telemedicine and telepsychiatric con-
sultations also have the potential to improve care for
chronic psychiatric conditions.*%”

A recent, 3-year study at 11 Veterans Affairs hos-
pitals compared a collaborative care model for bipolar
disorder with continued usual care. The intervention
consisted of improving patients’ self-management skills
through psychoeducation, supporting providers’ deci-
sion making through simplified practice guidelines, and
enhancing access to and continuity of care and flow of
information through the use of a nurse care coordina-
tor. In this study, the collaborative care intervention sig-
nificantly reduced the number of weeks in an affective
episode, primarily mania. Broad-based improvements
were demonstrated in social role function, mental qual-
ity of life, and treatment satisfaction.’® These findings
are similar to those of other studies of collaborative care
of patients with bipolar disorder.3%*

Improving communication

between care providers

There is room for improvement in communication be-
tween PCPs and psychiatrists. For example, the Study
of Outpatient Referral Patterns found that only 51% of
psychiatrists who saw patients referred by other physi-
cians, mainly PCPs, often or always received the reason
for the referral; only 33% often or always received the
patient’s demographic information; only 26% often
or always received the patient’s medical history before
the visit; and only 17% often or always received the
patient’s treatment history. One third of the surveyed
psychiatrists indicated that they often or always receive
no information from the referring physician before the
first patient visit.* Although the majority of the respon-
dents reported that the accessibility of PCPs and their
level of satisfaction with the overall quality of inter-
actions with PCPs were very good or excellent, 68%
reported that communication with PCPs regarding
follow-up care was poor to fair.’ Psychiatrists identi-
fied medical and treatment histories and the referring
doctor’s expectations as especially inadequate.” When
referring a patient, PCPs need to provide as complete
information as possible, including reasons for the re-
ferral, urgency of the referral, medical and psychiatric
history, medication allergies, current therapies and
changes in medications, and results of imaging and
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laboratory studies. If this information is not provided,
the psychiatrist should request it from the referring
PCP. Best outcomes are also achieved when individuals
with bipolar disorder have continuity of care.!8

Working as a team: Primary care providers,
psychiatrists, patients, and families

It is important that patients perceive their care pro-
viders as a team working together to achieve the best
outcomes. Thus, psychiatrists and PCPs should com-
municate regularly, so that they are both aware of the
patient’s current status and of the recommendations the
other physician has made for ongoing care. It can be
helpful for PCPs to provide copies of the educational
materials on such issues as weight, lipids, and exercise
that they have given patients, and likewise for psychia-
trists to give PCPs copies of educational materials on
bipolar disorder.

A supportive therapeutic alliance between phy-
sicians and the patient with bipolar disorder can in-
crease the patient’s willingness to remain in and adhere
to treatment. Essential components of such an alliance
include expressing concern for the individual’s suffer-
ing and communicating appropriate optimism about
the potential for successful treatment while avoiding
raising unrealistic expectations. To this end, patients
should be told that they may need to try several dif-
ferent medication regimens before they find one that
works.>%20  Patients and their families/caregivers
should be encouraged to work collaboratively with
their health care providers and to take an active role
in treatment decisions.>'® Health care professionals
should show respect for the patient’s knowledge and
experience of his or her own illness and provide rel-
evant information about diagnosis and treatment, in-
cluding proper use instructions and side effect profiles
of prescribed medications.>'® In addition, educating
patients about the reasons for psychiatric consultation
and reassuring them that there will be communica-
tion among the team are important for encouraging
the patient to follow through with referrals.* Families
of patients with bipolar disorder also experience stress
and increased burdens. Among primary caregivers
of 500 patients enrolled in the STEP-BD study, 89%
experienced moderate or high burden related to patient
problem behaviors, 52% experienced role dysfunction,
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and 61% experienced disruption of household rou-
tine.** Educating family members about the biological
nature of the disorder and referring them to national
and community-based support and advocacy groups
can help them cope with their own burden and help
them to avert future crises related to the patient’s ill-
ness-related behavior.61415:1841

Psychosocial interventions

Psychosocial interventions are key components in ef-
fectively managing bipolar disorder, especially during
depressive or hypomanic episodes and continuation
and maintenance treatment, as patients are more ca-
pable of taking in and using new information at these
times than they are during manic or mixed episodes.®*
Psychotherapy for bipolar disorder involves a combi-
nation of psychoeducation and other types of therapy,
including cognitive-behavioral therapy, family-focused
therapy, interpersonal therapy, and interpersonal and
social rhythm therapy.'** Combined with medication,
these strategies can help prolong time to relapse, reduce
symptom severity, and increase adherence.'*#1424 Ef-
fective psychosocial interventions for bipolar disorder
encourage patients to be active collaborators in their
own treatment; emphasize the need for medication to
prevent relapse; stress education for patients and fami-
lies about medications, adherence, early warning signs
of relapse, and lifestyle changes and stress manage-
ment; and target comorbid psychiatric illnesses.'*25
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Although a detailed discussion of specific psycho-
therapeutic techniques for bipolar disorder is beyond
the scope of this chapter, psychiatrists should ensure
that PCPs are informed about any psychotherapy that
patients are receiving, including the underlying prin-
ciples, so that the PCP can encourage the patient to
follow through. Psychiatrists may also be able to as-
sist PCPs in learning more about these techniques so
that they can incorporate them into their own prac-
tices.! Mood charting (discussed further in chapter 4)
is especially useful as a monitoring tool that helps
patients see their progress while providing the clini-
cian with important and accurate information about
a patient’s disease course.

