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Objective: This paper reviews the epidemiology, etiology, assessment,
and management of bipolar disorder. Special attention is paid to factors
that complicate treatment, including noncompliance, comorbid disor-
ders, mixed mania, and rapid cycling. Advances in biopsychosocial treat-
ments are briefly reviewed, including new health service models for
providing care. Methods: A MEDLINE search was done for the period
from January 1988 through October 1997 using the key terms of bipo-
lar disorder, diagnosis, and treatment. Papers selected for further re-
view included those published in English in peer-reviewed journals.
Preference was given to articles reporting randomized, controlled tri-
als. Results: Bipolar disorder is a major public health problem. The eti-
ology of the disorder appears multifactorial. Diagnosis often occurs
years after onset of the disorder. Comorbid conditions are common.
Management includes a lifetime course of medication and attention to
psychosocial issues for patients and their families. Standardized treat-
ment guidelines for the management of acute mania have been devel-
oped. New potential treatments are being investigated. Conclusions: As-
sessment of bipolar disorder must include careful attention to comorbid
disorders and predictors of compliance. Randomized trials are needed
to further evaluate the efficacy of medication, psychosocial interven-
tions, and other health service interventions, particularly as they relate
to the management of acute bipolar depression, bipolar disorder co-oc-
curring with other disorders, and maintenance prophylactic treatment.
(Psychiatric Services 50:201-213, 1999)

ipolar disorder is a major pub-
B lic health problem, with esti-
mates of lifetime prevalence in
the general population of the United
States ranging from 1 to 1.6 percent
(1,2) and from .3 to 1.5 percent
worldwide (3). Bipolar disorder is also
associated with significant mortality
risk; approximately 25 percent of pa-
tients attempt suicide at some time
during their lives, and 11 percent of
patients die by suicide (4).
Fortunately, many advances in the

understanding of bipolar disorder
have occurred over the past ten years.
First, pharmacologic options now in-
clude lithium, valproate, and carba-
mazepine as standard treatments, and
electroconvulsive therapy, clozapine,
and antipsychotic medication as alter-
native or adjunctive therapies. Sec-
ond, the importance of psychosocial
issues for understanding patients’ ill-
nesses and factors affecting treatment
compliance is more fully realized. Al-
though the study of psychoeducation,
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self-help, and psychotherapeutic in-
terventions for individuals, couples,
and families is only beginning, these
modalities are frequently utilized. In-
deed, the American Psychiatric Asso-
ciation (APA) practice guideline for
bipolar disorder states that “specific
psychotherapeutic treatments may be
critical components of the treatment
plan” (5).

The National Depressive and Man-
ic-Depressive Association (NDMDA)
has taken a leading role in educating
patients, their families, medical and
mental health professionals, and the
public at large about manic-depres-
sive illness. The National Alliance for
the Mentally Il (NAMI) has also
sought information by surveying fam-
ily members about utilization of men-
tal health services and the value of
these services (6).

This paper reviews the epidemiolo-
gy, etiology, diagnosis and assessment,
and management of bipolar disorder.

Methods

For this review, a MEDLINE search
was done for the period from January
1988 through October 1997; the key
terms used were bipolar disorder, di-
agnosis, and treatment. Papers pub-
lished in English in peer-reviewed
journals were among those selected
for further review. Articles reporting
randomized, controlled trials were
given preference.

Epidemiology

Over the course of a lifetime, bipolar
I disorder affects approximately .8
percent of the adult population, and
bipolar Il disorder affects approxi-
mately .5 percent (7). Males and fe-
males are equally affected by bipolar
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| disorder, whereas bipolar Il disor-
der is more common among women.
The Epidemiologic Catchment Area
(ECA) study reported a mean age of
onset of 21 years for both types of
bipolar disorder (8). When age of on-
set is stratified in five-year intervals,
the peak age of onset is the 15-to-19-
year age group, followed by the 20-to-
24-year age group. In a survey of
members of the NDMDA, more than
half of the patients did not seek care
for five years after first experiencing
symptoms, and 36 percent did not
seek care for more than ten years (9).
According to the survey, the correct
diagnosis was not made until an aver-
age of eight years after respondents
first sought treatment.

In 1990 the economic burden of
bipolar disorder in the U.S. was esti-
mated to be $15.5 billion in dimin-
ished or lost productivity in work per-
formance alone (10). In 1990 patients
in treatment lost an estimated 152 mil-
lion cumulative days from work, and
untreated patients lost another 137
million days. Undertreatment of bipo-
lar and depressive disorders is a signif-
icant factor in weighing the disorders’
potential costs, because it is assumed
that one-third of the untreated popu-
lation with bipolar disorder can even-
tually be treated successfully (11).

Theoretically, efficient treatment of
bipolar disorder would cost $25.6 bil-
lion annually and save $10.5 billion, a
net loss of $15.1 billion, in the first
year. However, by the end of the sec-
ond year of treatment, the savings of
$12.6 billion would exceed costs of $7
billion, for a net gain of $5.6 billion
(11). Because bipolar disorder is a
long-term or lifetime disorder, eco-
nomic analyses need to examine a
longer period of time when calculat-
ing costs or benefits.

Etiology and pathophysiology

Researchers have not developed a
single hypothesis that unifies genetic,
biochemical, pharmacological, ana-
tomical, and sleep data on bipolar dis-
order (12). Epidemiological evi-
dence, particularly studies of concor-
dance in identical and fraternal twins,
has implied that affective disorders
are heritable. For family members of
probands with bipolar disorder, the
risk of morbidity is between 2.9 and
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14.5 percent for bipolar disorder and
between 4.2 and 24.3 percent for
unipolar depression, depending on
the diagnostic criteria used and the
heterogeneity of the probands (12).

Whether bipolar | disorder, bipolar
Il disorder, hypomania, cyclothymia,
and unipolar depression are geneti-
cally related or distinct entities is un-
known (13). It remains unclear if the
phenotype of mood disturbance is the
best indicator of a genetic etiology.
Therefore, it has been difficult to
construct models for linkage analysis,
which are necessary when simple
Mendelian models do not explain in-
heritance—that is, when several inde-
pendent genetic mutations contrib-
ute independently. However, no link-
age is unequivocally established in
bipolar illness at this time.

It is crucial to screen the entire
genome for linkage to bipolar illness
in populations, derive data from af-
fected rather than unaffected individ-
uals in screening studies, develop hy-
potheses from preliminary findings,
and conduct further investigations
(13). For the clinician, the concerns
of patients and their relatives can be
dealt with through counseling that
draws on empirical risk figures in the
majority of cases and on linkage re-
sults for large pedigrees that have
been investigated thoroughly.

