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Preface

Cancer affects close to one in two men and women across their
lifetime, with this risk increasing steadily with age. In many countries,
cancer competes with heart disease to become the leading cause of
death, while being arguably the major cause of health morbidity, given
the many losses, including disfigurement, disability and impairment,
associated with the disease and its treatment. Psychological reactions
to these losses are many, ranging from demoralization and passivity to
anger and memory problems. In addition, depressive disorders are
often comorbid with cancer. The likelihood of general practitioners
and oncologists seeing patients with depression in the context of their
care for people with cancer is extremely high.

The diagnosis of cancer is perceived by many to be their death
sentence. The related existential threat initiates substantial suffering,
all the more so if pain is persistent, hopes are dashed, fears fueled, grief
intensified and the person feels alone. Such suffering results in much
dismay and despair. Whatever the therapy — surgery, radiation,
chemotherapy, hormones, vaccines or targeted molecular treatments
— the burden of the immediate, long-term and late effects of these
regimens adds to the inherent distress. Metaphors of waging war and
battlefields fortify against the images of an insidious and uncontrol-
lable spread of disease. In some societies, the word ‘cancer’ remains
unspeakable; for others, its prognosis is never acknowledged. The
psychological hurdles to adaptation are formidable.

While its diagnosis readily precipitates a mid-life crisis, cancer
recurrence induces deep angst as the prospect of cure fades. The very
meaning of existence may be called into question. Worldwide, cancer
accounts for nearly 14 per cent of all deaths, but this rises to 25 per cent
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Xii PREFACE

in Western societies. No family escapes its experience. The treatment
of metastatic cancer models the journey of a chronic medical illness
for diseases like breast cancer, whereas for others, like pancreatic
malignancy, the focus is essentially palliative and on quality of life.
The challenge of holistic care has spawned the birth of a new
discipline, named psycho-oncology, drawing its practitioners from
psychiatry, psychology, social work and a range of related mental
healthcare providers to deliver psychosocial care to cancer patients
and their families. In many countries, they work alongside hospice and
palliative care practitioners in providing care during the end-of-life; in
others, they reach into genetic counseling services, transplant pro-
grams, smoking cessation clinics, cancer prevention and screening
units, and, of course, cancer survivorship programs. Consultation-
liaison psychiatry services almost always have key involvement with
oncology and palliative care programs. For all of these psycho-
oncology services, the treatment of cancer patients who develop
depressive disorders becomes the bedrock of care.

Currently, the USA estimates that over 12 million cancer survivors
exist in its society. New hurdles to adjustment are recognized as these
patients transition into survivorship. For some, this is the first time that
the busyness of a therapeutic schedule eases and the chance to accept
their new reality emerges. For others, coping with the morbidity of
their treatment challenges their body image, self-worth, sexuality,
fertility, fitness or functionality. Whether living with an amputated
limb, lymphedema necessitating daily arm compression, xerostomia
only ameliorated by the constant sipping of water, or the need for
multiple reconstructive surgeries to sustain cosmesis, the rehabilita-
tive challenges after primary cancer treatment are substantial. As we
reflect on the life-cycle of the cancer journey, its cumulative experi-
ence of grief, transition and loss, the many challenges to optimal
adaptation and quality of life become apparent.

Against this background of the ubiquitous burden of a malignant
diagnosis and its treatment, this book focuses upon the relationship
between cancer and depression. Major human suffering results from
this association, suffering that we can effectively assuage. We begin
with an appraisal of its prevalence by Mary Jane Massie and collea-
gues to make explicit the size of this problem. With cancer’s addi-
tional dimension of existential threat, both major and subthreshold
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depressive states enlarge this burden of illness, bringing clinical
challenges of definition and recognition to the fore.

The subjective experience of depression in oncology patients
results from the interplay of complex gene-environment interactions,
involving the biology of the brain with the biology of the cancer and
the adaptation of the person. Not only does cancer and its treatment
interact often with the hypothalamic-pituitary-adrenal system, but
cancers also produce a variety of circulating proteins or cytokines
that cross the blood-brain barrier and interact with the mood regulat-
ing circuits of the limbic system. Dominique Musselman and her
research colleagues elucidate the contribution of these cytokine cas-
cades. A detailed chapter on the pharmacologic treatment of depression
by Luigi Grassi and colleagues pays careful attention to the potential
for drug-drug interactions, which arise frequently in cancer care.

The psychosocial challenges of cancer to each person’s coping
necessitates adaptation through grief and mourning, coming to terms
with loss and change, and then moving forward with life. Whenever
depression interferes with these processes, its form can span sub-
threshold to clinical presentations. Furthermore, the existential realm
adds death anxiety, aloneness, loss of meaning and control to this
equation, bringing states of demoralization into tension with depres-
sion. David Clarke focuses on this in a chapter on psychological
adaptation to cancer, while later David Kissane, Gary Rodin and
colleagues present the broad range of psychotherapeutic modalities
that can be added to our pharmacologic armamentarium to improve
outcomes.

Screening to increase recognition of depression has proven nec-
essary in oncological care because of the unfortunate tendency for
clinicians from every discipline to blur the sadness of the predica-
ment with the prevailing mental health reality. Steven Passik covers
the range of available measures to screen for depression and the
service issues associated with their clinical application.

William Breitbart and colleagues describe the increased rate of
suicide among cancer patients in their chapter on the desire for
hastened death. Requests for physician-assisted suicide can be a cry
for help and clinicians need considerable experience to tease out the
many confounding influences that predispose to, precipitate and
perpetuate affective disorders.
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Depression is a recognised risk factor for shortened survival from
cancer, this outcome being partly mediated through patients’ adher-
ence to anti-cancer treatments. Unrecognized depression could bring
increased morbidity to bear through this mechanism. Meta-analyses
by Robin DiMatteo and Kelly Haskard-Zolnierek about the impact of
depression on treatment compliance in medical illness make explicit
the inherent issues here.

Finally, the social cost of depression is pronounced, and this burden
is felt as much in cancer care as with other medical illness. The roles of
culture and socioeconomic status are pertinent. Noteworthy social
disparities exist in cancer survival. The health beliefs occurring in
African Americans, Asians, Hispanics or Europeans affect cancer
outcomes, as does their socioeconomic status. Irrespective of access to
cancer care, including in Scandinavian societies where health insur-
ance is universal, those living in poor socioeconomic circumstances
die earlier. Using Denmark’s national medical record system, Chris-
toffer Johansen and colleagues conclude our book by providing
methodologically sound evidence that stress, depression, personality
and major life events do not cause the onset of cancer. However,
untreated depression and social disparity impact cancer survival,
making the treatment of affective disorders a paramount public health
concern for every society.

This volume on depression and cancer is part of a WPA series on the
comorbidity of mood disorders with various medical illnesses, in-
cluding heart disease and diabetes. We are grateful to our authors who
have given generously of their time and scholarship, to our publishers
at Wiley-Blackwell, and to the WPA, through which we hope that the
care of depressed patients will steadily improve. Cancer brings a huge
social burden; untreated depression adds enormously to any suffering;
we have many tools to ameliorate this and improve patients’ wellbe-
ing. Let us help those who become weary of life to renew its vigour and
joy, with appreciation for life’s value, meaning and purpose, despite
the diagnosis of cancer.

David W. Kissane

Mario Maj
Norman Sartorius
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CHAPTER 1

The Prevalence of
Depression in People
with Cancer

Mary Jane Massie
Department of Psychiatry and Behavioral Sciences,

Memorial Sloan-Kettering Cancer Center,
New York, NY, USA

Mari Lloyd-Williams and Greg Irving

Academic Palliative and Supportive Care Studies Group (APSCSG),
School of Population, Community and Behavioural Sciences,
University of Liverpool, UK

Kimberley Miller
Princess Margaret Hospital, Toronto, ON, Canada

Depression is amongst the main causes of disability worldwide,
leading to personal suffering and increased mortality. The US Na-
tional Comorbidity Survey revealed a 12-month prevalence of major
depressive disorder of 6%, with a lifetime prevalence of 16%, while
high comorbidity exists with anxiety disorders, substance use dis-
orders and impulse control disorders [1]. In any twelve-month period,
more than half the patients with major depressive disorder are
diagnosed with an additional anxiety disorder. Patients with comorbid

Depression and Cancer Edited by David W. Kissane, Mario Mg and Norman Sartorius
© 2011 John Wiley & Sons, Ltd. ISBN: 978-0-470-68966-0
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2 DEPRESSION AND CANCER

depression and anxiety disorders experience more severe symptoms,
have a longer time to recovery, use more healthcare resources and have
poorer outcome than do those with a single disorder [2]. Seedat
et al. [3] found that, across cohorts from 15 countries, women
developed depression almost twice as frequently as men.

When comorbid with medical illness, depression increases the
symptom burden and functional impairment, and worsens medical
outcomes [4]. Early studies of depression in the medically ill used
patient self-report and varied measures, with a heterogeneous mix of
hospitalized medical and surgical patients, and reported prevalence
rates ranging from 20 to 30% [5]. In 1987, a retrospective review of
263 000 patients from 327 hospitals found that 24% of those receiving
a psychiatric consultation were depressed [6]. However, Snyder
et al. [7], using both clinical interview and DSM-III-R criteria
reported less depression (6%), but more adjustment disorder with
depressed mood (14%), in 944 medically ill patients referred for
psychiatric consultation.

Wells et al. [8] examined Epidemiological Catchment Area Study
data regarding mental disorders amongst persons with at least one of
eight chronic medical conditions. Six-month and lifetime prevalence
rates of mental disorders were increased in those with versus without
medical illness (25 and 42% versus 17 and 33%). Thirteen per cent of
the chronically medically ill had a lifetime diagnosis of affective
disorder versus 8% of those free from medical illness.

Lifetime rates of depression in patients with neurological condi-
tions range from 30 to 50% [9]. Prevalence rates of depression in
patients with other medical or systemic illnesses show a variable
picture, with the highest rates observed with endocrine disturbances
such as Cushing’s disease and surprisingly low rates documented in
end-stage renal disease.

PREVALENCE OF DEPRESSION IN CANCER PATIENTS

Using DSM-III criteria through a structured clinical interview, the
Psychosocial Collaborative Oncology Group (PSYCOG) was one of
the first groups to carefully determine the prevalence of mental
disorders in 215 randomly selected hospitalized and ambulatory adult
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PREVALENCE OF DEPRESSION IN PEOPLE WITH CANCER 3

cancer patients in three cancer centres [ 10]. Forty-seven per cent of the
patients evaluated had clinically apparently psychiatric disorders.
Of these patients, over two-thirds (68%) had adjustment disorders
with depressed or anxious mood, 13% had a major depression, 8% had
an organic mental disorder, 7% had a personality disorder, and 4% had
a preexisting anxiety disorder. The authors concluded that nearly 90%
of the mental disorders observed were reactions to or manifestations of
disease or treatment. Personality and anxiety disorders can complicate
cancer treatment, and were described as antecedent to the cancer
diagnosis. This epidemiologically sound study has remained the gold
standard for many years.

Many research groups have assessed depression in cancer patients
along the years [10-69], and the reported prevalence varies quite
widely (major depression 3 to 38%; depression spectrum syndromes
1.5 to 52%). The following databases were searched to retrieve
references published between 1965 and 2009: PubMed, Embase,
CINAHL (nursing), PsycINFO, Scopus, Science Citation Index/So-
cial Sciences Citation Index, Cochrane Evidence Based Medicine
database. The searches were limited to English language references
and to studies with more than 100 subjects, where this information was
indicated. Table 1.1 shows the 60 studies with more than 100 patients
that provided information about the number of patients interviewed
and cancer type(s), evaluation methods, and per cent with depression
or affective syndromes. Most authors reported patient gender and
hospitalization status. The reported prevalence varies significantly
because of varying conceptualizations of depression, different criteria
used to define depression, differences in methodological approaches
to the measurement of depression, and different populations studied.

In early, typically cross-sectional studies, the rate of depression was
usually reported for adults with mixed types and stages of cancer.
Depression was reported by severity (borderline, mild, moderate,
severe, and extreme), or by a symptom such as depressed mood, or by
some of these diagnostic categories: major depression, minor depres-
sion, depressive disorder, adjustment disorder with depressed mood,
or dysthymia, limiting our ability to compare studies. Although many
research groups reported the gender and age (usually older) of study
subjects, findings usually were not reported by demographic variables,
and racial minorities were always underrepresented.
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PREVALENCE OF DEPRESSION IN PEOPLE WITH CANCER 15

A limitation of many studies is that the effects of cancer treatments
and non-cancer related variables that affect mood are not accounted for.
For example, although drugs can cause depression in some people,
research groups usually have not presented data about cytotoxic drug or
hormone use when describing their findings.

Several papers from Nemeroff’s group [70-72] acknowledge the
many reasons why it is difficult to compare studies (different defini-
tions of depression, cancer type or stage, time since diagnosis, varying
cancer treatments, personal history of depression and treatment for
depression), but importantly, they underscore several general obser-
vations. The severity of medical illness, as manifested by significant
pain, declining performance status, or the need for ongoing treatment,
is associated with a high risk of comorbid depression. Whether high
rates of depression associated with some cancers are due to the
pathophysiologic effect of the tumour (i.e. cytokine or paraneoplastic
syndromes associated with breast, pancreas, testis or lung cancers),
treatment effects or other unidentified factors remain to be discerned.
Nonetheless, we confidently conclude that cancer, exclusive of site, is
associated with a rate of depression that is higher than in the general
population.

Cancer types highly associated with depression include brain
(41-93%) [57, 63], pancreas (up to 50%) [11], head and neck (up
to 42%) [52], breast (4.5-37%) [45, 55], gynaecological (23%) [74]
and lung (11%) [40]. A large cross-sectional study of 8265 adult
outpatients revealed higher levels of mixed anxiety/depression symp-
toms in patients with stomach (20%), pancreatic (17%), head and neck
(15%) and lung (14%) cancers [73]. A lower prevalence of depression
is reported in patients with other cancers, such as colon (13%) [11] and
lymphoma (8%) [19].

DeFlorio and Massie reviewed 49 studies of the prevalence of
depression in individuals with cancer with a particular emphasis on
gender differences [75]. Twenty-three studies found no gender differ-
ences in the prevalence of depression at a significance level of p <0.05.
However, 10 research groups found either gender differences in
subsets of patients, non-significant trends, or differences in other
parameters such as psychiatric morbidity, anxiety and denial.

In their study of 808 cancer patients, Kathol et al. [26] found women
were more depressed than men using Research Diagnostic Criteria;
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16 DEPRESSION AND CANCER

however, this finding did not persist when DSM-III criteria were
applied. Sneed et al. [31] found no gender differences in depression,
anxiety, hostility, somatization, general psychological distress, or
psychological well-being. Fife et al. [76] also found no significant
differences in depression in male and female cancer patients; however,
they found that women made a more positive adjustment to cancer.

DEPRESSION BY CANCER TYPE
Depression in Women with Breast Cancer

Breast cancer is the cancer most studied in terms of psychosocial
effects. The reported prevalence of depression ranges from 4.5% to
37%. One of the larger studies [68], examining 3321 early stage
Danish breast cancer patients, recently found a 13.7% prevalence of
major depression 12-16 weeks after surgery (17.9% in 18-35 year
olds and 11.2% in 60—69 year olds). Independent risk factors for the
development of depression included younger age, social status,
ethnicity, comorbidity, psychiatric history, physical functioning,
smoking, alcohol use and body mass index (BMI). Kissane
et al. [39],in 303 early stage and 200 metastatic breast cancer patients,
found prevalence rates of major depression of 9.6 and 6.5% respec-
tively. Fatigue, a past history of depression, and cognitive attitudes of
helplessness, hopelessness or resignation were significantly associat-
ed with depression in both groups.

Some research groups have assessed the duration of psychological
distress in breast cancer patients. In a prospective study of 160 women
awaiting breast surgery, Morris et al. [12] found a 22% prevalence of
depression in women who had a mastectomy for breast cancer. This
prevalence persisted at two years, compared to an 8% prevalence of
depression in those with benign disease. One five-year observational
cohort study of 222 early stage breast cancer patients [77] revealed
prevalence rates for depression and anxiety of 33% at diagnosis, 15%
after one year and 45% after a recurrence was diagnosed.

Few researchers have correlated patients’ history of depression with
current depression and/or functioning. In a study of 303 relatively
young (mean age 46) women with early (Stage I or IT) breast cancer at
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PREVALENCE OF DEPRESSION IN PEOPLE WITH CANCER 17

3 months after breast surgery, using a structured diagnostic interview,
Kissane et al. [39] found that a past history of depression was
associated with current depression. They also noted that women with
few psychological symptoms and good emotional adjustment to
cancer may have refused participation in the study, because these
women were also being recruited into an intervention study. Pasa-
creta [78] reported findings on a homogenous sample of 79 women
evaluated with the Diagnostic Interview Schedule and the Center for
Epidemiological Studies Depression Scale, three—seven months after
their diagnosis of breast cancer. Women with elevated depressive
symptoms had more physical symptom distress and more impaired
functioning than subjects without depression.

Depression in Women with Gynaecological Cancer

In a systematic review which included 18 studies of psychological
distress in ovarian cancer patients, Arden-Close et al. [79] found
strong evidence for a relationship of younger age, more advanced
disease at diagnosis, more physical symptoms and shorter time since
diagnosis with increased levels of anxiety and/or depression. In the 12
studies rated as methodologically good, 21-25% of patients scored
above the clinical cut-off for depression. In examining depression in
ovarian cancer patients, Goncalves et al. [80] noted that persistent
clinical depression tended to be not prevalent (6%), and that the
highest prevalence was at the beginning of treatment. Neuroticism and
the use of antidepressants were independent predictors of depression.
For women with gynaecologic cancer, Evans et al. [74] found a 23%
prevalence of depression and a 24% prevalence of adjustment disorder
with depressed mood.

Depression in Patients with Head and Neck Cancer

Head and neck malignancies carry high risks of morbidity and
mortality, with disease and treatment factors contributing substanti-
ally to disfigurement and loss of vital functions, such as eating,
breathing and communicating. A systematic review of 52 studies
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found that depression is present throughout the trajectory of illness in
patients with oropharyngeal cancers. Depression rates were highest at
the time of diagnosis (13-40%), during treatment (25-52%), and at
six-month follow-up (11-45%); the levels decreased three years after
diagnosis (9—27%) [81]. Other correlates of depression in this review
included: patient characteristics (male, unmarried, less education,
history of past and current smoking, young age, lower physical
functioning and low social supports); patient physical symptoms
(pain, fatigue, insomnia and anorexia); and treatment characteristics
(combined and aggressive treatments).

de Leeuw et al assessed the predictive values of numerous
pre-treatment variables [52]. Tumour stage, gender, depressive
symptoms, openness to discuss cancer in the family, available
support, received emotional support, tumour related symptoms, and
size of an informal social network were calculated six months to
three years after treatment. They concluded that these variables
could be used to accurately predict which head and neck cancer
patients were more likely to become depressed up to three years
after treatment.

Hammerlid et al. [41], studying 357 head and neck cancer patients,
found that those who reported a higher level of mental distress had
lower performance status and more advanced disease.

Depression in Patients with Lung Cancer

Lung cancer has often been associated with higher levels of distress
and depression than other tumour sites. In a study of depression and
anxiety in 129 lung cancer patients, before and after diagnosis,
Montazeri et al. [40] found that 10% of patients had severe anxiety
symptoms and 12% had symptoms of depression at first presentation
to their pulmonary physician. Depression, but not anxiety, increased
by 10% at follow-up. Hopwood and Stephens [45] studied 987 lung
cancer patients and found that depression was common and persistent,
and that it was more prevalent for those patients with more severe
symptoms and functional limitations. Depression was also more
prevalent in patients with small cell lung cancer than non-small cell
lung cancer.
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In a study of 129 newly diagnosed patients with non-small cell lung
cancer, using a clinical interview that generated a DSM diagnosis,
Akechi et al. [50] reported a high prevalence of mental disorders.
The most common psychiatric disorder at baseline was nicotine
dependence (67%), followed by adjustment disorders (14%), alcohol
dependence (13%), and major depression (5%).

Depression in Patients Undergoing Stem-Cell
Transplantation

Loberiza et al. [82] prospectively studied 193 adults who received
autologous or allogenic hematopoietic stem-cell transplantation using
the Short Form-36 and the Spitzer Quality of Life Index Scale. The
authors controlled for patient, disease and transplantation prognostic
factors, but unfortunately, no standardized measure of depression was
utilized. Thirty-five per cent of the patients satisfied the authors’
criteria for depressive syndrome, which was associated with high
mortality in the 612 month period after transplantation.

Depression in Brain Tumours

In addition to the difficulty adjusting to an illness that contributes to
considerable morbidity and mortality, psychiatric problems in brain
tumour patients can also be directly caused by the disease process as
well as by treatment, including chemotherapy, radiation and corti-
costeroids. Arnold et al. [63] found that 41% of 363 brain tumour
patients had depressive symptoms, as assessed by a modified version
of the Brief Patient Health Questionnaire. Female gender, lower
education, lower tumour grade and previous psychiatric disorder were
predictors of depression. Although not significant, being unmarried
and having a past/current medical illness trended toward being
predictors of depression. Although based on symptoms, Litofsky
et al. [57] found that 93% of 598 high-grade glioma patients reported
depressive symptoms in the early post-operative period, compared to
15% recognized by their physicians, highlighting the potential for
underdiagnosis of depression in this population. Of 60 brain tumour
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patients, Pelletier et al. [83] found that 38% scored in the clinically
depressed range on the Beck Depressive Inventory-II. Although
depression, fatigue, emotional distress and existential problems were
interrelated, depression was the most important independent predictor
of quality of life, emphasizing the importance of its recognition and
treatment.

Depression in Patients with Lymphoma, Pancreatic,
Gastric and Colon Cancer

Studies of the prevalence of depression in adults with lymphoma,
pancreatic, gastric and colon cancers are fewer in number [84]. Wide
ranges in the reported prevalence of depression are noted but, in
general, patients with lymphoma, gastric and colon cancer have a
lower prevalence of depression than those with pancreatic cancer.

DEPRESSION IN ADVANCED CANCER AND PALLIATIVE
CARE

Depression is common in patients with advanced cancer [85], yet all
too often remains underdiagnosed and undertreated [86]. The barriers
facing healthcare professionals in this area are considerable. One of
them is the common misconception that it is normal for patients with
advanced cancer to be sad. Yet, despite such barriers, we must not lose
sight of the fact that depression is an independent predictor of poor
survival in advanced cancer [87]. Furthermore, it reduces quality of
life and prolongs hospitalization [8§8]. Most importantly, depression in
advanced cancer is treatable, and validated assessment tools have been
developed to facilitate diagnosis.

Due to variation in diagnostic criteria, prevalence estimates vary
widely from 5 to 26% for major depression and from 7 to 26% for
minor depression in those with advanced cancer [89-91]. The highest
prevalence rates of depression have been observed in patients with
cancers of the pancreas, head and neck, and breast [92]. Brintzenhofe-
Szoc et al. [73] conducted a large cross-sectional study in an outpa-
tient setting to determine the cancer specific prevalence of both pure
depression and mixed anxiety/depression. The highest prevalence of
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pure depression was in patients with pancreatic cancer, while the
highest prevalence of mixed anxiety/depression was in those with
cancer of the stomach.

A past history of depression is the greatest risk factor for developing
major depression in advanced cancer [90]. Pain, poor functional
status, limited social network and younger age are also important
risk factors [91]. Psychological concomitants promoting depression
include the emotional impact of the advanced diagnosis, medication
side effects, progression of cancer with its associated disability, and
cerebral dysfunction [92].

Depression in advanced cancer not only reduces quality of life, but
also shortens survival time, reduces compliance with treatment and
prolongs hospitalization [87, 93, 94]. It also places a considerable
psychological burden on carers and family members [95]. It can lead
to a desire to hasten death in terminally ill cancer patients [96, 97].
Recent studies have suggested that depression is not only associated
with interest in physician-assisted suicide, but also instability of this
interest. When confronted with a request for assisted suicide, the
possibility of depression should always be considered [98].

There are no universally accepted criteria for diagnosing depression
in the terminally ill patient. Given the neurovegetative features asso-
ciated with advanced cancer, difficulties arise when deciding which of
the somatic symptoms identified in the DSM-IV criteria are attribut-
able to depression and which are due to cancer [93]. Endicott suggested
that the somatic symptoms should be replaced by other criteria in the
cancer setting [94]. Others encourage an inclusive approach to somatic
symptoms if they are severe and proportionate to the illness [99].

Patients often find it difficult to disclose emotional concerns with
medical professionals, who themselves may find it difficult to raise
such issues [97, 100]. As a result, depression frequently goes unde-
tected in advanced cancer. Given these difficulties, there has been an
increasing interest in the development of assessment tools [101]. Such
screening instruments are not diagnostic and only serve to identify
those patients with symptoms suggestive of depression. When patients
are identified by screening, further assessment may be required before
treatment is commenced.

Although there remains no ideal screening questionnaire for
identifying depression in advanced cancer, the Hospital Anxiety
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and Depression scale (HADS) devised by Zigmond and Snaith [102]
remains one of the most widely used tools. The HADS is a concise,
self-reported questionnaire with 14 items, and was originally in-
tended as a screening tool for medical patients. The HADS excludes
physical and emotional indicators of depression and instead focuses
on those relating to anhedonia — the inability to experience pleasure
from normally pleasurable experiences. Although the HADS appears
to perform well in those receiving active anti-cancer treatment, it
performs less well in those with progressive disease [103]. This in
turn results in a limited sensitivity and specificity when the HADS is
used alone as a screening tool [104].

The Edinburgh Depression Scale (EDS), an assessment tool origi-
nally designed to screen for postnatal depression in the community,
has also shown much promise [105]. This tool also excludes somatic
symptoms of depression and replaces those with questions on worth-
lessness, subjective sadness, and suicidal ideation. The inclusion of
questions relating to self harm may be particularly discriminating and
represents an independent indicator of depression [106]. One study of
palliative care patients using the EDS found that a cut-off threshold of
13 had a sensitivity of 0.79, a specificity of 0.81 and a positive
predictive value of 0.53 using ICD-10 criteria for depression [107].
This compares with a sensitivity of 0.77 and a specificity of 0.85 for
the HAD scale [108]. More recently, a Brief Edinburgh Depression
Scale (BEDS) has been validated, which is more discriminating for
depression in patients with advanced cancer than the original 10-item
scale. The BEDS has a sensitivity of 0.72, a specificity of 0.83 and a
positive predictive value of 0.65 [109]. This tool is now widely used in
the palliative care setting when screening for depression [87].

There is strong evidence to suggest that depression is not only
underdiagnosed but also undertreated in advanced cancer [110]. There
remains a weak correlation between detection of a depressive disorder
and actual treatment [111]. The single most important barrier to
treatment is the common misconception that it is normal for patients
with advanced cancer to be sad. Other barriers to effective treatment of
depression in advanced cancer include pre-conceived ideas that
psychological treatment is better than pharmacological measures,
and attitudes of therapeutic nihilism, that is, nothing works at this
stage [112]. In those situations where antidepressant medication is
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commenced, it is frequently done so at inadequate doses or too late for
a therapeutic effect to take place [113]. One survey conducted in UK
palliative care units found that 76% of antidepressants were started in
the last two weeks of life [113].

DEMORALIZATION

Despite the increasing focus on mood disorders in cancer care, the role
of meaning in understanding the illness experience has been some-
what neglected. Here the concept of demoralization comes to the fore.
Frank [114] described demoralization as a persistent inability to cope,
together with feelings of helplessness, hopelessness, meaninglessness,
subjective incompetence and diminished self-esteem. Obviously, de-
pression and demoralization are closely related, both in their phenom-
enology and our understanding of how they develop. Although de-
moralization may be a precursor or even co-exist with depression, the
two are essentially different constructs. The central feature of depres-
sion is pervasive anhedonia and a loss of consummatory pleasure in the
present moment. This contrasts with demoralization, where the indi-
vidual retains the capacity to enjoy the present moment, but the future
is perceived to be without value — there is a loss of anticipatory
pleasure [115]. The demoralized feel inhibited in action by not
knowing what to do, feeling helpless and incompetent; the depressed
have lost motivation and drive even when an appropriate direction of
action is known.

Frankl [116] noted that, for life to have meaning, it must offer the
experience of self-transcendence. He recognized that meaning can
also be found in suffering by transcending the moment to understand
the fullest impact of the experience. Engel [117] presented lucid
descriptions of demoralization in his ‘giving up-given up syndrome’.
While studying psychological states that predispose people to become
sick, he and his colleagues observed this syndrome, which was
thought to precede physical illness. This was commonly precipitated
by a loss and was characterized by a physiological slowing of bodily
functions such as reduced heart rate and the affects of helplessness and
hopelessness. But does physical illness lead to demoralization or vice
versa? The available evidence appears to suggest that both may
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occur [118]. Frank emphasized the central importance of mobilizing
hope to induce healing and described a restoration of morale as the
critical aspect underpinning success [114].