Conclusion

Clinicians who treat patients with serious and persis-
tent mental illnesses such as bipolar disorders have
become increasingly aware of the need to focus on
their patients’ overall well-being. It is not enough to
treat the symptoms of the mental disorder while ig-
noring signs of other health problems that can com-
promise patients’ social and occupational functioning
and put them at risk for long-term adverse conse-
quences. Given this focus on treating the “whole”
person, a collaborative model in which psychiatrists
and PCPs work together seems likely to promote the
best outcomes for patients. ®
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Treatment by phase:
Pharmacologic management of

bipolar disorder

ipolar disorder is a lifelong illness with a broad spectrum of
B presentations. The overall goals of bipolar disorder treatment

are to control acute episodes as quickly as possible, prevent or
reduce further episodes, decrease or eliminate inter-episode symptoms,
and provide support and education to the patient about management
of the disorder.! Given the complex nature of bipolar disorder, it is
difficult for the patient, who is experiencing depression and mania
(sometimes concurrently), to manage and control the illness without

the help of a strong and supportive therapeutic alliance.?

Pharmacologic therapy

The primary goal of pharmacologic treatment for bipolar disorder is
mood stabilization. Drugs usually considered mood stabilizers include
lithium and the anticonvulsants carbamazepine, valproic acid, and,
more recently, lamotrigine; increasingly, second-generation antipsy-
chotics (SGAs) are being prescribed for this purpose. First-generation
antipsychotics may be effective primarily for mania but are not as well
tolerated as the SGAs, and some studies suggest that they may exacer-
bate depressive symptoms.?

An ideal mood stabilizer would alleviate acute manic, mixed,
and depressive symptoms; not induce the alternate mood symptoms;
and prevent relapses into manic, mixed, or depressive episodes—all
without causing significant side effects or toxicity. In reality, this is
rarely accomplished by one medication alone. Successful treatment of
bipolar disorder often requires use of either different drugs for dif-
ferent phases of the illness or a combination regimen. In one study of
a voluntary registry of 457 patients with bipolar disorder, less than
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20% of the group was receiving monotherapy for the
disease. Half of those who were on a combination regi-
men were taking 3 or more medications, and almost
one quarter of the patients in the survey were taking 4
or more drugs for their illness.*

Managing bipolar disorder is something of a balanc-
ing act. It is important to effectively treat acute episodes
and current mood symptoms, and it is also essential to
keep in mind the chronic and cyclical nature of the dis-
ease.” TABLE 1 lists medications currently approved by
the US Food and Drug Administration (FDA) for treat-
ment of the different phases of bipolar disorder.

The depressive phase
The issue of controlling the acute symptoms of a bi-
polar mood episode while also considering long-term
management is particularly pronounced in the depres-
sive phase of the illness, in which patients tend to spend
a majority of time.* As mentioned previously, patients
in the depressive phase of bipolar disorder are fre-
quently misdiagnosed as having unipolar depression,
an error that can have unwanted clinical consequences
because the recommended treatments for the 2 disor-
ders are substantially different.®

Antidepressants for unipolar depression may not be
effective for the depressive symptoms of bipolar disor-
der. In a recent study by Sachs et al that is part of the
Systemic Treatment Enhancement Program for Bipolar
Disorder (STEP-BD), a large effectiveness trial funded
by the National Institute of Mental Health, adjunctive
antidepressant therapy did not significantly improve
depressive symptoms of bipolar depression compared
with mood stabilizers alone.” Furthermore, some stud-
ies have suggested that antidepressants can hasten man-
ic episodes and contribute to rapid cycling in patients
with bipolar disorder, although the findings of Sachs et
al do not support this when antidepressants are used in
conjunction with mood stabilizers. In addition, 2 Eu-
ropean reviews have reported that patients with bipo-
lar depression responded favorably to antidepressant
therapy.>%® Still, it is considered prudent to prescribe
an antidepressant for a patient with bipolar disorder
only when other treatment strategies have failed and
the benefits are determined to outweigh the risks. It is
worth noting that, according to a small study by Alt-
shuler et al, there may be a subset of patients for whom
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TABLE 1

Medications approved by the FDA for
the treatment of bipolar disorder

Phase Medications

Depressive Olanzapine/fluoxetine

Quetiapine

Maintenance Aripiprazole
Lamotrigine
Lithium

Olanzapine

Manic Aripiprazole
Carbamazepine ER
Chlorpromazine
Divalproex ER
Divalproex

Lithium

Olanzapine
Quetiapine
Risperidone
Ziprasidone

Mixed Aripiprazole
Carbamazepine ER

Divalproex ER

Olanzapine
Risperidone
Ziprasidone
Manic and mixed Aripiprazole
episodes with or Divalproex ER
without psychotic  Olanzapine
symptoms Risperidone
Ziprasidone

FDA, US Food and Drug Administration.
Source: Manufacturers’ US prescribing information for drugs listed.

ongoing antidepressant use—together with a mood sta-
bilizer regimen—is effective, does not precipitate mania,
and conveys some protection against another depressive
episode.!” However, continued antidepressant efficacy in
bipolar depression remains controversial and is consid-
ered by many to be unproven, especially in light of the
longer-term risk of worsening cycling. It is generally rec-
ommended, therefore, that antidepressants be tapered
and discontinued once bipolar depression is controlled.?
Despite these recommendations, antidepressants are
one of the most commonly prescribed classes of drugs
for bipolar disorder in the United States.!!