Biochemical and pharmacologic
studies led to hypotheses involving
the neurotransmitters catecholamine
and serotonin to explain bipolar disor-
der. The catecholamine hypothesis
presumes that mania is due to an ex-
cess of catecholamines, and depres-
sion to their depletion. Norepineph-
rine has been implicated mainly be-
cause of the link between depression
and aberrant noradrenergic transmis-
sion. Dopamine has been implicated
because the dopamine precursor L-
dopa almost uniformly produces hy-
pomania among patients with bipolar
disorder. Amphetamines can also pro-
duce hypomania among patients with
bipolar disorder, as well as those with-
out it. Antipsychotic medications that
selectively block dopamine receptors,
such as pimozide, are effective for se-
vere mania. Chronic use of tricyclic
antidepressants presumably leads to
activation of central dopaminergic
neurotransmission.

The “permissive hypothesis” of
serotonin function holds that low
serotonergic function accounts for
both manic and depressive states
through defective dampening of oth-
er neurotransmitters, mainly norepi-
nephrine and dopamine. Many other
etiological theories involving neuro-
chemicals such as neurotransmitters,
enzymes, and neuropeptides are un-
der investigation, as are theories in-
volving the endocrine and immuno-
logical systems.

A wide range of neuroanatomical
and neuroimaging studies are being
conducted to learn more about bipo-
lar disorder (12). The study of neu-
roanatomy is important because or-
ganic lesions are associated with signs
and symptoms of bipolar disorder and
because mood stabilizers are able to
stabilize symptoms without altering
the underlying neuropathological defi-
cit. Lesions in the frontal and tempo-
ral lobes are most frequently associat-
ed with bipolar disorder. Left-sided
lesions tend to be associated with de-
pression and right-sided lesions with
mania, though differences may occur
in the posterior regions of the brain.
For example, depression may be asso-
ciated with lesions in the right pari-
etooccipital region.

No abnormalities have been consis-
tently found through computer to-
mography studies, although ventricu-
lar enlargement has been noted in
some studies. Magnetic resonance
imaging studies have revealed an in-
crease in white matter intensities as-
sociated with bipolar disorder and
correlated with age (14), although the
clinical significance of these findings
is unknown. Overall, most functional
imaging studies, including single pho-
ton emission computer tomography
and positron emission tomography,
have noted prefrontal and anterior
paralimbic hypoactivity in bipolar de-
pression; preliminary studies of man-
ic patients have yielded inconsistent
findings.

Two other important biochemical
models for bipolar disorder have
been suggested. Post and collabora-
tors (15) have proposed that electro-
physiological kindling and behavioral
sensitization underlie bipolar disor-
der, particularly the increasing fre-
quency of episodes over time. Paral-
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lels between this model and bipolar
disorder include the predisposing ef-
fects of both genetic factors and early
environmental stress; the presence of
threshold effects, in which mild alter-
ations eventually produce full-blown
episodes; the pattern that early epi-
sodes require precipitants while later
ones do not; and the sequence of re-
peated episodes of one phase—mania
or depression—Ileading to the emer-
gence of the other (12).

Desynchronization of circadian
rhythm has also been implicated in
bipolar disorder. Data from animal
studies indicate that periodic physio-
logical disturbances can occur if two
rhythms become desynchronized—
that is, if one becomes free-running
in and out of phase with the other
(12). 1t is unclear if, and how, genetics
contribute to the role of circadian and
seasonal rhythms, the capacity for
kindling and sensitization, and varia-
tion in the course of bipolar disorder,
such as rapid cycling.

Diagnosis

The fourth edition of the Diagnostic
and Statistical Manual of Mental Dis-
orders (DSM-1V) includes bipolar 1
disorder, bipolar Il disorder, cy-
clothymic disorder, and bipolar disor-
der not otherwise specified (16). The
episodes are characterized by mania,
hypomania, depressive symptoms,
and mixed symptoms.

The diagnostic criteria for the four
types of episodes are shown in Table
1. By definition, patients with bipolar
I disorder have had at least one
episode of mania, whereas those with
bipolar Il disorder have had major
depressive and hypomanic episodes.
Mania occurring in patients who are
taking medications such as corticos-
teroids or antidepressants or who
have a medical illness is known as sec-
ondary mania and is classified sepa-
rately in DSM-1V as substance-in-
duced mania or mania due to a gen-
eral medical condition.

The differential diagnosis of bipo-
lar disorder is quite extensive and
complex. First, the presentation of
patients with bipolar disorder can be
similar to that of patients with other
mood and psychotic disorders, in-
cluding major depression, schizoaf-
fective disorder, and schizophrenia.

Table 1

DSM-1V diagnostic criteria for mood disorder episodes characteristic of bipolar

disorder

Manic episode

Elevated, expansive, or irritable mood lasting at least one week
Three or more of the following symptoms
Inflated self-esteem or grandiosity
Decreased need for sleep
Pressured speech
Flight of ideas or racing thoughts
Distractibility
Psychomotor agitation
Involvement in activities that have a high potential for painful consequences
Marked impairment in occupational or social functioning
Symptoms not due to the direct physiological effects of a substance or general
medical condition

Hypomanic episode

Elevated, expansive, or irritable mood lasting at least four days
Three or more of the following symptoms

Inflated self-esteem or grandiosity

Decreased need for sleep

Pressured speech

Flight of ideas or racing thoughts

Distractibility

Psychomotor agitation

Involvement in activities that have a high potential for painful consequences
Mood disturbance observable by others
Episode not severe enough to necessitate hospitalization; no psychotic features
Symptoms not due to the direct physiological effects of a substance or a general

medical condition
Major depressive episode

Five or more of the following symptoms during the same two-week period; at
least one of the symptoms is either depressed mood or loss of interest or pleasure

Depressed mood

Diminished interest or pleasure in almost all activities
Significant weight loss or weight gain or decrease or increase in appetite

Insomnia or hypersomnia
Psychomotor agitation or retardation
Fatigue or loss of energy

Feelings of worthlessness or guilt

Diminished ability to think or concentrate or indecisiveness
Recurrent thoughts of death, or a suicide plan or attempt
Symptoms cause clinically significant distress or impairment
Symptoms not due to the direct physiological effects of a substance or a general

medical condition

Symptoms not better accounted for by bereavement within the last two months

Mixed episode

Criteria for both a manic episode and a major depressive episode are met, except
that the duration of symptoms is one week, which is shorter than the two-week
requirement for solitary depressive episodes

Mood disturbance causes marked impairment in occupational or social functioning

Symptoms not due to the direct physiological effects of a substance or a general

medical condition

A positive family history of mood dis-
order is suggestive of a mood disor-
der, even when the patient presents
with prominent psychotic symptoms.
Second, bipolar disorder can be asso-
ciated with substance-induced disor-
ders and with recklessness, impulsiv-
ity, truancy, and other antisocial be-
havior. Therefore, the disorder must
be differentiated from substance-re-
lated disorders, antisocial personality
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disorder, and other personality disor-
ders. Among children and adoles-
cents, attention-deficit hyperactivity
disorder and conduct disorder must
be considered. Third, the relation-
ship between affective illness and
personality must be considered in
making the diagnosis of bipolar disor-
der (17).

