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Psychological distress often causes suffering in terminally
ill patients and their families and poses challenges in diag-
nosis and treatment. Increased attention to diagnosis and
treatment of depression can improve the coping mecha-
nisms of patients and families. This paper reviews the
clinical characteristics of normal grief and clinical depres-
sion and explains strategies for differential diagnosis.

Although some literature discusses the psychological



illness and appropriate sadness (7). Third, many
patients and physicians are reluctant to consider
psychiatric causes of distress because of the stigma
associated with such diagnoses. Fourth, patients and
clinicians often avoid exploration of psychological
issues because of time constraints and concerns that
such exploration will cause further distress (8, 9).
Fifth, physicians are sometimes reluctant to pre-
scribe psychotropic agents, which can cause addi-
tional adverse effects, and therefore may hesitate to
diagnose a condition that they do not feel they can
treat successfully. Finally, when caring for dying pa-
tients, physicians may feel a sense of hopelessness
that can lead to therapeutic nihilism (10). These
factors are reflected in the fact that antidepressants
account for only 1% to 5% of all psychotropic
agents prescribed for patients with cancer (11, 12).

How Prevalent Is Psychological Distress in
Terminally Ill Patients?

Psychological distress is a major cause of suffer-
ing among terminally ill patients and is highly cor-

related with poor quality of life (13). More than
60% of patients with cancer report experiencing
distress. Differentiating the distress associated with
normal grieving from that associated with psychiat-
ric disorders requires an appreciation of the clinical
characteristics and prevalence of these entities.

Derogatis and colleagues (14) found that 47% of
patients with varying stages of cancer fulfilled diag-
nostic criteria for psychiatric disorders. Of this 47%,
68% had adjustment disorders with depressed or
anxious mood, 13% had major depression, and 8%
had organic mental disorders (for example, deliri-
um). Research has shown that patients with other
terminal illnesses also have a greater incidence of
psychiatric disorders than healthy persons (15).

Case One: Sadness, Grief, or Depression?

Mr. Roberts, a 53-year-old man with end-stage pul-
monary disease, is cared for at home by his wife and
the local hospice program. He receives long-term oxy-
gen therapy, is bedridden, and has been hospitalized
twice in the past year for respiratory failure that re-
quired ventilatory support. Mr. Roberts is concerned
about becoming a burden to his wife and children.
The family’s income is barely enough to meet their
needs. Recently, the hospice nurse has expressed con-
cern about Mr. Roberts’s mental state because he has
been asking repeatedly why he has to wait around to
die. When directly questioned, he states that he has no
intention of ending his life but that he is distressed by
his helplessness and dependence. He says he feels like
“a time bomb ticking.” He spends his time watching
television and trying to complete two woodworking
projects, one for each of his two sons.

The physician who hears this report must assess
the severity of and the possible interventions for
Mr. Roberts’s distress. Is he depressed, or is he
experiencing normal grieving that is part of the
dying process? What is the appropriate threshold
for diagnosing depression? In addition, the physi-
cian must confront the challenge of bearing with the
patient’s distress and remaining present as a witness
and an ally while the patient traverses this difficult
passage. The clinical features of grief and depres-
sion are contrasted in Table 1.

Our knowledge of psychological disorders in ter-
minally ill patients is derived predominantly from
patients with AIDS and cancer and from geriatric
patients. Relatively little published literature is
available about psychological issues affecting pa-
tients with end-stage pulmonary, cardiac, renal, and
neurologic disease. Therefore, the recommendations
in this paper represent extrapolations from existing
literature and expert opinion but lack specific evi-



How Is Depression Diagnosed in
Terminally Ill Patients?

The physician makes a house call to further assess
Mr. Roberts’s condition. Throughout the visit, Mr.
Roberts makes cheerful jokes about his condition—
“Hey, Doc, not dead yet!”—and repeatedly refers to



the rubric of what the DSM-IV calls “adjustment



tients with cancer experience pain during the last
year of life (50–52), and more than 90% of patients
with cancer pain respond to simple analgesic mea-
sures (53, 54). The Study To Understand Prognoses
and Preferences for Outcomes and Risks of Treat-
ments demonstrated that even hospitalized patients
who had diseases that are not usually considered
painful (for example, cardiac disease) were reported
to experience moderate to severe pain (55).