Traditional mood stabilizers have been shown to
have only limited efficacy in the depressive phase of
bipolar disorder. Lithium, for example, is somewhat
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effective, but its time to onset during bipolar depres-
sion is 6 to 8 weeks, and the response is less robust
than that seen during mania.! Lamotrigine has been
shown to be effective in both preventing and treating
depressive episodes, and it has been recommended as
first-line therapy for this phase of the disease.'*!

Important new options for treating bipolar depres-
sion are emerging from among the SGAs. Currently,
quetiapine and an olanzapine/fluoxetine combination
are the only medications with FDA approval for the
treatment of patients with bipolar depression (TABLE 1).
In placebo-controlled trials, both regimens have shown
significant efficacy in improving depressive symptoms
in patients in this phase of the disorder. Patients treated
with the olanzapine/fluoxetine combination showed im-
provement compared with those taking placebo, starting
at week 1 and continuing through the 8-week end point.
Patients who received olanzapine alone also showed
greater improvement than did those who received pla-
cebo during all 8 study weeks, but the response for
olanzapine alone was numerically more modest than for
the combination regimen.'® Quetiapine at 300 and 600
mg/d was studied in patients with bipolar I and bipolar
IT depression in an 8-week, double-blind, placebo-con-
trolled study. At both doses, quetiapine was superior to
placebo from baseline through week 8,and these find-
ings have recently been replicated.!”!®

Two recent studies of aripiprazole showed that
when the drug was administered as monotherapy (10
mg/day titrated to 5-30 mg/day)
to patients with bipolar I disorder
who were having a major depres-
sive episode, it was no more effec-
tive than placebo.” Ziprasidone is

C

than 50 years of testing. The use of valproate and car-
bamazepine is also supported by some 20 years of clin-
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ical study.?’ More recently, the SGAs have proven to
be effective for treating the manic phase of this disor-
der. Aripiprazole, olanzapine, quetiapine, risperidone,
and ziprasidone are FDA-approved for the treatment
of bipolar manic episodes. All 5 medications have
shown efficacy in treating acute manic episodes com-
pared with placebo; however, their times to first sepa-
ration from placebo range from 2 to 7 days. TABLE 2
presents each medication’s earliest day of significant
separation from placebo, measured in controlled
studies.?!!

In cases of severe mania, it is often recommended
that a combination of an antipsychotic with either
lithium or valproate be used.! Benzodiazepines, while
not thought to have an antimanic effect, can be a use-
ful addition in the treatment of mania by providing
extra sedation, restoring sleep patterns, and easing
anxiety.!?

Mixed episodes

Acute mood episodes that include significant symp-
toms of both depression and mania are categorized as
mixed episodes.’? These episodes are difficult to iden-
tify and present a particular challenge to both primary
care providers (PCPs) and psychiatric clinicians. PCPs
sometimes refer patients experiencing mixed episodes
to psychiatrists for “treatment-refractory depression,”

Time to onset of effect of second-generation
antipsychotics in bipolar mania

under investigation by its manufac-
turer to determine whether clinical
experience, case reports, and open-

. Oral Medication
label work that suggest efficacy in

Onset of Effect*

First Significant

First Assessment Separation from Placebo

bipolar depression can be repro- Ziprasidone Day 2212 Day 221
duced in more stringent, blinded, Aripiprazole Day 2% or 4% Day 4224
multicenter trials. .

Risperidone Day 3% or 727 Day 32° or 72627
The manic phase Olanzapine Day 7282 Day 7% or 2128
The effectiveness of lithium in the Quetiapine Day 4% Day 4%' or 7%

manic phase of bipolar disorder

has been documented over more in support of the indication.

This table is not derived from head-to-head studies. It is derived from the pivotal studies accepted by the US Food and Drug Administration

*Studies assessed first significant separation from placebo at different days.
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as they do not always recognize these patients as hav-
ing bipolar disorder.

Mixed states are common, troublesome, and un-
derdiagnosed, and present unique treatment concerns.
It is estimated that approximately 33% to 40% of pa-
tients with bipolar disorder experience mixed states.
Clinicians usually are able to identify depressive symp-
toms far more readily than manic symptoms in patients
with bipolar disorder, but screening for both hypoma-
nia and mania, especially in the context of a depressed
episode, is an important step in distinguishing mixed
mood from pure depression.? Even when properly diag-
nosed and treated, patients who experience mixed epi-
sodes tend to have a slower recovery time and a shorter
time to relapse than do patients with pure manic or
depressive episodes.*® For example, in a 5-year prospec-
tive study, median time to recovery for mixed episodes
or rapid cycling episodes was 17 weeks, compared with
6 weeks for manic episodes and 11 weeks for depres-
sive episodes.>* The cumulative probability of relapse at
6 months after the first episode was 36% for patients
with mixed episodes or rapid cycling, 20% for patients
whose last episode was manic, and 33% for patients
with depressive episodes.>*

Patients who experience mixed episodes also have
higher rates of both suicidality and substance abuse.
For instance, in a pooled study of more than 500 pa-
tients with bipolar or other major affective disorders
who had a history of at least 1 hospitalization,29.2%
of patients with mixed episodes had had a recent sui-
cide attempt, compared with 20.3% of patients with
a depressive episode and 2% of manic patients (a sta-
tistically significant difference).>® In addition, an inci-
dence of substance abuse was observed in 38.2% of
patients with mostly mixed episodes, compared with
30.3% in the rest of the bipolar population.’