Bipolar disorder should always be
considered in the differential diagno-
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Table 2

Organic causes of manic and hypomanic symptoms!

Drug-related causes
Isoniazid?
Procarbazine?
Levodopa?
Bromide?
Decongestants
Bronchodilators
Procyclidine
Calcium replacement
Phencyclidine
Metoclopramide
Corticosteroids and adreno-

corticotropic hormone?

Hallucinogens
Sympathomimetic amines
Disulfiram
Alcohol
Barbiturates
Anticholinergics
Anticonvulsants
Benzodiazepines

Metabolic disturbance
Postoperative states?
Hemodialysis?
Vitamin B, deficiency
Addison’s disease
Cushing’s disease
Postinfection states
Dialysis
Hyperthyroidism

Neurological conditions

Right-temporal seizure focus?
Multiple sclerosis
Right-hemisphere damage
Epilepsy

Huntington’s disease
Postcerebrovascular accident

Infection

Influenza?

Q fever?

Neurosyphillis

Post-St. Louis type A encephalitis?
“Benign” herpes simplex encepahalitis
AIDS (HIV)

Neoplasm

Parasagittal meningioma?

Diencephalic glioma?

Suprasellar craniopharyngioma?
Suprasellar diencephalic tumor?

Benign spheno-occipital tumor?
Right-intraventricular meningioma
Right-temporoparietal occipital metastases
Tumor of floor of fourth ventricle

Other conditions

Postisolation syndrome
Right-temporal lobectomy
Posttraumatic confusion
Postelectroconvulsive therapy
Deliriform organic brain disease

1 Source: Goodwin and Jamison (12)

2 Meets criteria of Krauthammer and Klerman for cause of secondary mania—a manic syndrome
occurring shortly after medical, pharmacological, or other somatic dysfunction in a patient with no
history of affective illness. The criteria are discussed in Manic-Depressive IlIness (12, p. 111).

sis of patients with unipolar depres-
sion. Of 559 patients in the National
Institute of Mental Health Collabora-
tive Depression Study, 3.9 percent
were eventually given a diagnosis of
bipolar I disorder and 8.6 percent a
diagnosis of bipolar 11 disorder on fol-
low-up over two to 11 years (18).
Prospective predictors of bipolar I
disorder were acute onset of depres-
sion, severity of the depressive epi-
sode, and psychosis, while predictors
of bipolar 11 disorder included earlier
age of onset, higher rates of substance
abuse, disruption of psychosocial
functioning, and a protracted course.
These findings are consistent with
the findings of a study in which pa-
tients with bipolar disorder had an
earlier and more acute onset, more
total episodes, more familial mania,
and equal sex distribution, compared
with patients with unipolar depres-
sion (19).
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Assessment

The evaluation of a patient with bipo-
lar disorder is a complex clinical task.
Neuropsychiatric assessment in-
cludes a complete history, physical ex-
amination, and laboratory evaluation.
The laboratory evaluation includes a
complete blood count, serum chem-
istries, thyroid function tests, and an
erythrocyte sedimentation rate. Elec-
troencephalograms and imaging stud-
ies may be reasonable as part of the
initial assessment.

Itis particularly important to detect
episodes of secondary mania, which
has been recognized as a subtype of
mania since the 1970s (12,20). In
DSM-1V, two types of secondary ma-
nia—substance-induced mania or
mania due to a general medical con-
dition—are described. Secondary
mania is often difficult to treat. Al-
though correction of the underlying
organic factor, which could be infec-

tious, toxic, or metabolic, may effec-
tively reverse the manic presentation,
many organic factors, such as stroke,
trauma, and aging, are not reversible.
Patients with mania originating in late
life are more likely to have an under-
lying organic disturbance, negative
family history of affective disorder, ir-
ritable behavioral characteristics, a
tendency toward treatment resis-
tance, and a higher rate of mortality
(12,20). A list of frequent etiologies of
secondary mania is shown in Table 2.

After determining if the patient
meets criteria for a specific episode
type, the clinician assesses the patient
for the presence of psychotic fea-
tures, cognitive impairment, risk of
suicide, risk of violence to persons or
property, risk-taking behavior, sexual-
ly inappropriate behavior, and sub-
stance abuse. In addition, it is impor-
tant to assess the patient’s ability to
care for himself or herself, childbear-
ing status or plans, housing, financial
resources, and psychosocial supports.
The patient’s self-report of symptoms
may conflict with observation by oth-
ers. Therefore, accurate assessment
depends on information from several
sources, including the patient, the pa-
tient’s significant others, and records
of past treatment.

Knowledge of a patient’s pattern of
illness is perhaps the most useful
guide to treatment. Graphic repre-
sentation of the illness, an example of
which is shown in Figure 1, can be
used to consolidate information about
the sequence, polarity, severity, and
frequency of illness episodes and
their relationship to stressors and
treatment (21). Such representations
are also useful for patient education
and may help in developing a thera-
peutic alliance (21).

Management

Treatment guidelines

APA developed the Practice Guide-
line for the Treatment of Patients
With Bipolar Disorder (5), which is
principally applicable to bipolar I dis-
order. The principles of psychiatric
management and comments about
the value of each principle are out-
lined in Table 3. A therapeutic al-
liance is crucial for managing the pa-
tient’s symptoms, detecting recur-
rence of illness, enhancing compli-
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Figure 1

Graphic representation of a patient’s affective illness?
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1 Source: Post et al. (21). Reprinted with permission.

ance, and addressing psychosocial
stressors. Patients require ongoing
education about the illness, treatment
options, and the impact of the illness
on social and family relationships and
on vocational and financial matters.
Pharmacologic treatment of bipolar
disorder is detailed in the APA prac-
tice guideline (5) and is spelled out in
algorithm form in the expert consen-
sus guideline series paper on treat-
ment of bipolar disorder (22). Med-
ications have been shown to be effec-
tive in acute episodes and in preven-
tion of future episodes. Medications
include those that decrease symp-
toms of mania and depression, such
as lithium, valproate, and carba-
mazepine, and those that may not act
primarily on mood but are helpful in
controlling other symptoms, such as
antipsychotics and benzodiazepines.

