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Abstract: This article provides an overview of psycho-oncology, including epidemiology of common psychiatric condi-

tions in cancer, effects of cancer and chemotherapy on the brain, and effects of coping styles and other psychosocial

factors on cancer treatment. It describes the assessment, differential diagnosis, and treatment of adjustment disorders,

anxiety, depression, delirium, chemotherapy- and radiotherapy-induced cognitive dysfunction, character disorders, sub-

stance disorders, and major mental illness in oncology patients. Survivorship and bereavement are addressed, as are

future directions for this growing field.

DEFINITION

Psycho-oncology is a multidisciplinary subspe-
cialty of oncology concerned with the emotional
responses of patients, their families, and staff at all
stages of disease. It also examines the psychological,
social, and behavioral variables that influence can-
cer risk, prevention, and survival (1).

The formal history of psycho-oncology began in the
mid-1970s in the United States. Only at this juncture
had the stigma of cancer diminished to the point that
most patients were told their diagnosis, allowing the
study of their emotional responses. Social workers and
nurses initially addressed the psychosocial problems of
patients with cancer and their families, with early re-
search in the field conducted mainly by consultation
liaison psychiatrists. Subsequent investigators in-
cluded health psychologists (studying theoretic mod-
els of coping and cognitive behavior interventions),
behavioral psychologists (studying lifestyle changes
such as smoking cessation and dietary modification to
reduce cancer risk), and nursing researchers (studying
symptom management and control, pain manage-
ment, and psychological support). The field is notably
multidisciplinary (2), although our review will high-
light aspects of particular relevance to the practicing
psychiatrist.

EPIDEMIOLOGY AND NATURAL HISTORY

DEPRESSION, ANXIETY

As one might expect with any severe illness, can-
cer tends to increase the prevalence of certain psy-

chiatric symptoms and syndromes above baseline
population levels. By far the most prevalent condi-
tions are those that are also prevalent among non-
oncologic populations: depression and anxiety
disorders. However, clinicians appear to underrec-
ognize the severity of psychiatric illness in this pop-
ulation. One large study of depression found a con-
cordance of only 13% between oncologist and
patient scales in those with severe symptoms; nurses
had no greater concordance (3, 4).

In advanced cancer, prevalence estimates of ma-
jor mental illness vary widely, depending on the
criteria used; use of small samples or non-DSM
instruments can result in rates up to five times those
found using more rigorous criteria. One study with
strict criteria found that approximately 12% of pa-
tients met the criteria for at least one major mental
illness. Rates of depression were 6.8%, panic disor-
der 4.8%, and generalized anxiety disorder 3.2%
(5). Caregivers were equally affected; panic disorder
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was the most common (8%), followed by major
depressive disorder (4.5%), posttraumatic stress
disorder (PTSD) (4%) and generalized anxiety dis-
order (3.5%). If adjustment disorders are included,
the prevalence of mental illness may be as high as 50%
of all patients with advanced cancer, with high levels
of comorbidity (6–8). Subsyndromal disorders are
quite prevalent, with high rates of significant anxiety
symptoms, especially posttraumatic ones (9).

The prevalence of depression in cancer has pos-
sibly decreased in recent years, perhaps due to
changes in outcomes, stigma, palliative care, and
screening with treatment (10). The validity and
prevalence of relevant constructs such as demoral-
ization (11) and conservation-withdrawal (12),
which may be mistaken for or overlap with depres-
sion, are contested.

Progressive disease may not cause substantially
greater rates of illness than less symptomatic disease
(7, 13). However, this finding has been disputed by
other researchers who found that metastasis in-
creases risk of depression (14, 15). Its effect on se-
verity of symptoms is unclear: nearing death, exis-
tential distress increases with increased physical
symptom burden, not with closeness to death (16).
In terminal phases, some authors report that rates
of depressive disorders may actually decrease and
anxiety disorders may increase by only 1%–2%
absolute prevalence (approximately a 20% relative
increase) (7). Patients who are younger or have less
social support have a greater risk (8).

DELIRIUM

Delirium is a frequent complication in patients
with advanced cancer, occurring in 28%–44% of
hospital admissions and in 90% of patients before
death (17). In the palliative care setting, hypoactive
delirium is most prevalent, constituting up to 86%
of delirium, and confers a worse prognosis
(18). Hyperactive delirium occurs in 13%–46%
of palliative care patients (19). A reversible etiol-
ogy is discovered in less than 50% of patients with
advanced cancer with delirium. The 1-month mortal-
ity rate may be up to 83% in this patient population
(20).

FATIGUE

More than 80% of outpatients undergoing che-
motherapy or radiation treatment experience
fatigue, which is also associated with stem cell or
bone marrow transplantation and hormonal ther-
apy. In up to 33% of patients, fatigue can persist for
months or years after the conclusion of cancer treat-
ment (21).

BIPOLAR DISORDER

Bipolar disorder has a prevalence of 0.4%–1.6%
in the general population, which should be similar
for cancer patients. Antidepressants, corticoste-
roids, stimulants, and interferon can all induce or
exacerbate mania in patients with bipolar disorder
(7).

CHARACTER DISORDERS

Narcissistic, histrionic, and borderline personal-
ity disorders tend to cause the most problems in
medical settings. The prevalence rate in patients
with cancer is about the same as that in the general
population, i.e., 2%–3% each for borderline and
histrionic personality disorders and 1% for narcis-
sistic personality disorder (6).

SCHIZOPHRENIA

Prevalence rates of schizophrenia are 0.5%–1.5%
worldwide. Despite some evidence that patients
with schizophrenia have an increased overall cancer
risk (16, 22), these rates should be similar in cancer
patients. Any increased risk is probably attributable
to specific lifestyle factors, particularly tobacco
smoking and alcohol consumption.