Patients with mixed episodes respond more slow-
ly to and experience less improvement with lithium
than do patients experiencing pure mania.> Anticon-
vulsants such as valproate may be more effective than
lithium for the treatment of mixed states.!** Recent
efforts to identify other treatment options that will
rapidly relieve both the manic and the depressive
symptoms of mixed episodes have led to the increased
use of SGAs in this context.®® As with mania, rapid
control of mixed states is an important objective.
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Treatment issues when psychotic

symptoms are present

Psychotic features most frequently appear in manic
episodes of bipolar disorder but may occur during any
phase. More than half of manic episodes have psy-
chotic features, and as many as 58% of patients with
bipolar disorder have experienced at least 1 psychotic
episode.!** Psychotic symptoms that typically occur
in bipolar disorder are grandiose delusions, such as
an unrealistically inflated sense of worth, power, or
knowledge, and depressive delusions, such as personal
inadequacy and disease, paranoid and bizarre delusions,
and hallucinations. Patients who experience psychotic
symptoms during an acute episode may benefit from the
use of an antipsychotic agent.'

Maintenance therapy

According to expert consensus guidelines, once an
acute episode has been identified and controlled, the
same medication should be continued at the same dose
that achieved remission.'"* After a depressive episode,
any antidepressants being used as adjunctive therapy
should be tapered and discontinued when possible.'*

Key points in the overall pharmacologic
management of bipolar disorder

Several organizations publish treatment and medica-
tion algorithms for bipolar disorder (TABLE 3).11415 3237
Thus, even if the first medication or dosage prescribed
for a particular patient is not effective, there are many
pharmacologic options and steps in the management
of bipolar disorder.’® Important management compo-
nents to keep in mind are medication adherence, level
of response to the treatment regimen, and possible ad-
verse reactions.

Before changing therapies for a nonresponsive pa-
tient, the clinician must ensure that medications are
being taken as directed. Nonadherence is high among
patients with bipolar disorder, who have long periods
of normal functioning and may be in denial about
their illness. Patients with only hypomanic symptom-
atology may not consider their symptoms problematic,
and those with mania may be reluctant to give up the
euphoric feelings and high self-esteem that can come
with it.! Thus, follow-up and patient education about
medication adherence are vital.
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If the patient is following medication schedules and
directions correctly but improvement is still insufficient,
optimizing dosing is the next step in pharmacologic
management. TABLE 4 gives the recommended dosages
of agents for various phases of bipolar disorder.

If response is still less than optimal, treatments
may be switched or augmented. It is important during
this process to keep patients hopeful, for example, by
informing them that if they have not responded to a
certain class of drugs, they may be more likely to re-
spond to a different class.

Most of the traditional mood stabilizers used for
bipolar disorder can cause significant side effects; thus,
periodic patient monitoring is crucial during long-term
treatment. Interactions with other psychiatric and non-
psychiatric medications may push a mood stabilizer
into either a subtherapeutic or a toxic range, and the
consequences of overdosage can be serious and even le-
thal.! Therefore, serum levels of lithium, valproate, and
carbamazepine should be checked regularly and dos-
ages adjusted accordingly to ensure that they are in the
therapeutic range.?’ Lithium treatment has been associ-
ated with weight gain and thyroid toxicity,* and renal
and thyroid function should be checked every 6 months
to 1 year during treatment."* Side effects of valproate
can include transaminase elevations, hepatic failure (in
pediatric patients), and, rarely, thrombocytopenia; while
not required, it is recommended that tests of hemato-
logic and hepatic function be performed every 6 months
during valproate treatment.! Treatment with carbam-
azepine calls for complete blood cell counts, platelet
measurements, and liver function tests every 2 weeks for
the first 2 months of treatment. Thereafter, if laboratory
results are normal, blood cell counts and liver function
tests should be performed every 3 months.! Carbamaze-
pine may decrease levels of valproate, lamotrigine, oral
contraceptives, protease inhibitors, benzodiazepines,
and certain antipsychotics and antidepressants; moni-
toring of serum levels of these drugs is, thus, required
during carbamazepine therapy.!

After reviewing data on the metabolic implications
of SGAs, the American Diabetes Association (ADA) and
the American Psychiatric Association (APA) issued a
joint consensus statement concluding that clozapine and
olanzapine have a pronounced risk of metabolic syn-
drome, risperidone and quetiapine exhibit discrepancies
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Guidelines and algorithms for
bipolar disorder treatment

American Psychiatric Association Practice Guideline for
Bipolar Disorder’

¢ Comprehensive
e For all aspects of treatment

Expert Consensus Guideline for Bipolar Disorder'*
¢ Developed by an independent group of psychiatrists
® Focused primarily on psychopharmacology
e Survey of experts

Texas Implementation of Medication Algorithms for
Bipolar Disorder'®

e Flowcharts as treatment algorithms for medication
management

Mt. Sinai Guidelines®’

® Physical health monitoring of patients taking
antipsychotics

Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision (DSM-IV-TR®)%?