Mood stabilizers for mania

Lithium is effective for the treatment
of acute manic and depressive epi-
sodes and for the prevention of recur-
rent manic and depressive episodes
(12). Pooled data from four placebo-
controlled trials of lithium revealed a
response rate of 78 percent (5). A re-
cent review of 40 years' experience
with lithium treatment reported that
the dosage is generally between 600
and 2,400 mg per day (23). The ther-
apeutic serum level is between .8 and
1.2 mEg/L. Common side effects of
lithium include polydipsia, polyuria,

weight gain, cognitive problems,
tremor, gastrointestinal upset, acne,
and hypothyroidism. Rare but poten-
tially serious side effects include ar-
rhythmias and toxicity resulting from
an overdose.

Discontinuation of long-term lithi-
um therapy has been associated with

a significant short-term increase in
risk of recurrence; in one study 50
percent of patients experienced re-
currence within six months of discon-
tinuation (24). Comparing a gradual
versus rapid discontinuation of lithi-
um, the overall median times to re-
currence were 20 months and four

Table 3

Principles of psychiatric management of patients with bipolar disorder and com-

ments on their application!

Principle

Comment

Establish and maintain a therapeutic
alliance

Monitor the patient’s psychiatric status

Provide education about the illness

Enhance treatment compliance

Promote regular patterns of activity

Promote understanding of and adap-
tation to the psychosocial effects of
bipolar disorder

Identify new episodes early

Reduce the morbidity and sequelae
of bipolar disorder

An alliance is crucial for managing severe
episodes and maintaining compliance

Monitoring is necessary for early detection
of recurrence of illness episodes

Education includes discussion as an on-
going process. Educational brochures and
literature written by other patients are useful

Activities include monitoring the patient’s
ambivalence about treatment and use of the
psychological defense of denial

These factors have an effect on mood and
wakefulness

The cascade effect of the illness in all psy-
chosocial spheres should be discussed with
the patient

Helping the patient and family identify
early signs of illness episodes enhances
mastery and reduces morbidity

Early treatment, management of stressors,
and compliance with treatment are critical

1 Based on Practice Guideline for the Treatment of Patients With Bipolar Disorder (5)
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months, respectively (25). It is of in-
terest that patients may not respond
to reinstitution of lithium therapy,
even if they have been previously re-
sponsive to the medication (26).

Valproate was found to be as effica-
cious as lithium in a placebo-con-
trolled trial of patients with acute ma-
nia (27). A collaborative study of val-
proate versus lithium in the mainte-
nance treatment of bipolar maniais in
progress. The dosage range of val-
proate is between 500 and 3,500 mg
per day. The therapeutic plasma level
is between 50 and 125 mcg/ml. No
controlled trials of valproate have
been carried out, but patients with
acute mania appear to tolerate large
initial doses of valproate—for exam-
ple, a loading dose of 20 mg per kilo-
gram of body weight per day (28).
They may respond more quickly to
this dose than to regular regimens de-
veloped by titrating up from initial
doses of 250 mg, 500 mg, or 750 mg
per day (28).

Common side effects of valproate
include sedation, tremor, diarrhea,
weight gain, alopecia, and benign ele-
vation of liver transaminases. Rare
but potentially serious side effects in-
clude leukopenia, thrombocytopenia,
and hepatotoxicity. In a review of cas-
es of hepatic failure coincident with
use of valproate, risk factors included
age of less than two years, anticonvul-
sant polytherapy, developmental dis-
ability, and metabolic disorders (29).
For patients without those factors and
who are age 11 or older, the risk of he-
patic failure was approximately 1 in
500,000 (29). Patients with current or
past hepatic disease may also be at
risk for hepatotoxicity.

A review of 16 studies revealed that
carbamazepine is efficacious for
acute mania and that as a mainte-
nance therapy it very likely reduces
the frequency and severity of epi-
sodes for some patients (30). Carba-
mazepine has not been approved by
the Food and Drug Administration
(FDA) for the treatment of bipolar
mania, but the authors of the 16-
study review recommended its use as
a standard option for treatment. The
dosage range is generally between
200 and 1,800 mg per day, and the
therapeutic plasma level is between 4
and 12 mcg/ml. Carbamazepine in-
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duces its own metabolism by the liver,
as well as that of many other drugs.
Common side effects include diplo-
pia, blurred vision, fatigue, nausea,
and ataxia. Rare but potentially seri-
ous side effects include skin rashes,
leukopenia, hyponatremia, aplastic
anemia, hepatic failure, exfoliative
dermatitis (such as Stevens-Johnson
syndrome), pancreatitis, and neuro-
toxicity on overdose (31).

Adjuvant medication for mania
Adjuvant medication includes the
benzodiazepines and antipsychotics.
Benzodiazepines have been studied
alone and in combination with mood
stabilizers. Generally, they are used as
adjuvant therapy to decrease agita-
tion and as a short-term treatment for
insomnia (22). Patients whose insom-
nia is treated with sedating antide-
pressants have shorter asymptomatic
periods between episodes of mood
disorder compared with those treated
with benzodiazepines (32). Antipsy-
chotic medication is commonly used
for treatment of psychotic symptoms
and sometimes for severe agitation if
benzodiazepines are not fully effec-
tive (22). Use of antipsychotics inter-
mittently, or for the long term, may
be necessary in treating patients
whose psychotic symptoms have in-
adequately responded to standard
mood-stabilizing agents (33).

Electroconvulsive therapy and

novel treatments for mania
Electroconvulsive therapy (ECT) is
available for patients who are preg-
nant, unresponsive to more standard
treatments, or unable to tolerate first-
line treatments. ECT has been dem-
onstrated to be rapidly effective as a
treatment for acute mania, with about
80 percent of patients showing
marked improvement (34). Prospec-
tive studies have considered it equal-
ly as effective or more effective than
pharmacotherapy; 54 percent of med-
ication-resistant patients responded
in one study (35). For patients who
are manic or depressed during the
first trimester of pregnancy, ECT is
usually the safest and most effective
treatment (5). In an uncontrolled tri-
al involving 22 patients with in-
tractable bipolar disorder, monthly
maintenance ECT over a two-year

period reduced the rate of rehospital-
ization (36).

Other treatments are available for
patients who are unresponsive to
more standard treatments or unable
tolerate first-line treatments. Cloza-
pine is efficacious for refractory bipo-
lar illness, particularly for patients
who have bipolar mania rather than
bipolar depression or rapid cycling
(37,38). Calcium channel antagonists
may also be used as an alternative to
standard treatments (39).

