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in improving psychological and social adjustment and that a com- 2717
bined treatment approach is more successful than medication alone
for many patients.
BIPOLAR DISORDER
Clinical Manifestations Bipolar disorder is characterized by unpredictable swings in mood from mania (or hypomania) to depression. Some
patients suffer only from recurrent attacks of mania, which in its pure
form is associated with increased psychomotor activity; excessive
social extroversion; decreased need for sleep; impulsivity and impairment in judgment; and expansive, grandiose, and sometimes irritable
mood (Table 466-8). In severe mania, patients may experience delusions and paranoid thinking indistinguishable from schizophrenia.
One-half of patients with bipolar disorder present with a mixture of
psychomotor agitation and activation with dysphoria, anxiety, and
irritability. It may be difficult to distinguish mixed mania from agitated depression. In some bipolar patients (bipolar II disorder), the
full criteria for mania are lacking, and the requisite recurrent depressions are separated by periods of mild activation and increased energy
(hypomania). In cyclothymic disorder, there are numerous hypomanic
periods, usually of relatively short duration, alternating with clusters of
depressive symptoms that fail, either in severity or duration, to meet
the criteria of major depression. The mood fluctuations are chronic
and should be present for at least 2 years before the diagnosis is made.
Manic episodes typically emerge over a period of days to weeks,
but onset within hours is possible, usually in the early morning hours.
An untreated episode of either depression or mania can be as short as
several weeks or last as long as 8–12 months, and rare patients have an
unremitting chronic course. The term rapid cycling is used for patients
who have four or more episodes of either depression or mania in a
given year. This pattern occurs in 15% of all patients, almost all of
whom are women. In some cases, rapid cycling is linked to an underlying thyroid dysfunction, and in others, it is iatrogenically triggered
by prolonged antidepressant treatment. Approximately one-half of
patients have sustained difficulties in work performance and psychosocial functioning, with depressive phases being more responsible for
impairment than mania.
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because of the drug’s short half-life. An extended-release form is
available and has a somewhat lower incidence of gastrointestinal
side effects. Mirtazapine is a TCA that has a unique spectrum of
activity. It increases noradrenergic and serotonergic neurotransmission
through a blockade of central α2-adrenergic receptors and postsynaptic 5-HT2 and 5-HT3 receptors. It is also strongly antihistaminic
and, as such, may produce sedation. Levomilnacipran is the most
noradrenergic of the SNRIs and theoretically may be appropriate for
patients with more severe fatigue and anergia.
With the exception of citalopram and escitalopram, each of
the SSRIs may inhibit one or more cytochrome P450 enzymes.
Depending on the specific isoenzyme involved, the metabolism
of a number of concomitantly administered medications can be
dramatically affected. Fluoxetine and paroxetine, for example, by
inhibiting 2D6, can cause dramatic increases in the blood level of
type 1C antiarrhythmics, whereas sertraline, by acting on 3A4, may
alter blood levels of carbamazepine or digoxin. Depending on drug
specificity for a particular CYP enzyme for its own metabolism,
concomitant medications or dietary factors, such as grapefruit juice,
may in turn affect the efficacy or toxicity of the SSRI.
The MAOIs are highly effective, particularly in atypical depression,
but the risk of hypertensive crisis following intake of tyraminecontaining food or sympathomimetic drugs makes them inappropriate as first-line agents. Transdermal selegiline may avert this risk
at low dose. Common side effects include orthostatic hypotension,
weight gain, insomnia, and sexual dysfunction. MAOIs should not be
used concomitantly with SSRIs, because of the risk of serotonin syndrome, or with TCAs, because of possible hyperadrenergic effects.
Electroconvulsive therapy is at least as effective as medication,
but its use is reserved for treatment-resistant cases and delusional
depressions. Transcranial magnetic stimulation (TMS) is approved
for treatment-resistant depression and has been shown to have
efficacy in several controlled trials. Vagus nerve stimulation (VNS)
has also recently been approved for treatment-resistant depression,
but its degree of efficacy is controversial. Deep brain stimulation and
ketamine, a glutamatergic antagonist, are experimental approaches
for treatment-resistant cases.
Regardless of the treatment undertaken, the response should
be evaluated after ~2 months. Three-quarters of patients show
improvement by this time, but if remission is inadequate, the patient
should be questioned about compliance, and an increase in medication dose should be considered if side effects are not troublesome.
If this approach is unsuccessful, referral to a mental health specialist is advised. Strategies for treatment then include selection of an
alternative drug, combinations of antidepressants, and/or adjunctive treatment with other classes of drugs, including lithium, thyroid
hormone, atypical antipsychotic agents, and dopamine agonists. A
large randomized trial (STAR-D) was unable to show preferential efficacy, but the addition of certain atypical antipsychotic drugs (quetiapine extended-release; aripiprazole) has received FDA approval,
as has usage of a combined medication, olanzapine and fluoxetine
(Symbyax). Patients whose response to an SSRI wanes over time
may benefit from the addition of buspirone (10 mg tid) or pindolol
(2–5 mg tid) or small amounts of a TCA such as desipramine (25 mg
bid or tid). Most patients will show some degree of response, but
aggressive treatment should be pursued until remission is achieved,
and drug treatment should be continued for at least 6–9 more
months to prevent relapse. In patients who have had two or more
episodes of depression, indefinite maintenance treatment should
be considered.
It is essential to educate patients both about depression and
the benefits and side effects of medications they are receiving.
Advice about stress reduction and cautions that alcohol may
exacerbate depressive symptoms and impair drug response are
helpful. Patients should be given time to describe their experience,
their outlook, and the impact of the depression on them and their
families. Occasional empathic silence may be as helpful for the treatment alliance as verbal reassurance. Controlled trials have shown
that cognitive-behavioral and interpersonal therapies are effective

TABLE 466-8 Criteria for a Manic Episode
A. A distinct period of abnormally and persistently elevated, expansive, or
irritable mood and abnormally and persistently increased goal-directed
activity or energy, lasting at least 1 week and present most of the day,
nearly every day (or any duration if hospitalization is necessary).
B. During the period of the mood disturbance and increased energy or
activity, three (or more) of the following symptoms (four if the mood is
only irritable) are present to a significant degree and represent a noticeable change from usual behavior:
1. Inflated self-esteem or grandiosity.
2. Decreased need for sleep (e.g., feels rested after only 3 h of sleep).
3. More talkative than usual or pressure to keep talking.
4. Flight of ideas or subjective experience that thoughts are racing.
5. Distractibility (i.e., attention too easily drawn to unimportant or irrelevant external stimuli), as reported or observed.
6. Increase in goal-directed activity (either socially, at work or school, or
sexually) or psychomotor agitation (i.e., purposeless non-goal-directed
activity).
7. Excessive involvement in activities that have a high potential for painful consequences (e.g., engaging in unrestrained buying sprees, sexual
indiscretions, or foolish business investments).
C. The mood disturbance is sufficiently severe to cause marked impairment
in social or occupational functioning or to necessitate hospitalization to
prevent harm to self or others, or there are psychotic features.
D. The episode is not attributable to the physiologic effects of a substance
(e.g., a drug of abuse, a medication, or other treatment) or another medical condition.
Source: Diagnostic and Statistical Manual of Mental Disorders, 5th ed. Washington, DC,
American Psychiatric Association, 2013.
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