The doses of Ms. Ferrone’s analgesic agents were
increased, and her pain control improved. Although
her mood brightened slightly, she continued to express
hopelessness about the future and her other mood
symptoms did not improve.

Major depression is a treatable condition, even in
persons who are terminally ill. Because treatments
are usually relatively benign, experts recommend
that clinicians have a low threshold for initiating
treatment. Trials of individual interventions demon-
strate the effectiveness of psychotherapeutic inter-
ventions in relieving distress (56, 57), improving
quality of life (58–60), and even prolonging life
(61). The effectiveness of psychopharmacologic in-
terventions in relieving depressive symptoms and
alleviating psychological distress has been demon-
strated in as many as 80% of patients (62). Al-
though no controlled clinical trials have evaluated
the efficacy of combined interventions, most experts
recommend an approach that combines supportive
psychotherapy, patient and family education, and
antidepressants (63). However, few of the reported
trials, including those involving psychopharmaco-
logic agents, meet the most rigorous standards for
evidence-based practice. In addition, most research
has been done in patients with cancer and few of
these interventions have been systematically evalu-
ated in terminally ill patients.

Psychotherapy and Counseling

When developing a treatment strategy, the clini-
cian must actively question the patient to elicit con-
cerns about death and the dying process, fears
about the effect of illness on family members, and
past experiences with loss. By addressing these con-
cerns, the physician can help the patient connect
with past strengths and assets and spiritual and re-
ligious resources, thereby enhancing self-esteem and
coping ability. Sometimes, supportive therapy alone
is enough to treat depression. Supportive therapy
can be provided by a psychiatrist, psychologist, so-
cial worker, hospice nurse, or primary care physi-
cian, depending on time, interest, training, and the
severity of the patient’s condition.

Terminally ill patients benefit from an approach
that combines emotional support, flexibility, appre-
ciation of the patient’s strengths, and elements of
life review. This helps the patient develop a sense of

closure and completion. The physician’s ability to
convey the potential for connection, meaning, rec-
onciliation, and closure in the dying process is
thought to facilitate the patient’s ability to come to
terms with impending death (64). However, patients
with severe depressive symptoms may be too immo-
bilized, hopeless, and dysphoric to effectively engage
in psychotherapy; they may first need to receive
appropriate antidepressant medication.

Psychopharmacology

Psychostimulants, selective serotonin reuptake in-
hibitors (SSRIs), and tricyclic antidepressants are
the mainstay of treatment for depressed, terminally
ill patients (65). They are particularly useful for
patients who are seriously ill and may be unable to
engage in psychotherapy (66). Characteristics of
these agents are described in Table 3. Although
various new antidepressants have been introduced
in recent years, they have not yet been evaluated for
use in terminally ill patients.

Psychostimulants (dextroamphetamine, methyl-
phenidate, and pemoline) deserve special consider-
ation in treating depression near the end of life
because they take effect quickly. In patients with a
limited life span, these agents can reduce the dis-
tress of the patient and family and create opportu-
nities for them to cope more effectively with the
challenges of the dying process. Even patients who
are extremely debilitated and fatigued may experi-
ence an improvement in mood and energy within 24
hours of starting treatment.

However, psychostimulants are not the drugs of
choice for terminally ill patients who have relatively
long projected life spans; they are best used in
patients who have weeks or several months to live.
For patients with severe depression who require
urgent treatment but are expected to survive for
several months or longer, it is often useful to begin
treatment with a psychostimulant, add an SSRI af-
ter the patient has a therapeutic response, gradually
decrease the dose of the psychostimulant, and in-
crease the dose of the SSRI to a therapeutic level
over 1 to 2 weeks. Despite psychostimulants’ efficacy
and relative lack of side effects, many physicians are
reluctant to prescribe them because of concerns
about side effects and about liability under the Con-
trolled Substances Act. However, these agents are
well-accepted in the psychiatric literature for treat-
ment of depressed, medically ill patients.

Selective serotonin reuptake inhibitors (fluox-
etine, paroxetine, and sertraline) are often the first-
line agents for treatment of depression in terminally
ill patients when immediate onset of action is not
essential. In general, paroxetine and sertraline are
better tolerated by terminally ill patients because
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they have fewer active metabolites, which can accu-
mulate and cause toxicity.