One new treatment for bipolar dis-
order is gabapentin, which was re-
cently approved by the FDA for the
adjunct treatment of partial seizures.
Gabapentin enhances gaba-ergic
transmission. It has a half-life of five
to seven hours, is relatively well toler-
ated and safe, and is almost entirely
excreted by the kidneys (40). Gaba-
pentin is an FDA category C drug for
pregnant patients, which means that
it carries less teratogenic risk than
standard treatments in the first tri-
mester (40). A dosage range of gaba-
pentin for treatment of bipolar disor-
der has not been determined. The
dosage for patients with seizures is
between 900 and 1,800 mg per day,
divided over three doses. Common
adverse events include somnolence,
ataxia, and fatigue. In a naturalistic
case series of 28 patients with bipolar
disorder who were prescribed gaba-
pentin along with a concurrent mood
stabilizer and antipsychotic medica-
tion, 18 had a moderate or marked re-
sponse (41). Their average dose of
gabapentin was 539 mg per day. No
randomized controlled trials of
monotherapy with gabapentin have
been published.

Another new treatment for bipolar
disorder is lamotrigine, which was re-
cently approved by the FDA for the
adjunct treatment of partial seizures.
Lamotrigine decreases glutamate re-
lease. It has a half-life of 24 to 30
hours, is metabolized by the liver, and
is also an FDA category C drug for
pregnant patients. The dosage must
be titrated over two to four weeks be-
cause of adverse events including
dizziness, headache, double vision,
somnolence, and rash (which rarely
includes Stevens-Johnson syndrome)
(42). The dosage for patients with
seizures is between 300 and 500 mg
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per day, divided over two doses. Sig-
nificant drug interactions occur, as
carbamazepine, phenobarbital, and
phenytoin decrease lamotrigine’s half-
life by nearly 50 percent, and val-
proate leads to a two- to threefold in-
crease in its half-life (43). In a study
of 67 patients with refractory bipolar
disorder who were prescribed a con-
current mood stabilizer and antipsy-
chotic medication, 82 percent of the
group with depressive symptoms and
76 percent of the group with manic
symptoms had a moderate or marked
response to lamotrigine treatment
(44,45). No randomized controlled
trials examining its use as a mono-
therapy had been published at the
time of this review.

Treatment of euphoric mania

The choice of a mood stabilizer for
the treatment of mania can be guid-
ed by predictors of response, which
are usually determined by the pa-
tient’s history and the type of episode
(46). Patients with euphoric or pure
mania respond to lithium 59 to 91
percent of the time, and at slightly
lower rates to valproate treatment
(46). Other predictors of response to
lithium include a prior history of re-
sponse, relatively few lifetime
episodes, excellent interepisode re-
covery, and an episode sequence of
mania-depression-euthymia. All of
the mood stabilizers are efficacious
for elderly patients and those with
secondary mania, but adverse events
often limit the usefulness of lithium
and carbamazepine (20). A review of
polypharmacy by Solomon and oth-
ers (47) discusses open trials of com-
binations of mood stabilizers for eu-
phoric mania.

Treatment of dysphoric

or mixed mania

Dysphoric or mixed mania of bipolar
disorder is severe and difficult to
treat. The incidence appears to be at
least 30 to 40 percent of all manic
episodes (12). A review of older and
more recent studies revealed that
dysphoric mania is more severe, is
more likely to occur in women, is
more likely to be associated with sui-
cidality, has an earlier age of onset,
has a longer duration, is associated
with higher rates of personal and fam-

ily depression, has higher concomi-
tant alcohol or sedative-hypnotic
abuse, is associated with more neu-
ropsychiatric abnormalities, and has a
poorer outcome (48).

Patients in acute episodes of mixed
mania respond better to valproate
than lithium (46). In a parallel-group,
double-blind study of 179 patients,
patients had a better response to val-
proate than lithium, even when the
analysis statistically controlled for dif-
ferences in overall severity, substance
abuse, gender, age, or history (49). In
uncontrolled trials, patients with
mixed mania have also responded to
combinations of standard mood stabi-
lizers, clozapine, lamotrigine mono-
therapy (45), and lamotrigine in com-
bination with other mood stabilizers
and antipsychotic medication (44).

Treatment of

rapid-cycling episodes

Many patients experience cycling of
episodes. Rapid cycling consists of
four or more episodes of mood dis-
turbance a year. Ultra-rapid cycling
consists of episodes occurring weeks
to several days apart, and distinct,
abrupt shifts of less than 24 hours
constitute ultradian cycling (50).
Rapid cycling occurs in 15 to 20 per-
cent of patients with bipolar disorder
(51). Compared with patients with
bipolar disorder who do not have
rapid cycling, those who became
rapid cyclers are more likely to be fe-
male, to cycle between depression
and hypomania (51), and to have as-
sociated hypothyroidism (52). Rapid
cycling is associated with lower likeli-
hood of recovery in the second year of
follow-up, but not in the third, fourth,
and fifth years (51).

No randomized controlled trials
have assessed the treatment and pre-
vention of rapid-cycling bipolar disor-
der. In acute episodes, patients with a
rapid-cycling pattern appear to re-
spond better to valproate than to lithi-
um (46). In a 15-month prospective
trial, 54 percent of patients with ma-
nia and 87 percent of patients with
mixed mania had a marked response
to valproate (53). In that trial, a
marked prophylactic response was
found for 72 percent of the patients
with mania and 94 percent of those
with mixed mania for the duration of
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the study (53). Other treatment op-
tions include adding thyroid hormone
to a mood stabilizer at a dose to
achieve 150 percent of normal thy-
roid function (52), using a combina-
tion of standard mood stabilizers, us-
ing clozapine as a monotherapy, and
using clozapine in combination with
lithium or valproate.

Treatment of bipolar depression

The treatment options for patients
with bipolar disorder who have de-
pressive episodes include psychiatric
management, as outlined in Table 3,
and use of mood-stabilizing medica-
tion, psychotherapy, antidepressant
medication, and ECT (5). The treat-
ment of bipolar depression has not
been as well studied as the treatment
of bipolar mania or unipolar depres-
sion. Data are also needed to distin-
guish the treatment of bipolar | de-
pression from bipolar 11 depression.

For patients who are already taking
an adequate dose of a mood stabilizer
when they become depressed, the
continued use of a mood stabilizer
may be augmented with psychothera-
py, an antidepressant, or ECT. For
patients who are not taking a mood
stabilizer when they become de-
pressed or are not taking an adequate
dosage, a mood-stabilizing medica-
tion should be used at adequate blood
levels. Lithium is the mood stabilizer
of choice for bipolar depression (22),
although a full response may require
four to six weeks (5).