SUBSTANCE USE DISORDERS

Substance abuse diagnoses such as tobacco and
alcohol dependence substantially increase the risk
of lung and head/neck cancer. Prevalence rates of
alcohol dependence among patients with cancer
with pain may be elevated above baseline, perhaps
as high as 28% (23). Alcoholism is associated with
increased need for opioids (23, 24) and worse out-
come in some cancers (25). The highest rates of
alcohol dependence (33.6% in one study) are
found in head/neck cancers (26).

SUICIDALITY

Thoughts of suicide may be present in up to 17%
of patients with cancer (27). Hopelessness is at least
as strong a contributor as depression to suicidal
ideation (28). Rasic et al. (29) found that among
those aged 54 and younger, there was no increase in
suicidal ideation with cancer, but for those older
than 54, there was an odds ratio of 5.07 (which
disappeared with adjustment for sociodemographic
factors and mental disorders). The differential di-
agnosis of suicidal ideation in this population must
always include encephalopathic conditions; the
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presence of hallucinations or delusions is a risk
factor for suicide attempts (30).

Suicidality differs from a desire for hastened
death. Ten to 30% of terminally ill persons with
cancer report a desire for hastened death. This de-
sire has two strong independent contributors, de-
pression and hopelessness (31). An unknown but
substantial frequency of patients with cancer dem-
onstrate contingent suicidality, a situation in which
patients link their suicidal intent to a future time
point or particular life circumstance (32) (for exam-
ple, severe pain or dyspnea as natural death ap-
proaches). Early reports suggest that a minority of
family members of cancer patients who struggle
with severe anticipatory grief are also at risk for
contingent suicide upon the death of their loved
one (33). Cancer is the only nonpsychiatric condi-
tion independently associated with completed sui-
cide (odds ratio 2.3), and metastatic disease further
raises the risk (34). Adjusted rates of suicide are
31.4/100,000 person-years among those with can-
cer, compared with 16.7 in the general population
(35). Nonetheless, completed suicide is rare: only
0.03% of deaths in patients receiving palliative care
and 0.2% of all deaths in patients with cancer are
due to suicide (36).

Risk factors for suicide among those with cancer
include male sex, white race, and unmarried status;
lung cancer is associated with the highest rates, fol-
lowed by stomach and oropharyngeal/laryngeal
cancers (35). The risk is highest in the first 5 years
after diagnosis, but remains elevated for at least 15
years (35). A mood disorder is present in 80% of
completed suicides among those with cancer (37).

BIOPSYCHOSOCIAL UNDERPINNINGS

BIOLOGICAL EFFECT OF CANCER AND CANCER
TREATMENTS ON PSYCHIATRIC SYNDROMES

Brain metastases. During the course of their ill-
ness, 8%–10% of cancer patients will develop brain
metastases. The frequency appears to be rising be-
cause of improved imaging modalities as well as
longer survival after a cancer diagnosis due to im-
proved treatment of systemic disease. The majority
of brain metastases arise from one of three primary
tumors: lung cancer (45%–50%), breast cancer
(15%–25%), and melanoma (5%–20%). Of pa-
tients with brain metastases, 65% present with cog-
nitive impairment. Other common presenting
symptoms include headaches, seizures, neurologic
deficits (38), and anxiety/depression (39).

Leptomeningeal carcinomatosis. This compli-
cation is seen in 5%–8% of cancer patients, with

the highest frequency in breast cancer, lung cancer,
melanoma, leukemia, and lymphoma. It is usually a
late occurrence in cancer and associated with active
systemic disease. The clinical manifestations are
protean, including headaches, nausea/vomiting,
cranial nerve palsies, and spinal cord symptoms.
Relevant to psychiatrists, somnolence and confu-
sion may be the only presenting symptoms (40).

Chemotherapy. Delirium may occasionally be
observed as an adverse effect of several cytotoxic
chemotherapies (41) (Table 1). Certain biological
response modifiers can also cause acute neuropsy-
chiatric toxicities (Table 2).

During and after chemotherapy, some patients
experience more insidious difficulties with mem-
ory, attention, and executive function, a phenom-
enon known commonly as “chemo brain.” Cogni-
tive dysfunction has been reported in as many as
50% of women undergoing chemotherapy for breast
cancer (42) and has also been observed in patients after
stem cell transplantation (43) and after chemotherapy
for other solid tumors (44). In a minority of patients,
chemo brain is still perceptible and psychologically
distressing 10 years after treatment (45).

RADIATION THERAPY

Whole brain radiotherapy (WBRT) for meta-
static disease offers tumor shrinkage and palliation,
which has been associated in some studies with bet-
ter preservation of neurocognitive functioning
(46). However, WBRT itself is associated with cog-
nitive impairment, specifically preferential adverse
effects on hippocampal functions of learning, mem-
ory, and spatial information processing (47). Certain
quality-of-life parameters, specifically fatigue, drowsi-
ness, and appetite, may worsen after WBRT (39).

Table 1. Neuropsychiatric Toxicities of
Chemotherapeutic Agents
Drug Toxic Effect

Cisplatin Encephalopathy, seizures, transient cortical
blindness, retrobulbar neuritis, retinal injury

Ifosfamide (antidote:
methylene blue)

Acute-onset encephalopathy, seizures,
extrapyramidal symptoms, cranial nerve palsy,
mutism, stupor/coma, hallucinations

5-Fluorouracil Encephalopathy, acute cerebellar syndrome,
seizures

Methotrexate Necrotizing leukoencephalopathy and meningeal
irritation (intrathecal), encephalopathy
(intravenous)

Cytarabine Encephalopathy, seizures, cerebellar dysfunction,
necrosis of the basal ganglia, pseudobulbar
palsy
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Paraneoplastic limbic encephalitis. This rare
autoimmune neuropsychiatric complication may
either herald a malignancy or follow a cancer diag-
nosis. It presents with subacute memory loss and
other limbic symptoms such as depression, seizures,
hallucinations, and personality change (48). Typi-
cally associated malignancies are small cell lung
cancer in approximately 40% of patients and sem-
inoma in approximately 25% of patients, with
nearly any other tumor associated at a lower rate
(49). Clinical suspicion should prompt a lumbar
puncture to rule out herpes simplex viral infection
or leptomeningeal cancer spread and brain mag-
netic resonance imaging to rule out metastatic dis-
ease. If these studies are unrevealing, antineuronal
antibodies (anti-Hu, anti-Ma, anti-Ta, and others)
should be used as these are required for definitive
diagnosis.