e Decision tree for differential diagnosis of mood
disorders, including bipolar disorder

in the data, and aripiprazole and ziprasidone show min-
imal impact on metabolic indices (TABLE 5).*’ The orga-
nizations nevertheless advocate that a patient taking
any SGA be monitored for metabolic syndrome upon
initiation of treatment and then periodically, as shown
in TABLE 6.*" An individual patient with an elevated
level of risk may require more frequent monitoring.*
If a patient’s metabolic condition deteriorates due
to medication (eg, weight gain >5%, increased glyce-
mia, or dyslipidemia), the ADA/APA consensus state-
ment recommends switching to an SGA with a more
favorable metabolic profile, thus reinforcing the
importance of considering the overall health needs
of a patient when choosing a treatment approach.®
However, because antipsychotics are very different
medications with distinctive receptor profiles, chang-
ing from one to another can be problematic. Therefore,
it is prudent to follow a protocol for switching, such
as the gradual approach recommended by the ADA/
APA consensus statement. It calls for cross-titration,
avoidance of abrupt discontinuation of the current
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Recommended dosage and administration of FDA-approved bipolar medications

Maintenance/

Medication Bipolar Depression Continuation Mania Mixed Episodes
Olanzapine/ e Take with or without food: NA NA NA
fluoxetine initiate 6 mg/25 mg capsule;

adjust to optimal clinical
response <18 mg/75 mg
(once daily pm)

Quetiapine ® Take with or without food: NA ® Take with or without NA
initiate 50 mg/d; adjust daily food: initiate 100 mg/d;
to reach 300 mg/d on day 4 adjust by 100 mg/d
(once daily pm) (max 400 mg/d on day
4) and then by 200 mg/d
(max 800 mg/d on day
6) to optimal clinical
response 400 to 800
mg/d (divided dose)
Divalproex NA NA * Take with food: initiate NA
750 mg/d (divided

dose); adjust to optimal
clinical response <60

mg/kg/d
Divalproex NA NA * Take with food: initiate * Take with food: initiate
ER 25 mg/kg/d; adjust to 25 mg/kg/d; adjust to
optimal clinical response optimal clinical re-
<60 mg/kg/d (once daily) sponse <60 mg/kg/d
(once daily)
Lamotrigine NA ® Take with or without food: NA NA
escalate slowly; target dose
for monotherapy is 200 mg/d;
adjust downward or upward
during coadministration with
other drugs; therapeutic
plasma concentration not
established; read prescribing
information carefully
Lithium NA e Usually 900 to 1200 mg/d bid, e Usually 1800 mg/d in NA
tid or gid; dosage must be divided doses; dosage
individualized and serum must be individualized
levels monitored at 1- or and serum levels
2-week intervals to maintain monitored twice weekly
optimal clinical response until stabilized to optimal
between 0.6 and 1.2 mEqg/L; clinical response between
during uncomplicated 1.0 and 1.5 mEg/L
remission, monitor every
2 months

Aripiprazole NA Take once daily with or without e Take with or without food: e Take with or without

food: 15 or 30 mg/d in patients initiate 30 mg/d oral food: initiate 30 mg/d
whose acute symptoms have tablets, 25 mg/d oral oral tablets, 25 mg/d
been stabilized on aripiprazole solution; may decrease oral solution; may
to 15 mg/d if not well decrease to 15 mg/d if
tolerated (once daily) not well tolerated
(once daily)

Continued on page S25
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Continued from page S24
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Recommended dosage and administration of FDA-approved bipolar medications

Maintenance/

Medication Bipolar Depression  Continuation Mania Mixed Episodes
Olanzapine NA ® Take once daily with or without ® Take with or without food: e Take with or without
food: 5-20 mg/d in patients initiate 10 to 15 mg/d; food: initiate 10 to 15
whose acute symptoms have adjust by 5 mg/d to mg/d; adjust by 5 mg/d
been stabilized on olanzapine optimal clinical response to optimal clinical
<20 mg/d (once daily) response <20 mg/d
(once daily)
Carbamazepine NA NA * Take with or without food: e Take with or without
ER initiate 400 mg/d; adjust food: initiate 400 mg/d;
by 200 mg/d to optimal adjust by 200 mg/d to
clinical response <1600 optimal clinical
mg/d (divided dose) response <1600 mg/d
(divided dose)
Risperidone NA NA * Take with or without food: e Take with or without
initiate 2 to 3 mg/d; adjust ~ food: initiate 2 to 3
by 1 mg/d to optimal mg/d; adjust by 1 mg/d
clinical response <6 mg/d to optimal clinical
(once daily) response <6 mg/d
(once daily)
Ziprasidone NA NA ¢ Take with food: initiate * Take with food: initiate

80 mg/d; target 120 to
160 mg/d by day 2
(divided dose)

NOTE: Absorption
doubles when taken
with food

80 mg/d; target 120 to
160 mg/d by day 2
(divided dose).
Absorption doubles
when taken with food

NA, not applicable
Source: US Food and Drug Administration; Manufacturers’ US prescribing information for drugs listed.

drug, and dosage determined by the profile of the new
drug.*’ Also, there are times when switching may not be
appropriate. For example, if the drug causing the meta-
bolic problem is the only one to which the patient has
responded clinically, efforts should be made to maintain
symptom control and address metabolic concerns.