The addition of an antidepressant
to the medication regimen of patients
with bipolar depression raises special
concerns. First, the efficacy of antide-
pressants is not as well founded for
bipolar depression compared with
unipolar depression. Second, antide-
pressants can provoke manic or hypo-
manic symptoms. Whenever possible,
the dose of the mood stabilizer and
use of psychotherapy should be maxi-
mized before an antidepressant is
added. Certain patients will very like-
ly need and benefit from an antide-
pressant: those with severe depres-
sion who cannot wait four to six weeks
until a mood stabilizer is efficacious,
those who have not responded to
maximal psychosocial interventions,
and those with a history of response
to the antidepressant. Patients and

207



Table 4

Common psychosocial stressors for
patients with bipolar disorder

Acceptance of the diagnosis of a mental
disorder

Emotional consequences of mood episodes

Developmental deviations and delays
caused by episodes

Problems regulating self-esteem

Fears of recurrence

Interpersonal difficulties affecting
marriage, childbearing, and parenting

Academic or vocational problems

Legal problems

Stigmatization

their families must be educated about
the risk of a switch to mania, its warn-
ing signs, and the need for a plan for
immediate intervention. The authors
suggest a short duration of antide-
pressant treatment—one to three
months—to reduce the risk of induc-
ing mania.

The use of mood stabilizers, antide-
pressants, and ECT for bipolar | de-
pression has been best described in a
compilation of 18 randomized trials
(54). Eight of nine controlled trials
revealed that lithium was superior to
placebo, and three controlled trials
reported that lithium’s effectiveness
was equal to that of tricyclic antide-
pressants. Three controlled trials that
included patients with bipolar | de-
pression and bipolar Il depression
found that carbamazepine was supe-
rior to placebo. At the time of this re-
view there were no controlled trials of
the use of valproate as an antidepres-
sant for bipolar depression.

ECT remains the most effective
treatment for bipolar depression
(54). ECT was superior to tricyclic
antidepressants in five of seven stud-
ies and equivalent to tricyclics in two
other studies. Five of six studies sug-
gested that bipolar depression re-
sponds as well as unipolar depression
to ECT (54).

The use of antidepressants for the
treatment of bipolar depression is
based on data from clinical trials and
expert consensus (22). A review of
studies of the use of antidepressants
for bipolar depression reported only
nine trials with eight or more patients
(55). In this review, imipramine,
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bupropion, and fluoxetine proved
more efficacious than placebo.
Maprotiline, moclobemide, and bu-
propion appeared to be as efficacious
as imipramine. Tranylcypromine and
fluoxetine were more efficacious than
imipramine. The efficacy of antide-
pressants for bipolar depression was
roughly 50 to 75 percent (55). Inter-
estingly, not all of the patients in
these trials were on mood stabilizers.

The first-line choices for antide-
pressants for bipolar depression in-
clude bupropion and selective sero-
tonin reuptake inhibitors (22). An es-
timated 30 to 50 percent of patients
do not respond to a first-line treat-
ment and require a longer trial of six
to 12 weeks, an alternate antidepres-
sant, ECT, or augmentation of the an-
tidepressant with lithium, psycho-
therapy, or thyroid hormone (22).
Once the patient is in remission, the
antidepressant should be tapered
sooner than is typical for unipolar de-
pression, that is, before six to 12
months (22).

Mania that follows a depressive epi-
sode could be due to the natural
course of illness or to antidepressant
medication. One study found that
mania is likely to be antidepressant
induced and not attributable to the
expected course of illness among one-
third of patients with treatment-re-
fractory bipolar disorder (56). Anoth-
er study reported that it is unclear
whether the use of an antidepressant
precipitates rapid cycling or whether
the episode of major depression itself
heralds an upcoming manic episode
(51). A switch from depression to ma-
nia has been reported among 28 to 70
percent of patients taking tricyclic an-
tidepressants and monoamine oxidase
inhibitors (12). A one-year study
found that a combination of bupropi-
on and lithium had a lower switch
rate (11 percent) than a combination
of lithium and desipramine (50 per-
cent) (57). Switch rates for selective
serotonin reuptake inhibitors have
not been well studied, although the
authors believe they are lower than
those for tricyclic antidepressants.

Psychosocial treatments

In addition to psychiatric manage-
ment and pharmacologic therapy,
psychotherapeutic treatments may be

beneficial to some patients with bipo-
lar disorder (5). Most patients strug-
gle with psychosocial issues; some of
the most common stressors are listed
in Table 4.

Inpatients with bipolar disorder
who were surveyed about their infor-
mational needs requested informa-
tion about bipolar disorder, how to
obtain support, how to manage symp-
toms such as suicidal ideation and
anger, and how to improve interper-
sonal skills (58). Economic, interper-
sonal, and vocational problems may
occur for years, even when patients
do not suffer recurrence of illness
leading to hospitalization (59).

It has been proposed that repeat
episodes of bipolar disorder are inde-
pendent of stressors (60), but a rela-
tionship between biological and emo-
tional factors may exist. In one study,
patients with therapeutic levels of
lithium had better psychosocial func-
tioning than those who received dos-
es resulting in low serum lithium lev-
els (61). In another study, some pa-
tients who suffered recurrence of
their illness had more stressors in the
three months before the recurrence
than those who did not suffer recur-
rence (62).

Psychotherapeutic ~ treatments
have been studied in controlled tri-
als. A cognitive-behavioral treatment
strategy has been shown to help edu-
cate the patient about bipolar disor-
der and its treatment, teach cogni-
tive-behavioral skills for coping with
psychosocial stressors, facilitate com-
pliance with treatment, and monitor
recurrence of symptoms (63). Ongo-
ing trials of outpatient interpersonal-
ly oriented psychotherapy for indi-
viduals and a family-focused psy-
choeducational treatment, which is
also known as behavioral family man-
agement, suggested high patient re-
tention rates over the first year of
treatment (64). Family-focused in-
terventions held in the inpatient set-
ting may help some patients accept
their illness, identify stressors and
aversive family interactions, and
manage stress (65). A pilot study of
family therapy and psychoeducation,
in addition to pharmacologic treat-
ment, found lower rates of family
separations, greater improvements in
the level of family functioning, high-
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Table 5

Study findings on the prevalence of comorbidity of bipolar disorder and other axis I disorders

Comorbid axis | disorder

Substance Obsessive-com- Impulse con-
use disorder Panic disorder pulsive disorder trol disorder
Author Mood epi- N sub-
of study sode studied jects N % N % N % N %
Strakowski
etal. (70,71) Mania 60 23 38 7 12 8 13 — —
Strakowski
etal. (72) Mania 39 13 33 15 38 13 33 23 59
McElroy et al. (73) Mania 71 28 39 16 23 10 14 13 18
Kruger et al. (74)  All episodes 149 — — — — 37 25 — —
Pini et al. (75) Depression 24 — — 9 37 5 21 — —

er rates of full recovery for the pa-
tient, and lower rates of rehospital-
ization during a two-year follow-up
period (66).