EFFECT OF COPING STYLE/PSYCHOSOCIAL
FACTORS ON CANCER

Mortality and survival. How important are psy-
chosocial factors to the mortality and survival time
outcomes of cancer treatment? The evidence is
strongest for ethnosocioeconomic factors, which
affect treatment and outcome in many areas of
health. African Americans have a lower 5-year sur-
vival rate for all cancers than whites (57% versus
68%) (50).

Depression may predict progression and mortal-
ity, although this theory is disputed (10, 51, 52).
There is evidence that many psychological and so-
cial factors that appear to affect outcome are medi-
ated by adherence to treatment (53, 54). For coping
style, stress, and social support, constructs that are
not widely validated or consistently used, evidence
of an independent effect is mixed or inadequate
(55, 56). Even for psychosocial interventions
evidence of an effect is only weak or inconsistent
apart from an effect on adherence (53, 54).

However, psychosocial interventions can be a key
to increased adherence and improved outcomes:
“meta-analyses show that adherence reduces the
risk of a poor treatment outcome by 26% … and
the odds of nonadherence is three times higher if
comorbid depression exists.” (53) The PROS-
PECT trial showed that patients with major depres-
sion in primary care practices with depression care
algorithms were less likely to die from cancer than
those in other practices (this algorithm included
citalopram with or without interpersonal therapy)
(57).

Health-related quality of life at baseline does ap-
pear to be of some prognostic value. However, de-
spite the clear effect of many psychosocial interven-
tions on quality of life, they do not appear to affect
survival (55, 58).

Other outcomes: distress and quality of life.
The effect on quality of life and other out-
comes is more robust. Cancer diagnosis, treat-
ment, and disease progression are potentially se-
verely impairing. According to Block (30),
“Psychological distress impairs the patient’s ca-
pacity for pleasure, meaning, and connection;
erodes quality of life; amplifies pain and other
symptoms; reduces the patient’s ability to do the
emotional work of separating and saying good-
bye; and causes anguish and worry in family
members and friends.”

Defense mechanisms. Less adaptive defense
mechanisms such as denial and distortion are fre-
quently brought to the forefront in discussions of
cancer, based on the belief that facing death inevi-
tably brings out primitive defenses. This belief has
been challenged in recent years, as treatment ad-
vances have disentangled a cancer diagnosis from
certain death, and the growing hospice and pallia-
tive care movement has enabled patients to discuss
mortality and the death process openly and with
some control.

However, denial is not infrequently present: a

Table 2. Neuropsychiatric Toxicities of Biological Response Modifiers
Biological Response
Modifier Malignancy Neuropsychiatric Toxicity Treatment

Interleukin-2 Metastatic malignant melanoma, renal
cell cancer

Agitation, disorientation,
cognitive impairment,
delusions/hallucinations;
depression, hypomania; sleep
disturbance

Atypical antipsychotics for delirium;
selective serotonin reuptake
inhibitors (SSRIs) for depression

Interferon-� Chronic myelogenous leukemia, hairy
cell leukemia, Kaposi’s sarcoma,
malignant melanoma

Irritability, depression, anxiety,
impaired concentration,
fatigue, insomnia, cognitive
impairment, hypomania

SSRIs, naltrexone, methylphenidate
have been tried with some
effect; psychiatric side effects
may be less than anticipated
compared with those seen in
hepatitis
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review of the literature found denial of diagnosis in
4%–47%, denial of impact in 8%–70%, and de-
nial of affect in 18%–42% of patients with cancer
(59). Denial itself is not a necessary precondition
for hope, and the will to live is not necessarily re-
duced by the acknowledgment of mortality. Most
patients with metastatic cancer say that they have
both hope and the will to live, without denial or
minimization (36, 60).

Idealization and devaluation of treatment team
members is common; often idealized is the surgeon or
oncologist in whose hands the patient imagines his or
her life. Isolation of affect and intellectualization are
commonly transitional defenses, especially in patients
who have been wary of affect at baseline or who fear
that their emotions might add to the burden on their
loved ones. A surprising number of cancer patients
and survivors prioritize altruism and humor, mature
defenses that may assume greater prominence in their
lives than before diagnosis.

Avery Weisman discussed two major features of
patients’ experience of cancer: coping and vulnera-
bility. In his study, so-called “good copers” are self-
fulfilling, in the sense that their key characteristic is
the persistence of belief that they can cope; they are
practical and address issues directly. “Bad copers”
are characterized by self-pity and pessimism (61,
62). Vulnerability is divided into dysphoric and
dispositional types, the former being based on pa-
tient reports of current experience and symptoms
(resembling an axis I depression). Dispositional
vulnerability instead reflects underlying character
dynamics, including one’s sense of the plight of
being a cancer patient, and includes subdispositions
of annihilation, alienation, endangerment, in-
fringement, and denial (63).