Beyond pharmacotherapy

Psychotherapy is another important component of
bipolar treatment. Studies of several psychotherapeu-
tic models have shown that family-focused, cognitive,
psychoeducational, and interpersonal social rhythm
therapies—which combine interpersonal therapy with
simple techniques to help the patient follow daily rou-
tines—can all be effective in treating bipolar disor-
der.’**2 These interventions allow for dialogue about
ongoing disease management, educate the patient

Metabolic effects of
second-generation antipsychotics

Weight Risk for Worsening
Drug Gain Diabetes Lipid Profile
Clozapine +++ + +
Olanzapine +++ +
Risperidone ++
Quetiapine ++
Aripiprazole +/- > -
Ziprasidone +/- - =

+ = increase effect; - = no effect; D = discrepant results

Copyright © 2004 American Diabetes Association. From Diabetes Care®, Vol. 27, 2004; 596-601.
Reprinted with permission from the American Diabetes Association
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Monitoring schedule for patients taking second-generation antipsychotics

Assessment Start 4 Weeks

8 Weeks

12 Weeks 3 Month Annually 5 Years

Personal/family history X

X

Weight (BMI)

Waist circumference

Blood pressure

Fasting glucose

X| X| X| X| X

Fasting lipid profile

BMI, body mass index.

Copyright © 2004 American Diabetes Association, Joint Consensus Statement from Diabetes Care®, Vlol. 27, 2004; 596-601. Reprinted with permission from the American Diabetes Association.

about medications and the need for adherence, and
provide information about the importance of sticking
to a routine and getting enough sleep.!!

Psychotherapy can increase medication adherence,
reduce relapse rates, shorten recovery times from de-
pression, and improve overall patient functioning.!
Although the best setting for psychotherapy is the of-
fice of a psychiatrist or psychologist (ideally one ex-
perienced in the treatment of bipolar disorder), the
patient can benefit greatly if the PCP incorporates the
messages from psychotherapy at key junctures during
primary care visits.*!

An especially important tool is daily mood charting,
which enables the patient and the physician together to
recognize subtle mood changes and symptoms, identify
possible triggers and warning signs that might herald an
acute episode, and graphically and efficiently monitor
treatment response. Mood charts (available, for exam-
ple, from http://www.manicdepressive.org/moodchart.
html) can provide the clinician with important and ac-
curate information about a patient’s disease course.> !

A strong collaborative team that includes both the
psychiatrist and the PCP is also needed to optimally
address the psychiatric and medical comorbidities that
occur in up to 70% of patients with bipolar disorder.®
A particularly prevalent comorbidity in this patient
population is obesity. In one multicenter study, 45% of
patients with bipolar disorder were considered obese
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(based on body mass index) compared with 30.5% of
the general population.* Obesity is a risk factor for
many medical conditions, including diabetes and car-
diovascular disease. In addition, obese patients can have
significantly shorter times to recurrence of depressive
episodes, more acute episodes over their lifetime (both
manic and depressive), and more severe and difficult-to-
treat index episodes.* It is important to keep in mind
that many medications for bipolar disorder—including
lithium, valproate, and many of the SGAs—are associ-
ated with weight gain.***

The prevalence of smoking (another risk factor
for cardiovascular disease) is also high in the bipo-
lar population: an estimated 54% to 68% compared
with 21.5% in the general population.**” Obesity
and smoking are considered modifiable risk factors
for cardiovascular disease and represent a target for
intervention with exercise, nutrition, and lifestyle
counseling.*

Conclusion

Optimal management of bipolar disorder involves
maximizing patient functioning in both the short and
the long term. Together with psychosocial interven-
tions, today’s pharmacologic treatment options for bi-
polar disorder offer greater possibilities for successful
outcomes for these patients than ever before. ®
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Recognizing bipolar disorder on
initial presentation: A case study with

decision points

he diagnosis and treatment of bipolar disorder poses challenges

to both primary care providers (PCPs), whose patients often

present with a variety of physical rather than psychological com-
plaints, and psychiatric clinicians, whose patients’ initial presenting
symptoms often are nonspecific.!* The following is a case in point.

INITIAL PRESENTATION

Susan D, a 32-year-old overweight married woman without children, pres-
ents to her PCP. As she paces, she remarks: “I came to see you because |
just can’t sleep. | might get 3 or 4 hours of sleep a night. It's been like that for
about a week now. It’s affecting everything, and I’'m snapping at everyone. |
think | need a sleeping pill.”

Decision point:
® What is the value of a good history in a case such as this one? How
can the patient interview be structured to elicit a good history?

Careful questioning can aid the clinician in drawing a more accu-
rate picture of the patient and tailoring treatment accordingly. At first
glance, the solution to a sleep disturbance may seem obvious. However,
several red flags have prompted the clinician to probe further. The clini-
cian responds, “First let’s discuss the problem. How are you handling
the lack of sleep?” Susan D replies:

“I normally need 7 or 8 hours of sleep in order to function. But it’'s
funny, even though I’'ve been getting only 3 or 4 hours of sleep every
night, | still have enough energy during the day. | even cleaned out the
garage the other night because my husband wasn’t doing it right. It’s not
like | feel | really need to sleep, but this insomnia for the past week or so
has been driving me crazy.”
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The clinician continues to probe, “What troubles
you the most about this?” Susan D replies:

“Maybe it’'s more than just the sleep. At the same
time, I've been feeling incredibly sad. | cry over every-
thing and anything. | just keep thinking about things. At
home and at work, | snap at the littlest thing. I've been
losing patience with my husband. | yell at him over silly
issues. | can’t concentrate at work. | eat, gain weight, feel
guilty, and eat some more.”