Although several possible diagnostic criteria have been proposed
for demoralization, it has not yet been defined in the DSM. de
Figueiredo [119] highlighted that, in this multi-axial system, demor-
alization includes symptoms of anxiety and depressive disorders
(axis I), is affected by personality traits (axis II), is clearly to be
associated with physical health problems (axis III) and is related to the
level of functioning (axis V). Many demoralized individuals are
inadequately labelled as suffering from ‘adjustment disorders’ for
lack of a better term and to satisfy third-party payers who demand a
diagnostic label. This type of confusion occurs because our current
diagnostic systems fail to recognize four perspectives of every person:
his/her disease, behaviour, illness and life story. Demoralization is
intimately related to a person’s life story. One suggestion was made
that demoralization could replace stressful life events in axis IV [119].
But such events are circumstances that are external to the individual,
and simply listing them under axis IV, or reducing demoralization to a
V-code, tells us nothing about the internal struggle of the person
exposed to the stress [120].

Morale can vary across a spectrum of mental attitudes, ranging from
disheartenment (a mild loss of confidence) to despondency (starting to
give up) and despair (losing hope), before eventually reaching the state
of demoralization (having given up) [121]. Whilst the initial stages of
this spectrum represent a comprehensible response to adversity, the
later stages are pathological through their maladaptiveness, the extent
of personal distress and the potential to generate greater harm through
further deterioration.

Kissane ef al. [121] emphasized the clinical importance of demor-
alization as a concept. Contrary to the original definition of Frank,
Clarke and Kissane’s review [122] concluded that demoralization can
be distinct from depression — depressed patients experience anhedo-
nia, whereas demoralized patients experience subjective incompe-
tence. Kissane et al. [121] proposed criteria for the demoralization
syndrome (see Table 1.2).

This concept was aided by the development of a tool to measure
demoralization, the Demoralization Scale [123]. In a cohort of
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Table 1.2 Proposed diagnostic criteria for the demoralization syndrome
(adapted from Kissane et al. [122]).

A. Affective symptoms of existential distress including loss of meaning and
purpose in life or hopelessness

B. Cognitive attitudes of pessimism, helplessness, sense of being trapped,
personal failure, or lacking a worthwhile future

C. Conative absence of motivation to cope differently

D. Associated features of social alienation or isolation and lack of support

Allowing for fluctuation in emotional intensity, these phenomena persist

across more than two weeks

F. A major depressive or other psychiatric disorder is not present as the
primary condition

m

patients with advanced cancer, this 24-item, self-report questionnaire
demonstrated good reliability and strong concurrent validity with
measures of existential distress, hopelessness and depression. Of
particular interest was the observation that the two items closest in
content to suicidal ideation, ‘life is no longer worth living’ and ‘I
would rather not be alive’, load strongly on the loss of meaning
subscale. The dimensions of the phenomenology of demoralization
are captured in the tool’s subscales: dysphoria, disheartenment, loss of
meaning, helplessness and sense of failure. Other cohorts of palliative
care patients have permitted the differentiation of depression with
anhedonia from depression with demoralization [124].

Clarke et al. [125] compared 125 patients with metastatic cancer
and 126 patients with motor neurone disease (MND) on a range of
physical and psychosocial measures as they approached the end of
life. The MND patients were younger, had greater social contacts, but
were more physically impaired, while the cancer patients had more
pain and were on more medication (opioids, steroids, and other
analgesics). Although the Beck Depression Inventory scores were
similar in the two groups, MND patients had significantly higher
scores for demoralization, hopelessness, and suicidal ideation. Cancer
patients, on the other hand, scored significantly higher on anhedonia.
This difference in the quality of depression was argued to represent a
difference in illness experience of the two groups, which has relevance
for the ways we treat depression in the medically ill.

Ucretsiz PDF Kitap Arsivi - https://rantey.org



26 DEPRESSION AND CANCER

The concept of demoralization clearly has profound implications
for clinical practice [126, 127]. Recent evidence suggests that, when
allowance is made for demoralization to be comorbidly present with
depression, prevalence rates between 20 and 30% for demoralization
are seen across studies, with higher rates in advanced cancer than in
early cancer states [128]. In the UK, a multi-centre, longitudinal study
into the prevalence of depression and demoralization in patients
with advanced cancer has recently been undertaken by Lloyd-
Williams et al. A sample of 629 patients, aged from 21 to 94 years,
was recruited from hospice and palliative care day units in the northern
part of England and parts of North Wales. Thirty-two per cent of
patients had a diagnosis of breast cancer, 17% of gastrointestinal
cancers and 17% cancers of the lung; 67% were female. On Eastern
Cooperative Oncology Group (ECOG) performance scores, 69%
had scores of 1 or 2, indicating that they were ambulatory patients.
Thirty-four per cent of the cohort stated they had experienced depres-
sion previously and 32% of participants scored 10 or more on the
Patient Health Questionnaire, indicating a diagnosis of major depres-
sion. Patients also completed the Royal Free Spirituality Scale.
Preliminary findings confirm that demoralization and depression are
strongly positively correlated, while negatively correlated with spiri-
tually. Spirituality appears to provide the meaning to counter
demoralization.

CONCLUSIONS

Depression is common in adults with cancer, and frequently co-exists
with anxiety and pain. It has been challenging to study because
symptoms occur on a spectrum that ranges from sadness to major
affective disorder, and mood change is often difficult to evaluate when
a patient is confronted by repeated threats to life, is receiving complex
cancer treatments, is fatigued, and/or is experiencing pain. Untreated
depression, nevertheless, results in significant morbidity and mortali-
ty. Although the prevalence of depression varies across the 60 studies
of at least 100 cancer patients cited in this chapter, ranging between
1.5 and 52%, there should be no doubt that cancer is associated with a
high degree of depression.
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Depression is especially common in patients with advanced cancer,
in whom it is frequently missed and therefore not treated. The
diagnosis of depression in this population represents a particular
challenge given the vegetative features associated with advanced
cancer. The impact of the illness on the morale of the patients allows
insight to be gained into sources of meaning in their life, which
informs the choice of treatment.

Future research must focus on establishing diagnostically reliable
criteria, developing standard instruments for measuring depression,
correlating past psychiatric history of depression and anxiety with
current mood, characterising the causative role of antineoplastics in
depression, and identifying biological markers for depression. There
is much to do to enhance the quality of life of patients with cancer and
prevent the onset of depression.
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CHAPTER 2
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Demoralization

and Depression in People
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Depression is common in people with cancer, although not uniformly
common across all cancers and all stages of treatment. But, what
causes depression in cancer? E. Cassel ‘1 [1], in his book The Nature of
Suffering and the Goals of Medicine, makes the point that, although it
is important to recognize and acknowledge depression when it is
present, we must not forget that ‘affect is merely the outward
expression of the injury ... and is not the injury itself’. It is a bit
like having a rash. The rash is only the symptom of an underlying
injury or disease. Depression is a sign that something is threatening the
vitality of the organism. In cancer, the process is both biological and
psychological.

This chapter will focus on psychological adaptation in people with
cancer and on the three quite distinguishable syndromes of anhedonic
depression, demoralization and grief arising as a reaction to having
cancer.
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ANHEDONIC DEPRESSION, DEMORALIZATION
AND GRIEF IN PEOPLE WITH CANCER

A number of researchers have studied the emotional reactions of
people with cancer. Greer and Watson [2] observed and described five
characteristic responses of people to the development of cancer. These
included anxious preoccupation and helplessness-hopelessness,
particularly associated with negative emotions, avoidance and denial,
fatalism and fighting spirit. Helplessness-hopelessness was shown to
be related to early death and relapse in patients with early stage breast
cancer [3].

Jacobsen et al. [4] assessed the symptoms of 242 cancer patients.
Factor analysis identified a distinct demoralization/despair factor
characterized by feelings of loss of control, loss of hope, a sense of
failure, feeling life was a burden, and a loss of meaning.

Clarke et al. [5, 6] completed a series of studies describing the
depressive psychopathology of people with physical illness general-
ly, and with cancer particularly. They showed that there were three
quite distinguishable syndromes of anhedonic depression, demora-
lization and grief. Anhedonic depression was characterized by the
lack of ability to experience pleasure and a consequent loss of
interest in things. Demoralization was characterized by feelings of
helplessness and hopelessness; though there may be some diminish-
ment of pleasure, there is not a loss of ability to experience pleasure
in all circumstances. Grief was characterized by a sense of ‘loss’,
accompanied by pangs (or waves) of grief and pining for that which
was lost.

Anhedonia has a strong place in the phenomenology of depression.
Though not a requisite for a diagnosis of DSM major depressive
disorder, it has, together with its associated non-reactivity of mood,
a central place in melancholia. Indeed, it has often been considered the
central feature of the most definable form of clinical depression,
termed ‘endogenomorphic depression’ by D. Klein, which he
describes as follows: “The endogenomorphic depressions . . . regularly
result in a sharp, unreactive, pervasive impairment of their capacity
to experience pleasure or to respond affectively to the anticipation of
pleasure. The key inhibition of the pleasure mechanism results in
a profound lack of interest and investment in the environment’ [7].
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Klein, however, also recognized demoralization: ‘One aspect of
psychiatric illness that is frequently not clearly understood is demor-
alization. Demoralization is the belief in one’s ineffectiveness,
engendered by a severe life defeat. It is a change in self-image (the
complex of attitudes and evaluations towards the self) in the direction
of helplessness. Any life defeat may produce demoralization’ [8].

Klein recognized that this demoralization was distinguishable from
the anhedonic form of depression, yet could occur with it. Furthermore,
in his understanding, it did not respond to antidepressant medication
and often persisted longer than the anhedonic form of depression:
‘Depression is particularly prone to produce demoralization since a
feature of the pathological depressive mood is the profound conviction
that one is incapable . . . Even after the pathological mood [anhedonia]
has remitted so that enjoyment is possible, the ability to anticipate and
plan competent activity may be severely diminished because of per-
sistent change in self-image . . . It is a secondary, though now autono-
mous, cognitive residue of a past affective state’ [8].

Klein also notes grief as something that can be confused with, and
needs to be distinguished from, clinical depression: ‘Even severe
mourning can usually be simply discriminated from retarded depres-
sions. In the mourning state, the patient is concerned about his loss and
his thinking revolves around the lost object. In depression, the patient
is concerned about himself and his thinking revolves about his painful
depressed state’ [8].

In the study by Clarke et a/. [5] in medical inpatients, 30% of depressed
persons acknowledged that their experience was ‘as if they had lost
something’. In other words, a bereavement-like experience was occurring
in the absence of the death of a loved one. As Klein and Davis [8] have
pointed out, ‘loss of a valued ideal, business or career goal may precipitate
analogous states’. C.M. Parkes also has applied the model of loss and
bereavement to the experience of physical illness and injury [9].

It could be noted also that, although grief states share some
phenomena with post-trauma syndromes — most particularly distress
following a serious event, and recurrent, intrusive and distressing
thoughts, memories or dreams — they are quite distinct. In normal
bereavement, there is pining and longing; the person seeks out and
wants to talk; the overwhelming emotion is sorrow. In post-trauma
situations, the overwhelming emotion is anxiety and this is made
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worse with exposure to memories of the traumatic event; behaviour is
avoidant [10, 11].

Change and facing adversity is a part of life, though cancer throws
up special challenges, and some people cope better than others. This is
about adapting to change, re-evaluating life, perhaps setting new
goals, accepting the loss of things that cannot be regained, and moving
forward with competence and vitality in the life ahead. Demoraliza-
tion describes a failure to make this adaptation successfully, leading to
hopelessness, despair and depression.

COPING

Traditionally, and as described by Lazarus and Folkman [12], coping
is viewed as a transaction between the individual and the environment.
Coping theory is usually couched within a cognitive framework and
emphasizes cognitive appraisal in determining an individual’s emo-
tional response to stress. Primary appraizal is the person’s evaluation
of the personal significance of a given stressful event. This includes
judgements about harm or loss, threatened harm or loss, or challenge.
Secondary appraisals are the person’s evaluation of the adequacy
of his/her resources for coping — either personal and internal re-
sources, or social and external resources.

Lazarus and Folkman also distinguished two types of coping
behaviour: problem-focused and emotion-focused. Problem-focused
coping is defined as efforts focused on the environment and the
problem at hand — that is, efforts and actions to control or ameliorate
the problem. In contrast, emotion-focused coping is involved more
with reducing exposure to the stressor and its associated emotion —
using escape and avoidance, distancing, distraction, seeking social
support, and cognitive reframing. In general, a problem-solving
approach is expected to lead to a favourable outcome — a solving of
the problem and a reduction in anxiety. However, in acute crises, just
monitoring and coping with emotions becomes a very important task.
In acute medical illness, confrontational problem-focused coping is
commonly employed [13]. On the other hand, acceptance-resignation
emotion-focused coping is typically seen in people with chronic
illness with little expectation of recovery [13, 14]. Patients under
stress, indeed those who are demoralized, use a combination of all
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Table 2.1 Styles of adjustment to cancer (adapted from Moorey &
Greer [16]).

View of Control Prognosis
illness
Fighting Challenge Some control Good
spirit
Avoidance Minimal Irrelevant Good
or denial threat
Fatalism Minor No control Uncertain - accepted
threat with equanimity
Hopelessness-  Major threat No control Inevitably
helplessness or loss negative
Anxious Major Uncertain Uncertain
Preoccupation threat control

coping mechanisms, combining confrontation with avoidance and
acceptance-resignation [6].

Stroebe and Schut [15], in the ‘dual process’ model of coping,
highlight the importance of doing both — on the one hand facing and
dealing with the painful emotion, and on the other periodically taking
time out from the pain of grief.

Moorey and Greer [16] have used this cognitive attributional model
in understanding patients’ adjustment to cancer. Three things deter-
mine a person’s emotional response: (a) view of diagnosis (e.g. as a
challenge or threat), (b) perception of control (some or none), and (c)
view of prognosis (good or bad) (see Table 2.1). So, for instance, the
helplessness-hopelessness attitude arises when the illness is seen as a
major threat or loss, there is no perceived control over the illness, and
the outcome is considered inevitably negative. A fighting spirit arises
when the diagnosis is seen as a challenge, there is some perception of
control, and the prognosis is optimistic. Our emotional reactions
depend on our appraisal of the situation as much as the reality of the
situation, and our sense of competency and control.

ADAPTING TO LIFE CIRCUMSTANCES - CHANGING OUR
ASSUMPTIONS

In chronic or life-limiting illness, or after a loss or bereavement,
a totally favourable outcome is not possible. Not all problems can be
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solved in the way we would like. Things are lost, not to be regained.
Hopes can be dashed forever.

Changing circumstances require changing goals, ambitions and
hopes. More fundamental than that, the changing circumstance may
challenge the way we think about the world — for instance, as a safe and
nurturing place. And it may challenge the way we think about
ourselves — no longer a competent or optimistic person. Parkes
describes this ‘assumptive world’ as ‘the individual’s view of reality
as he [or she] believes it to be’: ‘It includes, for instance, the
assumption ... that when I go home at night my wife will be there
to greet me and that when I get up in the morning I can stand and walk
about’ [17].

Antonovsky [18] has used the expression ‘sense of coherence’ to
describe a similar concept. Working within a salutogenic approach to
health, focusing on those factors involved in a person’s movement
toward wellness, he describes three attitudes to the world as being
key components of sense of coherence. These are comprehensibility
(the world is structured, predictable and explicable), manageability
(internal and external resources are available to meet the challenges)
and meaningfulness (the demands and challenges are worthy of
investment and engagement) [19]. Once developed through childhood
years, sense of coherence is fairly robust in adulthood, strengthening
slightly as one gets older. It determines to a large extent how one copes
with adversities such as cancer.

To some extent these beliefs and perceptions — of manageability, for
instance — are illusory. Indeed, most healthy adults are positively
biased in their self perceptions [20], and yet cancer and other major
life events do necessarily challenge these assumptions [17]. Adjusting
to cancer involves a review of these very important existential issues —
our view of the world, our degree of control, and the ultimate meaning
of our lives, relationships and endeavours.

A REVISED MODEL OF COPING

S. Folkman [21] has proposed an adaptation to the traditional model of
coping (Figure 2.1). Whereas the original model focused on distress,
and on problem-solving to alleviate the problem and avoidance
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Figure2.1 Folkman’srevised model of coping (from Folkman & Greer [22]).
Adapted from Folkman & Greer 2000.

behaviours when that was not possible, Folkman studied a group of
people experiencing an unfavourable event outcome but who had
a favourable emotion outcome — that is, were not becoming depressed.
The study group were people with AIDS and their carers. From her
observations, she described a third type of coping which she called
meaning-based. In meaning-based coping, people: (a) used positive
appraisal (see something positive in the circumstance), (b) found meaning
in daily life events, (c) revised goals for the future, and (d) activated
spiritual beliefs.

The use of each of these seemed to generate a sense of meaning and
purpose, leading to positive emotional states [22]. What is more, the
relationship between components was not linear or in one direction. A
positive mood invigorated confidence, leading to more positive
appraisals and more adaptive behaviours.

THE FINDING OF MEANING

There has been in recent years a considerable amount of literature in
the cancer field looking at the role of meaning. Of course, the search
for meaning is as old as history itself, and in the last century, its
importance in human experience and flourishing has been exemplified
by the writings of people such as V. Frankl. For Frankl [23], the
discovery of meaning was generally gained through creative endeav-
our and the appreciation of beauty; but when these were unavailable,
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those who did well displayed their yearning for life through commit-
ments or responsibilities beyond the present situation — sustained by
values and beliefs that transcended the present circumstance. Making
sense of a situation and finding some benefit from it are components of
‘finding meaning’ [24]. Having a ‘global’ sense of meaning has been
shown to be an important protective factor against the development of
depression and demoralization in cancer patients [25].

DEMORALIZATION AND DEPRESSION

A. Beck, a leader in the cognitive understanding of depression,
described three characteristic negative cognitions of depression [26].
The ‘triad’, as it was called, involved thoughts of self (as worthless),
the world (as hostile) and the future (as hopeless). Abramson
et al. [27], following on the work of M. Seligman, emphasized the
importance of pervasive expectancies of no control (‘learned help-
lessness’) in the development of depression. This cognitive style leads
to negative beliefs about personal competence and worth, and exag-
gerated negative assumptions about outcomes. Depression marked by
prominent hopelessness derives from situations where desired out-
comes will not occur and/or adverse outcomes will occur, and where
no response appears to be able to change the outcome [28]. Helpless-
ness leads to hopelessness.

As described above, Clarke et al. conducted a series of studies in the
medically ill, some of these qualitative [29], and others quantitative in
the form of numeric taxonomy [5, 6, 30]. The results suggest the
existence of (at least) three different syndromes: demoralization,
anhedonic depression and grief. The demoralization which was
described [31] is evidently the same thing as that described by the
previously mentioned researchers, D. Klein (demoralization), S.
Greer (hopelessness/helplessness) and L. Abramson (hopelessness
depression). It is also a similar concept to the ‘giving up-given up’
complex described by G. Engel [32], occurring often as a prelude to
medical illness and also characterized by hopelessness and helpless-
ness. And finally we note the work of J. Frank, arguably the person
most strongly associated with the concept, who describes demorali-
zation as ‘[resulting] from persistent failure to cope with internally or
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externally induced stresses that the person and those close to him expect
him to handle. The characteristic features . . . are feelings of impotence,
isolation and despair. The person’s self esteem is damaged and he feels
rejected by others because of his failure to meet their expectations.
Insofar as the meaning and significance of life derives from an in-
dividual’s ties with persons whose values he shares, alienation may
contribute to a sense of the meaninglessness of life’ [33]. “Typically
[such people] are conscious of having failed to meet their own expecta-
tions or those of others, or of being unable to cope with some pressing
problem. They feel powerless to change the situation for themselves and
cannot extricate themselves from their predicament’ [34].

A common phrase patients use that indicates the beginning of
demoralization is ‘I cannot cope’. At that point they are beginning to
descend into demoralization, the key elements of which are helpless-
ness, hopelessness, a subjective sense of incompetence, shame, alone-
ness, disconnection from others, despair and ultimately futility —seeing
no purpose in going on (see Figure 2.2). Subjective incompetence is
a key feature of demoralization, distinguishing it from melancholic or
anhedonic depression [35]. Demoralized persons are paralysed by
helplessness and not knowing what to do; melancholics are paralysed
by their lack of internal drive and motivation that prevents them taking
initiative even when they know what to do. Shame, guiltand diminished
self esteem are also commonly recognized components of a depressive
syndrome, but are only just beginning to receive attention as an
important part of the cancer experience [36, 37].

Demoralization involves a loss of hope, esteem, purpose and
meaning. These are state phenomena, but are closely related to their

Stressful situation — Apprehension, panic, threat

Q‘> Don't know what to do — Helpl (feeling “unable to cope”)

1:;)Unable to resolve situation — Subjective incompetence, lowered self esteem
Q_:) and/or
Help is unavailable — Hopel

Failed expectations — Ashamed, alone, disconnected

Loss of meaning & purpose — Despair, meaninglessness

Figure 2.2 The process of demoralization.
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trait equivalents. A strong generalized hope will preserve the meaning
of life when particular hopes are quashed. A strong self esteem will
maintain confidence when things get tough.

To explore this empirically, Boscaglia and Clarke [38] measured
sense of coherence in 120 women with gynaecological cancer. Using
sense of coherence as the dependent variable, they found that demor-
alization accounted for 60% of'its variance. One’s ‘assumptive world’,
that is, one’s beliefs about the meaning, manageability and compre-
hensibility of the world, do affect the way one responds to crises.

TREATMENT IMPLICATIONS

This chapter does not aim to deal with treatment considerations.
Nevertheless, a short discussion will allow some of the implications of
the concepts of adaptation and of demoralization for treatment to be
drawn out.

J. Frank maintained that demoralization was what responded par
excellence to psychotherapy [33]. Indeed, it was the occurrence of
demoralization and the ‘common features’ of the various techniques
that accounted for much of the effectiveness of psychotherapy [39].
This is in stark contrast to depression marked by anhedonia, which
arguably does require antidepressant pharmacotherapy [40]. Grief, on
the other hand, is not to be treated and cured, only assisted [41]. This
taxonomy is not meant to imply that each of the three conditions
occurs independently of the other. They may occur together, but their
treatments are different. We should not expect, for example, to remove
the sorrow of grief with medication. Furthermore, demoralization may
improve if the anhedonic component of the depression is lessened with
antidepressant medication, or pain attenuated with analgesia.

Frank described the ‘common features’ of psychotherapies to be: (a)
an emotionally charged confiding therapeutic relationship, (b) an expla-
nation for the patient’s distress, (c) provision of useful information,
(d) giving the patient positive expectations, (e) provision of success
experiences, and (f) facilitating emotional expression [39]. These can
be more or less applied to the problem of demoralization. Good
information will reduce much anxiety and distress. Effective symptom
control, and involving the patient in decision-making, will significantly
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reduce helplessness. Facilitating contact and meaningful conversations
with the family will encourage authentic communication and reduce
aloneness. Much of this is done by the medical and nursing staff in their
usual care. For severely demoralized patients, more expert counselling
is required.

CONCLUSIONS

In this chapter, I have described three different syndromes observed
in cancer patients: anhedonic depression, demoralization and grief.
The last two lend themselves to psychological understanding and to
psychological interventions. To the extent that a person feels de-
moralized — that is, helpless, hopeless, alone and despairing — he/she
will be helped by reducing helplessness and fear of the unknown, by
conveying realistic optimism, and by being treated with dignity
and respect. Specific help at reviewing goals and exploring meaning
will be a task for a counsellor or psychotherapist. Sorrow about
things lost, either real or imagined, needs to be supported. Often
denial in facing these things needs to be gently challenged. The time
of diagnosis of cancer or cancer recurrence is a stressful time,
confronting very basic existential issues. Yet, many people cope
well.

Understanding the normal processes of human coping and adapta-
tion, and identifying those patients at risk because of poor internal
(personality, cognitive style) or external (social) resources will assist
us to recognize what is going on with the cancer patients and how to
best help them.
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Buttressing the identification of grief, demoralization, hopelessness
and styles of psychological coping of the cancer patient are vital,
ongoing scientific developments that flow from an increased under-
standing of the interplay amongst the immune system, endocrine
system, and brain. The evolving understanding of this interplay
between the neurobiology of the stress response and neuroimmune
function, immunoinflammatory pathways associated with cancer and
its treatment, and resulting neurobehavioural symptoms, represent a
quintessential ‘mind-body’ interface (Figure 3.1). This rapidly accu-
mulating body of neurobiologic knowledge has catalyzed fundamen-
tal changes in how we conceptualize depressive symptoms and has
important implications regarding the treatment, and even prevention,
of depressive symptoms in patients afflicted with cancer.

THE BIOLOGY OF DEPRESSION

Within a biopsychosocial model of the aetiology of depression, the
biological contribution could be best understood as a preexisting
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Figure 3.1 The interplay between the neurobiology of the stress response,
neuroimmune function, immunoinflammatory pathways associated with
cancer and its treatment, and depression.

vulnerability, which is activated by a stressful event such as cancer and
its treatment. This biological vulnerability would be genetically
determined [1] and then lead to an interaction between nature and
nurture [2]. One such example is given by the serotonin transporter
(5-HTT) gene. Variation in the 5-HTT gene affects the prospect that a
patient dealing with stress will go on to experience depression, which
appears more likely in those with one or two short alleles of the
gene [1]. An important Swedish twin study estimated the heritability
of depression — the degree to which individual differences in occur-
rence are associated with genetic differences — to be approximately
40% for women and 30% for men [3].

Ata physiological level, this genetic perspective has been translated
into the monoamine hypothesis of depression. This construct recog-
nizes that most antidepressant medications increase the levels of one
or more of the monoamine neurotransmitters — serotonin, noradrena-
line and dopamine — in the synaptic cleft between cerebral neurons.
Such medications may directly impact these neurotransmitter
receptors. One contemporary account of the monoamine hypothesis
proposes that a deficiency of certain neurotransmitters is responsible
for the phenomenology of depression: thus a decrease in noradrena-
line may be associated with loss of alertness, attention, energy and
interest in life; a reduction in serotonin to anxiety, obsessions and



BIOLOGY OF DEPRESSION AND CYTOKINES IN CANCER 53

compulsions; and a decrease in dopamine to loss of motivation,
pleasure and reward [4].

Depression has long been recognized to be influenced by an
overactive hypothalamic-pituitary-adrenal (HPA) axis, as occurs in
response to stress. Elevated cortisol, as might occur with enlargement
of the pituitary and adrenal glands, has been associated with depres-
sion. Oversecretion of corticotropin-releasing hormone (CRH) from
the hypothalamus drives this, and has been implicated in both cogni-
tive and arousal symptoms of depression [5]. At the gonadal level,
oestrogen has also been associated with depression with onset after
puberty, childbirth and menopause, when oestrogen levels fluctuate
most widely [6].

Magnetic resonance imaging (MRI) of the brains of patients with
depression has identified differences in both structure and function
compared to non-depressed subjects. Although some inconsistency
exists, meta-analyses have confirmed smaller hippocampal vo-
lumes [7]. This loss of hippocampal neurons correlates with impaired
memory and dysthymic mood. Drugs that increase serotonin levels in
the brain may stimulate neurogenesis and increase the total mass of the
hippocampus. This then helps to restore mood and memory [8].

Similar relationships have been noted between depression and the
anterior cingulate cortex in the modulation of emotional behav-
iour [9]. One of the neurotrophins responsible for neurogenesis here
is the brain-derived neurotrophic factor (BDNF). Meta-analyses
show the level of BDNF in the serum of depressed subjects to be
reduced threefold [10]. Antidepressant treatment increases the
blood level of BDNF. Although decreased serum BDNF is found
in other mental disorders, such as schizophrenia, there is considerable
interest about its relationship to depression and the action of
antidepressants [10].

Depression has also been associated with immune mechanisms
(understandably switched on by cancers) and the biological molecules
involved in these processes termed cytokines. In many ways, the
phenomenology of depression is not unlike the illness experience
when the body is fighting an infection [11]. Elevated levels of
circulating cytokines have been associated with depression and may
explain some of the variation in depression seen in different
tumours [12].
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THE MORBID OUTCOME OF DEPRESSION IN
CANCER PATIENTS

A number of studies have suggested that depression predisposes
patients to poorer survival after they develop cancer, including
women with breast cancer and men and women with lung cancer,
even after controlling for prognostic factors, such as age, nicotine
use, tumour grade and cancer stage [13—16]. In a study of 871 cancer
patients, those with a history of depressive symptoms were found to
have a 2.6 times increased risk of dying from their cancer within
the first 19 months following diagnosis [17]. In another study of
103 cancer patients, a depressive coping style correlated with
decreased survival time, even when other biomedical risk factors
such as tumour grade and histological classification were taken into
account [18]. In addition to potential direct effects on survival,
depression is known to decrease compliance with therapy, increase
length of hospital stay, diminish quality of life, and limit the ability to
care for oneself [19-22].