Phases of illness. Weisman (1979) also pro-
posed a model of coping with cancer, taking into
account the existential vulnerabilities associated
with a diagnosis: annihilation, alienation, endan-
germent, and denial. These correspond, respec-
tively, with emotional responses of anxiety, depres-
sion, anger, and inappropriate (elevated or
dissociated) affect. He found four phases:

I. Existential Plight, involving impact of diag-
nosis, confrontation with mortality, and
anxieties about the future. Denial is most
common during this phase; hopes for cure
are often present.

II. Accommodation and Mitigation, involving
variable levels of psychosocial impairment,
focus on the pragmatic aspects of treatment
and side effects, and a sense of being changed
but neither moribund nor well. Surveillance
is the characteristic activity; denial slips into

the background. Patients who are cured may
not progress beyond this phase.

III. Relapse or Recurrence, in which existential
concerns reawaken, a sense of optimism
may be harder to come by, and denial is
rare. A sense of control is often the pa-
tient’s goal.

IV. Deterioration and Decline, involving signifi-
cant impairment in function, a sense of lim-
ited time, and a variable attitude, but often
with a letting-go of details and a focus on
palliation (62).

ASSESSMENT AND DIFFERENTIAL
DIAGNOSIS

GENERAL ISSUES

Several aspects of the initial psycho-oncology
evaluation distinguish it from an intake assessment
in general adult psychiatry. Asking about patients’
religious or spiritual preferences may tap into cru-
cial internal strengths and sources of external sup-
port or reveal existential distress (64). Referral to a
chaplain may be indicated (65). A longitudinal his-
tory of the individual’s coping style is useful, par-
ticularly as it relates to prior medical illnesses.
Much information can be gleaned from the
patient’s account of events just before the cancer,
including themes such as anger over a missed or
delayed diagnosis or unresolved grief over recent
losses. Asking about family members, friends, or
acquaintances with cancer may expose the patient’s
preconceived ideas or fears about the illness. Be-
cause cancer often involves a loss of physical and
sexual vitality, patients may find themselves sensi-
tized to previously buried memories of prior deaths
or losses. It is also essential to inquire into how
cancer has affected marital/romantic relationships
and dependent children (66). Finally, including in
the outpatient setting, a comprehensive Mini-
Mental State Examination (MMSE) and some
measure of executive function (e.g., the Clock
Drawing Test) are useful to obtain at baseline,
given the high incidence of cognitive dysfunction
seen over time. Neurocognitive decline should
prompt consultation with oncologists regarding a
CNS workup.

DEPRESSION

Diagnosis of depression in oncologic settings is
vital, but not straightforward. Several of the diag-
nostic criteria for major depressive disorder are con-
founded by symptoms resulting from cancer or its
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treatment, specifically low energy, poor appetite,
and impaired concentration. In addition, several
other constructs have been proposed to describe
psychological symptoms of low mood, interest, or
rumination; some authors differentiate grief, de-
moralization, hopelessness, or conservation-with-
drawal from depressive disorders overall.

Demoralization, in particular, deserves clarifica-
tion. As Kissane et al. have proposed, it includes the
following features, which can be assessed with the
Demoralization Scale (11, 68):

● complaints of life’s meaninglessness, pointless-
ness, or loss of purpose

● sense of pessimism, helplessness, and stuckness
in the predicament

● loss of hope for improvement or recovery

● associated isolation, alienation, or lack of sup-
port

● potential to develop suicidal thoughts and
plans

● phenomena persisting over more than 2 weeks

In assessing major depression in this population,
criteria of particular interest include anhedonia,
early morning awakening, disability out of propor-
tion to condition, and somatic preoccupation with
intractable symptoms. The six-item Brief Edin-
burgh Depression Scale, initially developed for
post-partum settings, may be useful as a screening
tool for oncology practices (67). Even briefer, two
questions (“Are you depressed?” and “Have you lost
interest in things you usually enjoy?”) are reason-
ably accurate in excluding depression, although
they are inadequate for confirming depression (69).

SUICIDE/REQUESTS FOR HASTENED DEATH

Suicidal ideation and/or requests for physician-
assisted suicide require careful psychiatric evalua-
tion. Contributing psychodynamic factors may in-
clude a need for control, ambivalence (i.e.,
communicating desires to the physician may reflect
an underlying wish for rescue), or a split in the
experience of the self (in which the medically ill self
is experienced as an intrusive entity that needs to be
eradicated for the good self to survive). Other pos-
sibilities include suicide as a means of revenge
against loved ones, atonement for guilt (especially if
the cancer was initially attributed to bad deeds and
unacceptable emotions), and actualizing a “felt ex-
perience” of already being dead (70).

ANXIETY

The differential diagnosis of anxiety in patients
with cancer is broad and includes biological, psy-
chological, and spiritual factors. Categories of par-
ticular importance include DSM-IV anxiety spec-
trum disorders, other DSM-IV disorders of which
anxiety is merely an associated symptom, medical
conditions (especially pulmonary), and social/spir-
itual factors (Table 3).

DELIRIUM

Risk factors for development of delirium include
advanced age, cognitive impairment, low albumin
level, bone metastases, and the presence of hemato-
logic malignancy (71). Delirium is reversible in ap-
proximately 50% of episodes, with the presence of
psychoactive medications (especially opioids) and
dehydration associated with reversibility (17). The

Table 3. Differential Diagnosis of Anxiety in
Persons with Cancer
Anxiety spectrum disorders

Generalized anxiety disorder

PTSD

Acute stress disorder

Panic disorder

Other psychiatric conditions

Depression

Adjustment disorder with anxiety

Delirium

General medical conditions

Cancer-related dyspnea or other respiratory impairment

Metabolic abnormalities

Pulmonary embolus

Untreated pain

Medication effects

Akathisia due to neuroleptics or antiemetics (prochlorperazine,
metoclopramide)

Opioid withdrawal

Benzodiazepine withdrawal

Corticosteroids

Psychostimulants

�-Adrenergic agonists

Anticholinergics

Other

Psychosocial stressors

Anticipatory nausea/vomiting related to treatment

Spiritual/existential pain
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Memorial Delirium Assessment Scale (MDAS) has
been validated in the advanced cancer population
and may supersede the MMSE based on its inclu-
sion of both cognitive and neurobehavioral dimen-
sions (72). Although the Clock Drawing Test is a
good detector of cognitive impairment, it is not
suitable for detection of delirium in elderly medical
inpatients (73).