Decision points:

® What are the indications that this could be more
than a problem with sleep?

e What general medical conditions (including sub-
stance abuse) must the clinician rule out? Is the pa-
tient currently taking any medications that could
be contributing to her problems?

® Are there any lifestyle or interpersonal issues contrib-
uting to sleep disturbance that should be considered?

® What evidence leads the clinician to suspect a mood
disorder? What are the criteria for a major depressive
episode? What are the criteria for a manic episode?

Insomnia may be due to one or more environmen-
tal or medical conditions.” In this case, the clinician
needs a more detailed history, because Susan D’s sleep
symptoms have persisted for at least a week, she has
been distractible and irritable, and she has clear mood
disturbances with depressive symptoms.

Susan D states that she has occasional headaches
and she denies substance abuse. Recent laboratory re-
sults, including a thyroid workup, were unremarkable.
With no contributory medical history in this case, medi-
cal causes of insomnia can be ruled out. Susan D takes
no medications, has a history of good sleep hygiene
despite her current sleep issues, and reports no recent
major changes in her lifestyle.

Her symptoms point to a mood disorder: depressed
mood, significant weight gain, insomnia, psychomo-
tor agitation, and diminished ability to concentrate are
all indicative of a major depressive episode.’ Irritated
mood, decreased need for sleep, racing thoughts, and an
increase in goal-directed activity/psychomotor agitation
are symptoms of a manic episode.’

To further clarify the diagnosis, the clinician asks
about a history of mood episodes, including periods
of depression, irritability, or mania. The clinician asks,

C

“Have you ever had a period in your life when you felt
overly sad?” Susan D responds:

“A few years back, when | lived in Atlanta, | was so
sad | couldn’t get out of bed and | was crying all the time.
My doctor put me on an antidepressant. | had to stop it
because it made me really hyper. My mind was racing
and | wasn’t getting any sleep so | stopped taking the
medication and | felt better. There was also a period in
college when | felt depressed, but it wasn'’t as bad as the
time in Atlanta.”

rent
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Decision points:
® What is the significance of feeling “hyper” or agi-
tated when taking an antidepressant?
¢ How should the clinician elicit information about
previous experience with such symptoms?

Many patients who have bipolar disorder may be
misdiagnosed as having unipolar depression. If an anti-
depressant is prescribed to such patients, they may expe-
rience a switch to mania or a mixed state, as evidenced
by Susan’s agitation—her “hyper” symptoms.*’

The clinician asks an open-ended question, “Tell
me about other times when you’ve had no sleep and
increased energy...” Susan D replies:

“In college there was a period when | didn’t sleep, but
that was different, since | got all of my work done. | remem-
ber that it lasted most of the spring semester.”

Decision points:

e What is the significance of a prior experience with
sleeplessness?

® What is the significance of Susan D’s memory of a
positive experience (ie, completion of her work)?

* How does this information align with the current
symptoms?

¢ Is a referral to a psychiatric clinician necessary, or
can this be managed by a PCP?

Susan’s history of episodes suggestive of mania
following antidepressant treatment and while in col-
lege allows the clinician to rule out major depressive
disorder and to diagnose Susan with bipolar disorder.
It might appear from the patient’s history that she has
bipolar depression, but the clinical assessment is not
complete. Now the clinician has to determine the phase.
Currently, Susan is experiencing a depressed mood,
sleeplessness, hopelessness, and racing thoughts.
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Sleeplessness may be a symptom of either mania
or depression. An increase in goal-directed activity,
such as seen currently (cleaning out the garage) and
in the past (getting all of her work done during a pe-
riod with little sleep), is present in mania but not in
depression.

The clinician concludes that Susan D is most likely
experiencing bipolar disorder, current episode mixed.
Patients having a mixed episode of bipolar disorder
meet the criteria for both a manic episode and a ma-
jor depressive episode nearly every day for at least 1
week.’ (Note that many bipolar disorder cases seen in
primary care may not meet the strict criteria of the
Diagnostic and Statistical Manual of Mental Disor-
ders, Fourth Edition, Text Revision [DSM-IV-TR] for
duration; such cases are classified in the DSM-IV-TR
as “bipolar disorder not otherwise specified.”)’ With
its alternating moods, a mixed episode may well be
one of the most disabling forms of this disorder.

Susan D has had a positive perception of her pre-
vious manic episode. Compliance with medication is
something that she and her clinician should discuss, as
Susan may be among those with bipolar disorder who
believe that some symptoms of mania are needed for
personal success.

The PCP is faced with deciding whether to refer
this patient for psychiatric consultation or to retain the
management of her care in the primary care setting.®
He determines through direct questioning that Susan
has not thought about or attempted suicide. Though
agitated, she seems able to discuss and understand her
disorder and her treatment. Through direct questioning
and observation during the office visit, the clinician de-
termines that Susan is not experiencing hallucinations
and judges that she does not require hospitalization.®
She appears to be a suitable candidate for outpatient
management. This decision will vary depending on a
clinician’s level of comfort, experience, and psychiatric
resources available.?

Treatment recommendations

Based on a diagnosis of bipolar disorder, current
episode mixed, and a phone consultation with a
psychiatric colleague, the PCP determines that the
appropriate way to treat Susan D is to prescribe a
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medication for mixed episodes of bipolar disorder.
An important step in treatment selection is to review
the characteristics of the options and select the one
most appropriate for the individual patient.