Depression that develops in response to medical treatment may
impact therapeutic efficacy and, by extension, decrease quality of life
and survival. For example, patients who developed major depression
while receiving interferon (IFN)-alpha for malignant melanoma were
significantly less likely to remain on treatment than were patients
without depression (5% versus 35%) [23]. Similarly, patients who
became depressed following stem cell transplant were found to have
a three times increased risk of dying between 6 to 12 months after
the procedure, after adjusting for other prognostic factors [11]. Thus,
the increased mortality of cancer patients with depression may be due,
at least in part, to their diminished ability to care for themselves and/or
premature discontinuation of cancer therapy [24].

INFLAMMATORY MECHANISMS AND DEVELOPMENT
OF NEUROBEHAVIOURAL SYMPTOMS IN
CANCER PATIENTS

A rich database substantiates the capacity of cytokines —including the
pro-inflammatory cytokines tumour necrosis factor (TNF)-alpha,
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interleukin (IL)-1 and IL-6 — to induce a syndrome of sickness
behaviour, which shares many features with major depression [25—
27]. Sickness behaviour is typically associated with the behavioural
changes seen in humans and laboratory animals suffering from
microbial infections. It includes anhedonia, cognitive dysfunction,
anxiety/irritability, psychomotor slowing, anergia/fatigue, anorexia,
sleep alterations and increased sensitivity to pain [28]. Relevant to its
mediation by cytokines, sickness behaviour can be reliably repro-
duced by administration of cytokines in isolation or by administering
agents (e.g. endotoxin or lipopolysaccharide) that induce the inflam-
matory cytokine cascade (TNF-alpha to IL-1 to IL-6) [25].

Although cytokines are too large to freely pass through the blood
brain barrier, several pathways by which cytokine signals can access
the brain have been elucidated. Some of these include passage of
cytokines through leaky regions in the blood-brain barrier and active
transport and transmission of cytokine signals via afferent nerve fibres
(e.g. vagus) [11, 26-28]. Recent data also indicate that activated
immune cells (macrophages) can directly pass through the blood-
brain barrier and enter the brain parenchyma [29]. Within the brain,
a cytokine network has been described, consisting of cell types
(glia/neurons) that can both produce cytokines and receive their
signals via relevant receptors [27, 30].

Several studies suggest that cytokines may be involved in depres-
sion in both medically healthy and medically ill patients [11, 31-33],
including patients with cancer (Table 3.1). Research has revealed that
pro-inflammatory cytokines are elevated in cancer patients with
depression and correlate with symptoms of sickness behaviour. For
example, plasma concentrations of IL.-6 were significantly increased
in patients with cancer and depression as well as in depressed control
subjects [23]. In other studies, both IL-1 and IL-6 significantly
correlated with fatigue in cancer patients undergoing treatment with
radiation and/or chemotherapy [34-36]. At high risk for behavioural
alterations may also be those patients whose neoplastic cells produce
cytokines and/or aggressive inflammatory reactions, or those indivi-
duals receiving cancer treatments involving extensive tissue damage
or destruction, leading to significant immune activation/inflammation
and release of pro-inflammatory cytokines (e.g. certain surgeries or
radiation).
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Table 3.1

Cytokines and their soluble receptors implicated in cancer

Cytokines and their
receptors

Role

Interleukin-1, IL-1 [40]

Interleukin-1 receptor
antagonist,
IL-1RA [40]
Interleukin-6, IL-6 [41]

Soluble interleukin-6
receptor, sIL-6R [41]

Tumour necrosis factor-
alpha, TNF-alpha [42]

Soluble tumour
necrosis receptor 2,
STNFR2 [43]

C-reactive protein,
CRP [44]

Directly produced by cancer cells; can
promote tumour growth and metastasis

A protein which binds to same receptor on the
cell surface as IL-1 (IL-1R) and thus prevents
IL-1 from sending a signal to that cell

Both a pro-inflammatory and anti-
inflammatory cytokine that mediates fever
and the acute phase response; more IL-6
appears in blood of metastatic cancer
patients

Mediates differentiation and survival of
neuronal cells; acts as IL-6 agonist by
inducing cellular responses

Regulates immune cells by inducing cell death
and inflammation, and inhibiting viral
replication and cancer cell transformation
from tumours

Binds to TNF and is found only in cells in
immune system; tumour cells increase
concentration in patients with cancer

Levels rise in response to inflammation and
higher concentrations are found in cancer
patients; CRP level is a potential predictor of
increased cancer risk

Based on these findings (albeit relatively limited to date), cytokine

effects on behaviour may be most apparent in patients undergoing
cytokine therapies (i.e. IL-2 or IFN-alpha), which induce the release of
pro-inflammatory cytokines, such as IL-6 and TNF-alpha [31, 37-39],
which in turn have been implicated in mood regulation. Thus, the
immunotherapies utilizing the innate immune system cytokine
IFN-alpha and the T-cell cytokine IL.-2 have become model systems
in which to explore not only how cytokines influence the brain and
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behaviour, but also which treatment strategies might be appropriate
for addressing those mechanisms.

IFN-alpha is a potentially effective therapy for patients with
metastatic melanoma at high risk for recurrence. However, during
the initial 12 weeks of administration, severe depression or neurotox-
icity has been shown to necessitate discontinuation of IFN-alpha in
approximately one-third of individuals with malignant melanoma [16].
The debilitating effects of IFN-alpha have largely contributed to the
recent clinical practice of truncating the year-long IFN-alpha treatment
to just one month of intravenous therapy.

We examined the incidence of major depression in patients with
malignant melanoma (n = 40) receiving high dose IFN-alpha therapy,
randomly arranged to either preventive paroxetine treatment or
placebo [19]. Of the 20 placebo-treated patients, nine (45%) devel-
oped symptoms sufficient for a diagnosis of major depression (relative
risk, 0.24; 95% CI 0.08-0.93) (Figure 3.2). In addition, severe
depression or neurotoxicity necessitated discontinuation of IFN-alpha
prior to 12 weeks in 7 patients (35%) in the placebo group (relative
risk, 0.14; 95% CI 0.05-0.85).

Incidence of Major Depression
During the First 12 weeks of IFN-alpha
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80

Survival Free of
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™
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Figure 3.2 Incidence of major depression in patients with malignant
melanoma receiving high dose interferon-alpha therapy (from Musselman
et al. [19], reproduced with permission).
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IMMUNE CONTRIBUTIONS TO NEUROBEHAVIOURAL
SYMPTOMS IN PATIENTS WITH CANCER

In terms of mood regulation, there are at least four pathways by which
cytokines may cause depression/sickness behaviour.

First, cytokines have been shown to have potent stimulatory effects
on the HPA axis, in large part through activation of CRH [45, 46].
CRH has behavioural effects in animals that are similar to those seen
in patients suffering from depression/sickness behaviour, including
alterations in activity, appetite and sleep [47]. Moreover, as previously
noted, patients with depression have been found to exhibit evidence
of increased CRH activity [48, 49]. A 41-amino-acid peptide, CRH
is considered one of the primary central nervous system °‘stress
hormones’, as it coordinates immune, autonomic, endocrine and
behavioural responses to stress. Within the brain, CRH is located in
neurons both within and outside of the hypothalamus. Within the
paraventricular nucleus of the hypothalamus, CRH-containing neu-
rons project to the median eminence [50] and induce secretion of
adrenocorticotropic hormone (ACTH) and beta-endorphin from the
anterior pituitary [51]. In turn, ACTH stimulates cortisol secretion
from the adrenal cortex [52]. In order to study the relationship between
IFN-alpha-induced depression and HPA axis function, in the above
noted study (Figure 3.2), a subset (n = 14) of the 20 placebo-treated
patients with malignant melanoma receiving IFN-alpha therapy had
plasma samples drawn just prior to, and then 1, 2 and 3 hours
following, IFN-alpha administration. Samples were drawn again at
week 2, 4, 8 and 12 of IFN-alpha therapy. Over the 12 weeks of
therapy, 7 of the 14 patients developed major depression [53]. ACTH
and cortisol responses, but not IL-6 responses, to the initial adminis-
tration of IFN-alpha were significantly higher in the seven patients
who subsequently developed major depression than in those who did
not (Figure 3.3). No differences in hormonal or cytokine responses
were found between these two groups during IFN-alpha administra-
tion. ACTH and cortisol responses to the initial injection of IFN-alpha
were also significantly associated with depressive, anxious and cog-
nitive symptoms at week 8 of IFN-alpha therapy (Table 3.2). No such
correlations were found with neurovegetative (e.g. fatigue, anorexia,
sleep disturbance) or somatic (e.g. pain, gastrointestinal distress)
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Figure 3.3 Adrenocorticotropic hormone (ACTH), cortisol and interleukin-
6 (IL-6) responses to first injection of interferon-alpha (IFN-alpha) is greater in
patients who later develop major depression (from Capuron et al. [53],
reproduced with permission).

Table 3.2 Correlation between adrenocorticotropic hormone
(ACTH) and cortisol responses after initial dose of interferon-
alpha and depressive, anxiety and cognitive symptoms eight
weeks later (from Capuron et al. [53], reproduced with

permission)

Symptom dimension ACTH (r) Cortisol (r)
Depression .699** .534*
Anxiety .704** .520*
Cognitive dysfunction .656* .622%*
Neurovegetative .345 400
Somatic 293 236

*p < 0.05

*kp < 0.01
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symptoms. Interestingly, mood and cognitive changes during
IFN-alpha therapy were most responsive to treatment with paroxetine,
suggesting that stress reactivity and CRH may be more relevant to
vulnerability to cytokine-induced depression and its treatment with
antidepressants than other aspects of sickness such as fatigue, an-
orexia and pain [23].

Second, a number of cytokines (especially IL-1, IL-6, TNF-alpha,
IFN-alpha and IL-2) have been shown to alter the metabolism of
noradrenaline, serotonin and dopamine, all of which have been
implicated in the pathophysiology of mood disorders [56]. Cytokines,
including IFN-alpha, have been shown to reduce serum concentra-
tions of L-tryptophan, likely secondary to changes in dietary intake
(due to anorexia) and the induction of the enzyme indolamine 2,3
dioxygenase, which breaks down tryptophan into kynurenine [11, 54,
56, 58]. Tryptophan is the primary precursor of serotonin, and
depletion of tryptophan has been associated with the precipitation
of mood disturbances in vulnerable patients [59]. Early studies
revealed that the development of depressive symptoms during
IFN-alpha therapy was associated with diminished peripheral blood
concentrations of tryptophan [55, 60] (Table 3.2). More recent data,
however, indicate that the generation of kynurenine, which is then
converted to quinolinic acid and kynurenic acid in the brain, may be
more relevant to mood changes than tryptophan [61, 62]. Studies in
laboratory animals demonstrate that injection of kynurenine alone
can induce depressive symptoms in rodents [60]. In humans, while
no changes in cerebrospinal fluid (CSF) tryptophan were found in
IFN-alpha-treated patients, significant increases in kynurenine, qui-
nolinic acid and kynurenic acid were noted [61]. Higher CSF con-
centrations of kynurenine and quinolinic acid were correlated with
higher depression scores [61].

Another mechanism by which IFN-alpha may influence serotonin
metabolism is through the induction of mitogen activated protein
kinase (MAPK) signalling pathways, including p38. IFN-alpha, as
well as other innate immune cytokines, are potent inducers of p38
MAPK, and activation of p38 MAPK has been shown to upregulate
both the expression and function of 5-HTT [63, 64]. Interestingly,
enhanced 5-HTT function has been associated with seasonal affective
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disorder [65]. In addition, in rhesus monkeys exposed to maternal
abuse and rejection as infants, our group has found significant
correlations between activation of p38 in peripheral blood mononu-
clear cells and number of maternal rejections as infants, as well as
decreases in CSF concentrations of the serotonin metabolite 5-hydro-
xyindoleacetic acid (5-HIAA) [66]. Of note, decreased CSF 5-HIAA
concentrations have been associated with increased anxiety-like
behaviour in these animals [67]. These data suggest that cytokines
can inflict a ‘double hit’ on serotonin availability through effects on
synthesis and reuptake of serotonin, both potentially contributing to
reduced synaptic serotonin [68].

Data from our laboratory and others support the notion that
IFN-alpha, as well as other innate immune cytokines, may also
profoundly alter dopamine metabolism and the function of basal
ganglia circuits, thereby contributing to cytokine-induced neurove-
getative symptoms, including fatigue, psychomotor slowing, and
sleep disturbances [69—75]. Dopamine in the basal ganglia is known
to play an important role in the regulation of multiple behaviours,
including mood, motivation/reward (hedonia), motor activity, sleep/
wake cycles (arousal) and cognition [76-80].

Studies of rhesus monkeys administered with IFN-alpha have
revealed that development of huddling behaviour (a behavioural
equivalent of depression) in vulnerable animals is associated with
significant decreases in CSF concentrations of the dopamine metabo-
lite homovanillic acid (HVA). These results are consistent with
experiments in mice that have shown that treatment with IFN-alpha
for up to five days significantly decreases dopamine and its metabolite
3,4-dihydroxyphenylacetic acid (DOPAC) in whole brain homoge-
nates [74]. These dopamine changes were associated with reduced
motor activity (which is also consistent with the motor slowing
and fatigue exhibited in IFN-alpha-treated patients). As shown in
Figure 3.4, using a longitudinal design and positron emission tomog-
raphy, we recently examined regional brain glucose metabolism
before and after four weeks of intravenous IFN-alpha therapy in
patients with malignant melanoma. In 12 patients with malignant
melanoma devoid of metastatic disease or pre-existing behavioural
alterations, whole-brain glucose metabolism was estimated by
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Figure 3.4 Changes in tryptophan and kynurenine in antidepressant-free
patients who developed major depression compared with antidepressant-
free patients who remained free of depression during IFN-a therapy (from
Capuron et al. [54, 55], reproduced with permission). *p < 0.01.

fluorine-18-labelled fluorodeoxyglucose uptake while subjects were
at rest. Significant correlations were discovered between changes
(delta) in regional cerebral glucose metabolism (rCMRGLc) in the left
putamen and left nucleus accumbens (relative to baseline) and
changes (delta) in ‘energy’ subscale scores as measured by the Visual
Analogue Scale of Fatigue (VAS-F) during IFN-alpha therapy
(R=—10.622, p=0.03 and R=—-0.669, p=0.02, respectively).
Self-reported fatigue also correlated with increased glucose metabo-
lism in the cerebellum. These data indicate that IFN-alpha, as well as
other cytokines of the innate immune response, may target basal
ganglia nuclei [81]. The increased basal ganglia resting state glucose
metabolism of IFN-alpha-treated patients likely reflects altered
dopaminergic activity (Figure 3.5). Increased basal ganglia metabo-
lism has been repeatedly documented in patients with Parkinson’s
disease. Interestingly, treatment with levodopa or other pharmaco-
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Figure 3.5 Increased metabolic activity in left basal ganglia nuclei is
associated with self-reported decrease in energy during IFN-alpha therapy
(from Capuron et al. [81], reproduced with permission).

logic agents that increase dopamine release (e.g. stimulants) have
improved fatigue in patients with basal ganglia disorders as well as in
IFN-alpha-treated patients [82]. Taken together, these findings sug-
gest that changes in basal ganglia activity during IFN-alpha therapy
may be related to altered dopamine neurotransmission and, in turn,
play a role in the pathophysiology of IFN-alpha-induced fatigue
symptoms.

Interestingly, certain of the mechanisms whereby IFN-alpha can
perturb serotonin metabolism overlap with those described above
which influence dopamine. For example, intrastriatal administration
of kynurenic acid dramatically reduces extracellular dopamine in rat
striatum [62, 83]. Interferon-alpha and other innate immune cytokines
may also influence dopamine metabolism through activation of
MAPK signalling pathways.
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Finally, a fourth potential pathway by which pro-inflammatory
cytokines may induce alterations of mood is the pituitary-thyroid axis.
Pro-inflammatory cytokines have been associated with the euthyroid
sick syndrome (ESS), that is characterized by normal TSH and T4
levels and reduced T3 levels in the early stages, and by normal TSH
and reduced T3 and T4 in the later stages [84]. The mechanism by
which ESS occurs is believed to involve both direct effects of
cytokines on thyroid gland function as well as inhibition of the
metabolic enzymes (5'-deiodination) that convert peripheral T4 to
T3 (the more biologically active form of thyroid hormone), especially
in the liver [84].

As with the pro-inflammatory cytokines, IL-2 has also been shown
to influence both neuroendocrine and monoamine function. For
example, IL-2 administration stimulates the release of CRH from
the amygdala and hypothalamus, an effect that appears to be mediated
in part by nitric oxide [85]. Repeated administration of IL-2 to mice
has been found to increase the turnover of noradrenaline within
the median eminence and hippocampus, alter serotonin levels in the
hippocampus and prefrontal cortex, and reduce dopamine turnover in
the caudate and substantia nigra [86]. All of these brain regions are
involved in symptoms relevant to depression. In contrast to pro-
inflammatory cytokines, IL-2 administered over five days has been
shown to stimulate the pituitary-thyroid axis in patients with HIV
infection [87]. Free thyroxine levels were elevated to hyperthyroid
levels in these IL-2 treated patients. Relevant to cytokine-induced
behavioural changes, even subtle alterations in thyroid hormone
availability (both hyper- and hypothyroidism) are known to be
associated with mood disorders [88].

CYTOKINES AND THE INDUCTION OF DISTINCT
NEUROBEHAVIOURAL SYNDROMES

Based on clinical and animal studies, our group has proposed that
IFN-alpha induces distinct neurobehavioural syndromes, which differ
in time of onset as well as treatment responsiveness. Using dimen-
sional analyses of the incidence of neurobehavioural symptoms
during the first three months of IFN-alpha treatment of patients with
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malignant melanoma, a complex of neurovegetative symptoms in-
cluding anorexia, fatigue, altered sleep and psychomotor retardation
developed within two weeks of IFN-alpha therapy in a large propor-
tion of patients. In contrast, symptoms of depressed mood, anxiety and
irritability appeared later during IFN-alpha treatment. Symptoms of
depression and anxiety were more responsive to treatment with
paroxetine than symptoms of fatigue, psychomotor slowing, altered
sleep, and anorexia. Consistent with these findings in IFN-alpha-
treated patients are data showing the differential clustering of mood
Vs. neurovegetative symptoms in patients with cancer as well as the
lack of antidepressant responsiveness of cancer-related fatigue [89, 90].
The mood/anxiety and neurovegetative syndromes appear to be
mediated by different pathophysiological mechanisms, that is CRH
sensitivity and perturbations of serotonin metabolism vs. dopamine
pathways, respectively [91].

As discussed above, we randomly assigned 40 patients with malig-
nant melanoma to either paroxetine or placebo two weeks prior to their
initiating IFN-alpha [19]. Severe depression or neurotoxicity neces-
sitated discontinuation of IFN-alpha prior to 12 weeks in one patient
(5%) in the paroxetine group versus 7 patients (35%) in the placebo
group (relative risk, 0.14; 95% CI 0.05-0.85). Paroxetine treatment
significantly reduced rating scale scores of depression (p<0.001),
anxiety (p<0.001) and neurotoxicity (p <0.001) over the course of the
study; neurovegetative symptoms of fatigue and anorexia did not
improve (Figure 3.6). These data are consistent with the study by
Morrow et al. [92], who found that treatment with paroxetine signifi-
cantly reduced depression but not fatigue in a large sample of patients
with cancer undergoing chemotherapy. This evidence suggests that
pretreatment with paroxetine represents an effective strategy for
minimizing IFN-alpha-induced mood symptoms and improving treat-
ment adherence (Figure 3.7). However, different treatment strategies
appear to be required to target the neurovegetative symptoms induced
by this (and other) cytokine therapy.

Investigations are also ongoing to understand the differential
mechanisms of symptom development in patients receiving the T-cell
cytokine IL-2 [93]. The few studies that have focused on the beha-
vioural and cognitive effects of IL-2 treatment reveal a high incidence
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Figure 3.6 Depressive, anxious, cognitive, neurovegetative and somatic
symptoms in patients treated with placebo (n=20) or paroxetine (n=18)
during interferon-alpha. *p<0.05; **p<0.01. Asterisks at the top of bars
indicate significant within-group differences vs. baseline. Brackets indicate
inter-group differences for that time point (from Ref. [89], reproduced with
permission).

of depressive symptoms and memory disturbances, but also a suscep-
tibility of these patients to develop psychosis and/or delirium [94].

TREATMENT IMPLICATIONS

Important avenues for future research include psychotherapeutic and
behavioural interventions in patients with cancer. These interventions
can potentially ameliorate cytokine-related neurobehavioural
comorbidity by reducing stress and inflammatory responses of the
neuroendocrine system, which will directly affect the neuroendo-
crine-immune interaction [95]. Cognitive-behavioural techniques
and interventions focusing on stress reduction and mindfulness seem
to be essential, as they have been found to reduce psychological
distress in breast cancer patients [96]. Furthermore, cognitive-
behavioural therapy has shown to improve fatigue in over half of the
cancer survivors in a recent randomized controlled trial [97]. The
programme focused on sleep (e.g. sleep-wake habits and social
rhythms), physical activity (e.g. aerobic exercise), coping and social
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Figure 3.7 Paroxetine protects from depression and neurotoxicity necessi-
tating treatment withdrawal when treatment with interferon-alpha is given
(from Musselman et al. [19], reproduced with permission).

support, and these strategies seem to be relevant in the regulation of
the inflammatory response in the neuroendocrine system [98—108].
Irwin et al. [109] found that sleep quality, sleep onset, and sleep
maintenance in adults with insomnia improved with behavioural
treatments, yet there is little evidence to show improvement in cancer
patients [110, 111] due to lack of control group and small sample
size [112, 113]. Certainly, future investigations of these interventions
for patients with cancer would be bolstered by assessments of their
impact on cortisol rhythms, inflammatory mediators, and neurobe-
havioural symptom complexes.
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Pharmacologic agents that target specific pathways may alleviate
specific neurobehavioural symptom domains induced by inflamma-
tion. CRH, which is stimulated by inflammatory cytokines, is an
obvious target [95]. There is some preliminary indication that CRH
antagonists may be effective in treating depression in medically
healthy individuals [114]. Furthermore, agents that enhance
glucocorticoid-mediated negative feedback of CRH pathways (e.g.
phosphodiesterase type IV inhibitors), through facilitation of gluco-
corticoid receptor function, may decrease cytokine-induced mood
and anxiety symptoms. These compounds may have the additional
advantage of inhibiting immunoinflammatory pathways [115].

Other pharmacologic options currently available do selectively
target monoamine neurotransmitter pathways and may ameliorate
certain cytokine-induced neurobehavioural symptoms, that is, sero-
tonergic drugs for mood/anxiety symptoms, or dopaminergic drugs
for fatigue and psychomotor slowing. Paroxetine has been shown to be
effective in reducing depression in two double-blind, placebo-
controlled trials in cancer patients, but was ineffective in improving
fatigue [89, 92]. An obvious candidate drug which needs to be tested in
a large-scale, randomized, placebo-controlled, clinical trial for treat-
ment of cancer-related fatigue is methylphenidate [116], which
has been shown to treat fatigue and improve neuropsychological
functioning in patients with tumour-related organic brain dysfunc-
tion [117, 118].

As research sheds further light upon the relationship between
inflammatory markers and neurobehavioural symptoms in cancer
patients, cytokine antagonists, anti-inflammatory agents, and medica-
tions that disrupt cytokine signalling pathways may offer other
pharmacologic options. Such agents which target upstream elements
of the NF-kB and p38 pathways [119, 120] are currently being
studied for their antineoplastic effectiveness. Thus, investigators will
have the opportunity to examine whether these agents diminish
neurobehavioural morbidity in cancer patients. For example, one
study has documented that the TNF-alpha inhibitor etanercept im-
proved tolerability of chemotherapy (and reduced fatigue) in patients
with advanced cancer [121].

Chronobiotic agents, such as light therapy or melatonin receptor
agonists, might synchronize the circadian rhythms of cancer patients
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to their environment, similar to the treatment of sleep disturbances
caused by shift work or long-distance travel. Chronobiotic treatment
might potentially restore rhythmicity of neuroendocrine systems,
alleviate inflammation, and improve effectiveness of antineoplastic
therapy [122,123].

CONCLUSIONS

In the past, the increased prevalence of depression in cancer patients
has been conceptualized as an emotional response to extreme stress,
including overwhelming emotional loss, physical pain, and often
social isolation. Investigations of cancer patients suffering from major
depression revealed that neuroendocrine perturbations of these in-
dividuals (i.e. HPA axis hyperactivity) are likely due to CRH hyper-
secretion associated with depression and/or the potent stimulation of
pro-inflammatory cytokines in response to infection, tumour progres-
sion, or antineoplastic interventions. During the past two decades,
characterization of cytokine-induced mood/anxiety and neurovege-
tative sickness behaviour symptoms in humans has proceeded in
concert with an increasing understanding of the associated alterations
of immunoinflammatory pathways and monoamine neurotransmitters,
especially evident in individuals receiving immunotherapies. As
certain cytokine-induced symptoms, that is mood and anxiety symp-
toms, improve with antidepressant treatment, the quest has begun for
effective interventions to relieve cytokine-induced fatigue, sleep and
other neurovegetative symptoms.

A continuing impetus for the fourth decade of neurobehavioural-
neuroendocrine-immune research will be to understand the neurobi-
ology of neurobehavioural symptoms induced by cytokines in patients
with cancer and other serious medical disorders, and to aggressively
treat them.
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Recent estimates indicate that there are over 10 million cancer
survivors in the United States [1]. With cancer becoming a more
chronic and survivable disease, quality of life and psychological
issues have become even more central and important.

Patients with cancer often experience elevated levels of emotional
distress as they adjust to the diagnosis, the side effects of treatments
(such as chemotherapy and radiation therapy) and the burden of
symptoms caused by the disease itself [2]. Greater attention iS now
being paid to the emotional needs of cancer patients than in the past.
Cancer centers are more focused on the comprehensive needs of these
individuals, as healthcare shifts from a biomedical standpoint to a
biopsychosocial one [3-5].

Depression is a common problem in cancer patients, which nega-
tively affects their quality of life, physical activities, relationships and
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sleep. It has been found to reduce compliance with treatment recom-
mendations [6] and can be associated with shorter length of survival
[7-10]. Nevertheless, depression is often missed and therefore
undertreated [11].

A study examining the ability of physicians to recognize depression
in a large sample of ambulatory cancer patients [12] found little
concordance between physician estimates of depression and patient
ratings. Less than 13% of patients with moderate to severe depressive
symptoms were classified as such by physicians, with more than half
of these patients being classified as having no significant depressive
symptoms.

Depression can be difficult to assess in cancer patients, because
depressive symptoms occur on a continuum that ranges from normal
feelings of sadness to a major affective disorder. For example, one
study examining the differing levels of depression in cancer patients
[13] found that 17.9% of the sample scored in the mild range of
depressive symptoms, 8.4% scored in the moderate range, and 4.8%
scored in the severe range. In total, 31.1% of the sample reported
clinically significant depressive symptoms, with 13.2% in the moder-
ate range or greater. Patients who reported having a caretaker endorsed
significantly higher depressive symptoms.

IDENTIFYING MAJOR DEPRESSION
IN CANCER PATIENTS

Depression can be conceptualized in two ways: as a category or as a
dimension. The categorical perspective views depression as a disor-
der, while the dimensional perspective views depression as increased
levels of depressive symptoms without necessarily constituting a
disorder [14]. Within the categorical perspective, depression can be
defined by the fulfilment of a set of criteria, such as those of the
DSM-IV. The DSM-1V criteria for a major depressive episode include
the presence of at least five out of nine symptoms (depressed mood,
diminished interest/loss of pleasure in activities, weight loss or gain,
insomnia or hypersomnia, psychomotor retardation or agitation,
fatigue, feelings of worthlessness or inappropriate guilt, reduced
ability to concentrate, recurrent thoughts of death or suicide) during
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the same two-week period, representing a change from previous
functioning. At least one of the symptoms must be either depressed
mood or loss of interest or pleasure [15].

Diagnosing major depression in cancer patients can be challenging,
because the diagnostic criteria in the DSM-IV include several symp-
toms that overlap with symptoms of cancer or its treatments (appetite
loss, weight loss, sleep disturbance, fatigue, loss of energy, difficulty
concentrating, psychomotor retardation) [16]. Therefore, using the
DSM-IV criteria to assess depression often produces false-positive
cases in this population and may result in the administration of
unnecessary or ineffective interventions.