Of patients with cancer who recover from delir-
ium, 54% may recall the symptoms, with a level of
recollected distress most strongly predicted by prior
delusions (73). In patients who have been in the
intensive care unit (ICU), these delusional memo-
ries may be associated with higher anxiety and pos-
sibly a risk of PTSD after discharge (75). Notably,
hypoactive delirium can be equally as distressing to
patients as hyperactive delirium (74, 76). Caregiv-
ers who report observing delirium in patients may
have higher distress and caregiver burden, espe-
cially given that they are frequently acting as surro-
gate decision makers in this setting (77, 78).

SUBSTANCE USE DISORDERS

The differential diagnosis of problematic drug-
taking behavior during cancer pain treatment in-
cludes pseudoaddiction (aberrant behaviors driven
by unrelieved pain), self-medication of depression/
anxiety or even of adjustment symptoms (such as
boredom due to diminished ability to engage in
usual activities), character pathology, and mild de-
lirium (causing confusion about the proper doses)
(79).

FATIGUE

Contributing factors may include malnutrition,
inactivity, sleep disorders, pain, emotional dis-
tress, noncancer comorbidities such as infection or
hypothyroidism, and anemia (80). Fatigue has
been rated as more troublesome and capable of hav-
ing a more negative impact on quality of life than
other cancer-related symptoms, including pain and
nausea.

CHEMOTHERAPY-INDUCED COGNITIVE
DYSFUNCTION

Possible mechanisms and confounding factors
include direct cytotoxic effects on the nervous sys-
tem, anemia, menopause, depression, and psycho-
logical coping style. Risk factors have not yet been
well defined but may include the apolipoprotein E4
allele, advanced age, and dose and type of chemo-
therapy (with high-dose and cyclophosphamide,
methotrexate, and fluorouracil regimens conferring

higher risk). Many studies have had methodologic
limitations including limited sample sizes, lack of a
baseline cognitive assessment, and lack of control
for potential confounding factors such as hormonal
therapy (81).

TREATMENT AND OUTCOMES

DEPRESSION

Treatment of depression is effective for reducing
key symptoms (82) as well as the prevalence of the
desire for hastened death (83) and improves quality
of life (84). Tricyclic antidepressants, selective se-
rotonin reuptake inhibitors, and psychosocial in-
terventions are all evidence-supported interven-
tions for depression in cancer (82, 85).

There is little evidence to recommend one anti-
depressant agent as being more efficacious than
others. Because of interactions and side effects, ser-
traline, escitalopram, and citalopram are the pre-
ferred selective serotonin reuptake inhibitors. The
serotonin-norepinephrine reuptake inhibitors
(venlafaxine and duloxetine) may have some advan-
tage in augmentation of pain management. Mir-
tazapine is frequently used because of its side effect
profile, which includes increased appetite and a
mild hypnotic effect at lower doses. Tolerability to
and drug interactions with tricyclic agents limit
their use to second-line agents. Often low doses are
effective (7).

Psychostimulants are frequently used, although
strong evidence to support this practice is lacking.
Near the end of life, when waiting weeks for the
effects of typical antidepressants is an unavailable
luxury, methylphenidate and dextroamphetamine
may be agents of choice for low energy and with-
drawal; the onset of effects can be only 1–2 days.
One option is to start psychostimulants at the same
time as a titration of a typical antidepressant and then
to taper the psychostimulant when the other agent is
therapeutic (30). Modafinil has also been used for fa-
tigue; its effects on mood are questionable (86).

There may also be a role for electroconvulsive
therapy, which, although highly effective in older
adults with other medical conditions, has never
been specifically studied in oncologic settings (87).
Space-occupying intracranial lesions are a relative
contraindication, although the literature suggests
that safe electroconvulsive therapy is possible (88)
even in this setting.

Therapeutic tactics for contingent suicidality in-
clude exploring the motivation for the patient’s
death wish, sharing the patient’s sense of helpless-
ness, and avoiding power struggles or forcing the
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patient to renounce his or her threats too soon in
the therapy (32). Much contingent suicidality in
oncology patients resolves with good access to pal-
liative care and aggressive symptom management at
the end of life (83) and with a commitment to
giving patients a sense of control over the location
and circumstances of their death.

MODALITIES OF PSYCHOSOCIAL TREATMENTS FOR
DEPRESSION

A review of all psychosocial interventions has
found evidence to support use of the following in-
terventions to reduce depression in specific sub-
groups:

● for new diagnosis: relaxation techniques, psy-
choeducation, problem-solving therapy

● for surgery: relaxation, supportive, supportive-
expressive, couples counseling

● for chemotherapy: relaxation, psychoeduca-
tion, supportive, supportive-expressive, prob-
lem-solving, cognitive therapies

● for radiotherapy: relaxation, supportive, sup-
portive-expressive.

● after completion of active treatment: relax-
ation

● for metastatic disease: supportive, supportive-
expressive, cognitive behavior therapy

● for terminal illness: relaxation, cognitive be-
havior, problem-solving

● for survivors: group treatments

The major deficit in the literature is that many
studies do not limit the population to those with
clinical diagnoses. Other limitations include widely
disparate interstudy efficacy, a greater focus on
breast cancer than on other cancers, a paucity of
male-only studies, and restricted evidence among
racial and ethnocultural minorities (89–93).