A number of service innovations
and new treatments may be useful
for treatment of bipolar disorder;
they include some used successfully
for unipolar depression, such as cog-
nitive therapy and behavioral thera-
py. A Veterans Affairs program that
offered medication, standardized
psychoeducation, and easy access to
a primary nurse provider was associ-
ated with improvement in patients’
satisfaction with care, increased in-
tensity of medication treatment and
ambulatory clinic visits, and de-
creased emergency room visits and
hospitalizations (67). Clinical experi-
ence and preliminary research have
indicated that group psychotherapy
in conjunction with pharmacologic
treatment may help certain patients
adhere to a treatment plan, adapt to
a chronic illness, regulate self-es-
teem, and manage marital and other
psychosocial issues (5). In open tri-
als, group therapy has been associat-
ed with a reduction in the number of
hospitalizations, enhanced compli-
ance, and increased socioeconomic
functioning (68).

Trials of additional treatments for
bipolar disorder are under way. They
include trials of marital couples psy-
chotherapy; family therapy, com-
pared with family education and with
medication alone; and group therapy
for couples, compared with medica-
tion alone. Each of these interven-
tions deserves further evaluation.

Comorbidity in bipolar disorder
The rates of comorbid psychiatric dis-
orders among individuals with bipolar
disorder are important for several
reasons. Of primary concern is the as-
sociation of comorbidity with poorer
outcome and poorer treatment re-
sponse (69). Accurate diagnosis and
aggressive treatment of comorbid dis-
orders may influence treatment deci-
sions and improve treatment re-
sponse. With the increased attention
to cost containment in the current
medical practice environment, co-
morbidity may also directly influence
patterns of treatment availability and
reimbursement. Again, accurate as-
sessment of comorbid psychiatric dis-
orders is likely to be an important fac-
tor in providing the most cost-effec-
tive care.

Despite the clear importance of co-
morbidity in the assessment and
treatment of bipolar disorder, this
area remains relatively understudied.
Epidemiologic data have indicated
that several psychiatric disorders co-
occur with bipolar disorder at higher
rates than would be expected by
chance alone. They include substance
use disorders, attention-deficit hyper-
activity disorder, panic disorder, and
impulse control disorders.

Table 5 summarizes the results of
several studies that have noted the
high prevalence of comorbid disor-
ders among individuals being treated
for bipolar disorder (70-75). Alcohol
abuse or dependence was the most
common substance use disorder of
the patients in these studies. A wide
range of other substance abuse and
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dependence disorders was noted as
well. All impulse control disorders
can occur with bipolar disorder, with
pathological gambling and kleptoma-
nia the most common comorbid diag-
Noses.

Data from the Epidemiologic Catch-
ment Area (ECA) study indicated
that bipolar disorder was associated
with the highest risk (odds ratio of
6.6) of any axis I disorder for coexis-
tence with a drug or alcohol use dis-
order (76). More than 60 percent of
individuals with bipolar disorder met
lifetime criteria for a substance use
disorder. The National Co-Morbidity
Study (77), a more recent epidemio-
logic survey, similarly found bipolar
disorder to be commonly associated
with substance use disorder (odds ra-
tio of 6.8).

The diagnosis of bipolar disorder
when the patient also has a substance
use disorder is difficult because the
effects of drug abuse, particularly
chronic use, can mimic both mania
and depression. The clinician should
ask very specifically about affective
symptoms that predated the onset of
substance use and that occur during
abstinent periods and should diag-
nose an affective disorder only if
symptoms clearly predated the sub-
stance use or persist during periods of
abstinence. In the absence of either
of these criteria, the clinician must
observe the patient prospectively for
remission of symptoms during a peri-
od of abstinence. For depression, two
to four weeks of abstinence may be
necessary for accurate diagnosis be-
cause symptoms of withdrawal over-
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lap substantially with those of depres-
sion. Because mania is likely to be
mimicked by substance intoxication
but not substance withdrawal, shorter
periods of abstinence are necessary
for diagnosis of patients with manic
symptoms.

Few data about the best treatment
for individuals with comorbid sub-
stance use and bipolar disorder are
available. Some studies have indicat-
ed that these patients have a more
difficult course of illness and are
more treatment resistant (78,79).
One open-label pilot study has shown
promising results with valproate (80),
but this finding has yet to be demon-
strated in a controlled clinical trial. In
general, adequate pharmacologic
control of mood instability is an im-
portant component of treatment for
these individuals, but this interven-
tion alone is not sufficient. Involve-
ment of the patient in psychosocial
rehabilitation, specifically cognitive-
behavioral, family, and 12-step groups
for substance abuse, is essential. Res-
idential or intensive outpatient pro-
grams may also be helpful. The use of
pharmacologic adjuncts to promote
abstinence, such as naltrexone or
disulfram, is as yet unstudied in this
population, but should be considered.

Substance abuse among patients
with bipolar disorder should not be
ignored because it is one of the major
factors in medication noncompliance
and suicidality (12). Thus it has a ma-
jor impact on the morbidity and mor-
tality associated with bipolar disorder.

Attention-deficit hyperactivity dis-
order (ADHD) is another psychiatric
disorder that commonly occurs with
bipolar disorder. Winokur and col-
leagues (19) reported that patients
with bipolar disorder had significantly
higher rates of childhood ADHD
compared with patients with major
depression. Similarly, in a family study
of adolescent bipolar disorder, 24 per-
cent of the adolescent probands had a
history of ADHD (81).

As with the substance use disor-
ders, differential diagnosis is some-
what difficult. Symptoms of ADHD
include poor concentration, dis-
tractibility, impulsivity, restlessness,
and agitation, which are also features
of a manic or hypomanic episode.
The similarities can be particularly
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problematic because the first-line
treatments for ADHD—stimulants
and antidepressant drugs—are rela-
tively contraindicated for individuals
with bipolar disorder.

A diagnosis of ADHD should not
be made if the individual is in the
midst of a manic or hypomanic epi-
sode. The mania should be aggres-
sively treated, and when the patient’s
mood is stabilized, ADHD symptoms
can be assessed. In making the dis-
tinction between bipolar disorder and
ADHD on a historical basis, it is im-
portant to inquire about the episodic
or chronic nature of the symptoms
and about symptoms that are more
specific to mania, such as elated

-
Substance
abuse among
patients with bipolar
disorder should not be
ignored because it is one
of the major factors in
medication noncompliance

and suicidality.

mood, grandiosity, hypersexuality,
and decreased need for sleep. Finally,
if a decision is made to treat ADHD
in an individual with bipolar disorder,
it is important to avoid agents that
might precipitate mania or worsen
the course of bipolar disorder. Cloni-
dine may be a reasonable alternative
to stimulants or antidepressants (82).

