2718

PART 17

Bipolar disorder is common, affecting ~1.5% of the population in
the United States. Onset is typically between 20 and 30 years of age,
but many individuals report premorbid symptoms in late childhood
or early adolescence. The prevalence is similar for men and women;
women are likely to have more depressive and men more manic episodes over a lifetime.

Neurologic Disorders

Differential Diagnosis The differential diagnosis of mania includes secondary mania induced by stimulant or sympathomimetic drugs, hyperthyroidism, AIDS, and neurologic disorders such as Huntington’s or
Wilson’s disease and cerebrovascular accidents. Comorbidity with
alcohol and substance abuse is common, either because of poor judgment and increased impulsivity or because of an attempt to self-treat
the underlying mood symptoms and sleep disturbances.
Etiology and Pathophysiology Genetic predisposition to bipolar disorder is evident from family studies; the concordance rate for monozygotic twins approaches 80%. Patients with bipolar disorder also appear
to have altered circadian rhythmicity, and lithium may exert its therapeutic benefit through a resynchronization of intrinsic rhythms keyed
to the light/dark cycle.

TREATMENT	

Bipolar Disorder

(Table 466-9) Lithium carbonate is the mainstay of treatment in
bipolar disorder, although sodium valproate and carbamazepine,
as well as a number of second-generation antipsychotic agents
(aripiprazole, asenapine, olanzapine, quetiapine, risperidone, ziprasidone), also have FDA approval for the treatment of acute mania.
Oxcarbazepine is not FDA approved, but appears to enjoy carbamazepine’s spectrum of efficacy. The response rate to lithium carbonate

TABLE 466-9 Clinical Pharmacology of Mood Stabilizers
Agent and Dosing
Lithium
Starting dose: 300 mg bid
or tid
Therapeutic blood level:
0.8–1.2 meq/L

Valproic Acid
Starting dose: 250 mg tid
Therapeutic blood level:
50–125 μg/mL

Carbamazepine/
Oxcarbazepine
Starting dose: 200 mg bid for
carbamazepine, 150 mg bid for
oxcarbazepine
Therapeutic blood level:
4–12 μg/mL for
carbamazepine

Lamotrigine
Starting dose: 25 mg/d

Side Effects and Other Effects
Common Side Effects
Nausea/anorexia/diarrhea, fine tremor,
thirst, polyuria, fatigue, weight gain, acne,
folliculitis, neutrophilia, hypothyroidism
Blood level is increased by thiazides, tetracyclines, and NSAIDs
Blood level is decreased by bronchodilators, verapamil, and carbonic anhydrase
inhibitors
Rare side effects: Neurotoxicity, renal toxicity,
hypercalcemia, ECG changes
Common Side Effects
Nausea/anorexia, weight gain, sedation,
tremor, rash, alopecia
Inhibits hepatic metabolism of other
medications
Rare side effects: Pancreatitis, hepatotoxicity,
Stevens-Johnson syndrome
Common Side Effects
Nausea/anorexia, sedation, rash, dizziness/
ataxia
Carbamazepine, but not oxcarbazepine,
induces hepatic metabolism of other
medications
Rare side effects: Hyponatremia, agranulocytosis, Stevens-Johnson syndrome
Common Side Effects
Rash, dizziness, headache, tremor, sedation,
nausea
Rare side effect: Stevens-Johnson syndrome

Abbreviations: ECG, electrocardiogram; NSAIDs, nonsteroidal anti-inflammatory drugs.
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is 70–80% in acute mania, with beneficial effects appearing in
1–2 weeks. Lithium also has a prophylactic effect in prevention of
recurrent mania and, to a lesser extent, in the prevention of recurrent depression. A simple cation, lithium is rapidly absorbed from
the gastrointestinal tract and remains unbound to plasma or tissue
proteins. Some 95% of a given dose is excreted unchanged through
the kidneys within 24 h.
Serious side effects from lithium are rare, but minor complaints
such as gastrointestinal discomfort, nausea, diarrhea, polyuria,
weight gain, skin eruptions, alopecia, and edema are common.
Over time, urine-concentrating ability may be decreased, but significant nephrotoxicity does not usually occur. Lithium exerts an
antithyroid effect by interfering with the synthesis and release of
thyroid hormones. More serious side effects include tremor, poor
concentration and memory, ataxia, dysarthria, and incoordination.
There is suggestive, but not conclusive, evidence that lithium is
teratogenic, inducing cardiac malformations in the first trimester.
In the treatment of acute mania, lithium is initiated at 300 mg
bid or tid, and the dose is then increased by 300 mg every 2–3 days
to achieve blood levels of 0.8–1.2 meq/L. Because the therapeutic
effect of lithium may not appear until after 7–10 days of treatment,
adjunctive usage of lorazepam (1–2 mg every 4 h) or clonazepam
(0.5–1 mg every 4 h) may be beneficial to control agitation.
Antipsychotics are indicated in patients with severe agitation who
respond only partially to benzodiazepines. Patients using lithium
should be monitored closely, since the blood levels required to
achieve a therapeutic benefit are close to those associated with
toxicity.
Valproic acid may be better than lithium for patients who experience rapid cycling (i.e., more than four episodes a year) or who
present with a mixed or dysphoric mania. Tremor and weight gain
are the most common side effects; hepatotoxicity and pancreatitis
are rare toxicities.
The recurrent nature of bipolar mood disorder necessitates
maintenance treatment. A sustained blood lithium level of at least
0.8 meq/L is important for optimal prophylaxis and has been
shown to reduce the risk of suicide, a finding not yet apparent for
other mood stabilizers. Combinations of mood stabilizers together
or with atypical antipsychotic drugs are sometimes required to
maintain mood stability. Quetiapine extended release, olanzapine,
risperidone, and lamotrigine have been approved for maintenance
treatment as sole agents, in combination with lithium and with
aripiprazole and ziprasidone as adjunctive drugs. Lurasidone, olanzapine/fluoxetine, and quetiapine are also approved to treat acute
depressive episodes in bipolar disorder. Compliance is frequently
an issue and often requires enlistment and education of concerned
family members. Efforts to identify and modify psychosocial factors that may trigger episodes are important, as is an emphasis
on lifestyle regularity. Antidepressant medications are sometimes
required for the treatment of severe breakthrough depressions, but
their use should generally be avoided during maintenance treatment because of the risk of precipitating mania or accelerating the
cycle frequency. Loss of efficacy over time may be observed with
any of the mood-stabilizing agents. In such situations, an alternative
agent or combination therapy is usually helpful.

SOMATIC SYMPTOM DISORDER
Many patients presenting in general medical practice, perhaps as
many as 5–7%, will experience a somatic symptom(s) as particularly
distressing and preoccupying, to the point that it comes to dominate
their thoughts, feelings, and beliefs and interferes to a varying degree
with everyday functioning. Although the absence of a medical explanation for these complaints was historically emphasized as a diagnostic
element, it has been recognized that the patient’s interpretation and
elaboration of the experience is the critical defining factor and that
patients with well-established medical causation may qualify for the
diagnosis. Multiple complaints are typical, but severe single symptoms
can occur as well. Comorbidity with depressive and anxiety disorders
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