Several alternative approaches have been designed to address this
diagnostic issue, such as the inclusive, the exclusive, the substitutive,
and the increased threshold approaches. In the inclusive approach, all
the symptoms of major depression criteria of the DSM-IV are counted,
whether or not they might be attributable to cancer [17]. In the
exclusive approach, or Cavanaugh criteria, somatic symptoms are
deleted from the diagnostic criteria and two new items are proposed
(not participating in medical care in spite of ability to do so; not
progressing despite improving medical condition and/or functioning
at a lower level than the medical condition warrants) [17]. The
substitutive approach, or Endicott criteria, substitutes somatic
symptoms with non-somatic symptoms (fearfulness or depressed
appearance in face or body posture; social withdrawal or decreased
talkativeness; brooding, self-pity or pessimism; cannot be cheered up,
doesn’t smile, no response to good news or funny situations) [17].
Finally, the increased threshold approach applies high symptom-
severity thresholds for somatic symptoms [17].

In a study using item response theory (IRT) analysis to determine
which items of all combined criteria were the best indicators of
depression [17], the authors found that the somatic symptoms of the
DSM-IV diagnostic criteria (appetite loss, weight loss, insomnia,
fatigue, loss of energy, and diminished ability to concentrate) may
not be useful for diagnosing or assessing severity of depression. In
addition, feelings of worthlessness and suicidal ideation were not
good indicators of the severity of depression. Data analysis suggested
that the two Cavanaugh items (not participating in medical care in
spite of ability to do so; not progressing despite improving medical
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condition and/or functioning at a lower level than the medical condi-
tion warrants) and one Endicott item (social withdrawal or decreased
talkativeness) may be useful in assessing the severity of depression in
cancer patients [17]. Two Endicott items (fearfulness or depressed
appearance in face or body posture; brooding, self-pity or pessimism)
appeared to be good markers of mild depressive disorders, and the
remaining Endicott item (cannot be cheered up, doesn’t smile, no
response to good news or funny situations) appeared to be a good
marker for severe major depressive disorder in cancer patients.
Overall, this study indicated that the Cavanaugh and Endicott criteria
may be better markers for evaluating depression than the DSM-IV
diagnostic criteria, suggesting alternative approaches are needed
when assessing depression in cancer patients [17].

In a review of the literature on depression in adult cancer patients
from 1965 to 1997, Bottomley [18] found that, on average, one in four
cancer patients had elevated depressive symptoms. In a meta-analysis
of 58 studies from 1980 to 1994 [19], wide variations in symptoms
were reported amongst individual studies. Zero to 46% of cancer
patients had a depressive disorder, 0.9% to 49% had an anxiety
disorder, and 5% to 50% were found to have psychological distress.
The authors found that cancer patients did not differ significantly in
anxiety and general distress from the normal population. However,
cancer patients endorsed significantly more depressive symptoms.

This wide range of prevalence rates of depression in cancer patients
reflects differences across studies in characteristics of the samples
recruited, patient status (cancer patients undergoing treatment vs.
patients seen at follow-up clinics), and methodology (self-report
questionnaires vs. psychiatric interview). These differences were
illustrated in a cross-sectional study conducted in England [20]. One
hundred and seventy-eight cancer patients were given a self-report
measure and a psychiatric interview. Results showed that 48% met the
criteria for elevated symptoms based on self-report, whereas only 18%
met the criteria for an anxiety disorder and 15% for a depressive
disorder with a psychiatric interview. The authors concluded that the
prevalence was higher using a self-report measure because too few
symptoms were present to reach the threshold fixed by the diagnostic
criteria, and those present were not disruptive enough to be scored as
positive at the psychiatric interview.
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ASSESSING DEPRESSION IN SPECIAL ONCOLOGY
POPULATIONS

Geriatric Patients

Identifying depression in elderly patients can be a unique challenge.
Elderly patients in general are less likely to present with affective
symptoms, such as sadness, anhedonia and worthlessness [21].
Research suggests that symptoms such as general malaise or dissatis-
faction, diffuse somatic complaints, general aches or stomach aches,
hopelessness, late insomnia, variations in mood throughout the day,
anxiety, agitation and loss of sexual interest may better differentiate
depression in elderly cancer patients [21].

Measures exist that were developed specifically to assess depres-
sion in the elderly, such as the Geriatric Depression Scale (GDS, [22]).
However, there have been no measures to date specifically defined,
normed and validated on elderly cancer patients.

Paediatric and Adolescent Patients

There are few studies on the diagnosis of depression in paediatric
cancer patients. As in adult depression, it is important to distinguish
normal sadness that is transitory from irritability, insomnia, lack of
self-esteem, anorexia and poor social and/or school adjustment, which
may signify depression [14].

Paediatric oncologists are often imprecise or inconsistent in their
mental health assessment of adolescent cancer patients. A study of
41 cancer patients aged 12 to 19 years found that, while physicians
seemed torecognize those whoreported clinically significant symptoms
of depression and anxiety, they also reported many more of their
patients to have psychological distress than patient measures demon-
strated [23]. In addition, while physicians accurately recognized overall
distress, they did not accurately identify specific symptoms of depres-
sion or anxiety. The authors concluded that, while the symptoms
patients report may be real, patients may understand them as normative
reactions to the unusual life stress of childhood cancer, and may not feel
as if they need additional help with management of these feelings [23].
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Neuro-Oncology Patients

Patients with brain tumours who are depressed may have a variety of
symptoms in addition to neurological deficits. A key consideration to
diagnosing depression in this population is to distinguish it from
apathy [24]. In depression, patients tend to feel an emotional pain,
while in apathy they have a lack of feeling, emotion, interest, or
concern.

Palliative Care Patients

A literature review on methods of assessing depression in palliative
cancer patients [25] found vast differences in the conceptualization of
depression and usage of assessment methods. The authors recom-
mended consistency amongst clinicians and researchers on defining
depression, determining the adequate number of relevant symptoms
to include in the criteria of depression, and achieving consensus on
the use of overlapping somatic symptoms. In addition, they recom-
mended establishing severity thresholds to aid in qualifying the level
of depression experienced in this highly-symptomatic palliative
population [25].

UNDERDIAGNOSIS OF DEPRESSION
IN CANCER PATIENTS

Physicians have not shown to be effective in identifying depression in
cancer patients [12], and often referrals are not made until the
depression has reached an observable crisis [26].

In a study by Sollner et al. [27], oncologists correctly recognized
the presence of depressive symptoms in only 11 of 30 severely
depressed patients. Correct identification was lower in patients with
head and neck or lung cancer and in those with lower socioeconomic
status. Oncologists’ referral for supportive counselling did not corre-
late with patient symptoms, but rather with more progressed disease
and less denial behaviour.

Passik et al. [12] found that depression was inaccurately classified
by physicians in nearly 90% of their patients. Physician estimates of
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patient depression correlated most highly with their ratings of patient
anxiety, and were rated higher for patients with a diagnosis of lung
cancer and/or stage IV disease. Patients prescribed antidepressant
medication were rated as significantly more depressed by physicians
[12].

In another study, 100 oncology outpatients were given a structured
psychiatric interview. Only 14% of the depressed cases had been
identified and treated by the existing health care system [28]. Fallow-
field et al. [29] monitored physicians as they rated patients’ depres-
sion. The misclassification rate was 34.7%. The doctors’ predominant
tendency was to assess depressed patients as not depressed (595 out of
827 patients with high scores were missed). Physicians were all aware
that the psychological status of their patients was being assessed and
that their interactions were being videotaped. It is likely that the
situation is even worse when doctors are not being monitored.

Oncology nurses are often front line in caring for patients, and
receive patient referrals earlier in the course of their illness. This offers
the potential for nurses to play a key role in the early identification and
management of depression. However, surveys of oncology nurses’
rates of detection of depression show significant challenges with
assessment and referral. McDonald et al. [30] examined the degree
to which nurses recognized levels of depressive symptoms in their
patients with cancer. Forty clinic nurses rated the depression levels
of 1109 patients. Most of the agreement was on the ‘none’ or ‘mild’
end of the continuum. Only 14% of moderately to severely depressed
patients were classified accurately by nurses, while 53% of these
patients were rated as essentially having no depressive symptoms.
Nurses’ ratings were correlated most highly with patients’ endorse-
ment of more obvious symptoms, such as sadness, tearfulness and
irritability, while they were less strongly associated with more subtle
symptoms, such as concentration difficulties, anhedonia and somatic
symptoms. Men were significantly more likely to be inaccurately
classified than were women.

A UK study examining how palliative care clinical nurse specialists
assess depression in patients with advanced cancer found that 15%
reported they never screened for depression and only 54% screened
some of the time [31]. Hospital-based nurse specialists screened less
frequently than community nurse specialists, and somatic symptoms
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(e.g. poor sleep, fatigue, changes in appetite) were used to assess
depression more often than non-somatic symptoms (e.g. guilt, suicidal
thoughts). Barriers to screening noted by nurses were perceived
stigma of a depression diagnosis, side effects of antidepressants, and
concern regarding addiction to antidepressant medication. Nearly
half of the participants reported that they had received no training
in screening for depression, and over two-thirds requested further
training [31].

Training of nurse specialists has been the focus of recent research.
A pilot study evaluating the effectiveness of a communication work-
shop for ambulatory oncology nurses found that nurses reported
increased confidence in detecting and responding to patient depres-
sion and believed they would use these new skills to provide better
care [32].

Passik et al. [33] examined oncologists’ and nurses’ ability to
recognize depressive symptoms in two cases of cancer patients who
were interviewed on videotape. The sample of 32 oncologists and
nurses was given a one-hour training on using a brief diagnostic
interview for meaningful diagnoses vs. adjustment disorder. Overall,
the raters did well on both cases, though somewhat better on the less
complex case. In the more complex case, agreement was better on the
somatic symptoms. More importantly, follow-up one year later
showed that oncologists were still utilizing the training and reported
feeling fairly confident in diagnosing depressive disorders [33]. The
results of the study indicate that oncologists and oncology nurses can
improve their accuracy in diagnosing depression in cancer patients
through brief didactic training.

BARRIERS TO THE RECOGNITION OF DEPRESSION
IN CANCER PATIENTS

Depression in patients with cancer may be overlooked for several
reasons. In general, oncology visits tend to primarily focus on
physiological treatment and management of its side effects and
secondarily on pain and symptom management. Emotional and
psychological symptoms may be overlooked or even discounted as
expected consequences of having cancer [30]. Many healthcare
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professionals working with cancer patients believe that depression is a
typical reaction to being diagnosed with such an illness and, therefore,
do not identify it as a disorder requiring additional treatment. Some
clinicians fear fully exploring psychological symptoms at a vulnerable
time for patients [14].

The notion that depression is a normal consequence of a cancer
diagnosis has several negative implications. Firstly, it trivializes the
degree of suffering associated with depression and its deleterious
impact on quality of life. Secondly, it ignores the fact that depressive
states exist on a continuum and that clinically significant states are
amenable to treatment [34].

Lack of physician awareness of depression may contribute to
patients’ hesitancy to report emotional complaints. Patients may be
reluctant to visit their physician for an emotional complaint for fear
that it may distract the physician from curative efforts, or they may
fear negative cultural attitudes toward depression [12]. In addition,
neither the patient nor the physician may suspect that some somatic
symptoms may be the result of an underlying depression, rather than
their physical illness. Physicians’ lack of awareness may also be due
to the heavy caseload of patients being cared for by a typical
oncologist.

While diagnosing depression can be difficult in any medical setting,
oncology physicians and nurses are faced with the further complica-
tion of distinguishing symptoms due to the malignancy or associated
medical treatments from symptoms due to depression. Loss of appetite
because of chemotherapy, fatigue due to cancer, and lack of sleep
because of pain are all examples of the problems that confound the
somatic symptoms in diagnosing depression [12]. Also, affective
symptoms such as sadness, tearfulness and irritability are influenced
by situational factors (such as getting bad news) and may not reflect
the presence of depression longitudinally [30].

Even though the symptoms listed above tend to be what oncologists
and oncology nurses use to identify depression, an accurate diagnosis
of depression in patients with cancer may rely more on cognitive
symptoms (worthlessness, hopelessness, guilt, suicidal ideation) and
anhedonia than somatic or affective symptoms [34]. In a study on the
feasibility of a screening tool [13], items tapping hopelessness,
anhedonia and apathy were scored highest by patients who were high
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endorsers of depressive symptoms overall, suggesting these areas
may be key indicators of depression in cancer patients.

Passik et al. [35] performed a factor analysis of the Zung Self-
Rating Depression Scale [36], a depression scale commonly used with
cancer patients. Symptoms of manifest depressed mood were separate
from the ideational and anhedonia-related symptoms. Along the
somatic dimension, eating-related somatic symptoms (weight and
appetite loss) were separate from other important somatic symptoms.
The neurovegetative symptoms of depression appeared separable
from the cognitive symptoms, with the latter being more reliable for
diagnostic purposes. The authors concluded that cognitive symptoms
may be more relevant to diagnosing depression in cancer patients,
despite the apparent tendency for oncologists to place more impor-
tance on the mood and somatic symptoms [35].

REFERRAL OF DEPRESSED PATIENTS WITH CANCER

To date, there is little information regarding the proportion of patients
being treated for cancer that are referred to or access mental health
services. An Australian study assessed the degree to which patients
used available supportive services and their level of satisfaction with
them [37]. Although over 30% of the patients reported elevated
depressive or anxiety symptoms, 75% had not received any supportive
services at any time, and very few (6.5%) reported currently using
services. Of the patients provided with psychological treatment, most
were receiving it from general practitioners (29%), and the majority of
patients (86%) found the experience helpful. It was unclear why the
majority of patients reporting elevated symptoms did not access
mental health support, but the authors speculated that patients not
being aware of services available or not seeing them as being benefi-
cial are possible explanations.

In a study by Passik et al. [12], 36% of patients were found to have
clinically significant depressive symptoms, yet less than 3% were
currently seeing a mental health professional. This highlights the need
for further efforts to remove barriers to intervention. A later study
by the same group [38] involved designing a fluoxetine-based algo-
rithm to help oncologists choose the most appropriate antidepressant



RECOGNITION OF DEPRESSION AND SCREENING METHODS 91

medication and to examine the impact of this intervention on depres-
sive symptoms. Thirty-five patients were identified and treated, and
an overall reduction in depressive symptoms was found. These results
suggest that a screen and intervene approach can be valuable for
teaching oncologists to recognize and treat depressive symptoms in
their patients.

One Australian randomized controlled trial of providing coordi-
nated psychosocial interventions based on depression screening in an
outpatient clinic showed a significant ability to reduce levels of
depression over six months [39].

SCREENING FOR DEPRESSION IN CANCER PATIENTS

To maximize the use of limited treatment resources and provide equal
access to mental health services, depressed cancer patients need to be
reliably identified. Systematically screening cancer patients for
depression is more likely to promote equal access to psychological
services, whereas relying only on physician- or patient-initiated
referrals might fail to identify and/or overlook a substantial proportion
of depressed patients who are in need of supportive treatment [40].

The National Comprehensive Cancer Network Distress Manage-
ment Panel has developed guidelines for identifying and treating
distressing symptoms, such as depression, as a standard of care [41].
This includes screening during the initial visit and periodically
throughout treatment. Several cancer centers throughout the US and
internationally have implemented programs designed to screen for
distress and depression [42] by administering self-report question-
naires to all incoming patients. Based on their scores, patients are
treated with interventions ranging from psychoeducation to psycho-
therapy, family therapy, or pharmacology.

Amongst current screening instruments, a structured interview is
considered the gold standard. Unfortunately, the lengthy administra-
tion time may not be feasible in high volume clinics. In addition, this
utilization of professional staff may not be cost-effective. Therefore,
self-report measures have gained popularity as an alternative method
of screening for depression in cancer patients. However, a review of
currently available measures, as well as discussions with cancer
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treatment providers, suggest that many of these instruments are not
without problems. Patient burden in completing the measures, lengthy
administration and scoring time, and multiple scales that confuse busy
oncologists are just some of the criticisms of existing measures [43].
Shorter questionnaires are often limited by unclear cut-off scores and
have not demonstrated strong psychometric properties.

The practice of screening for depression hinges on the setting of
cut-off scores for meaningful follow-up and interventions that are
tailored to a particular practice setting. Passik et al. [44] examined
various cut-off scores for two versions of a depression questionnaire.
The shorter version omitted items involving physical symptoms and
was found to be equally effective. Questionnaires designed to elimi-
nate neurovegetative symptoms of depression, which can be mim-
icked by medications and symptoms of cancer, may be a more
accurate measure of depression in this particular population.

In a systematic review of screening instruments, measures were
categorized as ultrashort (one to four items), short (five to 20 items),
and long (21 to 50 items) [40]. Advantages and disadvantages of each
type of measure were described. Shorter measures are quick and easy
to use in busy clinics and require very few resources to obtain,
administer and score. They may have high sensitivity for identifying
depressed patients, but often lack specificity, resulting in false posi-
tives. Also, patients have reported that the few-item questionnaires
often do not accurately describe or capture their mood [40]. Longer
measures tend to have stronger psychometric properties and assess
a broader spectrum of depressive symptoms. However, they are often
more costly and time consuming for staff to administer and score and
canresult in patient burden, especially for patients receiving palliative
care or undergoing strenuous treatment. The authors conclude that
choosing an optimal screening tool requires a trade-off between a
measure with strong psychometric properties and one with a reason-
able length [40].

In the above-mentioned systematic review [40], psychometric
properties of existing tools used to screen for emotional distress and
depression were evaluated based on the number of validation studies,
total number of participants, generalizability across all cancers, the
quality of the criterion measure used in the validation, and the
reliability, sensitivity and specificity of each instrument. When all
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ratings were found to be high, a judgement was made that the
validation of the screening tool was excellent. From the 106 studies
evaluated in this systematic review, Table 4.1 lists the findings for the
nine scales used most commonly. The Center for Epidemiological
Studies-Depression Scale (CES-D, [46]), the Beck Depression Inven-
tory (BDI, [47]) and the General Health Questionnaire (GHQ-28,
[48]) all have excellent characteristics, while the Hospital Anxiety and
Depression Scale (HADS, [50]) and the Brief Symptom Inventory-18
(BSI-18, [51]) are judged to be quite good. In addition, the HADS
had the most extensively studied validation across disease types and
stages, languages and cultures. The Patient Health Questionnaire-9
(PHQ-9, [52]) still lacks sufficient validation in cancer patients.
Screening instruments that charge a fee (e.g. BDI-II and BSI-18) are
not likely to be widely used compared to those that are free.

Certain populations, such as the elderly, may not be adequately
screened by current measures. In a study by Watson et al. [9], a healthy
geriatric sample (over 70 years old) completed a baseline, face-to-face
interview and self-report questionnaires. Two weeks later, a geriatric
psychiatrist, blinded to initial results, completed a structured diag-
nostic interview for major and minor depression. Self-report ques-
tionnaires, used at recommended cut points, performed poorly in
detecting both major and minor depression. Although one in five
participants had significant depression as measured by the diagnostic
interview, none of them was seeing a mental health specialist. The
authors recommended lowering traditional cut-off scores on existing
screening measures in order to adequately screen depression in older
adults. They also suggested that some older adults may require novel
screening interventions.

More recently, questionnaires are being used on a touch-screen
computer, further decreasing workload and expense and improving
ease of use. The computer application has been found to be acceptable
by patients with cancer in the treatment setting, including older
patients [53]. This method can direct and regulate the process of
responding to items, not allowing for missing data, and has the
potential to offer many additional benefits. Once a patient has
completed the questionnaire, the results can be immediately scored
and disseminated to the appropriate treatment staff to be used during
the patient’s visit. This will likely improve communication between
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patients and their treatment providers, increase patient satisfaction,
reduce cost of administrative staff, and allow for patients to receive
more timely interventions. This method of administration can also
be helpful for patients with special needs, such as deaf patients, and
can be presented in different languages, meeting the needs of a diverse
patient population.

In an ongoing study examining the impact of depression screening in
lung cancer patients [54], participants were screened for depression in
the waiting room prior to their medical visit. Depressed patients
(as determined by elevated symptoms on self-report questionnaires)
were then randomized to one of four groups where their elevated scores
were made available to the patient, physician, both, or neither. Results
showed an average of less than two recommendations per patient, and
no significant difference between the groups in the number of recom-
mendations made during that visit by physicians to depressed patients.
This suggests that, while depression screening is necessary in the care
of patients with cancer, it is not sufficient for patients to receive the
necessary recommendations and referrals for treatment.

CONCLUSIONS

Depression is a debilitating and frequent condition in cancer patients.
There is little doubt that it is poorly recognized, poorly treated and
often trivialized (‘I’d be depressed if I were in Mr. Xs shoes too’). Such
attitudes serve to increase suffering by failing to recognize the full
impact of depression on the person with cancer. Screening can be an
important part of helping to improve the recognition of depression.
But, while necessary, it is surely not sufficient in bringing about real
change in and of itself. Like in so many therapeutic areas, screening
for problems which medical staff members are unprepared to act upon
yields little in the way of focused intervention. Several innovative
programs around the world have helped to remedy the problem by, for
example, following screening with automatic referral to a depression
expert staff member (often an oncology nurse), to improve treat-
ment [55]. There is still a need for algorithmic approaches to be
followed by oncologists in smaller and less sophisticated settings,
where tools that might facilitate triage and treatment can give staff
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the ability to arrange appropriate follow-up for cancer patients with
depression.
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There are cognitive, motivational and social mechanisms by which
depression, even that which is not solely cancer-related, can diminish
self-initiated health behaviour change and adherence to recommended
cancer treatments. This non-adherence can potentially threaten a
patient’s health and healthcare outcomes, and could ultimately influ-
ence survival.

Poor mental health can be a barrier to treatment adherence by
undermining the understanding and memory, motivation and atti-
tudes, and social support resources that are all essential to achieving
adherence. For treatment adherence levels to remain optimal, physi-
cians and other healthcare professionals should carefully enquire
about, and if necessary help the patient receive treatment for, symp-
toms and behaviours of depression.

THE RELATIONSHIP BETWEEN DEPRESSION
AND SURVIVAL IN CANCER

A number of studies provide evidence of a relationship between
depression and decreased rates of survival after a cancer diagnosis.
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One study of breast cancer patients demonstrated that, at five-year
follow-up, women with higher levels of depression had a significantly
reduced likelihood of survival [1]. In another study following patients
from several months to over 10 years after diagnosis, those with a
sense of hopelessness/helplessness were found to have a significantly
lower survival rate than those without [2]. In a population-based
study of over 10 000 participants, cancer patients with depression
had a significantly greater risk of death at eight-year follow-up than
did those who were not depressed [3].

Although research to date has not specifically examined adherence
to treatment as a mediator of the relationship between depression
and cancer survival, non-adherence to treatment is likely to contribute
to increased cancer morbidity and mortality [4] and non-adherence is
higher when patients are depressed [5].

This chapter focuses on examining the relationship of depression to
patient adherence in cancer treatment, and on explaining the mechan-
isms that may account for this relationship.

THE CONCEPT OF ADHERENCE IN CANCER TREATMENT

In the broadest sense, the term adherence refers to a patient’s beha-
vioural response to his or her health professional’s recommendations
for health and health care [6]. A patient may follow, or not, a clinician’s
recommendations to change health behaviour and/or to follow a
protocol for disease management activities. Health professionals’
recommendations can be for primary prevention, such as a low-
cholesterol, low-fat diet, and regular exercise, for secondary preven-
tion, including screening for disease, or for tertiary prevention to cure
or manage disease progression (e.g. to slow or minimize damage).
Disease management activities may include appointment-keeping for
medical visits, self-care activities, and following medication schedules
for a particular length of time at a specified dosage and frequency [7].

Failure to adhere to treatment is a common patient response in the
context of serious illness such as cancer. Recently, meta-analytic work
found that, in more serious diseases including cancer, patients who
self-reported poorer health were at significantly greater risk of non-
adherence than those who reported their health to be good [8]. This
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finding was even stronger when patients’ health status was assessed
with objective measures of disease severity.

With less serious conditions (e.g. arthritis, cataracts), patients in
poorer health were more likely to be adherent. However, in more
serious diseases (such as cancer, heart failure, HIV), patients who
were objectively more severely ill (i.e. had poorer health status as
assessed by disease stage in cancer, ejection fraction in heart disease,
or viral load in HIV), were /ess likely to be adherent to their regimens
than those with better health status [8].

Poor treatment adherence may arise for a variety of reasons,
including: a lack of full understanding of the meaning and importance
of the regimen, having doubts about the efficacy of treatment,
experiencing overwhelming side effects and suffering, and the physi-
cal and/or psychological demands of facing a serious illness such
as cancer.

OUTCOMES AND CONSEQUENCES
OF NON-ADHERENCE

Patients” adherence to clinicians’ recommendations for health-
promoting behaviours and disease treatment are essential for optimal
health outcomes. Meta-analytic evidence shows that adherence is
significantly correlated with better healthcare outcomes (with a
combined effect size, unweighted mean r=0.26). So, there is a
26% difference in positive health outcomes achieved by those whose
adherence is high versus those whose adherence is low [9]. The odds
of a good health outcome are 2.88 times higher overall when patients
are adherent. Across disease conditions and treatment regimens,
however, there exists considerable variability in the relationship
between outcomes and both adherence and health behaviours.
There are important consequences of non-adherence, which include
poor symptom control, disease recurrence, and/or shortened survival
time. Ending treatment early or failing to adhere properly can increase
the risk of disease recurrence and metastasis [10]. For instance,
patients undergoing breast conservation therapy and radiation have
been found to have worse survival when they failed to adhere to their
radiation protocols [11]. Other research has found that missing
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appointments was a key predictor of shorter survival time from breast
cancer [12], and research on stage III colon cancer has shown
increased risk of mortality when patients fail to complete adjuvant
chemotherapy [13].

Some standards of care in cancer suggest a required level of at least
80% adherence [14]. This threshold may be similar to that in HIV care,
where patients who are more than 95% adherent to their protease
inhibitor medication regimen have significantly better outcomes than
those with lower rates of adherence [14]. Adherence below the
threshold point might actually be dangerous to the patient, such as
with the adjuvant therapy of tamoxifen for breast cancer, where
greater patient benefits (decreased risk of recurrence) are proposed
to occur only after five years of adherence to medication. Many
women discontinue tamoxifen sooner, however, often for psychoso-
cial reasons [15]. In the case of oral or intravenous chemotherapy,
side effects that influence quality of life contribute to early cessation of
medication-taking, and subsequent failure to derive therapeutic
benefit [16].

In addition to directly affecting survival, non-adherence can erode
trust in the physician-patient relationship, contributing to frustration
for both parties. In addition, there are economic costs of unused
prescriptions and unnecessary, unproductive, or wasted medical visits.

The relationship between adherence and outcomes is, of course, not
perfect and it is not necessarily linear. Kravitz and Melnicow [17]
suggested that the adherence and outcome relationship might be
curvilinear. In cancer treatment, as in many conditions, it is possible
that increasing diligence over health behaviours may contribute to
healthier outcomes only to a point. The advantages of health behav-
iour may follow the threshold model, in which adherence to treatment
such as medication, or self-initiated health behaviour change (e.g.
regular exercise), may need to exceed a threshold in order to be
effective. Once that threshold is reached, however, there may be
marginal benefits and the worry and burden of adhering (e.g. food
denial, exceptional vigilance for screening) may add so much stress to
the patient’s life as to reduce its quality.

Perfect adherence to a suboptimal or erroneous treatment may itself
threaten health outcomes [18]. Following ‘health recommendations’
(e.g. some herbal products or alternative medicine ‘cures’ such as
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Laetrile) from unreliable sources may be dangerous and/or substitute
for effective treatments [19]. Some ‘alternative’ or ‘complementary’
methods can, of course, be quite effective (e.g. acupuncture for the
management of chemotherapy symptoms [20]) while others may be
used by patients who have abandoned evidence-based treatments [21].

Finally, adherence has a complex relationship to health because it
is difficult to separate the benefits of treatment from the benefits of
adhering. There is empirical evidence of a ‘main effect’ of adherence
(even to placebo), such that adherence may be better than non-adher-
ence regardless of what is being adhered to [22, 23]. The potential
psychological states that underlie adherence and mediate its effects
may be very powerful in their contribution to cancer outcomes.

RATES OF NON-ADHERENCE IN CANCER

Despite the central importance to survival and to healthcare outcomes
of many health behaviours and medical treatments, more than 20% of
cancer patients have been found to be non-adherent to a variety of
treatments (including oral ambulatory chemotherapy, radiation and
adjuvant therapy) [24]. Of course, the wide variety of treatment
regimens in cancer care results in varying adherence rates. Rates of
adherence to tamoxifen treatment for breast cancer have been found
to range from 69 to 79% (focusing on adherence and persistence over
five years of treatment) [25-27]. Adherence to adjuvant chemotherapy
amongst lung cancer patients has been 84% for four of six cycles and
50% for all six cycles [28], but other findings suggest that only about
50% of patients follow through with all recommended cycles of
chemotherapy for lung cancer [29]. One study of adjuvant chemo-
therapy treatment for colon cancer showed 78% adherence [13] and,
amongst skin cancer patients, 84% of those who survived melanoma
conducted self-examinations at least once a year, but only 59% wore
sunscreen [30].