Several investigators have reported
higher rates of panic disorder among
individuals with bipolar disorder than
would be expected from the preva-
lence rates of panic disorder in the
general population (70,71,83). Al-
though further study of this relation-
ship is necessary, it is likely that un-
treated panic disorder and other anx-
iety disorders may worsen the course

and prognosis of bipolar disorder. As
with the treatment of ADHD, many
of the first-line pharmacologic treat-
ments for panic disorder and other
anxiety disorders—antidepressants—
can precipitate mania and must be
used with caution in treating individ-
uals with comorbid bipolar disorder
and panic disorder. Consideration
should be given to alternative strate-
gies, such as use of valproic acid,
which may be helpful in the treat-
ment of both panic disorder (84) and
bipolar disorder (26).

Several recent studies have also
demonstrated relatively high rates of
co-occurrence of obsessive-compul-
sive disorder with bipolar disorder.
Boyd and colleagues (83), in an analy-
sis of ECA data, found obsessive-com-
pulsive disorder to be much more
common among individuals with bipo-
lar disorder than in the general popu-
lation (odds ratio of 18). Other studies
have found high rates of comorbid ma-
nia among patients with obsessive-
compulsive disorder (85,86).

In general, much remains unclear
about the relationship of these disor-
ders to each other. Obsessive-com-
pulsive disorder among patients with
bipolar disorder may be related to the
presence of depressive symptoms
during mania, or the obsessive-com-
pulsive symptoms may be an atypical
presentation of depression during the
course of bipolar disorder. In any
case, as with the disorders previously
discussed, this comorbidity has im-
portant treatment implications be-
cause many medications used to treat
obsessive-compulsive disorder can
precipitate mania. Reports from clin-
ical trials of antidepressants involving
patients with obsessive-compulsive
disorder have suggested that as many
as 20 percent of patients may develop
mania during antidepressant treat-
ment (87).

The relationship between bipolar
disorder and personality is a complex
one, both from a theoretical and from
a diagnostic perspective. The differ-
entiation of enduring personality
characteristics from changes that oc-
cur as a result of acute illness can be
particularly difficult with affective ill-
ness because affect is one of the con-
texts through which personality is ex-
pressed. Akiskal and colleagues (88)
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have outlined a number of possible
relationships between bipolar disor-
der and personality disorders, and the
area is also well discussed in a recent
review (17).

Studies of specific personality dis-
orders among patients with bipolar
disorder have found high rates of
cluster B diagnoses and particularly
high rates of borderline personality
disorder (89,90). However, the litera-
ture has numerous reports of bipolar-
spectrum disorders misdiagnosed as
borderline personality disorder (91),
and many of the criteria for border-
line personality disorder and hypoma-
nia overlap.

Although a thorough review of the
many complexities in this area is be-
yond the scope of this review, it is im-
portant to keep in mind that the
symptom overlap between bipolar
disorder and several personality dis-
orders is substantial. The overlap is
particularly pertinent when consider-
ing hypomania, cyclothymia, or more
subtle affective disorder diagnoses.
Diagnoses of personality disorder
among patients with bipolar disorder
should be made during times of affec-
tive stability to ensure the most accu-
rate diagnosis.

Natural history and course

The first episode of bipolar disorder
may be manic, hypomanic, mixed, or
depressive. The natural course of
bipolar disorder is characterized by
high rates of relapse and recurrence
(12) at rates of 80 to 90 percent (79).
In prospective outcome studies ex-
tending up to four years, less than half
of patients followed after an initial
manic episode had sustained a good
response to treatment (79). Full func-
tional recovery between affective
episodes often lags behind sympto-
matic recovery (59,92). Following re-
covery from a mood episode, patients
with bipolar disorder had an average
of .6 episodes per year over a five-
year period (19). Compared with
multiple-episode mania, first-episode
mania was associated with a signifi-
cantly shorter hospitalization; howev-
er, gender, age at onset of illness, co-
morbidity, and family history were
similarly distributed in the two
groups (93). Data have largely been
derived from naturalistic studies, in

which treatment is prescribed by clin-
icians in response to patients’ needs
and becomes an outcome in itself, as
the clinical condition largely deter-
mines the choice of treatment. In
controlled trials, treatments are stan-
dardized, but the study population is
likely to be biased by an increased ad-
herence to treatment regimens.
Therefore, data from naturalistic
studies may better represent the
course of patients under typical clini-
cal conditions.

Many questions about the predic-
tors of recurrence remain. The cumu-
lative probability of recurrence has
been reported to be more than 50
percent during the first year of fol-
low-up, about 70 percent by the end
of four years, and nearly 90 percent
by five years (79,94). Recurrence of
mood episodes has been associated
with comorbid nonaffective psychi-
atric disorder, particularly substance
abuse; the presence of psychotic fea-
tures; and a family history of mania or
schizoaffective mania (68). One study
found that patients who are sympto-
matic six months after their first
episode had a 45 percent greater
chance of experiencing a recurrence
of mania or major depression at least
once during the remainder of a four-
year study (79). There are conflicting
data about whether age at illness on-
set, gender, premorbid psychosocial
functioning, number of years of ill-
ness, and number of prior episodes
predict recurrence (68). As stated be-
fore, after gradual versus rapid dis-
continuation of lithium, the overall
median time to recurrence was found
to be 20 months and four months, re-
spectively (25).

Preliminary data about the efficacy
of maintenance treatment with mood
stabilizers have been published, but
further studies are needed. A review
of pharmacologic maintenance thera-
pies reported that approximately 33
percent of patients on lithium re-
mained symptom free at five years,
and that combining lithium with oth-
er mood stabilizers, benzodiazepines,
or antipsychotics may provide greater
prophylaxis (95). Patients with lithi-
um blood levels greater that .8
mEq/L clearly have a better outcome
(95). Several studies reported equiva-
lent efficacy of carbamazepine and
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lithium for maintenance therapy, but
methodological flaws raise serious
questions about the results (96).

A recent randomized trial involving
144 patients that compared lithium to
carbamazepine found no differences
in rates of hospitalization and recur-
rence at 2.5-year follow-up (96).
However, lithium was superior in pre-
venting recurrences when combined
with other medications, and fewer pa-
tients had side effects that prompted
its discontinuation. As a result, recur-
rence among patients who completed
the study was less frequent among pa-
tients who received lithium (28 per-
cent) than among those who received
carbamazepine (47 percent) (96). In
one study full compliance with main-
tenance therapy over a one-year peri-
od was accomplished by only 49 per-
cent of patients (97).

Conclusions

Bipolar disorder is a major public
health problem, associated with sig-
nificant morbidity and a high mortali-
ty risk. Several factors make treat-
ment complex, including the fluctua-
tion of mood episodes and the effects
of these episodes on patient well-be-
ing, lack of adherence to treatment,
and comorbid psychiatric disorders.
Standardized management guidelines
have been developed for acute bipo-
lar mania but are not yet available for
acute bipolar depression or mainte-
nance treatment. A number of phar-
macologic and psychosocial treat-
ments are under study in randomized
trials. ¢
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