Psychiatrists may be helpful in setting up the ed-
ucational interventions, but their implementation
will mainly involve the oncology team and an affil-
iated counselor. Psychoeducation and relaxation
training are useful, resource-sparing, preventive in-
terventions that can be made a routine part of postdi-
agnosis oncologic care. At the other end of treatment,
there is moderate evidence to suggest the usefulness of
psychotherapy (cognitive behavior therapy, support-
ive, or problem-solving) for depressive symptoms in
terminally ill patients with cancer.

The provision of palliative care to outpatients
with cancer does not appear to have significant ef-
fect on depression or anxiety (94). However, with-
out adequate symptom management, psychological

or psychopharmacologic approaches may be inef-
fective (95).

ANXIETY

Evidence-based psychosocial interventions for anx-
iety in cancer include cognitive behavior therapy, psy-
choeducation, preventative psychosocial interven-
tions, relaxation training, and perhaps music therapy.
Surprisingly, the effects of relaxation therapy are
weaker for anxiety than for depression (92). A review
of all psychosocial interventions showed that evidence
supports the following interventions to reduce anxiety
in specific subgroups (91, 92, 96):

● for new diagnosis: relaxation techniques,
psychoeducation

● for surgery: hypnotherapy, relaxation training,
cognitive behavior therapy

● for chemotherapy: hypnotherapy, relaxation,
psychoeducation, supportive, supportive-
expressive

● for radiotherapy: relaxation, supportive, sup-
portive-expressive

● after completion of active treatment:
relaxation

● for metastatic disease: supportive, supportive-
expressive

● for terminal illness: relaxation

Pharmacologic mainstays of anxiety treatment are
monoamine antidepressants. Up to 2003, there had
been no adequate studies for pharmacotherapy of anx-
iety in palliative care (97). Benzodiazepines are fre-
quently used, with clonazepam being favored for pa-
tients without renal impairment or shorter-acting
agents such as lorazepam for those with hepatic im-
pairment. Atypical antipsychotics are also used widely
for symptoms of anxiety, without definitive evidence
of effect in cancer. Progressive muscle relaxation has
efficacy equivalent to that of benzodiazepines in pa-
tients with good functional status (98).

One major confounder in the presentation of
anxiety is the breathlessness or dyspnea that occurs
in thoracic, widely metastatic, or end-stage cancers.
Anxiety and physiological dyspnea can pair to cre-
ate a mind-body state of intense distress with com-
plex precipitants and elements of panic attacks
(99). Relaxation training can be the basis of psycho-
logical and somatic therapies for this state, includ-
ing biofeedback, breathing training, and vibration
of the chest wall (100).

Although anxiety is often associated with insom-
nia, there have been no randomized clinical trials
testing the efficacy of benzodiazepine receptor ago-
nists for insomnia in palliative care (101).
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DELIRIUM

Treatment includes correcting dehydration, di-
agnosing infections, addressing hypoxia and meta-
bolic derangements, discontinuing any unnecessary
medications such as benzodiazepines (which are an
independent risk factor for delirium for patients in
the ICU) (102), considering opioid rotation, and
evaluating the need for neuroimaging. Nonphar-
macologic interventions found to be effective in
decreasing the rate of delirium (103) include fre-
quent reorientation, performing cognitively stimu-
lating activities, limiting noise and nighttime med-
ications as well as establishing sleep routines and
using visual and hearing aids. As for pharmacologic
treatment, no medication has been approved by
the U.S. Food and Drug Administration for the
treatment of delirium, and there are no pub-
lished double-blind randomized placebo-con-
trolled trials. Small comparison trials in various
medical patient populations have revealed approxi-
mately equal efficacy of haloperidol, olanzapine, and
risperidone (104–106), with quetiapine being effec-
tive in several small studies without a comparison arm
(107, 108).

FATIGUE

Pharmacologic treatment strategies include hema-
topoietic agents for anemia (which have the largest
body of evidence for use), activating antidepressants
such as bupropion, stimulants, l-carnitine, corticoste-
roids, and modafinil (80). Effective nonpharmaco-
logic interventions include exercise and psychosocial
support/education/stress management; there is prom-
ising but limited evidence supporting the efficacy of
yoga, mindfulness-based stress reduction, nutritional,
sleep, and other restorative therapies (80).

CHARACTER DISORDERS

Management strategies include acknowledging and
empathizing with the real stresses in the patient’s sit-
uation and repeatedly appealing to the patient’s sense
of worth with comments such as “you deserve the best
medical care we can give, and that is why we are rec-
ommending this course of action” (109). Mental
health consultants can help medical clinicians tailor
their approach to the patient’s particular personality
style (110), set appropriate limits with the patient,
guide team meetings to reduce conflict among staff,
and provide education and emotional support to the
team (111). Although clearly the treatment of choice
for personality disorders, psychotherapy can often
take years to be effective and thus is often not feasible
for patients with advanced disease.

SCHIZOPHRENIA

Schizophrenic patients may have poor insight
into illness severity and poor recall of medical rec-
ommendations, and in these patients disease is of-
ten diagnosed at a late stage because of lack of access
to or poor compliance with primary care. In addi-
tion, psychotic patients may not verbalize pain/dis-
comfort and may tolerate malodorous or fungating
lesions without complaint (112).

Optimal treatment strategies include streamlin-
ing oncologic care to include the smallest number
of medical providers, with a social worker or psy-
chiatrist as liaison between the medical staff, family,
and patient. Early psychiatric evaluation, preferably
before surgery, is crucial, as is communication with
family and/or group home staff. In patients with
breast cancer, prolactin elevations do not mediate
increased recurrence risk, so treatment with first-
generation antipsychotics or risperidone can pro-
ceed as previously (113). Clozapine use can be a
concern with the use of chemotherapeutic agents
that cause myelosuppression, although there have
been six published cases of patients receiving cloza-
pine and chemotherapy without agranulocytosis,
despite expected neutropenia (114). Potential al-
ternatives to discontinuing clozapine treatment
are adding lithium or granulopoiesis-stimulating
factors and discontinuing concomitant medica-
tions (carbamazepine, valproate, or risperidone)
(115).