FACTORS AFFECTING ADHERENCE

Patient non-adherence to cancer treatments is multi-faceted. Intentional
non-adherence in the context of cancer could reflect the patient’s choice
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not to continue treatment, with its attendant side effects, although it was
prescribed in order to prevent recurrence and increase chances for
survival. A patient might purposely miss follow-up appointments, or
take partial doses of a regimen because he or she feels asymptomatic or
does not understand or believe in the purpose of the treatment. Unin-
tentional non-adherence can also occur because of some misunder-
standing about the regimen (e.g. timing or dosing), forgetting to follow
through because of a chaotic lifestyle, competing responsibilities, or a
lack of necessary resources. Of course, the line between intentional and
unintentional non-adherence may be a fine one, such as in cases of
motivated forgetting or allocation of time and money resources to less
important, but more pleasurable, activities than chemotherapy.

The Information-Motivation-Strategy Model© (IMS model©) [31]
involves three broad categories of factors that can help to guide our
subsequent analysis of the mechanisms by which depression can
inhibit health behaviour change and treatment adherence in cancer.
The IMS model® states broadly that in order to initiate or adhere to
a health behaviour or treatment, patients must: (1) be informed (i.e.
know what health behaviour or treatment they are expected to perform,
and the reasons why); (2) be motivated (i.e. want to carry out the
behaviour; are motivated by their beliefs, expectations, desires, attitudes
and feelings), and (3) strategize or plan to carry out the behaviour (i.e.
possess the emotional, financial, practical and social resources, including
social support, necessary to translate the desired behaviour into ac-
tion) [31, 32]. Many predictors of adherence have been identified in
the empirical research literature and fall into these three broad groups
of factors; this simple model provides a framework for understanding
adherence to treatment succinctly. The IMS model® identifies the
cognitive, motivational and resource-related factors that influence
adherence, and can organize our analysis of adherence difficulties
faced by cancer patients who are depressed.

HOW DEPRESSION CAN AFFECT ADHERENCE
IN CANCER

Depression is very common in cancer. As many as one fourth of cancer
patients suffer from major depression [33]; also, anxiety may occur
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alone or in conjunction with depression [34]. Patients who suffer pain,
declining physical status, and the need for ongoing active treatment
have a significantly higher risk of depression [35].

The relationship between any patient’s depression and non-
adherence is strong and significant. In meta-analytic work, compared
with non-depressed patients, the odds are three times greater that
depressed patients will be non-adherent to their medical treatment
recommendations. In the case of cancer, psychological, behavioural
and biological pathways can be traced from serious illness stressors
through the disease course to non-adherence, suggesting that the
effects of depression on adherence can involve interactions amongst
physiology, behaviour and emotional experience [36]. Depression can
interfere with a patient’s ability to adhere to medical regimens
including both the desire and the ability to manage behaviour change
that is vital when facing chronic conditions such as cancer. Major and
minor depression alone can substantially impair quality of life and
increase disability [37], and when depression is comorbid with other
chronic conditions, quality of life can suffer considerably [38]. De-
pression can appreciably enhance cancer progression indirectly by
jeopardizing adherence to essential cancer treatment regimens [33].

When patients are confronted with the challenges of diagnosis of a
serious or life-threatening condition, long-term, health-related ha-
bits may be even more difficult than usual to change. Patients’
patterns of self-initiated, health-promoting behaviours, such as
dietary changes and exercise, may be jeopardized by the stress of
complex treatment regimens [8, 39]. Social system factors, environ-
mental factors, and coping patterns may combine with new or
existing depression to prevent the adoption of health promotion and
disease prevention activities and threaten adherence to treatment.
Adherence behaviours can become increasingly difficult with dete-
riorating health [40]. Patients may find themselves doubting the
efficacy of treatment, and they may find their interactions with
providers becoming more strained as they face treatment frustrations
or grow more severely ill [41, 42]. Adherence to treatment may even
seem futile, and patients may become more depressed, socially
withdrawn, and hopeless (or even ambivalent) about surviving [43].
When patients struggle with serious medical conditions, depression
can contribute to many factors that are essential to initiating and
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Table 5.1 Ways by which depression affects adherence to anti-cancer
treatments

Inability to integrate cancer diagnosis and treatment information
Reduced motivation towards self-care; difficulty planning
Negative health beliefs and pessimism about treatment
Avoidance of health-promoting behaviours

Social isolation and withdrawal

Reduced use of community resources

Greater difficulty tolerating treatment side effects

Lack of desire and difficulty cooperating with plans for treatment

maintaining health behaviours, as well as processing and acting upon
treatment recommendations [44].

The mechanisms by which depression affects adherence, and pos-
sibilities for clinical intervention to improve adherence, can be under-
stood within the IMS model® (Table 5.1). Depression can interfere with
the three categories of factors — cognitive, motivational and resource-
related — that are essential for adherence. As stated, important pathways
influencing adherence are: (a) patients’ knowledge and understanding
about their health, illness conditions, and treatments; (b) patients’ self-
perceptions and beliefs, desire and motivation to adhere; and (c) the
resources and social support that are essential to make adherence and
health behaviour possible. Depression that accompanies cancer can
diminish patients’ willingness and ability to adhere to their treatments
and to initiate and maintain lifestyle changes [45]. This impairment can
ultimately threaten patients’ quality of life, health outcomes, and even
survival. Working clinically to address these three elements of care,
while also treating patients’ depression, is essential to limit the poten-
tial compromise of care. Here we offer both empirical clinical research
and theoretical argument to support the use of the IMS model® of
adherence to care for cancer patients with comorbid depression.

Depression and Cognitive Processes:
Effects on Information

A primary determinant of adherence is the patient’s knowledge and
understanding of the treatment. In cancer care, patients typically must
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integrate a great deal of information about their disease and treatment
interventions, including not only their diagnoses and the reasons for
various treatment choices, but also the treatment regimens including
medication scheduling, dietary restrictions, and self-care activities, as
well as how to cope with side effects and schedules for monitoring and
follow-up. Under the best of circumstances, many patients forget what
they have been told by their physicians; one study found that patients
forgot 50% of what they were told by the time they exited the medical
visit [46].

Low socio-economic status and health literacy are serious risk
factors for non-adherence. A study of impoverished early stage breast
cancer patients being treated with radiation therapy found that only
36% of patients were fully adherent, and predictors of non-adherence
that approached traditional significance levels included patients’
literacy [11]. When patients are emotionally distressed, the chances
of forgetting are significantly increased [47]. A study focused on
understanding information-seeking in end-stage cancer found that,
when confronted with terminal illness, a patient’s motivation to seek
information about his/her condition could not be taken for granted and
depended upon several factors: patient open-mindedness, medical
facts, healthcare professionals’ attitudes toward their patients’ infor-
mational needs, and the hospital social environment [48].

Depression can seriously challenge the cognitive functioning and
information processing essential for understanding treatments and
organizing behaviour. Essential information (such as the reasons for
and scheduling of various treatments, and requirements of self-care)
may come from many sources, including health professionals, written
instructional materials, and the input of family members. Depression
and related stress, anxiety and even anger can impair the ability to
learn and maintain new behaviours [49] or to undertake complex tasks
that require planning and execution [50]. The physical and psycho-
logical symptoms that can interfere with mood, such as insomnia,
lower energy, functional impairment, and ‘vegetative’ symptoms, can
be confused with or contribute to depression. When patients are
distraught over the course of their illness, they may be more likely
to forget recommendations, and less likely to ask questions and
participate in the medical visit [5, 38, 51]. Lower levels of patient
participation are linked to poorer health outcomes [52]. Amongst
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advanced cancer patients, for example, depression and anxiety con-
tribute to physical, social, emotional and cognitive functioning
impairments [47]. Even after controlling for the effects of pain and
illness severity, anxiety and depression are independently associated
with cognitive functioning and fatigue amongst cancer patients [53].

Depression and the Motivation to Adhere

Depression is characterized by pessimism about the future and about
the self, which can interfere with health behaviour and adherence
[5, 54]. Commitment to behavioural change requires patient motiva-
tion built on beliefs that support adherence. Depression can signifi-
cantly undermine those beliefs, and can threaten motivation to follow
recommended treatments. The Health Belief Model, for example,
predicts that health behaviour change will occur if a person feels
susceptible to a severe condition, and believes that adhering has more
benefits than costs [55]. Depression can contribute to the belief that
adherence is not worth the trouble associated with it [56]. Depression
can also lead to diminished self-perceptions and limitations in per-
sonal self-efficacy, which are essential to behavioural commitment;
patients with more confidence in their abilities to discuss their
treatment with their healthcare providers are more adherent [57].
Moreover, depression can amplify somatic symptoms, causing addi-
tional functional disability and further reducing patient motivation to
change behaviour.

Motivation is essential for the achievement of adherence, and
patients’ beliefs, attitudes and perceptions are central to their motiva-
tion. The discontinuation of tamoxifen is associated with beliefs
that the risks of treatment outweigh the benefits [26, 56]. Patients
who cope with the challenges of illness in a proactive manner, such as
by seeking support and information, actively solving problems, and
expressing concerns, may be more motivated to adhere than those who
avoid the challenges of the illness and treatment [58].

Following cancer diagnosis, patients (typically those who are not
depressed) may be strongly motivated to engage in behaviours
driven by their health beliefs and attitudes about the effects of health
behaviour on disease outcomes. Many initiate stress management,
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quit smoking, begin aerobic exercise, and make major dietary
changes [59, 60]; for instance, one study showed as many as half of
current smokers quit smoking after a cancer diagnosis [61]. The
concept of ‘teachable moments’ has been used to explain how, after
experiencing health events such as serious illness, people are moti-
vated to take on health-promoting behaviours [62]. People may engage
in exercise, for example, to deal with the physical and emotional
effects of cancer. Comorbid depression, however, can carry a substan-
tial illness burden, often generating additional somatic problems
such as fatigue, lowered quality of life, impaired social functioning,
and disability [63]. Chronic illness can bring about guilt, worry, anger,
sadness, confusion and fear [64]. Amongst cancer sufferers and
survivors, anxiety, mood disturbance, fear of recurrence, hopelessness,
concern for the effects on loved ones, and altered self-image are
common, especially amongst those who are depressed [10, 65, 66].

Optimism and positive coping, in short supply when people are
depressed, have been explored extensively as mechanisms through
which ill individuals can become more emotionally resilient, moti-
vated and better able to cope with cancer. Folkman and Greer [67]
identified those who possess a ‘fighting spirit’, adopting an optimistic
attitude and preferring to be well informed and active in decision-
making. For cancer patients, optimism predicts improved quality of
life, functional status, and the effective management of pain [68]. In
general, characteristics such as optimism, hope and positive coping
can directly facilitate positive mood and improved physical health
through treatment adherence [69]. Development of a ‘chaos narrative
of illness’, involving a story of disorder, distortion and fragmentation,
can foster a sense of anguish, threat and feelings of uncontrolla-
bility [70]. Depression can contribute to maladaptive physiological
effects throughout the disease course, raising both the symptom
severity and corresponding treatment complexity, as well as jeopar-
dizing the patient’s belief in the efficacy of the regimen.

Depressed individuals who are chronically ill can resort to an
avoidant style of coping, limiting their motivation to change. Avoidant
coping involves denial, emotional instability, disavowal about the
reality of the illness, and other immature defences. As a result, they
may fail to adopt necessary healthy behaviours (healthy diet, exercise,
adherence to treatment) and incorporate others that are dangerous to
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health (e.g. smoking, abusing alcohol, abusing psychotropic medica-
tions). While problem-focused coping involves taking the steps
necessary to influence the disease process, avoidant coping can
severely interfere [71]. An approach-oriented style of coping, which
involves seeking information and social support, positive reframing,
problem solving, and emotional expression, can bolster adjustment
to chronic illness [58]. Avoidance is often termed ‘harmful coping’
because problems are not faced and solutions are not found, contrib-
uting to non-adherence [72]. Improving patients’ coping strategies,
thus, can be effective in reducing symptoms of psychological distress
that hinder health behaviour and the management of illness [73].

Depression and Limitations in Strategizing
to Achieve Adherence

Living with cancer often involves coping with complex self-
management regimens, and with the physical and emotional distress,
social isolation, and threats to identity that accompany the illness.
These challenges can strongly affect adherence and health behav-
iour [74]. Treatment of the cancer can be intimidating and require
significant effort in managing side effects. Meta-analytic work [8]
demonstrates that when patients have cancer, those in worse health are
less likely to be adherent than those whose health is better. When
patients are severely ill, their efforts at adherence and health behaviour
can be easily derailed by the many physical, psychological and
practical challenges that accompany illness [39].

Serious illness can interfere with obtaining and taking advantage
of necessary resources (e.g. finances, time and access to care).
Research in breast cancer, for example, suggests that patients may
miss appointments for reasons including work commitments and poor
transportation options [12]. Adherence and health behaviour depend
significantly upon having the physical and social resources necessary
to implement desired health actions. A patient’s ability to purchase
and prepare healthy food, to allocate time and financial resources to
exercise, and to obtain transportation to medical services and treat-
ments are examples of essential resource-related determinants of
health. The acquisition and maintenance of resources can be severely
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threatened by depression, which can interfere with mobilization of
energy and resources [75].

Patients who possess less tangible emotional support and have less
cohesive families are at greater risk of non-adherence [76]. Greater
social supportis associated with better adherence to both breast cancer
screening [77] and chemotherapy for colon cancer [13]. Depression
can lead to significant social isolation, and can threaten social con-
nections that are essential to health, limiting practical support and
preventing the use of available resources. The biobehavioural model
offers suggestions for potential causal pathways leading from cancer
stressors through disease course [ 10] and argues that the interrelation-
ships between social support and behavioural and biological factors
may affect adherence to treatment in acute and chronic medical
conditions [78]. Depression can foster withdrawal and a sense of
isolation from family and other sources of social support and can
prevent an individual from seeking and utilizing resources (such as
family assistance with medications and transportation to medical
visits). Major depressive disorder, for instance, is associated with
decrements in functioning, greater risk of marital distress and missed
work, and accompanying threats to resources [79]. Both depression
and cancer can foster social rejection and isolation leading to wors-
ening depression and direct threats to adherence [80]. The cumulative
experience of illness, depression, family conflict and financial burden
may deprive an individual of the capacity to change and adhere to
medical recommendations. Amongst older adults with depression,
perceptions of stigma can predict medication discontinuation [81].

Finally, it is important that adherence not be unduly difficult for
the patient; treatment must fit into the patient’s lifestyle if it is to be
successful. Adherence is compromised when the regimen is complex
or side effects burdensome [57]. In chemotherapy, side effects that
harm physical, social and emotional functioning (for example, in
breast cancer, hot flushes and joint pain from adjuvant therapy [82])
can contribute to discontinuing the regimen before it has been
completed, leading to the failure to achieve optimum benefits [16].
Radiation therapy can be physically and emotionally draining and
accompanied by distressing side effects. Chemotherapy can compro-
mise immune functioning, resulting in fatigue as well as the need for
social isolation to reduce the risk of infection. The addition of
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distressing side effects to existing depression can increase the chances
of non-adherence.

CLINICAL RECOMMENDATIONS

It is critically important that physicians are aware of how depression
in patients with cancer can affect their adherence. Patients should be
screened for mental health problems, so that these challenges can be
addressed in tandem with guidelines and recommendations for treat-
ment adherence and health behaviour change. A number of specific
recommendations for clinical practitioners follow.

First, patients should be helped to adhere by being assisted with the
three major components of adherence: information, motivation and
strategy. Adherence itself (even to placebo) can have positive effects
on health and may provide some clues to the role of psychological
states and the effects of cognitive, motivational and resource factors
(including social support) to achieve treatment goals. The stress of
diagnosis and treatment can affect the most basic aspects of patients’
lives, including what they eat, how well they sleep, the degree to which
they want to exercise, and their use of substances such as alcohol
and tobacco. Adherence to clinicians’ recommendations and patients’
own self-directed health behaviours may be mutually reinforcing
such that adherent patients may take on additional positive health
behaviour changes. Their resulting positive expectations may increase
their likelihood of further engagement in the care plan [83]. Non-
adherent patients, on the other hand, may become defensive as they
are further distanced from health information and their physicians,
and they may move further away from health-promoting lifestyles [10].
More favourable outcomes can occur because adherent patients benefit
from the direct therapeutic effects of their treatments, or possibly
also because of the ‘non-specific’ effects of adhering [23, 84]. Benefits
may accrue through biological, pharmacological, psychological and
behavioural mechanisms, including optimistic expectations [22].

Second, non-adherence should be viewed as a potential clinical
marker for depression. Physicians need to be aware of the strong
relationship between non-adherence and depression, and when they
recognize that patients are non-adherent, they should screen for
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depression. Depressed patients should be referred for further mental
health interventions. Physicians should follow-up to be sure that these
patients receive appropriate treatment for their depression and should
assess whether their adherence improves as a result.

Third, providers should foster a strong clinician-patient relation-
ship, effective communication, and partnership. Building the thera-
peutic relationship will help providers to diagnose and effectively
manage both depression and adherence. One of the most important
steps to achieving adherence involves the development of rapport
through the sharing of goals and hoped-for outcomes. When a patient
is motivated to adhere to treatment recommendations, it is ideally (but
by no means usually) the case that these choices are mutually decided
upon by patients and their physicians through shared decision-
making [85]. Demonstrating empathy for patients involves the
provider’s awareness of the perspective of the patient, understanding
the patient’s point of view, and communicating that perception to the
patient. Such empathic behaviour should extend toward understand-
ing the difficulties of disease management and medication-taking, and
should view solving the challenges of adherence from the patient’s
perspective. By focusing on the patient’s experience of and psycho-
logical response to illness, patient-centred care helps avoid fragmen-
ted care.

Communication is also essential to supporting patients emotionally
and helping them find meaning in the illness, helping to balance its
negative consequences and improving their adjustment [67]. Indivi-
duals who find meaning in their experience may feel a greater sense of
control, improved psychological adjustment, better coping, mood and
health status [69, 86]. Although research on finding meaning and
adherence has not been done on cancer patients, research on patients
with tuberculosis and HIV has indicated a significant relationship
between assessment of meaning or benefit in life and adherence to
treatment [87, 88].

Physicians can also communicate support for patients’ positive
expectations. The avoidance of pessimism and nurturance of hope
promote better health behaviours and greater patient adherence to
treatment through increased motivation. Research by Epstein [84] and
others [23] suggests that the benefits of adherence occur regardless
of whether treatment is an active medication or placebo; in experi-
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mental studies, adherence to placebo resulted in lower mortality
risk [89]. With new health habits comes greater confidence and a
‘self-fulfilling prophecy’ may ensue, in which patients’ expectations
alone drive beneficial outcomes. Self-efficacy expectancies of personal
competence, optimism and a sense of well-being may lead to more
adaptive physiological and immunological responses. In patients with
cardiovascular disease, for example, these self-efficacy expectancies
have been shown to play a vital role in persuading patients that they are
capable of making healthier dietary choices [90].

Finally, whenever we examine health behaviour change and treat-
ment adherence, we recognize that causal inferences are problematic
because patient adherence and health behaviour can be both the cause,
and the consequence, of psychological states. Patients might behave in
healthy ways because they feel positive and hopeful, or they may feel
positive and hopeful because they are behaving in healthy ways; those
who are less distressed emotionally may be more likely to adhere, but
it is possible that adherence, emotional experience, and health are all
caused by another factor entirely (for example, the availability of
specific social and financial resources; or individual characteristics
such as expectations, locus of control, hardiness and optimism). It is
not possible to do a controlled experiment, treating one group to
emotional distress and determining its effect. In all research such as
this, where randomized experiments and clinical trials are not possi-
ble, careful examination of potential conceptual, measurement and
methodology artifacts is essential. Meta-analysis can provide one way
of systematically examining research on these complex relationships,
while also taking into account various methodological, measurement
and substantive moderators [91].

It is possible to design interventions that relieve psychological
distress amongst patients with cancer, and determine the resultant
effects on adherence. In one study of patients with breast cancer, for
example, treatment with selective serotonin reuptake inhibitors
(SSRIs) resulted in improvements in depression, reduced perceptions
of illness severity, and improvement in quality of life [92] (although
adherence was not measured as an outcome). Another group therapy
intervention for women with advanced breast cancer both ameliorated
and prevented depression while promoting adherence to anti-cancer
treatments [93, 94]. Interventions to increase patient self-efficacy have
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been found to significantly improve adherence to pharmacotherapy
and resulting depression outcomes [91, 95].

Ideally, further research will identify both mediating and moderat-
ing mechanisms in the process of improving health behaviour change
and adherence. In the meantime, the IMS model® provides a concep-
tual framework to guide physicians and other healthcare providers in
understanding patient barriers and facilitators to adherence, recogniz-
ing the central role played by depression and the need to manage and
treat this important comorbid condition.
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CHAPTER 6

Suicide and Desire
for Hastened Death
in People with Cancer

William Breitbart, Hayley Pessin and Elissa Kolva
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Cancer patients are more likely to express suicidal ideation and
commiit suicide than both the general population and other medically
ill populations [1-3]. Hence, clinicians working with these patients
should be competent in the identification and assessment of those
who are at risk for suicide. This chapter presents an overview of
the literature on suicide and desire for hastened death (DHD) in
cancer [4, 5]. Relevant topics include prevalence, risk factors, assess-
ment of suicidal ideation, as well as clinical guidelines to address,
manage and intervene with patients who express suicidal ideation or a
desire to hasten death.

DEFINITIONS

DHD is the broader construct that underlies suicidal ideation, and
can be used to identify cancer patients who are at risk for ending
their lives. Rather than involving a wish to harm oneself, DHD
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represents a person’s wish to die sooner than might occur by natural
disease progression, often in the context of advanced or terminal
illness.

DHD may be characterised by: (a) a passive wish (fleeting or per-
sistent) for death without active plans; (b) a request for assistance in
hastening death; or (c) an active desire and plan to commit suicide [6].
Methods for accelerating the end of life include self-injurious beha-
viours, euthanasia and assisted suicide [1]. Self-injurious behaviours
can also include unhealthy behaviours with long-term, rather than
short-term, negative consequences, which range in severity from
unhealthy lifestyle choices such as smoking or non-adherence to
dietary restrictions, to discontinuing potentially life-sustaining medica-
tions [1].

In cancer patients, less severe forms of suicidal ideation, such as a
fleeting wish to die, are relatively common and not necessarily a cause
for concern. Suicidal ideation becomes problematic when it is persis-
tent or involves actual suicidal intent, plan, or behaviour. In these
cases, a desire to act on suicidal ideation is expressed, a potential
method is described, or the patient has engaged in self-injurious
actions.

Physician-assisted suicide involves a physician providing the
means for the patient to end his/her life, such as by prescribing a
lethal dose of medication. Euthanasia is the term used when a
physician administers a fatal overdose of medication with or without
the patient’s consent [1, 7].

PREVALENCE

Although occasional, transient thoughts of a wish to die are relatively
frequent amongst cancer patients, suicidal ideation is less common [8].
In a sample of terminally ill cancer patients, 44.5% reported a fleeting
desire for death, whereas only 8.5% reported a more persistent wish
for hastened death [3]. A second study found that 25% of cancer
patients reported that they had seriously thought about euthanasia and
12% had discussed this option with their physicians [9]. Finally, a third
study identified a high DHD amongst 17% of the terminally ill patients
who were assessed in a palliative care hospice setting [10].
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In a 2007 review of mortality in the United States, cancer was the
only physical illness significantly associated with suicide mortali-
ty [2]. Cancer patients are approximately two times more likely to
commit suicide than the general population [2, 11]. At Memorial
Sloan-Kettering Cancer Center, 8.6% of psychiatric consultations are
suicide risk evaluation, usually provided after a patient verbally
expressed suicidal ideation [12]. A study using data from the Cancer
Registry of Norway [13] reported that males with cancer are 55%
more likely and females with cancer are 35% more likely to die by
suicide than the general population.

It is possible that the available data underestimate the true preva-
lence of suicidal ideation in cancer. It is difficult to estimate suicide
rates, given the unknown frequency of unreported overdoses assisted
by families or decisions to stop critical aspects of care such as nutrition
and hydration [14]. Finally, healthcare professionals may be reluctant
to report euthanasia or physician-assisted suicide to avoid possible
legal and political consequences [15].

RISK OF SUICIDE IN PEOPLE WITH CANCER

In order to effectively assess and manage suicidal ideation and
behaviour in cancer patients, clinicians should have a thorough
understanding of the specific demographic, physical and psychosocial
risk factors. A systematic review of the literature on suicide and DHD
in cancer patients reported that the most common risk factors include
feeling like a burden to others, loss of autonomy, a wish to control
one’s death, physical symptoms (e.g. severe pain), depression and
hopelessness, existential concerns, lack of social support, and fear of
the future [6].

Depression

The link between depression and suicide is well known in both cancer
patients and the general population. Depression is a known factor in
half of all suicides, and individuals suffering from depression are at a
25 times greater risk of suicide [16].
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The incidence of depression is particularly high in cancer patients.
About 25% of all these patients endorse severe depressive symptoms,
with 6% meeting criteria for a diagnosis of major depression [3].
There is a close association between cancer and depression regardless
of stage and site of disease [17]. However, patients with terminal
illness are at significantly increased risk. Breitbart et al. [10] found
that approximately 17% of patients with terminal cancer met diag-
nostic criteria for a major depressive episode. Depression emerged as
the strongest predictor of DHD in advanced cancer patients and,
amongst patients who reported significant DHD, 58% met criteria for
major depression [3].

Results of an international prospective study into the association
between depression and request for euthanasia in terminally ill
cancer patients revealed that 44% of depressed patients requested
euthanasia compared to only 15% of non-depressed patients [18].
Thus, the rate of euthanasia requests was 4.1 times greater in patients
with depression. Clinicians should be aware of this relationship and
continually evaluate patients to determine if depressive symptoms
have reached the clinical level or are merely a reflection of appropriate
feelings of sadness commonly associated with coping with a terminal
diagnosis.

Hopelessness

Hopelessness was once considered under the umbrella of depressive
symptoms, but has since been identified as an important construct
influencing such phenomena related to end-of-life despair as DHD,
suicidal ideation, and requests for assisted suicide [10, 19].
Hopelessness has been empirically linked to suicidal ideation in the
general population [20, 21], with a stronger association with suicidal
intent than depression [22]. A study of advanced cancer patients
identified hopelessness as a stronger predictor of suicidal ideation than
severity of depression [19]. Several additional studies have identified
hopelessness as the strongest predictor of DHD in advanced cancer
and assisted suicide [23, 24]. Breitbart et al. [10] concluded that
hopelessness and depression were independent, significant predictors
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of DHD, and that the presence of both may actually be the strongest
clinical marker for DHD.

Helplessness, Control and Demoralization

Suicide risk may be particularly high in cancer patients who present
with an excessive need to control their lives, whereas patients who
reportedly approached their medical care with acceptance and adapt-
ability were less likely to commit suicide [25]. Personality factors
such as concerns about loss of autonomy, dependency and a strong
need to control the circumstances of one’s death are important
predictors of DHD [6].

Unfortunately, many cancer-related events such as loss of mobili-
ty, paraplegia, amputation, sensory loss, and inability to eat or
swallow, can elicit feelings of helplessness, which can exacerbate
these personality characteristics. Furthermore, patients may become
distraught by the sense that they have lost ‘control’ of their minds,
due to heavy sedation or episodes of delirium [26]. These symptoms
can progress to what has been termed by Kissane et al. [27] the
demoralization syndrome, which is characterised by hopelessness,
loss of meaning, existential distress, a sense of incompetence,
feelings of greater dependency or the perception of being a
burden. In patients who present with this syndrome, the sense of
impotence or helplessness can often progress to a desire to die or to
commit suicide.

Lack of Social Support and Burden to Others

Well-functioning families are usually able to generate a sense of
generosity and support for members with cancer, which can moderate
feelings associated with DHD such as despair or demoralization. In
contrast, dysfunctional families may engage in poor communication
and conflict resulting in a lack of instrumental support, which is a risk
factor for suicidal ideation.

Lack of social support has an established relationship to higher rates
of suicide in cancer patients [28]. Several studies have found a
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significant correlation between lower levels of social support and a
higher DHD in advanced cancer patients [3, 10, 23]. Chochinov
et al. [3] found that poor family support was a significant predictor
of DHD. Quality of social support has also been linked to reported
levels of DHD [29]. Social factors, along with psychological factors,
were frequently cited reasons for euthanasia requests [30].

Concerns about burdening others is significantly associated with
DHD in terminally ill cancer patients [10]. A study of Oregonian
patients who died by assisted suicide found that 63% of them felt that
they had become a significant burden to family, friends, or other
caregivers [31]. Similar perceptions of burden to others was signifi-
cantly associated with DHD amongst cancer patients receiving hos-
pice care [32]. Furthermore, in a retrospective review of terminally ill
patients who committed suicide, the feeling of being a burden to others
was almost universal [33].

Anxiety

Anxiety is one of the most common reasons for psychiatric consulta-
tion in terminally ill cancer patients, but has received less attention as a
predictor of suicide [34]. However, a recent investigation in 200
terminally ill cancer patients revealed that high levels of anxiety were
significantly related to a high level of DHD [35]. Further research in
this area is needed.