Decision points:
® What makes an agent a good first choice for Susan D?
* How do Susan D’s weight and metabolic risk affect
the choice of agent?
* How does Susan D’s previous history of noncom-
pliance affect the choice of agent?

As there are many medications with indications for
mania, a good choice is to start with a medication that
has a specific indication for mixed episodes, namely, ar-
ipiprazole, carbamazepine extended release, divalproex
extended release, olanzapine, risperidone, or ziprasi-
done (See TABLE).>?!

In addition, Susan D needs a medication that can
be started immediately and will work quickly. Zipra-
sidone has shown separation from placebo at day 2 in
two pivotal trials, and aripiprazole has shown separa-
tion from placebo at day 4 in two pivotal trials.”?
This may be a benefit in Susan’s case. However, ra-
pidity of effect cannot be the only factor in the deci-
sion. As an overweight woman, Susan D is already at
increased diabetes, cardiovascular, and cerebrovascu-
lar risk.??> The use of ziprasidone or aripiprazole is
associated with minimal risk of weight gain; in addi-
tion, both drugs have a metabolically neutral profile.??
Because patients with bipolar disorder may be at in-
creased risk for overweight and obesity, therapy with
agents that are associated with lower rates of weight
gain is recommended in the joint consensus statement
issued in 2004 by the American Diabetes Association,
the American Psychiatric Association, the American
Association of Clinical Endocrinologists, and the
North American Association for the Study of Obe-
sity.2?3 This patient already has a history of noncom-
pliance, albeit as a legitimate response to side effects.
It has been noted that of all side effects, treatment-as-
sociated weight gain is the most common reason for
noncompliance.**

Since bipolar disorder is a chronic, lifelong illness,
it is important to consider medications that patients
can live with, ones that they can and will take consis-
tently through future episodes.?
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TABLE
FDA-approved medications for mixed episodes
Onset of Effect*

FDA

Approved Day of 1st Neutral

for Significant Mean

Mixed Day of 1st Separation Effect on Dosing

Oral Medication Episode Assessment From Placebo® Weight® Regimen?

Ziprasidone \V Day 2°1° Day 2°1° Yes° Take with food: initiate 80 mg/d;
target 120-160 mg/d by day 2
(divided doses)

Aripiprazole v Day 2'2 or 4" Day 4'"12 Yes® Take with or without food: initiate
30 mg/d oral tablets, 25 mg/d oral
solution; may decrease to 15 mg/d
if not well tolerated (once daily)

Risperidone v Day 3'*:'® or 7'® Day 3'* or 7'%'5 No° Take with or without food: initiate

2-3 mg/d; adjust by 1 mg/d to
optimal clinical response
<6 mg/d (once daily)

Divalproex extended v Day 56 Day 56 No'e> Take with food: initiate

release 25 mg/kg/d; adjust to optimal
clinical response <60 mg/kg/d
(once daily)

Carbamazepine v Day 71718 Day 78 or 147 Yes'7180 Take with or without food: initiate

extended release 400 mg/d; adjust by 200 mg/d
to optimal clinical response
<1600 mg/d (divided doses)

Olanzapine v Day 7920 Day 7% or 211° No° Take with or without food: initiate

10-15 mg/d; adjust by 5 mg/d to
optimal clinical response
<20 mg/d (once daily)

This table is not derived from head-to-head studies. It is derived from (a) the US prescribing information for each drug, (b) the pivotal studies accepted by the FDA in support of the indication, and (c) the ADA/APA

2004 Consensus Statement
*Studies assessed first significant separation from placebo at different days.

Follow-up
The clinician prescribed medication to treat a mixed
episode. After weighing the pros and cons of prescrib-
ing a sleep medication as well as the available options, he
also wrote a prescription for a benzodiazepine prn for 2
weeks. The practitioner showed Susan D how to complete
a mood chart. The PCP had a staff member call her 2 days
later to check on how she was doing. Susan D stated:
“I'm feeling less hyper and irritable. | had a good
night’s sleep last night, so | was able to concentrate at
work today. My husband thinks there’s already been a
change in my behavior.”

Susan D returns to her practitioner 1 week later.
She is calmer and does not complain of any mood
symptoms. Together, she and the clinician review
her mood chart, and the clinician asks directly about
each mood symptom. He confirms that her irritability
continues to decrease and that she is not becoming
depressed. As recommended with all atypical antipsy-
chotics, the clinician rechecks her vitals and labora-
tory results and asks about her benzodiazepine use.
He also asks if she is experiencing any medication
side effects, to determine if a medication adjustment
is needed.
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Decision points:

medication but counsels her to remain on the medica-
tion even after she feels she is back to normal. Patients
with bipolar disorder are known to have difficulty in

e Evaluation of treatment outcome
¢ Is the patient at risk of discontinuing medication

when she feels “well”?

The clinician is pleased with Susan D’s response to
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Drug Brand Names

Aripiprazole ¢ Abilify
Carbamazepine ER ¢ Equetro ER
Chlorpromazine ¢ various
Divalproex ¢ Depakote
Divalproex ER ¢ Depakote ER
Lamotrigine ® Lamictal

Lithium e Lithobid

Olanzapine ® Zyprexa
Olanzapine/fluoxetine ® Symbyax
Quetiapine ® Seroquel
Risperidone ¢ Risperdal
Ziprasidone ¢ Geodon




