2714 and maintenance of habit and skill learning, and interventions that are
successful in reducing obsessive-compulsive behaviors also decrease
metabolic activity measured in the caudate.

PART 17

TREATMENT	

Obsessive-Compulsive Disorder

Neurologic Disorders

Clomipramine, fluoxetine, fluvoxamine, and sertraline are approved
for the treatment of OCD in adults (fluvoxamine is also approved
for children). Clomipramine is a TCA that is often tolerated poorly
owing to anticholinergic and sedative side effects at the doses
required to treat the illness (25–250 mg/d); its efficacy in OCD is
unrelated to its antidepressant activity. Fluoxetine (5–60 mg/d),
fluvoxamine (25–300 mg/d), and sertraline (50–150 mg/d) are
as effective as clomipramine and have a more benign side effect
profile. Only 50–60% of patients with OCD show adequate improvement with pharmacotherapy alone. In treatment-resistant cases,
augmentation with other serotonergic agents such as buspirone,
or with a neuroleptic or benzodiazepine, may be beneficial, and in
severe cases, deep brain stimulation has been found to be effective.
When a therapeutic response is achieved, long-duration maintenance therapy is usually indicated.
For many individuals, particularly those with time-consuming
compulsions, behavior therapy will result in as much improvement
as that afforded by medication. Effective techniques include the
gradual increase in exposure to stressful situations, maintenance of
a diary to clarify stressors, and homework assignments that substitute new activities for compulsive behaviors.

MOOD DISORDERS
Mood disorders are characterized by a disturbance in the regulation
of mood, behavior, and affect. Mood disorders are subdivided into
(1) depressive disorders, (2) bipolar disorders, and (3) depression
in association with medical illness or alcohol and substance abuse
(Chaps. 467 through 471e). Major depressive disorder (MDD) is differentiated from bipolar disorder by the absence of a manic or hypomanic episode. The relationship between pure depressive syndromes
and bipolar disorders is not well understood; MDD is more frequent in
families of bipolar individuals, but the reverse is not true. In the Global
Burden of Disease Study conducted by the World Health Organization,
unipolar major depression ranked fourth among all diseases in terms
of disability-adjusted life-years and was projected to rank second by
the year 2020. In the United States, lost productivity directly related to
mood disorders has been estimated at $55.1 billion per year.
DEPRESSION IN ASSOCIATION WITH MEDICAL ILLNESS
Depression occurring in the context of medical illness is difficult to
evaluate. Depressive symptomatology may reflect the psychological
stress of coping with the disease, may be caused by the disease process
itself or by the medications used to treat it, or may simply coexist in
time with the medical diagnosis.
Virtually every class of medication includes some agent that
can induce depression. Antihypertensive drugs, anticholesterolemic
agents, and antiarrhythmic agents are common triggers of depressive
symptoms. Iatrogenic depression should also be considered in patients
receiving glucocorticoids, antimicrobials, systemic analgesics, antiparkinsonian medications, and anticonvulsants. To decide whether
a causal relationship exists between pharmacologic therapy and a
patient’s change in mood, it may sometimes be necessary to undertake
an empirical trial of an alternative medication.
Between 20 and 30% of cardiac patients manifest a depressive disorder; an even higher percentage experience depressive symptomatology
when self-reporting scales are used. Depressive symptoms following
unstable angina, myocardial infarction, cardiac bypass surgery, or
heart transplant impair rehabilitation and are associated with higher
rates of mortality and medical morbidity. Depressed patients often
show decreased variability in heart rate (an index of reduced parasym-

HPIM19_Part17_p2535-p2732.indd 2714

pathetic nervous system activity), which may predispose individuals
to ventricular arrhythmia and increased morbidity. Depression also
appears to increase the risk of developing coronary heart disease, possibly through increased platelet aggregation. TCAs are contraindicated
in patients with bundle branch block, and TCA-induced tachycardia
is an additional concern in patients with congestive heart failure.
SSRIs appear not to induce ECG changes or adverse cardiac events and
thus are reasonable first-line drugs for patients at risk for TCA-related
complications. SSRIs may interfere with hepatic metabolism of anticoagulants, however, causing increased anticoagulation.
In patients with cancer, the mean prevalence of depression is 25%,
but depression occurs in 40–50% of patients with cancers of the
pancreas or oropharynx. This association is not due to the effect of
cachexia alone, as the higher prevalence of depression in patients with
pancreatic cancer persists when compared to those with advanced
gastric cancer. Initiation of antidepressant medication in cancer
patients has been shown to improve quality of life as well as mood.
Psychotherapeutic approaches, particularly group therapy, may have
some effect on short-term depression, anxiety, and pain symptoms.
Depression occurs frequently in patients with neurologic disorders,
particularly cerebrovascular disorders, Parkinson’s disease, dementia,
multiple sclerosis, and traumatic brain injury. One in five patients with
left-hemisphere stroke involving the dorsolateral frontal cortex experiences major depression. Late-onset depression in otherwise cognitively
normal individuals increases the risk of a subsequent diagnosis of
Alzheimer’s disease. All classes of antidepressant agents are effective
against these depressions, as are, in some cases, stimulant compounds.
The reported prevalence of depression in patients with diabetes
mellitus varies from 8 to 27%, with the severity of the mood state correlating with the level of hyperglycemia and the presence of diabetic
complications. Treatment of depression may be complicated by effects
of antidepressive agents on glycemic control. MAOIs can induce hypoglycemia and weight gain, whereas TCAs can produce hyperglycemia
and carbohydrate craving. SSRIs and SNRIs, like MAOIs, may reduce
fasting plasma glucose, but they are easier to use and may also improve
dietary and medication compliance.
Hypothyroidism is frequently associated with features of depression, most commonly depressed mood and memory impairment.
Hyperthyroid states may also present in a similar fashion, usually in
geriatric populations. Improvement in mood usually follows normalization of thyroid function, but adjunctive antidepressant medication
is sometimes required. Patients with subclinical hypothyroidism can
also experience symptoms of depression and cognitive difficulty that
respond to thyroid replacement.
The lifetime prevalence of depression in HIV-positive individuals has
been estimated at 22–45%. The relationship between depression and
disease progression is multifactorial and likely to involve psychological
and social factors, alterations in immune function, and central nervous
system (CNS) disease. Chronic hepatitis C infection is also associated
with depression, which may worsen with interferon-α treatment.
Some chronic disorders of uncertain etiology, such as chronic fatigue
syndrome (Chap. 464e) and fibromyalgia (Chap. 396), are strongly
associated with depression and anxiety; patients may benefit from
antidepressant treatment or anticonvulsant agents such as pregabalin.
DEPRESSIVE DISORDERS
Clinical Manifestations Major depression is defined as depressed mood
on a daily basis for a minimum duration of 2 weeks (Table 466-7).
An episode may be characterized by sadness, indifference, apathy, or
irritability and is usually associated with changes in sleep patterns,
appetite, and weight; motor agitation or retardation; fatigue; impaired
concentration and decision making; feelings of shame or guilt; and
thoughts of death or dying. Patients with depression have a profound
loss of pleasure in all enjoyable activities, exhibit early morning awakening, feel that the dysphoric mood state is qualitatively different from
sadness, and often notice a diurnal variation in mood (worse in morning hours). Patients experiencing bereavement or grief may exhibit
many of the same signs and symptoms of major depression, although
the emphasis is usually on feelings of emptiness and loss, rather than
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