Pain and Physical Symptoms

Uncontrolled pain plays an important role in vulnerability to suicide in
cancer patients [14, 26, 36, 37]. Physicians have reported that persis-
tent or uncontrolled pain fuels the majority of cancer patients’ requests
for assisted suicide [36]. Most cancer suicides were preceded by
inadequately managed or poorly tolerated pain [25, 31, 32, 37].
Severity of pain, as well as the extent to which pain interfered with
activity, significantly predicted desire for death [3, 37]. In advanced
cancer patients, the presence of pain increases the likelihood of the co-
occurrence of several risk factors for suicide: depression, delirium,
loss of control, and hopelessness [14]. Chochinov et al. [3] found that
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76% of patients with moderate to severe pain had significant DHD [3].
Aggressive pain management should be the first line of treatment in
cases of cancer patients with DHD and suicidal ideation. DHD should
then be reassessed following effective pain relief.

In addition to pain, physical symptoms also have a relationship with
suicide and DHD, as they can induce psychological distress and
escalate to suicidal thoughts or behaviours. Furthermore, the presence
of psychological disorders may heighten perceptions of pain and other
physical symptoms and contribute to suicidal thoughts. Specific
physical symptoms (in particular, shortness of breath) and symptom
distress have been linked to frequency of suicidal ideation [38].

Cognitive Dysfunction and Delirium

Cancer patients receiving psychiatric consultations, including assess-
ment of suicidality, were found to have a high prevalence of organic
mental disorders, primarily delirium. Estimates range from 25% to
40% [39], reaching 85% during the terminal stages of disease [40].
One third of suicidal patients receiving a psychiatric consultation at
Memorial Sloan-Kettering Cancer Center were simultaneously suf-
fering from delirium [12].

Delirium and cognitive impairment cloud a patient’s reasoning
ability, increasing the risk of impulsive behaviour and negatively
affecting decision-making. In fact, the majority of treatment delays or
refusals in cancer patients occur in the context of psychoses, organic
mental disorders and/or depression, which may impair judgement [41].

History of Psychiatric Illness

Pre-existing psychiatric disturbance significantly increases the risk for
DHD and suicidal ideation [42]. It is rare for a cancer patient to
commit suicide without some degree of pre-morbid psychopathology
[43]. Half of suicidal cancer patients receiving a psychiatric consul-
tation at Memorial Sloan-Kettering Cancer Center had a diagnosable
personality disorder. Moreover, during the psychiatric consultation,
one third of these patients were also diagnosed with a major
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depression and half were diagnosed with an adjustment disorder with
both depressed and anxious features [12]. A history of past suicide
attempts or a family history of suicide also significantly increases
suicide risk [14].

Physician Characteristics and Treatment Setting

Physician and treatment characteristics may influence both the degree
to which patients express suicidal ideation or DHD, and how these
feelings are dealt with in the context of a medical setting. Kelly
et al. [44] identified the following factors as related to DHD in patients
with terminal cancer: notbeing offered further treatment, lack of doctor
with long-term responsibility for care, and lack of attention to psycho-
logical needs. Negative experiences with healthcare, including dissat-
isfaction with medical care, poor communication and lack of emotional
support were also associated with higher levels of DHD [44]. A later
study proposed that doctors treating terminally ill cancer patients may
not be confident or well trained in eliciting psychological information
and addressing suffering. Consequently, patients may withhold distress
in order to protect physicians or out of fear of burdening them [45]. Ina
qualitative analysis based on interviews with terminally ill patients and
their physicians, physicians of patients with high DHD were more
likely to describe the duration of illness as long, and less likely to
mention the availability of palliative care supports. Physicians’ atti-
tudes toward euthanasia, as well as their view of the patient’s thoughts
on euthanasia, are influential factors [46].

Researchers are increasingly concerned with the relationship be-
tween psychological distress and treatment setting [35]. Reuter
et al. [47] reported evidence suggesting higher rates of psychological
distress in cancer patients receiving inpatient care. Kelly et al. [32]
found similar results, in that being admitted to an inpatient hospice
setting was associated with DHD, along with other risk factors such as
depression, perception of being a burden, low family cohesion and
social support, and high levels of anxiety. A more recent study
found that cancer patients receiving inpatient palliative care reported
significantly higher levels of DHD than those receiving outpatient
potentially life-prolonging care [35].
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Demographic Characteristics of the Patient

Several patient-related factors have been associated with suicidality.
Age is significantly associated with suicide risk: cancer patients in
their sixties and seventies have the greatest risk [36, 48, 49]. A recent
study found that suicidality was more common in patients who were
previously married and had used multiple prescription drugs in the
past year [50]. While men with cancer may have over twice the risk of
suicide compared to the general population, the relative risk of suicide
in women with cancer is less clear [13, 36, 48].

The highest suicide risk is attributed to males with respiratory
cancers [3], which may also be related to the presence of other risk
factors (i.e. alcohol and tobacco use) or pre-existing psychological
problems. A recent study found that requests for euthanasia or
assisted suicide were more common in patients with lung, pancreas,
stomach, oesophagus, melanoma and head and neck cancers
[51].

Stage and Trajectory of Illness

Risk of suicide may be related to cancer stage and to time
since diagnosis. The first months following diagnosis is a period of
great risk [13]. Additional evidence shows that cancer patients
more frequently commit suicide in the advanced stages of disease,
with one study reporting rates as high as 86% [25, 36, 48, 52].
Another study of cancer patients who completed suicide in Sweden
found that 16% had an uncertain prognosis and 51% had a poor
prognosis. Advanced cancer patients are also at increased risk for
depression, pain, delirium and cognitive deficit syndromes which,
as previously mentioned, may increase the likelihood of suicide
[16].

Suicidal ideation and attempts are also significant in adult survi-
vors of childhood cancer, which may be a result of physical and
mental health sequelae associated with cancer treatment [53]. Ad-
ditionally, breast cancer survivors, particularly black women, were
found to be at increased risk for suicide for up to 25 years post
treatment [54].
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Spiritual and Existential Despair

Existential distress (e.g. loss of meaning, purpose, or dignity;
awareness of incomplete life tasks, regret, and anxiety surrounding
the existence of a higher power) are particularly relevant for
cancer patients with advanced disease and may contribute to
DHD [55]. DHD, hopelessness and suicidal ideation were found to
be higher in terminally ill cancer patients reporting low spiritual
well-being and, in particular, those who endorsed a loss of sense
of meaning [56]. Terminally ill cancer patients who reported a
lower sense of dignity were significantly more likely to report a
loss of will to live [57]. These data suggest the critical need for the
development of interventions in the terminally ill that address what
many palliative care practitioners refer to as ‘spiritual suffering’
[58].

FACTORS THAT REDUCE SUICIDE RISK IN
PEOPLE WITH CANCER

Cancer patients face considerable adversity as they cope with lifestyle
changes, physical health problems and threat to life. However, not all
cancer patients experience psychological distress, in fact many remain
hopeful and demonstrate resilience. Resilience is defined as the ability
to utilize protective factors and attain desired social, cognitive and
emotional outcomes despite exposure to risk [59]. Cancer patients
who had attempted suicide have significantly lower resilience scores
than those who had never attempted [60].

Hope is an easily identifiable factor that enables cancer patients to
be more resilient. Hope is often seen as a human strength that is not
necessarily the opposite of hopelessness, and can help individuals
identify meaningful and realistic desired outcomes [61]. Sullivan
proposed that hope is still possible at the end of life in various forms,
for cure, for survival, for comfort, for dignity, for intimacy or for
salvation [62]. Level of hope is not related to cancer stage and is
significantly related to coping style. Patients with high levels of hope
engaged in active acceptance, normal living and reconciling with life
and death [61].
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LEGAL AND ETHICAL ISSUES IN ASSISTED SUICIDE

Assisted suicide remains amongst the most controversial topics in
palliative care, and several important legal and ethical issues should be
considered. First, this area continues to change and evolve both within
the field of palliative care and the judicial system. Second, there is
potential for emotionally-charged ethical dilemmas, as demonstrated
by high profile media coverage of assisted suicide cases (e.g. the
Dr. Jack Kevorkian and Terry Shiavo cases). Finally, the controversial
nature of assisted suicide is likely to play a role in providers’
assessment of and responses to patients’ wishes to die, impacting
subsequent treatment decisions.

The legalization of assisted suicide continues to evolve in various
countries, such as Australia, where there is current debate. In Europe,
forms of assisted suicide are sanctioned in the Netherlands, Belgium
and Switzerland. In the United States, the issue is under the jurisdic-
tion of each state: assisted suicide is legal in Oregon and Washington
States. As aresult of the 1997 Death with Dignity Act, Oregon became
the first state in the United States that legalized physician-assisted
suicide, permitting physicians to write prescriptions for lethal doses of
medication for terminally ill residents who make this request. The U.
S. Supreme Court upheld legalization with the Gonzales v. Oregon
decision in 2006 [63]. In spite of the heated debate, the practice of
assisted suicide by providers is still relatively rare. Since assisted
suicide was legalized in Oregon, 292 patients (87% of whom had
cancer) have died by this method [63]. In the Netherlands, assisted
suicide and euthanasia comprise about 1-5% of all deaths and 7.4% of
deaths amongst cancer patients, and these rates have remained stable
over the past decade [64].

Those opposing legalization have expressed concerns that requests
for assisted suicide are often due to the potentially treatable clinical
correlates of DHD mentioned above [65]. Ganzini et al. have argued
that aspects of the quality of end-of-life care, including an increase in
referrals to palliative care, have improved since assisted suicide was
legalized [24, 66]. Wilson et al. [67] recently assessed cancer patients’
attitudes toward the legalization of euthanasia and physician-assisted
suicide. Amongst patients receiving palliative care, the majority
(59%) favoured, while only 26% firmly opposed legalization. Primary
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reasons for supporting legalization included the desire to have auton-
omy and control at the end-of-life, to avoid suffering and concerns
about the futility of coping with a terminal illness.

Regardless of one’s personal position on the issue of assisted
suicide, comprehensive and detailed assessment of palliative care
patients is critical to determine if conditions related to DHD can be
modified to enhance patients’ quality of life, ameliorate unnecessary
suffering, and ensure that patients are not requesting assisted suicide
impulsively or without a clear understanding of possible alternative
solutions.

PRACTICE GUIDELINES
Assessment

The first step toward appropriate intervention in cases where there is
suicide risk is careful assessment. Early and comprehensive psychi-
atric involvement with high-risk cancer patients can often avert
suicide [68]. Healthcare professionals may be wary of conducting
suicide risk assessment or responding to desire to die statements,
because of fear of diminishing patients’ hope, provoking emotional
discussions, or the legal repercussions of possessing information
about patients’ suicidality [69]. However, there is no clinical research
evidence to support the idea that asking about suicidal thoughts
increases suicidal acts [70]. On the contrary, there is evidence that
patients report a sense of relief and diminished suicidal urges once
their distress and need for control over death have been acknowl-
edged [42]. Practitioners should use assessment as a therapeutic
opportunity to ask patients about their concerns about the future,
provide accurate information in order to allay unwarranted fears,
convey willingness to discuss these feelings, and allow patients to
express feelings that may be difficult to discuss with others [71].
When patients express DHD or suicidal ideation, clinicians are
immediately faced with several challenges [71]. Prior to completing
any assessment, patients should be made aware of the limits of
confidentiality and be advised that members of a treatment team may
share patient information in an effort to provide optimal care [69]. It is
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crucial to assess the patient’s intended meaning and underlying cause
of the suicidal ideation or DHD statements quickly. Healthcare
professionals should be aware of and evaluate the risk factors associ-
ated with DHD that were reviewed above (e.g. depression and severe
pain) through the use of detailed interviews and standardized
measures.

Specific recommendations and guidelines have been developed to
assist practitioners with challenging discussions about this sensitive
topic (Table 6.1) [6]. The goal of the guidelines is to offer pragmatic
solutions and ensure that these discussions are less difficult, more
effective, and address the most salient issues. These guidelines are
flexible and should be implemented over time and within the context
of a trusting relationship [71]. A therapeutic response to DHD
includes empathy, active listening, management of realistic expecta-
tions, permission to discuss psychological distress, and the provision
of a referral to other professionals when appropriate (Table 6.2).
Systematic reviews of randomized, controlled trials have shown that
this approach ameliorates distress and promotes psychological well-
being [70].

Comprehensive evaluations of the severity and intensity of suicidal
ideation will then help to inform appropriate intervention and treat-
ment planning. According to Rudd and Joiner [72], the following
factors should be evaluated to identify those individuals who are at
highest risk for suicidal behaviour: predisposition to this behaviour
(i.e., a history of suicidal behaviour, psychiatric diagnosis, and
demographic risk factors); precipitants or stressors; symptomatic
presentation (i.e., depression, anger and agitation); nature of suicidal
thinking (frequency, intensity, duration, specificity of plans, availabil-
ity of means, and explicitness of intent); hopelessness; nature of
previous attempts (frequency, method, lethality and outcome); im-
pulsivity and lack of protective factors (social and family support,
problem-solving skills, and mental health treatment). Additionally,
evaluation of palliative care patients requires careful assessment of
somatic symptoms to determine whether their aetiology is psychiatric
or organic in nature [8, 73].

Hudson et al. [71] developed a two-phased approach for how
healthcare providers should respond to patients’ desire to die state-
ments. Phase I involves assessment and exploration of the expression



138 DEPRESSION AND CANCER

Table 6.1 General guidelines for the assessment of suicide and desire for
hastened death in patients with cancer (adapted from National Breast Cancer
Center and National Cancer Control Initiative [70] and Hudson et al. [71])

Be alert to your
own responses

Be open to hearing
concerns

Assess contributing
factors

Respond to specific issues

Conclude discussion

e Be aware of how your responses influence
discussions

e Monitor your attitude and responses

e Demonstrate positive regard for the patient

e Seek supervision

e Gently ask about emotional concerns

e Be alert to verbal and non-verbal distress
cues

e Encourage expression of feelings

e Actively listen, without interrupting

e Discuss desire for death using patient’s
words

e Permit sadness, silence and tears

e Express empathy verbally and non-verbally

¢ Acknowledge differences in responses to
illness

e Prior psychiatric history

e Prior suicide attempts

e History of alcohol or substance abuse

e Lack of social support

e Feelings of burden

e Family conflict

® Need for additional assistance

e Depression and anxiety

e Existential concerns, loss of meaning and
dignity

e Cognitive impairment

e Physical symptoms, especially severe pain

e Acknowledge patient or family fears and
concerns

e Address modifiable contributing factors

e Recommend interventions

e Develop plan to manage more complicated
issues

e Summarize and review important points
e Clarify patient perceptions
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After discussion

e Provide opportunity for questions
e Assist in facilitating discussion with others
e Provide appropriate referrals

e Document discussion in medical records
e Communicate with members of the
treatment team

Table 6.2 Questions to ask patients and family when assessing suicidal risk
(adapted from Holland et al. [80])

Acknowledge that these
are common thoughts
that can be discussed

Assess level of risk

Obtain prior history

Identify substance abuse

Identify bereavement

Identify medical
predictors of risk

e Most patients with cancer have passing
thoughts about suicide, such as ‘I might
do something if it gets bad enough’.
Have you ever had thoughts like that?

e Have you had any thoughts of not wanting
to live?

e Have you had those thoughts in the past
few days?

® Do you have thoughts about wantingto end
your life? How?

e Do you have a plan?

e Do you have any strong social supports?

¢ Do you have pills stockpiled at home?

¢ Do you own or have access to a weapon?

e Have you ever had a psychiatric disorder,
suffered from depression, or made a
suicide attempt?

e |s there a family history of suicide?

e Have you had a problem with alcohol or
drugs?

e Have you lost anyone close to you
recently?

¢ Do you have pain thatis not being relieved?
e How has the disease affected your life?

e How is your memory and concentration?
e Do you feel hopeless?

e What do you plan for the future?
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of DHD to foster a better understanding of underlying factors. In this
phase, it is important to assess the nature of a desire to die statement by
focusing on a patient’s current feelings and fears, as well as assessing
the patient’s suffering across physical, spiritual, psychosocial and
existential domains. Phase II involves evaluation of factors that may
be contributing to the patient’s desire to die, again by focusing on the
patient’s current feelings and fears, and by assessing his or her
suffering across the previously mentioned domains. This information
can help clinicians with preliminary interventions or to make appro-
priate referrals to professionals with specific expertise (e.g. to a mental
health professional, pastoral care, or palliative care).

Instruments for the Assessment of Risk of
Suicide and DHD

In order to improve assessment methods and gain a better understand-
ing of the complex construct of DHD, researchers have developed
specific scales. These measures include the Desire for Death Rating
Scale (DDRS) [3], the Schedule of Attitudes toward Hastened Death
(SAHD) [74, 75], the Beck Hopelessness Scale [21, 76] and the
Demoralization Scale [77] and have been validated in populations
with advanced disease.

Specific measures of suicidality that are appropriate for use in
medically ill populations include the Beck Scale for Suicidal Idea-
tion [78] and the Modified Scale for Suicidal Ideation [79]. They
assess duration and frequency of ideation, sense of control over
making an attempt, deterrents, and amount of actual preparation.
Standardized measures utilized in a sensitive manner, within the
context of a trusting patient-provider relationship, can help clinicians
to identify patients’ needs and to appropriately tailor interventions.

Intervention Strategies
Competent interventions for suicide may provide cancer patients with

great relief from distress and suffering and ultimately save lives. When
implementing interventions, regardless of technique and modality,
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Table 6.3 Interventions for the suicidal patient (adapted Holland et al. [80])

For patients whose suicidal e Provide constant observation and further
threat are seen as serious assessment
e Dangerous objects like guns or potentially
lethal medications should be removed
from the room or home.
e The risk for suicidal behaviour should be
communicated to family members.

For the patients who are not e Patient should agree to call when feeling
acutely suicidal and is overwhelmed, making a contract with the
medically stable physician to talk about suicidal thoughts in

the future rather than to act on them.

For inpatients e Room searches should be carried out to
make sure there are no means available for
self-destructive behaviour.

e The patient should be under constant
observation from the time suicidal
thoughts are expressed.

For severely suicidal e Psychiatric hospitalization is warranted,
outpatients whose either by voluntary or involuntary means.
suicidal thoughts are not e A psychiatrist can assist in making these
acutely caused by their arrangements. Document medical action
medical condition or and reasoning in the crisis.
medication

practitioners must assess risk factors for suicide, as discussed
above.

Initial interventions should focus on determining imminent risk
and making necessary plans and arrangements for patient safety
(Table 6.3). Appropriate interventions may include psychiatric hos-
pitalization for severely suicidal patients, the use of suicide prevention
resources, contracting with the patient for safety, limiting access to
potential means such as pills or guns, involvement of family or friends
in monitoring the patient, and referral to experts as needed [80].
However, it should be noted that psychiatric hospitalization may not
be ideal or realistic for severely medically ill patients. Crisis inter-
vention and the mobilization of support systems may act as external
controls and strongly reduce the risk of suicide [26].
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The second level of interventions should utilize specific risk factors
to inform targeted intervention strategies that may reduce suicidality,
such as the aggressive management of pain, physical symptoms,
delirium and cognitive impairment [42]. Antidepressant medications
in tandem with supportive psychotherapy, cognitive-behavioural
techniques, and patient and family education are the most effective
means for improving depressive symptoms, hopelessness and suicidal
ideation [81, 82]. Additional pharmacological interventions should be
used to treat symptoms of depression and any accompanying symp-
toms of anxiety, agitation, psychosis, or pain [6, 8]. A recent study
demonstrated that desire for death was often ameliorated when
depression was resolved in response to treatment with antidepressant
medication [83].

Cognitive-behavioural techniques can be tailored to manage cancer
patients’ physical symptoms and challenge cognitive distortions
driving suicidal ideation and hopelessness [84—86]. Both individual
and group supportive psychotherapy for cancer patients can provide
additional support by assuaging feelings of isolation, bolstering
coping skills, and addressing existential concerns [55, 80, 87]. Con-
versations about advanced care directives have the potential to
facilitate discussion of end-of-life issues and concerns amongst
patients and their families [8, 88]. Additionally, if patients are feeling
burdensome to caregivers, facilitating communication about their
relationships may be helpful [6].

Interventions focused on enhancing patients’ sense of meaning [89,
90], dignity [57, 91] and responding to spiritual and existential
concerns have much to offer. An intervention based on mindfulness
theory, teaching patients to focus on the moment, may help to alleviate
distress and fears about the future [92]. Mindfulness techniques,
combined with behavioural techniques and emotion regulation, often
used in interventions like dialectical behaviour therapy to manage
suicidal behaviour, may be effective with cancer patients as well.

RESEARCH CHALLENGES AND OPPORTUNITIES

There are numerous methodological limitations specific to research on
DHD and suicide in cancer. There is a call for more longitudinal



SUICIDE AND DESIRE FOR HASTENED DEATH 143

research to accurately assess the dynamic and fleeting nature of DHD.
Overall, our knowledge of the construct is limited and could be more
accurately assessed through multiple assessments. However, longitu-
dinal studies may be taxing on terminally ill patients, who are most
vulnerable to DHD and suicidal ideation. More research is needed on
patients currently experiencing DHD [6]. Assessments in families are
often conducted after the patient’s death, and may be influenced by
grief and the general effect of time. Future research opportunities
include further investigation of additional potential predictors of DHD
such as demographic and cultural variables, personality factors, social
support, cognitive impairment, need for a sense of control, and
spiritual concerns [6]. Finally, more attention is needed to the devel-
opment of interventions to prevent and treat DHD with the goal of
alleviating suffering at the end of life.

CONCLUSIONS

The management of suicidality and DHD in cancer patients raises
clinical, legal, ethical and moral issues for healthcare professionals,
and involves not only the medical arena but also the legal system. In
addition, there are a multitude of complex risk factors that may
contribute to the manifestation of DHD or suicidality, which are only
partially studied. Currently available guidelines for the assessment
and management of DHD and suicidality, and the ability to deliver
empirically-supported psychosocial and pharmacological interven-
tions, should assist healthcare providers to meet these challenges and
result in better outcomes for patients.
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Over the last twenty years, attention has increasingly turned to the
problem of depression amongst cancer patients [1, 2]. The incidence
of depression in cancer has been shown to range from 4.5 to 58%, with
percentages varying according to diagnosis (major depression, dys-
thymia, adjustment disorder with depressed mood), gender, age, site
of cancer and clinical setting (ambulatory, inpatient oncology units,
palliative care) [3]. The consequences of depression for cancer
patients are remarkable, with several studies indicating a significant
relationship between depression and reduction of the patient’s quality
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of life, increase in the subjective perception of pain, desire for
hastened death and suicidal ideation, decreased adherence to treat-
ment, prolonged length of hospital stay, increased family distress and
worse prognosis [4].

In spite of these data, several barriers still existin properly screening,
diagnosing and treating depression in oncology settings. As reported
by Greenberg [5], cultural, organizational and specific issues continue
to represent a problem in the delivery of mental health interventions in
medical settings: e.g. a very low proportion of patients discuss their low
mood with their doctors; oncologists use to address clinical issues such
as pain, but not affective symptoms and depression; mental health
departments commonly have difficulty in developing programs for
cancer patients; and mental health specialists often work in systems
that are isolated, or ‘siloed’ from oncologists. Amongst elderly people,
in whom the incidence of both depression and cancer is higher, the
problems are even more significant [6].

For these reasons, a more sensitive, collaborative and comprehen-
sive approach to the diagnosis and treatment of depression, including
clinical education, enhanced role of nurses, and integrating oncology
and specialist care, is recommended in the clinical setting [7]. Some
steps forward have been taken in favouring routine evaluation of
depression through the application of reliable tools in oncology set-
tings and the development of specific educational models, such as the
National Comprehensive Cancer Network Distress Management
guidelines [8]. Standardized charting of distress as the sixth vital sign
would help earlier recognition [9]. However, screening and diagnosing
is not enough, since a number of studies have indicated that even when
cancer patients are diagnosed with major depression, only one-third
receive any antidepressant medication, very few take a therapeutic dose
for an adequate period and very few receive psychological treatment or
are referred to mental health services [10-12]. Even when referred to
mental health services, a very low proportion (25-30%) of cancer
patients with depression accept this referral and therefore very few
receive proper psychopharmacological intervention [13].

Amongst cancer patients in an advanced phase of illness, the
situation is even worse. The diagnosis and treatment of depression
in palliative care cancer patients represents a major challenge for
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psychiatry [14]. The symptoms of lethargy, poor appetite, sleep
disruption and fatigue may easily be attributed to cancer and its
treatment, rather than depression; the depressive state may be fre-
quently interpreted as a physiological and understandable reaction to
the severity of the patient’s physical condition or the imminence of
death; the patient’s short survival time may make it impossible to
achieve a significant response to treatment [15].

While the use of antidepressants (ADs) in cancer patients has
increased in the last 20-25 years [16—18], this does not necessarily
correspond to an improved treatment of depression or acknowledge-
ment of the importance of the problem. ADs are also prescribed for hot
flushes, nausea and pain, and the relationship between increased
prescription of ADs and outcomes of depression care in cancer is
unclear at this time [19, 20].

Thus, although cancer increases the need for mental health ser-
vices [21], cancer patients with depression have a low rate of utiliza-
tion of these services [22]. It is mandatory that healthcare profes-
sionals working in oncology, such as oncologists, surgeons, radiation
oncologists, general practitioners, nurses, social workers and psy-
chologists, receive training in psychiatry. Recent consensus guide-
lines, algorithms and reviews advocate the need to correctly assess and
treat depression in cancer and have been developed and proposed in
the hope to promote an integrated psychopharmacological and psy-
chosocial treatment [23, 24].

In this chapter, we focus on the pharmacological treatment of
depression in cancer patients by examining the clinical use of ADs
and their interaction with chemotherapy and anticancer agents. We
also discuss the literature showing the possible benefits of the ‘off
label’ use of certain ADs for cancer-related symptoms (e.g. pain, hot
flushes, fatigue).

CLINICAL USE OF ANTIDEPRESSANTS IN THE TREATMENT
OF DEPRESSION IN PATIENTS WITH CANCER

A series of open-label and clinical case studies about the use of ADs in
patients with cancer have been published over the years, providing the
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clinician with useful information about the dosage, efficacy and side
effects of these drugs. Only a few placebo-controlled double-blind
randomized trials have been conducted [25]. This may be explained by
the difficulty to fulfil the usual inclusion and exclusion criteria of
randomized controlled trials in patients with cancer. For instance,
cancer patients receive many different types of drugs, their clinical
status may prevent them from participating in trials, and ethical
concerns may exist, especially in palliative care patients.

The main characteristics of ADs are summarized in Table 7.1.
The first ADs have been available for more than 50 years: they
include tricyclics (TCAs), such as amitriptyline and imipramine,
and monoamine oxidase inhibitors (MAOIs), such as phenelzine.
However, it is the development of newer ADs over the last 20 years
that has substantially modified the approach to depression in cancer
patients: they include selective serotonin reuptake inhibitors
(SSRIs), such as sertraline and citalopram, and selective noradrena-
line and serotonin reuptake inhibitors (SNRIs), such as venlafaxine
and duloxetine.

A good knowledge of and careful attention to the profile of the ADs
and their side effects are extremely important when using these drugs
in oncology. Patients with cancer often have problems with constipa-
tion, urinary retention, seizures, stomatitis, or cardiac problems such
as orthostatic hypotension and arrhythmias, requiring careful selec-
tion of the AD.

The use of MAOISs is generally contraindicated and not considered
safe in cancer patients, because of the high risk of side effects. MAOIs
can interact with opioids, sympathomimetics and procarbazine and
cause severe hypertensive crises. In addition, MAOIs interact with
some anaesthetic drugs during surgery and patients with cancer often
undergo surgical procedures.

The use of TCAs has been gradually decreasing, mainly because
their antimuscarinic properties may be extremely negative or even
dangerous for cancer patients (e.g. dry mouth in patients with mu-
cositis due to chemotherapy, worsening of reduction of bowel peri-
stalsis in patients receiving opioids for pain, possible confusional
states and delirium in debilitated cancer patients).