Although tricyclic antidepressants are still used in
terminally ill patients, they are not as well tolerated
as SSRIs because of their sedating and autonomic
effects. As a result of the proliferation of new an-
tidepressants, including many not mentioned here,
the internist is best served by becoming familiar
with the risks and benefits of a small subset of
available antidepressants in each class, using them
when clinically indicated, and referring patients who
do not improve on these agents for psychiatric con-
sultation.

Although Ms. Ferrone is reluctant to start medica-
tion because she feels that she should be “glad to go
to God,” she agrees to start oral methylphenidate, 2.5
mg, taken daily at 8:00 a.m. and 12:00 p.m. In 2 days,
her family notes that that she has more energy, is
sleeping better, and reports less pain. The methylpheni-
date dose is increased. Several days later, Ms. Ferrone
reports that she is feeling less downhearted and that
although she does not want any more aggressive treat-

ment, she is looking forward to the holidays. In 10
days, Ms. Ferrone’s family feels that she has fully
recovered from her depression. She enters a hospice
program, and methylphenidate is maintained without
recurrence of depressive symptoms. After her death,
Ms. Ferrone’s family expresses their gratitude that “she



Case Three: Assessment and Management
of Suicidal Ideation in Terminally

Ill Patients

Mr. Wyznyski is a 36-year-old man with AIDS who
recently stopped receiving antiretroviral treatment be-
cause of side effects. He lives with his partner near his
family. Mr. Wyznyski recently stopped working because
he was too ill but has remained active in AIDS edu-
cation. Ten years ago, he cared for his former partner,
who was dying of AIDS. Mr. Wyznyski has been open
with his partner, family, and physician about his in-
tention to end his life if his suffering becomes unbear-
able. He has a severe peanut allergy and intends to
consume a nut-filled candy bar if he becomes intoler-
ably ill.

Over the past several months, Mr. Wyznyski has
become blind because of cytomegalovirus-related reti-
nitis and is wheelchair-bound because of peripheral
neuropathy. His Kaposi sarcoma has proliferated, and
he has lost 35 pounds. Nonetheless, he has continued
to be active in his teaching activities. One day, Mr.
Wyznyski comes to his regularly scheduled visit to say

good-bye and to thank his physician for the care that
he has received. He says that he plans to kill himself
within a few days. Although Mr. Wyznyski has con-
sidered suicide as a theoretical option, he now seems
to have an immediate plan.

When assessing a patient’s risk for suicide, the
physician must keep in mind that rates of suicide
are higher in patients with medical illness than in
healthy persons and increase as illness progresses
(86). Additional risk factors for suicide in terminally
ill patients include advanced age, male sex, a diag-
nosis of cancer or AIDS, depression, hopelessness,
delirium, exhaustion, pain, preexisting psychopathol-
ogy, and a personal or family history of suicide
(87–89).

Mr. Wyznyski, like many patients with life-threat-
ening illnesses, has had frequent suicidal thoughts.
Such thoughts occur in as many as 45% of termi-
nally ill patients with cancer, are usually fleeting,
and are associated with feelings of loss of control
and anxiety about the futuruse2.6ytoever, in a small
study of terminally ill patients with cancer, 8.5%

Table 3—Continued

Starting Dose Usual Daily Dose Maximum Dosage Side Effects Schedule

mg mg/d

2.5–5
2.5

18.75

10–20
5–10

37.5

60–90
60–90

150

A mean of 11% of patients
experience restlessness,
dizziness, nightmares,
insomnia, palpitations,
arrhythmia, tremor, and
dry mouth; psychosis is
rare

Produces minimal cardiac
stimulation

8:00 a.m. and 12:00 noon
8:00 a.m. and 12:00 noon

Twice daily

12.5–25

5–10
10

50–100

20–40
20–40

200

60
60

Nausea, gastrointestinal
distress, insomnia,
headache, sexual
dysfunction, and anorexia

Once daily

Once daily
Once daily

10–25

10–25

10–25
10–25
10–25

25–100

25–100

25–100
25–100
25–75

150

150

150
150
125

Adverse effects occur in as
many as 34% of patients
with cancer (62); not well
tolerated in terminally ill
patients because of
anticholinergic side effects
(dry mouth, delirium,
constipation)

At bedtime

At bedtime

At bedtime
At bedtime
At bedtime
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expressed a sustained and pervasive wish for death
to come quickly. Fifty-nine percent of these patients
received a diagnosis of depression (4) and were
found to have increased levels of pain and limited
social support. It is not known whether treatment of
depression results in a diminished desire for early
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