Although some schizophrenic patients may lack de-
cision-making capacity regarding cancer treatments or
end-of-life care, many are interested in advance care
planning, are able to consider and communicate their
preferences, and share the same end of life concerns as
patients without mental illness (116).

SUBSTANCE USE DISORDERS

Traditional substance abuse treatment modalities
may be difficult in the setting of advanced cancer and
opiate requirements. Table 4 summarizes guidelines
for management in psycho-oncology (117).

CHEMOTHERAPY-INDUCED COGNITIVE
DYSFUNCTION

Treatment strategies include cognitive rehabil-
itation and treatment of comorbidities such as
anemia and depression. Pharmacologic options
include ginkgo biloba, methylphenidate, and
cholinesterase inhibitors, although the rationale
for their use at this point is hypothetical and
borrowed from other diseases with similar symp-
tom constellations (45).
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WBRT-INDUCED COGNITIVE DYSFUNCTION AND
FATIGUE

One proposed treatment is donepezil, which in a
phase II study of patients undergoing radiation for
brain tumors improved cognitive functioning,
mood, and quality of life (118) and which in our
experience at Dana-Farber Cancer Institute is also
highly effective for reducing fatigue in patients with
brain metastases (119). There are limited data sup-
porting the use of methylphenidate, vitamin E, and
memantine but further studies are planned.

PARANEOPLASTIC LIMBIC ENCEPHALITIS

Treatment is directed to the underlying malig-
nancy and may also include immune therapy with
steroids, immunoglobulins, or plasma exchange,
which results in symptomatic stabilization in only
25% of patients (48).

PSYCHOSOCIAL THERAPY MODALITIES

As noted above, adjustment disorders are among
the most frequent diagnoses in an oncology popu-
lation. Interventions for depression and anxiety are
also mainstays of therapy with the aim of fostering
coping and adjustment. The fact that most positive
trials of psychosocial therapies were not limited to
those with clinical diagnoses suggests that they may
be quite effective in adjustment disorders.

THEMES

Existential concerns, such as the struggle to
maintain identity, to find meaning in life, and to
maintain hope, as well as to answer questions of
transcendence and spirituality, are more prominent

in psycho-oncologic care (120). Authors such as
Block, and Chochinov et al. have described thera-
peutic approaches to these concerns (30, 95, 121).

Developmental stage, coping style, and the im-
pact of the cancer on self-esteem and object rela-
tions should all be assessed when one is beginning
psychotherapy in this setting. An empathic style,
with acknowledgment of suffering and grief, is fa-
vored (30, 68, 95). Narrative therapies help allevi-
ate demoralization, with the dignity-conserving
therapy of Chochinov et al. (121) exemplifying an
end-of-life-specific modality. Other manualized in-
terventions include “The Healing Journey” and
“Re-Creating Your Life” (122).

GROUP THERAPY

Group treatment is a widely used and evidence-
supported modality in cancer. Groups vary from
educational to supportive to cognitive behavior.
Most are short-term. They are effective for both
patients and family members (123). Supportive-
expressive group therapy has the longest history in
this setting and involves expressing emotions, de-
toxifying dying, redefining priorities, and improv-
ing supportive/treatment relationships. There ap-
pears to be a lasting effect of group treatment on
quality of life (122, 123). Meaning-centered ther-
apy, which draws on Frankl’s logotherapy as well as
the role of spirituality in making meaning, is an-
other treatment developed for those facing life-
threatening illness (30, 68, 95, 121, 124).

Early studies of efficacy of group therapy appeared
to show a survival advantage (125, 126); however,
survival rates in the studies were anomalous compared
with Surveillance Epidemiology and End Results
(SEER) data. Quality-of-life effects are more clearly
positive, which has been confirmed in further studies;
benefits include decreased distress, better coping, and
prevention of new episodes of depression (53). Satis-
faction with groups is high (127).

COUPLES THERAPY

Cancer challenges marital bonds by altering the
affected partner’s physical and sexual function and
often results in significant shifts in roles, responsi-
bilities, and communication styles. Brief interven-
tions in early-stage disease may reduce emotional
distress and depression, increase sexual satisfaction,
and improve family communication (128). Cou-
ples therapy during the terminal phase may reduce
distress, provide an opportunity for relational
growth, and ease the bereavement process for the
surviving spouse (often preparing him or her for
bereavement follow-up therapy) (129, 130).

Table 4. Guidelines for Substance Abuse
Treatment in Patients with Cancer
Involve a multidisciplinary team

Set realistic goals of therapy (harm reduction), because relapse risk is
high in setting of cancer-related stress and opiate availability

Evaluate and treat comorbid psychiatric disorders

Prevent or minimize withdrawal symptoms (e.g., from alcohol,
benzodiazepines)

Consider impact of tolerance (may necessitate high initial doses for pain)

Apply appropriate pharmacologic principles (e.g., qid rather than daily
dosing of methadone for pain)

Rely, if possible, on long-acting drugs

Regularly do urine toxicology screens

Provide adjunct relaxation training and other nondrug-coping strategies
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OTHER SIGNIFICANT TOPICS

GOALS OF CARE

Often, psychiatric symptoms in advanced illness
are exacerbated by unclear goals of care. A psychi-
atric consultation may be requested when the pa-
tient manifests symptoms, behaviors, or beliefs that
are a result of mixed messages, incomplete informa-
tion, family or treatment team anxieties, or a com-
plicated social, familial, legal, or ethical picture
(131). The implicit request may be “the patient
won’t do what is best for him/her, so please con-
vince him/her or find incapacity to decide” or
“please mediate this conflict between family mem-
bers, between family and oncologists, between pa-
tient and specialists, or among members of the
treatment team.”