In contrast, the use of SSRIs and SNRIs has increased as a result of
their higher safety profile [26, 27], although some precautions



155

PHARMACOTHERAPY OF DEPRESSION IN CANCER

(panunuod)

pasn Apuanbauy alopy

pasn Ajaunnol JoN

UDJIXOWIE) YIM BI194a)ul
0} parodas aunexoiey
(dAD Yyum uondesdul

y8y) suruwexoanyy
jo uondadxa

QY3 yum ‘pasn Ajrenday

uonNed YiMm asn
‘Aressadau §| *s109y9 apls
JluLedsnwiue Ayst ayl

104 pasn jou A|[esouan

ured uo uonoy

suonoduny aANIuSod
pue oAup paroidw|

s19Yj0
ueyy (wesdofeyd 3-9)
SAIJEPaS DIOW BUWIOS

das|s uo uonoy

uied uo uondy

uolsuapadAy Jo xS 9]qIssod

uonuaI
Areurin “‘yanow Ap 9|qissod
ssauIzzIp
‘ainssaid poo|q paseadag

(€LHS) (ev0ydelp
‘Buniwon ‘easneu)
510040 [eUNSIUIOLISEN)
(VTLH-S)

uonPUNYSAp |enxag

uoisua10dAH

eIpIedAYDR) X3|§a1 ‘SsauIZZIp
‘uoisuajodAy jeimsod
SsauISMOI(]

uonounysAp

Alowsw ‘uonualas Aleurn
‘tpnow A1p ‘uonednsuo)

ayednal yN
pue | H-G jo uoniqiyuj

ouedsnwiue 1ydis

aeidnal
VN jo uoniqiyu

ayeydnal
LH-S Jo uoniqiyuj

teydje nuy

SluweIsIyHuY

JlupRdSNWINUY
ayeidnal yN
pue [H-G jo uoniqiyuj

(weadideu|iw

‘aunexo|Np ‘auixeje|usansap
‘auixeje|uaA “3-9) sioNqiyul
axe1dnal suljeualpeiou
pue UIUOJOIBS BANDIB|SS

(ounaxogal
*8-9) s1onqiyur axerdnal
SUI[BUSIPEBIOU DAIDS[IS

(wesdojeyosa

\Emao_ﬁ_u ‘auljeias
‘aunjexoded ‘auiwexoAnyy
‘aunexonyy) sio0liqiyul
a3e1dnal uIu0j0Ias DAINDS[S

(duiwesdiwo)d
‘auiwiesdisap ‘ourwesdiwi
‘uijfiduyiwe -8-9)
sjuessaidapnue 211240411

sjuaned 1ooued ul asn

sagejueApe 9|qissod
S199)J9 9pls

saSejueApESIP 9]qISSOd
S199)J9 9pIS

uonoy

sse|D

mucwbm& 19dued ul asn Iy} pue suoljedipawl Hcmmmwhgwﬂuzc( L°Z 9|qelL



DEPRESSION AND CANCER

156

syuaned |1 A[jeuiual
ut Ajjerdadsa pasn

swajqoud 19|
9SNEd UBD BUOPOZEJON
“1sed ayy ui pasn

eiuadonnau
(ade1) 9qissod 09y
‘pasn Ajpuanbaiy alop

S9INZIDS JO HSI

3o9yD *aseyd paoueape
ue ul 1o angiey yum
sjuanjed uo eyep awos

uted uo uondy

Payd prdey

ured uo s}oaye panoday
daajs uo uonoy

(BlUWOSUT JO BsBD
ur jnydjay) ssauismolq

uted 1ySom
pue anadde asealou|

andney

asealdap A|qissod
UOIBNUIIUOD

pue uonuajpe asealdu|

S2INZ19G
aouapuadap ‘@dues|o]
uolsuapadAy
e1psedAyoe) “eluyiAylly
eIxaloue ‘sisoydAsd
‘sareunySiu ‘eruwosul
\co:m:mm ‘SSaUSSI[1S9Y

ssauIsmol(

UONEAIDE J0JOWOYDIASY
Awixuy

Aanoe
auiwedop asealou|

ANANO®R | H-G asealdu|

SlweIsIyuY

AlAnoe
VN pue | H-G aseaiu|

ayeidnal yN pue
auiwedop jo uoniqiyuj

(Jtuyepouw ‘arepiuaydjAyiawxap
‘arepiuaydjAyiow
‘aujwrelpydwe

-011Xap) SIUB|NWNSOUDASY

(duopozejou
‘auopoze) sio)qiyul axerdnas
pue sisiuogejue ulUO10I9S

(ouidezepiw -3-9)
sjuessaidapnue 21318u0)0195
o1310ads pue d11auaipeloN

(uordoadnq *8-9) sionqiyui
oyeldnas auijeuaipeiou
pue aujwedop aAdBS

syuaned 1ooued uj asn

sadejueApe 9|qIssod
19949 9plIs

so3ejueApESIP 9]qISSOd
S199J49 9piS

uonoy

sse|D

(panunuod) L'z dlqeL



PHARMACOTHERAPY OF DEPRESSION IN CANCER 157

are necessary in specific clinical situations. In fact, cardiovascular
adverse effects, seizures, abnormal bleeding, hyponatremia and
agranulocytosis should be always taken into consideration as possible
serious events in cancer patients [28].

Psychostimulants (e.g. methylphenidate, pemoline, d-amphet-
amine) have also been used in the treatment of depression in cancer,
especially in terminally ill patients, for their rapid onset of action and
their effect on attention and concentration problems and on
fatigue [29].

Some side effects of ADs may actually be advantageous in cancer
patients. For example, if an AD has sedative properties and a patient
is having difficulty sleeping, such an agent may be considered for
nighttime use (e.g. citalopram). Anxiety is a common symptom in
patients with cancer, and ADs with anxiolytic properties may be
preferred (e.g. escitalopram, venlafaxine). Patients with appetite
problems may benefit from the use of an antidepressant which
increases weight (e.g. mirtazapine); patients with psychomotor
slowing may benefit from drugs with disinhibiting properties (e.g.
bupropion). Patients with neuropathic pain, hot flushes or sexual
dysfunction may benefit from specific ADs (see below).

ADs usually start working within two weeks, but there is a great
variability in the onset of action in patients with cancer, who may be
taking a variety of other medications that impact on antidepressant
metabolism, such as steroids, antiemetics and narcotics. Psychostimu-
lants have a shorter latency period, with clinical response in a few days.
It is usual that patients are started off on low dosages of ADs to see if
there are any side effects such as rash, or adverse drug-drug interac-
tions, before being titrated towards full doses. It may then take more
than four—six weeks or even longer for patients to see the full benefit.

Some general guidelines about the use of ADs in people with cancer
are summarized in Table 7.2.

Patients with central nervous system involvement (e.g. brain
tumours) or with a history of seizures, those with concomitant
conditions predisposing to seizures, or those taking other medications
that lower seizure threshold are particularly exposed to possible side
effects of ADs. Bupropion may induce dose-related seizures and is
contraindicated in these patients. Mirtazapine also can lower the
threshold for seizures and should be used with caution. There are
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Table 7.2 Some guidelines for the use of ADs in cancer patients

e Start the treatment at low doses followed by a period of dose titration to
achieve an optimum individualized response (low doses may help to
avoid unwanted initial side effects, particularly in patients in poor physical
conditions).

e Inform and reassure patients of latency period and possible side effects, in
order to avoid premature drop-out, especially if patients are receiving
other medications.

e Treat the patient for 4-6 mo in order to avoid relapses or new episodes of
depression after remission.

e Regularly monitor the patient’s physical variables and concomitant use of
medications for cancer (for example, steroids, antiemetics, antibiotics,
antiestrogen and chemotherapy agents).

e Discontinue medications by tapering the dose by 50% over a couple of
weeks to reduce the risk of withdrawal symptoms that can be distressing
and may be mistaken for symptoms of cancer or relapse into depression.

e Reassurance and education of the patients are extremely important in
oncology settings.

data to support using citalopram as an antidepressant which does not
tend to lower seizure threshold [30].

All TCAs have anticholinergic properties which can cause seda-
tion dry mouth, cardiac arrhythmias, constipation, sexual dys-
function, dizziness, headache, weight gain, and orthostatic hypoten-
sion. In patients with significantly dry mucous membranes due to
radiation or other treatments, anticholinergic ADs should generally be
avoided.

Neutropenia is a rare but possible complication of the use of ADs,
including TCAs [31], mianserin [32] and mirtazapine [33], with
reported data also for fluoxetine, trazodone, nefazodone and sertra-
line [34]. Careful examination of numbers of white cells is extremely
important in cancer patients receiving chemotherapy, which usually
determines neutropenia.

Patients with lung cancer often have dyspnoea, anxiety, pain and,
in about 25% of the cases, clinically significant depressive states
[35]. Whereas the use of ADs is not generally contraindicated
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(after careful examination of the possible interactions with other
drugs and the physical status of the patient), benzodiazepines
should be generally avoided. Although they may provide short-term
relief of anxiety, they in fact exacerbate breathing difficulties and,
in combination with opioids, may impact quite negatively on
pulmonary function.

Patients who have ovarian cancer are particularly susceptible to
bowel obstruction. Drugs reducing bowel movements because of their
anticholinergic properties, such as TCAs, should be avoided in these
patients. ADs should also be carefully evaluated with respect to their
action on peristalsis when used in cancer patients receiving opioids
for pain.

Cancer patients with compromised liver metabolism or with liver
tumours or metastases should be cautiously monitored when receiving
ADs, since these drugs are metabolized by the liver. For this reason,
liver function tests must be performed at baseline and periodically
during therapy. Amongst ADs, nefazodone may cause fatal hepato-
toxity and should not be used in patients with liver dysfunction. It
also potentially interacts with drugs metabolized by cytochrome
P450 isoenzymes.

It is important to avoid anticholinergic medications, such as the
TCAs, in patients with delirium. Low-dose antipsychotics (for example,
haloperidol, atypical antipsychotics) are often of primary use, while
benzodiazepines (apart from delirium tremens or some forms of
delirium induced by antibiotics, where they are the key drugs to be
used) should be avoided [36].

DRUG INTERACTIONS WITH CHEMOTHERAPY
AND ANTICANCER AGENTS

There is still a lack of robust information on the mutual influence
between medications used to treat cancer and those used to treat
comorbid psychiatric disorders. However, in the last few years some
studies have been conducted on this issue and have underlined the
need for more attention to this important area [37].
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Interferon and Depression

Interferons, a family of proteins that are produced by the immune
system, have been shown to have antiproliferative and immuno-
modulatory effects, as well as cytotoxic and anti-angiogenic prop-
erties. For these reasons, they are used for the treatment of several
forms of cancer, such as leukaemia, AIDS-related Kaposi’s
sarcoma, melanoma, with data also indicating their possible thera-
peutic effects in renal carcinoma, ovarian cancer and brain tu-
mours [38]. The psychiatric side effects of interferon, especially
depression secondary to interferon-alpha, have been known for a
long time [39, 40]. Musselman et al. [41] explored the efficacy of
paroxetine to prevent depression in patients receiving high dose
interferon-alpha for malignant melanoma. In a subsequent study,
they noticed that depressed mood, anxiety, cognitive dysfunction
and pain were more responsive, whereas fatigue and anorexia were
less responsive, to paroxetine treatment [42]. Psychostimulants,
such as methylphenidate, have also been used to treat depression
induced by interferon in cancer patients [43]. Recently, sertraline
has been tested not only for its protective role on interferon-induced
depression, but also as an adjuvant treatment for melanoma [44].

Tamoxifen and SSRIs

Tamoxifen is a selective oestrogen receptor modulator (SERM) which
is used in postmenopausal breast cancer patients who are oestrogen-
receptor positive, in order to reduce the risk of recurrence of cancer
over time [45]. Tamoxifen, to be clinically active, is converted to
4-hydroxy-tamoxifen (endoxifen) and other active metabolites by
cytochrome P450 (CYP) enzymes. More than 80 different major
alleles of CYP2D6 gene have been identified, many of which confer
decreased or absent CYP2D6 activity, and patients can be divided into
poor, intermediate, extensive and ultrarapid metabolizers on the basis
of their genotype [46].

Jin et al. [47] studied breast cancer patients treated with tamoxi-
fen who were homozygous for a poor metabolizer genotype and had
significantly lower serum concentrations of endoxifen than those
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with active genotype. In retrospective studies evaluating the effect of
CYP2D6 genotype on breast cancer outcomes, Goetz et al. [48]
found that women with oestrogen receptor-positive breast cancer
homozygous for the poor metabolizer genotype, treated with tamox-
ifen monotherapy, were more likely to experience a recurrence of
breast cancer than those patients who carried an allele coding for
active enzyme. With this as a background and the data showing the
role of certain ADs in inhibiting CYPs, Stearns et al. [49], in a
prospective clinical trial, tested the effects of the co-administration
of tamoxifen and paroxetine, often used to treat depression and hot
flushes secondary to tamoxifen. The authors found that the use of
paroxetine, which inhibits CYP2D6, decreased the plasma concen-
tration of endoxifen, suggesting that CYP2D6 genotype and drug
interactions should be considered in all women treated with tamoxi-
fen. Recently, Kelly et al. [50] studied 2430 women with breast
cancer treated with tamoxifen and a single SSRI. Amongst those
who died of breast cancer during follow-up, the authors found that,
after adjustment for several potential confounders, absolute in-
creases of 25%, 50%, and 75% in the proportion of time on
tamoxifen with overlapping use of paroxetine were associated,
respectively, with 24%, 54%, and 91% increases in the risk of death
from breast cancer. This confirms that the concomitant use of
paroxetine can reduce or suppress the benefit of tamoxifen in women
with breast cancer.

In addition to paroxetine, sertraline and venlafaxine have also
been involved in reducing the metabolism of tamoxifen [47]. Lash
et al. [51] indicated no reduction of tamoxifen effectiveness amongst
regular citalopram users.

Irinotecan and SSRIs

Irinotecan is a pro-drug that via hydrolysis generates an active
compound, SN-38, that works as an inhibitor of topoisomerase I, an
important enzyme that cells need in their division process. Irinotecan
is used in the treatment of colon cancer [52]. Some data have shown
that hypericum (St. John’s Wort) can have significant interactions with
irinotecan, resulting from the induced expression of the cytochrome
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P450 CYP3A4 isoform, with possible deleterious impact on treatment
outcome [53]. On the other hand, drugs acting on the serotonergic
system (e.g. desipramine, paroxetine and sertraline) are inhibitors of
CYP2B6 and may increase the levels/effects of irinotecan. The
possible gastrointestinal side effects of SSRIs (e.g. diarrhoea) may
aggravate the severe forms of diarrhoea consequent to irinotecan
itself. The concomitant use of irinotecan and SSRIs can also have
further unexpected side effects, such as rhabdomyolysis, which can be
potentially lethal [54].

Serotonin Syndrome

Serotonin syndrome is a potentially life-threatening condition related
to ingestion of drugs and drug combinations which alone or synergis-
tically increase serotonin in the body at toxic levels. The symptoms
include somatic symptoms (hyperreflexia, myoclonus, tremor), auto-
nomic dysfunction (tachycardia, hypertension, hyperthermia, sweat-
ing, shivering, nausea, diarrhoea), cognitive and psychiatric symp-
toms (agitation, mental confusion, delirium), up to coma [55]. In
cancer patients with depression, numerous drugs can produce a
serotonin syndrome, including ADs (especially SSRIs and SNRIs),
analgesic drugs (e.g. tramadol, opioids) and antiemetics (e.g. 5-HT3
antagonists, such as ondansetron and granisetron). They may act
synergically [56, 57], although a clear-cut description of this compli-
cation in the oncology setting is lacking.

Steroid Induced Mood Disorders

It is well known that symptoms of hypomania, mania, depression and
psychosis may occur during corticosteroid therapy, with symptoms
being dose-dependent and generally occurring during the first few
weeks of therapy [58-60]. Since corticosteroids are part of cancer
treatment, attention should be paid to their possible effects on mood
and cognition. Prior psychiatric history and central nervous system
complications of cancer should be taken into account [61].
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THE USE OF ANTIDEPRESSANTS FOR THE TREATMENT
OF OTHER SYMPTOMS IN CANCER PATIENTS

A number of clinical observations and randomized controlled trials
have accumulated in the last ten years regarding the role of ADs in the
treatment of symptoms and/or dimensions secondary to cancer or
cancer therapy that can cause subjective suffering in cancer patients
and are often associated with depression. Several data sets are
currently available on the use of ADs as adjuvant treatment for
pain, hot flushes, pruritus, nausea and vomiting, and fatigue. It
shoul be noted, however, that the use of ADs for these symptom
dimensions is an ‘off label’ prescription which is under the responsi-
bility of the physician and must be clearly and fully explained to
the patient.

Pain

Pain is one of the most common symptoms and complications in
cancer, affecting 30% of all cancer patients, regardless of the stage of
the disease, and up to 90% of patients with advanced cancer [62—-64].
Pain and depression are closely linked, with a higher risk of mood
disorders in patients with uncontrolled pain and an enhanced percep-
tion of pain amongst depressed patients [65]. Cancer pain, especially
when not properly treated, is accompanied by profound suffering, fear
of death without dignity, hopelessness and helplessness, and desire for
a hastened death [66]. In several studies, the reciprocal interaction
between cancer pain and depression has been repeatedly shown [67],
although studies should examine mediating and moderating pathways
for this association [68].

ADs have been shown for many years to be effective as adjuvant
therapy of chronic pain [69, 70]. There are several reasons explaining
the analgesic properties of ADs, including the direct nociceptive
effects of serotonin and noradrenaline in the ascending pathways,
the enhancement of opioid action, and the enhancement of the
inhibitory (analgesic) descending pathways in the medulla [71].

In several psychopharmacological studies examining the efficacy of
ADs on depression, pain is one of the most studied outcomes.



164 DEPRESSION AND CANCER

Furthermore, both open-label and randomized controlled trials have
specifically studied and confirmed the efficacy of ADs in reducing
pain (such as bone pain) due to metastases from breast and prostate
cancer. TCAs and SNRIs have been the most commonly used [72].
TCAs show analgesic properties at lower doses than those used for
treatment of depression, while with SNRIs the efficacy on pain can be
obtained with the same doses used to improve mood (venlafaxine,
75-150 mg; duloxetine 60—120 mg).

Hot Flushes

SERM drugs, such as tamoxifen or more recent aromatase inhibitors,
administered to breast cancer patients to reduce the risk of cancer
recurrence, frequently cause hot flushes, with approximately two
thirds of patients experiencing this symptom. Around 60% of patients
rate its intensity as severe and 40% as extremely bothersome. Unre-
lieved hot flushes are related to negative effect, fatigue, sleep
difficulties, and overall poor quality of life. This has encouraged the
field to develop strategies and guidelines to better manage the
problem [73].

ADs, especially SSRIs and SNRIs, have been shown to be effective in
treating hot flushes. The first data accumulated regarded the benefit of
fluoxetine. In a trial using a double-blind, randomized, two-period (four
weeks per period), cross-over methodology to study the efficacy of
fluoxetine (20 mg) for treating hot flushes in women with a history of
breast cancer or a concern regarding the use of oestrogen (because
of breast cancer risk), Loprinzi et al. [74] found superiority of the drug
over placebo. Controlled trials also indicate that paroxetine [75] and
sertraline [76] are superior to placebo in controlling hot flushes in breast
cancer patients. However, data concerning the inhibiting effect of
paroxetine, sertraline and fluoxetine on the CYP2D6 system in breast
cancer patients receiving tamoxifen should induce caution in using these
medications for hot flushes.

Likewise, randomized controlled trials using the SNRI venlafaxine
showed benefit in ameliorating hot flushes. Women receiving venla-
faxine and reporting at least 50% decrease in hot flushes also experi-
enced significant improvement in fatigue, sleep quality, and quality of
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life [77]. In a randomized controlled trial in breast cancer patients,
venlafaxine was shown to be superior to clonidine [78] in reducing hot
flushes, but in a further study the medications were equally effective,
with more side effects in the venlafaxine arm [79]. Some data indicate
that mirtazapine also reduces hot flushes in breast cancer patients [80].

Recent data are accumulating in prostate cancer patients who
underwent androgen deprivation [81]. An open-label trial indicated
the efficacy of paroxetine in reducing hot flushes in prostate cancer
patients [82]. Citalopram has also been shown to be effective in pilot
studies [83]. Venlafaxine was also effective in reducing hot flushes in
prostate cancer patients, but less effective than cyproterone and
medroxyprogesterone [84].

Pruritus

Chronic pruritus of any origin is difficult to treat and has a high impact
on patients’ quality of life and psychological well-being. During the
past years, clinical research has focused on the antipruritic efficacy of
centrally acting substances, such as opioid receptor agonists and
antagonists as well as on serotonin subtype 3 receptor (5-HT3)
antagonists. Mediators of pruritus also include histamine through
H1 receptors, and serotonin through SHT2 and SHT3 receptors. In
some case series and two randomised controlled trials, the SSRIs
paroxetine, sertraline and fluoxetine were demonstrated to reduce
severe systemic and paraneoplastic pruritus [85, 86]. Also mirtazapine
has been shown to reduce pruritus in cancer patients [87, 88].

Nausea and Vomiting/Anorexia

Nausea and vomiting are frequent complications of chemotherapy in
cancer patients [89, 90]. Since the early 1970s, drugs with dopami-
nergic properties have been used to reduce these symptoms in cancer
patients. Antipsychotics, especially haloperidol, alone or associated to
dexamethazone, are frequently used in reducing nausea and vomiting
secondary to chemotherapy [91]. Innovative treatments, especially
serotonin antagonists (e.g. ondasetron, granisetron, dolasetron, palo-
nosetron) have been developed to reduce this symptom in oncology
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[92]. Recent studies indicated that atypical antipsychotics, in particu-
lar olanzapine, are adjuvant drugs for controlling nausea and vomiting
secondary to chemotherapy [93].

The concomitant use of AD medications has been recently proven
to be useful in the treatment of nausea and vomiting. In open-label
studies, e.g. mirtazapine has been shown to improve nausea, sleep
disturbance, pain and quality of life, as well as depression in cancer
patients [94].

Especially in palliative care patients, anorexia, not necessarily
related to nausea, can also be a significant problem related to the
advanced phase of cancer. It has been reported that mirtazapine, for its
specific effect on appetite, can be helpful for improving this
symptom [95].

Fatigue

Fatigue is a symptom affecting 4 to 91% of cancer patients,
depending on the specific populations studied and the methods of
assessment [96]. A meta-analysis of two studies indicated that
methylphenidate was superior to placebo in changing fatigue
scores [97]. Placebo-controlled studies of paroxetine indicated a
specific benefit on depression but not on cancer-related fatigue [98].
Some open-label studies have found that bupropion, probably
because of its activating dopaminergic profile, can also be helpful
in cancer-related fatigue [99, 100].

USE OF ANTIDEPRESSANTS AND RISK OF CANCER

At the turn of the century, a debate emerged about a possible
association of chronic use of ADs, especially TCAs and SSRIs, with
an increased risk of cancer, in particular breast cancer [101-103].
More recent epidemiological data have not confirmed this associa-
tion [104-106]. In a recent study conducted in Finland, no clear
evidence of either positive or negative association between usage of
ADs and cancer could be found [107]. From the opposite perspective,
there have been recent reports that ADs, particularly SSRIs and
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possibly TCAs, may be associated with a reduced risk of cancer.
Starting from preliminary studies on the use of fluoxetine and cita-
lopram [108], SSRIs have been found to inhibit colorectal tumour
cells that are dependent on serotonin for their growth, through an
antipromoter action or direct cytotoxic effect. In multi-drug resistant
cases of human colon cancer, in vitro fluoxetine enhanced by 10-fold
the cytotoxicity activity of the chemotherapeutic agent doxorubicin,
increasing its intracellular accumulation and decreasing its ef-
flux [109]. In vivo, combination treatment with doxorubicin and
fluoxetine significantly slowed-down tumour progression (vs. doxo-
rubicin alone) [110, 111].

CONCLUSIONS

Depressive disorders in cancer patients represent a significant clinical
problem, whether a categorical (e.g. ICD-10, DSM-IV) or a dimen-
sional (e.g. Diagnostic Criteria for Psychosomatic Research) ap-
proach is used [112, 113]. The prevalence is high in all phases of
illness and the consequences are severe for both the patient and
the family.

In spite of the limitations of currently available randomized con-
trolled trials, including small sample sizes, high withdrawal rates and
infrequent use of structured diagnostic interviews [25], the efficacy of
ADs in depressed patients with cancer can be considered well
documented, and their tolerability seems to be good, particularly
with new drugs [114]. The evidence of some adverse effects should be
interpreted in the light of the multiple treatments that cancer patients
usually receive. Furthermore, ADs have been shown to be helpful in
treating not only depression but several other symptoms which are
common in cancer patients, especially pain and hot flushes.

Further research evidence is needed on the efficacy, effectiveness
and safety of ADs in the different settings of oncology (inpatient units,
outpatient clinics and palliative care units) and types of cancer. In fact,
cancer is a very heterogeneous disease, with different genetic, endo-
crinological and immunological concomitants. Finally, more infor-
mation is needed about the interactions between ADs and the variety
of drugs, especially chemotherapeutic agents, cancer patients receive.
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Evidence-based medicine advocates the use of effective interventions
ahead of treatments not shown to have been efficacious. Jacobsen
and Jim suggest that psychosocial cancer care that is ineffective is
worse than no care at all [1]. This highlights the importance of
assessing an intervention’s impact rather than relying on good inten-
tions alone.

This chapter focuses on evidence-based psychotherapies, which
have the largest probability of reproducible efficacy. We begin with
individually-focused therapies for patients with early stage cancer,
move to systemic therapies (couple, group and family) that bridge
across all stages of cancer and conclude with psychotherapy for
advanced cancer, including patients receiving palliative care.
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PSYCHOTHERAPIES IN EARLY STAGE CANCER
Individually-Focused Psychotherapies
Issues and Symptoms

Before implementing a psychotherapeutic strategy, it is important to
develop a comprehensive formulation of the case and consider the
differential diagnosis, as the depression phenotype in cancer is
heterogeneous. In other words, depressive symptoms must be under-
stood in the context of the whole person, the cancer narrative and the
biology of the illness. To illustrate, consider a person meeting typical
DSM-IV criteria for major depression (decreased mood, anhedonia,
loss of appetite, sleep disturbances, psychomotor slowing or agitation,
decreased energy, guilt, decreased concentration and suicidal
ideation [2]). The psychotherapeutic approach will vary if the depres-
sive symptoms occur against a backdrop of treatment with prednisone
(associated with mood disorders), poorly managed pain, relationship
difficulties, childhood sexual abuse, an axis Il diagnosis, chronic
dysthymia, postnatal depression, a family history of bipolar
disorder and so forth. Thus, depression must be viewed within the
biopsychosocial context of the person, rather than as an isolated
symptom cluster.

The differential diagnosis for major depression in a person with
cancer includes mood disorder due to a medical condition, substance-
induced mood disorder, dementia, delirium and bipolar disorder. In
these cases, the primary treatment may not necessarily be psycho-
therapy, but rather treatment of the underlying condition. The category
of mood disorder due to a medical condition may be problematic in
some respects. Although it requires a temporal association between
the onset and course of the medical condition and depression, psy-
chiatric symptoms of a medical illness may antedate its clinical
recognition. Additionally, since depression is most often multi-
determined, correction of the medical illness may not eliminate the
depressive symptoms. Similarly, depression may predate substance-
induced mood disorder, and treatment of the substance abuse does not
necessarily resolve the depressive symptoms, which may require
specific psychotherapeutic treatment. Comorbid substance abuse may
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also benefit from specific drug treatments, inpatient detoxification or
psychotherapies, such as motivational interviewing, which have been
shown to be efficacious in this subgroup [3].

Cognitive Therapy

Cognitive therapy (CT) or cognitive-behavioural therapy (CBT) is
based on the cognitive hypothesis that it is not a particular situation
that causes an emotional reaction but rather how a person perceives
that situation [4]. For example, one person who undergoes diagnostic
imaging for a likely malignancy may feel depressed because he
worries that he will be dependent on his family. Another person in
the same situation may feel relief and think ‘at last we will find out the
reason for this pain and work out a way to treat it’. Thus, a triggering
situation leads to an ‘automatic thought’, which then generates a
response that can be emotional (e.g. worry), behavioural (e.g. with-
drawal) or physiological (e.g. gastrointestinal discomfort). Refram-
ing of dysfunctional automatic thoughts is an important component
of CT’s therapeutic work. These maladaptive cancer-related
cognitions can be characterized by an absolute or over-generalized
quality, reflected in a statement such as ‘Everything reminds me of the
cancer’. The therapist’s aim is to moderate the intensity of such
cognitive thinking biases by engaging the patient in a consideration of
more reasonable alternatives. Table 8.1 illustrates some realistic
reframes.

Central to CT is the cognitive formulation, which is often laid out in
a tabular format known as a Dysfunctional Thought Record [5]. This
assists the clinician in defining potential treatment goals, which are
negotiated collaboratively using measurable outcomes [6]. Some
examples of depression treatment goals are a 50% reduction in
depression severity measured on a scale such as the Patient Health
Questionnaire (PHQ-9) [7], improvement in communication with
spouse (where relationship conflict is a trigger for depression) and
behavioural activation goals such as returning to work or resuming
social activities (e.g. singing in the choir).

Empiricism is a central stance of CT. For example, the therapist
might propose the hypothesis that relationship conflict is worsening
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Table 8.1

Cognitive therapy examples of realistic reframes used to counter

the negative thinking met in cancer care

Nature of the cognitive distortion

Realistic response upon reframing

Catastrophization: ‘The cancer is
certain to return. My situation is
hopeless. | might as well give up’.

