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PART 1
General Considerations in Clinical Medicine

bed. It has sedating, antiemetic, and anxiolytic properties with few
drug interactions. Its side effect of weight gain may be beneficial for
seriously ill patients; it is available in orally disintegrating tablets.
For patients with a prognosis of several months or longer, SSRIs,
including fluoxetine, sertraline, paroxetine, citalopram, escitalopram,
and fluvoxamine, and serotonin-noradrenaline reuptake inhibitors
such as venlafaxine, are the preferred treatment because of their efficacy and comparatively few side effects. Because low doses of these
medications may be effective for seriously ill patients, one should
use half the usual starting dose for healthy adults. The starting dose
for fluoxetine is 10 mg once a day. In most cases, once-a-day dosing is possible. The choice of which SSRI to use should be driven by
(1) the patient’s past success or failure with the specific medication,
(2) the most favorable side effect profile for that specific agent, and (3)
the time it takes to reach steady-state drug levels. For instance, for a
patient in whom fatigue is a major symptom, a more activating SSRI
(fluoxetine) would be appropriate. For a patient in whom anxiety and
sleeplessness are major symptoms, a more sedating SSRI (paroxetine)
would be appropriate.
Atypical antidepressants are recommended only in selected circumstances, usually with the assistance of a specialty consultation.
Trazodone can be an effective antidepressant but is sedating and can
cause orthostatic hypotension and, rarely, priapism. Therefore, it
should be used only when a sedating effect is desired and is often used
for patients with insomnia, at a dose starting at 25 mg. In addition to
its antidepressant effects, bupropion is energizing, making it useful
for depressed patients who experience fatigue. However, it can cause
seizures, preventing its use for patients with a risk of CNS neoplasms
or terminal delirium. Finally, alprazolam, a benzodiazepine, starting
at 0.25–1.0 mg tid, can be effective in seriously ill patients who have
a combination of anxiety and depression. Although it is potent and
works quickly, it has many drug interactions and may cause delirium,
especially among very ill patients, because of its strong binding to the
benzodiazepine–γ-aminobutyric acid (GABA) receptor complex.
Unless used as adjuvants for the treatment of pain, tricyclic antidepressants are not recommended. Similarly, monoamine oxidase
(MAO) inhibitors are not recommended because of their side effects
and dangerous drug interactions.
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delirium (See Chap. 34) • Frequency In the weeks or months before
death, delirium is uncommon, although it may be significantly underdiagnosed. However, delirium becomes relatively common in the
hours and days immediately before death. Up to 85% of patients dying
from cancer may experience terminal delirium.
etIology Delirium is a global cerebral dysfunction characterized by
alterations in cognition and consciousness. It frequently is preceded
by anxiety, changes in sleep patterns (especially reversal of day and
night), and decreased attention. In contrast to dementia, delirium has
an acute onset, is characterized by fluctuating consciousness and inattention, and is reversible, although reversibility may be more theoretical than real for patients near death. Delirium may occur in a patient
with dementia; indeed, patients with dementia are more vulnerable to
delirium.
Causes of delirium include metabolic encephalopathy arising from
liver or renal failure, hypoxemia, or infection; electrolyte imbalances
such as hypercalcemia; paraneoplastic syndromes; dehydration; and
primary brain tumors, brain metastases, or leptomeningeal spread of
tumor. Commonly, among dying patients, delirium can be caused by
side effects of treatments, including radiation for brain metastases, and
medications, including opioids, glucocorticoids, anticholinergic drugs,
antihistamines, antiemetics, benzodiazepines, and chemotherapeutic
agents. The etiology may be multifactorial; e.g., dehydration may exacerbate opioid-induced delirium.
assessment Delirium should be recognized in any terminally ill
patient with new onset of disorientation, impaired cognition, somnolence, fluctuating levels of consciousness, or delusions with or without
agitation. Delirium must be distinguished from acute anxiety and
depression as well as dementia. The central distinguishing feature is
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Interventions
Neuroleptics
Haloperidol
Thioridazine
Chlorpromazine
Atypical neuroleptics
Olanzapine
Risperidone
Quetiapine
Anxiolytics
Lorazepam
Midazolam
Anesthetics
Propofol

Dose
0.5–5 mg q2–12h, PO/IV/SC/IM
10–75 mg q4–8h, PO
12.5–50 mg q4–12h, PO/IV/IM
2.5–5 mg qd or bid, PO
1–3 mg q12h, PO
50 mg qd, PO
0.5–2 mg q1–4h, PO/IV/IM
1–5 mg/h continuous infusion, IV/SC
0.3–2.0 mg/h continuous infusion, IV
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