Although it is gratifying to the psychiatrist to be
perceived as being able to make these Solomonic
decisions, often these conflicts resolve with better
communication or an ethics consultation. In addi-
tion, psychiatrists (even those specializing in psy-
cho-oncology) may not be fully able to assess or
discuss the vital oncologic issues of prognosis and
effectiveness of treatment. These are issues some-
times avoided by treaters in the hope that the psy-
chiatrist will be able to deliver the bad news, avert
the predicted emotional catastrophe, and convince
the patient of the rightness of the recommended
course. However, psychiatrists are rarely qualified
to be judges, oncologists, detectives, or theologians.

There are appropriate roles for psychiatrists in
evaluating and facilitating the adjustment to new
care goals (132). Oncologic and palliative care
treatment teams require input about the prognosis
of psychiatric conditions and their effect on deci-
sion making. Clarity of goals and psychological ad-
justment to changing goals can be advanced by in-
creasing patients’ understanding of the relation of
their current illness to past fears, traumas, or hopes.
Meaning, legacy, and transcendence are issues that
psychiatrists can help patients address. And if dis-
cussion of goals of care is impeded by anxiety or
other psychiatric conditions, treatment for these is
indicated.

SURVIVORSHIP

Because of improved diagnosis and treatment,
59% of patients with cancer in the United States
will live for 5 or more years, and 10 million
Americans are living with a medical history in-
cluding cancer (50). Lingering treatment-related
concerns include infertility, early menopause,
pain, and complications due to a compromised

immune system and the development of new
cancers—all issues that may potentiate mental
health problems. Quality of life improves over
time for many cancer survivors, with the excep-
tion of prostate cancer survivors (133). A signif-
icant proportion of hematopoietic stem cell
transplant survivors experience persistent anxiety
and depressive symptoms (134). PTSD symp-
toms may also develop in the aftermath of cancer
treatment in 2% to 39% of survivors, with par-
ents of pediatric survivors consistently reporting
the highest PTSD rates (suggesting that the ex-
perience of parenting a child with life-threaten-
ing illness may be inherently more stressful than
the experience of actual cancer or survivorship)
(135). Young adults with cancer may have a
higher risk for PTSD, perhaps because of a lack
of psychological preparedness for the possibility
of imminent death. Maintaining employment or
returning to work is complicated for many cancer
survivors. Data from the national health inter-
view survey in the United States showed that one
in six correspondents with a history of cancer
reported being unable to work (136). In several
studies, a nonsupportive work environment,
manual labor, head and neck cancer, and fatigue
level were associated with failure to return to
work (137, 138). Impaired neuropsychological
functioning (which is especially common in stem
cell transplantation survivors) (43) may be corre-
lated with lower vocational functioning, although
more research is needed to test this hypothesis
(139). Improved occupational rehabilitation proce-
dures for cancer survivors are needed (140).

BEREAVEMENT

The loss of a loved one has been described as one
of the most difficult experiences an individual may
face. Widowed individuals generally go through
identified stages of grief, with the vast majority
coming to terms with the loss within approximately
1 year (141). The grief associated with the loss of a
child may be more intense and longer-lasting, with
a recent study finding that parents with unresolved
grief have an increased risk of long-term mental and
physical morbidity, health services use, and in-
creased sick leave (142). Grief experiences have
been divided into nonpathologic and pathologic,
with symptoms of the latter (complicated grief) in-
cluding intense yearning, difficulty accepting the
death, numbness, emptiness, and sense of a bleak
future (143). Complicated grief has been further
divided into anticipatory grief reactions and be-
reavement reactions, with younger caregivers (age
�60 years) possibly having a higher risk for the
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former (144). Symptoms of major depression that
distinguish it from bereavement include guilt ex-
tending beyond actions taken by the survivor at the
time of death, active suicidal thoughts, morbid pre-
occupation with worthlessness, marked psychomo-
tor retardation, and hallucinations other than hear-
ing the voice or seeing the image of the deceased
person (DSM-IV-TR). Aggressive care (including
ICU admissions, feeding tubes, chemotherapy, me-
chanical ventilation, and resuscitation) at the end of
life may increase the risk of major depression in
bereaved caregivers (145).

FUTURE DIRECTIONS

In the next 15 years, cancer prevalence is ex-
pected to double in developed countries because of
improved survival rates, and cancer incidence will
also increase with an aging population. In 2008, the
Institute of Medicine affirmed that psychosocial
care is possible in any oncology practice (146).
However, funding for psychosocial oncology ser-
vices remains quite limited, even though psychoso-
cial services have been shown to provide cost offsets
of up to 22% to the medical system (147). Inte-
grated on-site biopsychosocial screening (rather
than the compartmentalized approach of medical
and psychosocial models) may help treatment plan-
ning and allow early detection and management of
emotional distress (148). Funding streams must
support this integrated work. Trainees from psychi-
atry are needed in psycho-oncology to expand ser-
vices into community hospitals and smaller cancer
centers. Productive areas for research include clari-
fying the impact of coping style and social support
on cancer mortality, assessing which specific psy-
chotherapies benefit which patients with cancer,
and determining effects of chemotherapy, cyto-
kines, and immunotherapies on the CNS as well as
the interaction among these effects, character/cop-
ing styles, and primary mood disorders (2). Finally,
with an ever-increasing prevalence of cancer survi-
vors requiring treatment, an enhanced body of re-
search knowledge on the psychological conse-
quences of survivorship will benefit both psycho-
oncologists and general psychiatrists.
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