Magnification: ‘This back pain will
be the cancer back again. I'm in
trouble’.

All-or-nothing thinking: ‘If | can’t be
cured, there is no point in doing
anything’.

Selective attention: ‘I fear the side
effects of chemotherapy will
make me miserable’.

Pessimism, predicting the future:
‘I'm sure to lose my hair and then
my partner will leave me’.

Use of verbs ‘should” and ‘ought”: ‘|
should be able to do everything |
did before cancer. | ought to cope
better than this’.

Labelling: ‘I'm pathetic. I'm so
spineless’.

Personalization: ‘It's not surprising |
got cancer. It must be my fault’.

lllogical thinking: ‘If | don’t feel
happier soon, I'll never get better
from this cancer’.

Emotional reasoning: ‘Because | feel
inadequate, | must be doing a
poor job at work during this
chemotherapy treatment’.

‘My oncologist gives me a good
prognosis. I’'m fortunate my
cancer has been curable’.

‘I've been gardening. The backache
will likely be gone tomorrow. I'll
tell my doctor if it persists next
week’.

‘Although my cancer is incurable, it
can be contained by treatment for
several years'.

‘Chemotherapy reduces the risk of
recurrence considerably. It is
worth the burden of side effects to
gain this benefit’.

‘Look good, feel better teaches me
confidence in wearing a wig. I'll
have fun with my husband
exploring new styles’.

‘Chemotherapy causes a mild
anaemia with resultant fatigue.
Gentle exercise will protect
against muscle wasting’.

‘Actually, this radiation causes a lot
of inflammation. It makes sense to
use the painkillers prescribed. Ill
get there’.

‘Random DNA changes cause
cancer. It affects every family. It is
an old myth that stress causes
cancer’.

‘Antidepressants take a few days to
begin working. | need patience for
the medication to help’.

‘I'm working on boosting my self-
esteem. However, it is not
connected to how others see me.
My colleagues at work are
supportive’.
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the depression symptoms. Evidence for and against this hypothesis is
analysed with the patient and strategies to improve the relationship are
implemented. Data is collected to measure the success of the strategies
and, therefore, to either support or refute the hypothesis. Another
benefit of CT in psycho-oncology is that it promotes autonomy and
self-management, which is often a desirable outcome in helping
patients to cope better with chronic illnesses [8]. Generally, it takes
about 12 sessions to treat uncomplicated major depression, although a
degree of symptom relief is often achieved after four sessions.
Sessions may be weekly at first and then, once symptom relief is
achieved, consolidation or maintenance therapy may consist of regu-
lar but less frequent sessions, such as on a monthly basis, or booster
sessions which are arranged when depressive symptoms recur or when
newer problems emerge.

Evidence supporting the efficacy of CBT for depression can be
found in meta-analyses of multiple randomized controlled trials in
cancer survivors [9, 10]. A newer paradigm involves the use of a
psychotherapy intervention to prevent depressive outcomes in cancer
patients at high risk for depression, based on a prior history of
depression or anxiety. Pitceathly ef al. [11] demonstrated that a short
CBT intervention (three sessions), administered by trained nurses,
significantly reduced the rate of depression in patients who were at
high risk, but not depressed at baseline. The first session lasting 90
minutes was conducted face to face, but subsequent sessions were
conducted by phone. Significant effects were noted up to six months
after the intervention. The demonstration of the efficacy of well-
trained nurse therapists is another welcome advancement that will
allow more patients access to depression treatment.

Problem-Solving Therapy

This therapy was distilled from overarching CBT principles and is
based on the hypothesis that more efficient problem solving or
improved coping results in less psychological distress. The standard
90 minutes x 10 sessions programme teaches patients to define the
problem, brainstorm possible options, evaluate potential solutions,
implement solutions, monitor their degree of success, and fine-tune
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them. A family member can be conscripted as a coach, which is
logical, as most people solve problems collaboratively and cancer
affects the whole family. Problem-solving attitudes are examined. To
illustrate, a person may believe that a// of his problems are due to the
cancer (which is challenged by the view that the cancer cannot be
blamed for every single problem) or that no one can help (while, in
fact, many patients are helped) [12]. In a randomized controlled study,
problem solving was effective in reducing depressive symptoms
(p<0.05) versus a waiting list control, a benefit that was still robust
at one year [13].

Psychoeducational Interventions

Psychoeducational interventions provide verbal, written or visual
information to help patients orientate themselves to novel oncology
situations. Acquisition of new knowledge is essential to help
patients navigate unfamiliar medical systems and new treatment
processes, which can be quite overwhelming. For example, one
psychoeducation study involved an orientation tour of the clinic,
written resources for coping (e.g. support groups) and a question and
answer meeting with a therapist. Devine and Westlake’s meta-analysis
of 116 psychoeducational studies [14] reported a moderate
effect size (d=0.54, 95% CI=0.43-0.65) for amelioration of de-
pression, and a systematic qualitative analysis [15] found positive
results in 63% of studies reviewed. A related concept is that of
patient navigators, a barrier-focused intervention that helps patients
complete a discrete episode of cancer-related care [16]. It contains
elements that overlap with psychoeducation, all of which point to the
fact that better orientation and support in unfamiliar medical situa-
tions can help shape expectations and reduce demoralization and
helplessness.

Relaxation Therapies

Relaxation interventions are amongst the most widely used psycho-
social services offered to cancer patients and are particularly useful for
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managing ‘here and now’ behaviours or distress associated with
cancer treatments. Luebbert’s meta-analysis [17] estimated a moder-
ate effect size of relaxation on depression (d=0.54, 95% CI
=0.30-0.78). Jacobsen et al. [18] developed a stress management
intervention for chemotherapy patients that was self-administered,
using print and audio instructions. Using three techniques (paced
abdominal breathing, progressive muscle relaxation with guided
imagery and coping self-statements), depression and anxiety symp-
toms were significantly less than in the control group after two, three
and four cycles of chemotherapy.

Behavioural Activation

Behavioural activation (BA) was condensed from CT into a stand-
alone intervention. It emphasizes the relationship between activity
and mood, and the importance of withdrawal and avoidance to the
maintenance of depression. BA strategies include scheduling, self-
monitoring, rating the degree of pleasure and achievement during
daily activities, and exploring alternative behaviours with techniques
such as role-playing [19]. To illustrate, consider two depressed,
hospitalized cancer patients. One remains in bed, alone in the dark.
The other is patting a therapy dog, borrowing a book from the
volunteer or walking around the ward with an empathic relative. BA
is based on the assumption that the withdrawn, isolated person will
feel more depressed and the behaviourally activated patient less so.

In one randomized controlled trial, BA was as efficacious as
antidepressants in severe major depression and both were superior
to CT in this subgroup [20]. This suggests that BA is an alternative to
medication in severely depressed patients. In a two-year follow-up,
BA had similar relapse rates to CT, or continuing with an antidepres-
sant. Both BA and CT had significantly less relapse than discontinuing
an antidepressant [20]. Thus, BA may have particular applications to
more severely depressed patients, with comorbid cancer, for whom
cognitive reframing seems burdensome or in whom antidepressants
are not well tolerated. Although specific psycho-oncology data for BA
is lacking at this time, it would seem a likely area for future research.
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Interpersonal Therapy

Interpersonal therapy (IPT) offers benefit to depression amelioration
via its focus on interpersonal conflicts, life transitions, grief, losses
and social isolation, all of which are pertinent contextual issues for the
depressed cancer patient. In a meta-analysis, IPT was superior to
placebo in 8/13 studies [21], but unlike CBT it had no documented
additive effect when given together with an antidepressant [22].
Specific psycho-oncology data is lacking at this time, but face validity
and previously cited general efficacy data suggest its utility in this
setting.

Systemic Psychotherapies
Issues and Settings

The distress of cancer reverberates through couples, families and
communities. Higher rates of depression have been observed in the
spouses of patients with prostate cancer [23] and with non-gender
based metastatic cancers [24]. This reality highlights the need for
models of psychotherapy within oncology that target couples and
families, especially in the setting of advanced disease. For others who
may be more isolated, a group approach can be crucial as a primary
means to foster social support.

Couple Therapy

The needs, goals and coping responses of patients and their close
partners are highly correlated and reciprocally interdependent [25].
Relationship enhancement and protection against relational distress
are the main targets of couple therapy in the oncology setting.
Fostering open communication promotes mastery, while using the
relationship as a key source of mutual support [26]. In the breast
cancer setting, a randomized controlled trial of an active coping
intervention for couples relative to usual care showed a reduction in



PSYCHOTHERAPY FOR DEPRESSION IN CANCER 185

women’s depressive symptoms up to six months post treatment [27].
Couple therapy in prostate cancer is illustrated by the FOCUS
intervention, which targets Family involvement, Optimistic attitude,
Coping effectiveness, Uncertainty reduction and Symptom manage-
ment [28]. Spouses improved their quality of life and reduced
hopelessness, likely gaining some protection against depressive out-
come. Couple therapy helps achieve an adaptive adjustment when
body image changes (e.g. mastectomy, colostomy, ileal conduit, limb
amputation), sexuality is affected (e.g. erectile dysfunction after
prostate cancer, dyspareunia after gynaecological cancers), infertility
results (e.g. chemotherapy, castration surgery), issues of shame, guilt,
doubt, despair or depression arise and the partner is a prime source
of support.

Couple therapy in the setting of advanced cancer shifts the emphasis
to anticipated loss, caregiving and existential concerns [29]. Depres-
sion was reduced through emotion-focused couple therapy that seeks
to address threats to emotional engagement by recognizing distancing
interactions and promoting closeness, despite the separation anxiety
associated with the potential loss of a key attachment figure [30].
Effective mutual support results when couples are securely attached to
each other; separation protest can take the pattern of demand-with-
draw for the distressed couple, leading to disengagement and dimin-
ished safety that places some at risk. Couple therapy that identifies
existential fears and supports intimacy in the face of death can do
much to harness resilience and protect against demoralization and
depression.

Group Therapy

Supportive-expressive group therapy (SEGT) has demonstrated effi-
cacy in relieving distress [31, 32], and successfully aids in the
treatment of depression, as well as preventing its onset in the advanced
cancer setting [33]. Other models of biobehavioural group interven-
tion have also alleviated distress [34, 35].

In cognitive-existential group therapy (CEGT) with early stage
cancers, therapists aim to promote a supportive environment, facilitate
grief work over the multiple losses, alter maladaptive cognitive
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patterns, enhance problem solving and coping skills, foster a sense of
mastery and encourage review of lifestyle priorities for the future [36].
Larger groups of 10-12 patients meet weekly for 90 minutes, with
careful preparation to guide expectations and more open boundaries
that not only allow but encourage patient contact socially outside of
the group room. Therapists strive for a clear focus on (a) the cancer
journey; (b) its existential challenges; (c) coping with anti-cancer
treatments; (d) supporting adherence to the medical regimen;
(e) cognitive strategies to counter fear of recurrence and living with
uncertainty; (f) optimizing relationships with physicians, partners,
families and friends; and (g) meaning-making through recognition of
what is fulfilling, creative and purposeful in life.

The goals of SEGT are to build bonds, express emotions, detoxify
death, redefine life’s priorities, fortify families and friends, enhance
doctor-patient relationships and improve coping [37]. In placing a
major emphasis on relationships, SEGT cultivates substantial mean-
ing and purpose in living which, in turn, has a protective effect in
countering depression and anxiety and ameliorating physical symp-
toms. The unmitigated focus on illness and potential for death trans-
forms the group’s existential ambivalence into its focus on creative
living, resulting in a mature group process with prominent humour,
celebration, assertiveness, altruism, community involvement, group-
as-a-whole activities and eventually courageous dying. With such
extraordinary influence on the cancer patient’s life, it was not surpris-
ing to see SEGT actually protect cancer patients from developing new
cases of clinical depression compared to those receiving usual cancer
care [38].

Family Therapy

Resilience models of family-centred care that harness areas of com-
petence, affirm skills and name capacities for growth serve to promote
hope and reintegration at a time when cancer experiences can other-
wise contribute to a sense of families feeling overwhelmed or hope-
less [39]. Central to understanding the contribution of the family to
depression in the setting of cancer is the demonstration of the high
correlation between poor family functioning and relapse of depres-
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sion [40] or the development of complicated grief [41], resulting
eventually in a morbid bereavement outcome [42].

In a randomized controlled trial targeting ‘at risk’ families, family
therapy that aimed to optimize family functioning through promotion
of effective communication, enhanced cohesion and adaptive resolu-
tion of conflict was shown to reduce depression and support mourning
arising from family loss due to cancer [43]. The more pronounced the
relational dysfunction, the greater the number of family sessions that
are needed across the bereavement phase. In general, mild family
dysfunction can be aided by four to six sessions, whereas 10-12
sessions may be needed for those with pronounced dysfunction.
Openness to discussion of death and dying and early containment of
conflict prove beneficial until improved communication and closeness
help family members to tolerate any differences of opinion [44].
Therapists make use of circular questions to reveal family dynamics
and offer regular summaries as a means to help families integrate
understanding of their patterns of relating and coping with loss and
change [45]. Commencing therapy when the cancer patient is still
alive and present to voice his or her opinions establishes a model of
family care that is preventive, cost-effective and enables continuity of
support to be carried into bereavement.

Systemic therapies, delivered in the setting of a cancer patient or
family member suffering from depression, nurture a supportive
environment, attend to relevant perpetuating influences and ensure
that the couple, family and community are harnessed as therapeutic
agents to assist in the active treatment of the depression. Couple and
group models are important in early stage and survivorship settings,
while family therapy comes to the fore with advanced cancers.

PSYCHOTHERAPIES IN ADVANCED CANCER
AND PALLIATIVE CARE

Psychological well-being is inevitably challenged in individuals with
advanced disease, because of the profound and diverse stresses and
burdens associated with it. These invariably include physical suffering
and disability, the threat of impending mortality, dramatic alterations
in support needs and personal relationships, the challenge of navigat-
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Figure 8.1 The inter-related challenges of terminal disease.

ing a complex healthcare system and making treatment decisions that
have life and death implications (see Figure 8.1). Depressive symp-
toms in individuals with advanced disease may best be understood as a
final common pathway of distress in response to these multiple
individual, social and disease-related risk factors [46].

Early interventions to address the challenges of advanced disease
and to treat depressive symptoms may help to protect or improve
emotional well-being and quality of life. Unfortunately, however, the
majority of patients at this stage of disease who suffer from clinically
significant depression are not referred for psychosocial or psychiatric
care and most of those referred do not receive specific or adequate
treatment for depression [47]. Although routine distress screening is
now regarded as a standard in cancer care at all stages of the
disease [48-50], its benefit has been limited by the relative failure
of cancer treatment centres to provide effective interventions that
follow from such screening [51].

The alleviation and treatment of depression in individuals with
advanced cancer requires an integrated approach, which includes
attention to symptom control, the social environment and the psy-
chological disturbance itself. Psychological treatments for depression
are preferred by patients with advanced cancer compared to pharma-
cological ones [52]; and the format of individual or couple psycho-
therapy often becomes most appropriate as the disease progresses.
Individual sessions not only permit the content of therapy to be
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flexibly tailored to address specific individual needs, but the timing of
the sessions can also be more easily adjusted to take into account other
clinic appointments, investigations and treatments, and the frequent
fluctuations in health status at this stage of disease [53-55]. Psycho-
therapeutic treatment of this kind is best initiated before debilitating
physical symptoms or cognitive impairment limit the capacity for
engagement and self-reflection. Further, the potential for unpredict-
able clinical deterioration requires that the goals of treatment be
accomplished in a relatively brief period of time.

Many individual psychotherapeutic modalities used to treat depres-
sion in early stage cancer have utility for patients with advanced
disease, with greater emphasis on existential and loss-related themes.
Models of therapy include logotherapy, existential psychotherapy, grief
therapy, life review, life narrative and interpersonal therapy [56]. The
research that has been conducted thus far to investigate the effectiveness
of individual psychotherapies for the treatment of depression in
patients with advanced disease has been limited by methodological
problems, such as the absence of appropriate inclusion criteria for the
severity of depression and inadequate description of the methods of
randomization [52, 57]. Also, several individual psychotherapy inter-
ventions are currently being investigated to determine their effective-
ness in the treatment of depression in patients with advanced disease.
These treatments can be broadly categorized into those that promote
active coping strategies and those that emphasize the communication
and understanding of emotional experience and the joint creation of
meaning, usually described as supportive-expressive therapies.

Interventions to Promote Active Coping Strategies

These interventions include behaviourally-focused therapies, such as
relaxation therapy [58], biofeedback, guided imagery and hypno-
sis [59, 60], as well as CBT directed toward ameliorating dysfunc-
tional cognitions [61, 62] and problem-solving therapy [63—66].
Savard et al. [61] reported a randomized trial of CBT with a wait list
control in 45 women with metastatic cancer and depression based on
Hospital Anxiety and Depression Scale - Depression (HADS-D)
scores of 7 or Beck Depression Inventory (BDI) scores of 15 or more;
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they found significant reductions in depression scores. More recently,
Moorey et al. [66] reported findings from a cluster randomized
controlled trial of CBT for depression delivered by specially trained
nurses in which 80 patients with advanced cancer and HADS scores of
8 or more on either the anxiety or depression subscale entered the trial.
They found a significant treatment effect for anxiety, but not for
depression. Further research with larger sample sizes is needed to
determine more conclusively the benefit of CBT for the treatment of
depression in this population.

Problem-solving therapy may be particularly relevant in the treat-
ment of patients with advanced cancer with regard to the problems
associated with progressive disability, dependency, end of life plan-
ning, and the anticipated burden on loved ones [67—69], and it has been
found to be highly acceptable to patients [65]. Two large, recently
conducted randomized controlled trials have found this therapy to be
effective in reducing depressive symptoms in patients with cancer
[63, 64], although the intervention was not specifically designed for
advanced cancer patients. In the trial reported by Strong et al. [64],
16% of the 101 initial intervention participants had metastatic disease
and in the Ell et al trial [63], 28% of the 242 initial intervention
participants had Stage III, IV or recurrent disease. However, a note-
worthy strength of these interventions, and to some extent of the CBT
interventions, is that they occurred within a collaborative care context,
making coordinated and optimal use of existing institutional infra-
structure and health professionals [70].

Collaborative care has been recommended to address the inade-
quacy of depression care in patients with cancer and other chronic
medical conditions [71], due to the failure to detect depression, to
provide an evidence-based treatment, and to actively monitor and
modify patient responses to treatment [72]. Elements of collaborative
care incorporated into problem-solving therapy include the use of
clinic distress screening to identify depressed patients [64], commu-
nication with primary care doctors and oncologists about the patients’
depressive symptoms [64], use of trained health professionals from
social work, nursing and psychiatry in the delivery of manualized
psychosocial and pharmacological treatment [63, 64], patient moni-
toring after treatment ends [63, 64], and assistance with navigating and
accessing community services [63]. The use of social workers and
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nurses in the delivery of problem-solving therapy also increases the
feasibility of the interventions in institutions with limited resources
and staffing for psychosocial care.

Supportive-Expressive, Narrative and Existential
Therapies

These are therapies focused on emotional modulation, self-under-
standing, the facilitation of reflective functioning and promotion of
psychological growth [73]. Such interventions allow individuals to
process intensely painful affect states that have been evoked by the
trauma of diagnosis, recurrence and progression of disease and by the
multiple losses that have occurred and are anticipated. The increased
awareness of mortality and the dramatic alterations in the assumptive
world of those with advanced disease paradoxically create a ‘now
moment’ in which the capacity for authentic and deep engagement in
the treatment process is often heightened. The empathic engagement
of the supportive-expressive therapist and the creation of a reflective
space within the treatment may provide a profound experience of
support and allow the joint creation of narrative meaning about the
patient’s life trajectory and illness experience. Such treatments also
facilitate the renegotiation of attachment relationships and the reso-
lution of grief and mourning which may be associated with persistent
depressive symptoms.

Dignity therapy and CALM (Managing Cancer And Living Mean-
ingfully) therapy are two examples of supportive-expressive therapies
designed specifically for patients with advanced disease to target
depressive symptoms and other manifestations of suffering and
distress. Both are semi-structured interventions which target the
underlying problems and challenges associated with advanced and
terminal disease.

Dignity Therapy

Dignity therapy is a brief individual therapy designed to address
psychosocial and existential distress in patients near the end of
life [74]. It was developed from the perspective that dignity, or the
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sense that one’s life has been and continues to be worthwhile, is
fundamentally challenged in palliative populations, and that the
protection of dignity is central to psychological well-being.

Dignity is considered to include such themes as generativity and
continuity of self, maintenance of pride and hope, role preservation,
alleviation of concerns about the burden to others and the aftermath, and
about the tenor or quality of care thatisreceived [56]. The dignity model
was empirically-derived from evidence of a strong association between
the experience of undermined dignity and symptoms of depression,
anxiety, the desire for death, demoralization, the sense of burden to
others, and poorer quality of life [75].

The dignity therapy interview framework includes questions relat-
ed to the above content themes. The initial interviewer promptis: “Tell
me a little about your life history, particularly the parts that you either
remember most or think were most important’. Therapists are then
encouraged to follow patient cues and shape the interview based on
patient interest and response. The goal is to have patients describe the
aspects of their lives of which they are proudest, what is most
meaningful to them, what they want to be remembered for, and/or
what they want to share with loved ones. The therapeutic stance is
inquisitive, helping patients to structure and organize their thoughts,
as well as empathic and nonjudgmental. Designed to be brief and
potentially provided at the bedside, there are usually only one to three
sessions of 30 to 60 minutes length required. These are audio-taped,
transcribed and edited. A resulting ‘generativity document’ is re-
turned to patients to leave to a family member or friend.

A pre-post design study found that dignity therapy improved
depressive symptoms in patients with a life expectancy of less than
six months, the majority of whom had cancer [74], and lessened the
suffering and distress in their terminally ill relatives [76]. An interna-
tional, multicentre randomized trial is currently underway to further
test this intervention in palliative care settings [77].

CALM Therapy

CALM is a brief, individual psychotherapy model, currently under-
going testing, that is designed to address the specific problems and risk
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factors that contribute to depressive symptoms [46] in patients with
advanced disease, but with a life expectancy of more than six months.
CALM is rooted in several broad theoretical traditions, including
relational theory, attachment theory, and existential psychotherapy.
It shares many features in common with manualized supportive-
expressive [32, 78-84], cognitive-existential [85, 86], and meaning-
centred [87] group psychotherapies developed for patients with
advanced and terminal disease. It provides support for symptom
management and navigation of the health care system, and a reflective
space which allows for the processing of thoughts and emotions, and
the consideration of practical and existential questions. CALM was
designed not only to relieve depression and other forms of distress, but
also to promote psychological growth, which has been suggested may
be possible at this stage of disease [88]. To enhance its effectiveness,
CALM is embedded within a collaborative care context, modelled on
interventions which have been shown to be effective in reducing
depressive symptoms in mixed cancer [63, 64] and other medical
populations [89, 90].

CALM therapy consists of three to six individual sessions delivered
over three months, with two booster sessions offered in the subsequent
three months. It comprises four empirically derived modules or
domains of concern [46], which serve as a framework to address the
common and inter-related stressors which face patients with advanced
cancer (see Figure 8.1). The time devoted to each module or domain
varies, based on the needs and concerns of the individual patient, as
determined in the first session, which consists of a psychosocial
assessment and an introduction and discussion of the modules with
the patient. Sessions proceed by addressing individual issues in order
from most to least important. The modules are laid out in Table 8.2,
covering their key themes, goals for each module, relevant therapist
activities and the main outcomes worked towards within each module.

Research has consistently highlighted that symptom management
and effective relationships with healthcare providers, including clear
communication, contribution to decision-making and individualized
care, are major concerns for patients facing advanced disease and the
end of life [91-93]. Key attention to optimal symptom management is
therefore imperative for other aspects of psychotherapeutic work to
proceed [94].
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Increased dependency, and role and identity changes are common
experiences of the advanced cancer patient. An individual’s expecta-
tions of social support and his capacity to make use of this support,
reflected in his attachment style [95, 96], have been shown to modulate
the emergence or expression of distress [97]. Practical issues such as
the household division of labour, financial responsibilities and par-
enting roles intersect with a variety of relational themes connected to
attachment security, intimacy and emotional communication. As one
CALM patient expressed, ‘sometimes friends change and disappear,
even best friends when one is ill, because they don’t understand what
you are feeling or what to do’. The timing and nature of disclosure to
children and other family members about the prognosis and how to
support them through the illness process are also commonly
addressed.

Existential issues (i.e. spirituality, meaning and purpose) are
often of increased importance near the end of life [98]. In the
medically ill, meaning, purpose in life and faith have been found to
be inversely correlated with depression [99]. For some, the crisis
of illness and dying may strengthen long held religious or philosophi-
cal views. For others, unanswerable questions such as ‘why me?’,
‘what comes next?’, or ‘why must my family suffer?’ trigger
distress and challenge existing beliefs. Consistent with Yalom [100],
the working through of these issues leads to reevaluation of priorities
and life goals and/or the methods for their achievement. The
treatment allows patients in this circumstance to focus not only
on the end, which is approaching, but on the life which can be
lived [101].

Research has shown that patients and families consistently identify
advance care planning, life closure and death preparation activities as
important components of a positive dying experience [92, 93].
Further, evidence confirms that patients and families facing advanced
and terminal disease welcome the frank, but empathic, discussion of
such issues and that hope is more likely to be sustained when it is not
based on false expectations [94]. Indeed, the opportunity to speak
openly of dying and death, and the normalization or ‘detoxification’ of
anxieties associated with these outcomes can be profoundly validating
and paradoxically calming [78, 79]. One CALM patient compared his
experience of advancing disease to that of being in an old Western
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movie, specifically of being caught in the ‘enclosing circle’ of a wagon
train, in which he was ‘running out of ammunition” with ‘more people
coming to attack’. He said that he knew that ‘there is not going to be a
happy ending’ but that the therapy was helping him to ‘take advantage
of the time available’.

Suicidality and the Desire to Hasten Death

Depression towards the end of life has been strongly associated with
development of a desire to hasten death, which can present as a request
for suicide [102—-104]. Indeed, rates of suicide increase at this phase of
life in the context of poorly controlled pain and depression, unrecog-
nized demoralization and poor family support. Suicidal thinking
typically fluctuates with poor symptom control, including poor con-
trol of depressive symptoms.

The resultant psychotherapeutic approach is coordinated alongside
excellent symptom management, antidepressant medication, a narra-
tive approach to understanding who this person is and what sources of
meaning and fulfilment have been present in his/her life, a family-
centred approach to rallying support and care for the patient, and
continuity of care that focuses on reconnecting with sources of
continued meaning, affirmation of the person and nurturance of hope
for the life that remains.

CONCLUSIONS

Challenges exist with patients struggling with chronic, relapsing or
unremitting depressive and dysthymic states. Careful attention to
integrated care provision, coordination of pharmacological and psy-
chotherapeutic therapies, and consideration of unrecognized perpet-
uating factors (be they poorly controlled physical symptoms with
disease progression, unaddressed systemic issues, confounding spiri-
tual or social issues, drug interactions, or direct tumour effects via
cytokines or paraneoplastic processes) are vital as the treatment team
journeys with its patients and their illnesses.
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Depression increases suffering in the oncology setting. A broad
range of therapies now exist to ameliorate this distress. The art of such
therapy is the strategic and, indeed, eclectic selection of components
from several models to best respond to the needs of the individual
patient and his/her family in the specific circumstances, whether
clinical, psychological, spiritual or social. Although we have prag-
matically placed more emphasis on CBT in early cancer and support-
ive-expressive therapies in advanced cancer, clearly the wise therapist
selects whatever model offers most to the needs of the patient at
that time. Existential, spiritual and meaning-based themes are com-
monly met and dealt with in the early stage patient with cancer.
Also, many of these therapies are appropriately combined with
psychotropic medication.

Several meta-analyses have been conducted that confirm the effec-
tiveness of psychotherapy in assuaging depression in patients with
cancer [9, 12, 15, 16]. Relief of demoralization and despair is a crucial
feature of whole-person and family-centred care, delivered in pursuit
of enriching quality of life and helping sustain worthwhile living right
through to the final moment when death intervenes.
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Depression is a multifactorial disorder, which is affected by gender,
genetics, family environment, childhood sexual abuse, bereavement,
personality, previous psychological disorders, stressful life events,
low social support, substance misuse, and marital difficulties [1, 2].
The social context may also play a role in both the risk for and
recognition of depression. Today, most clinicians and researchers in
the field agree that social, economic and cultural factors moderate the
movement from normalcy to any form of depression. Understanding
the role of cultural, social and economic factors in depression is
essential for prevention, as these factors are potentially modifiable.

In this chapter, we discuss the role of culture and socioeconomic
status in depression and cancer. We describe the constructs of culture,
ethnicity and socioeconomic position and how they are defined and
measured in epidemiological health research. In several large, popu-
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lation-based, nationwide studies in Denmark, we have considered the
effects of social disparity on depression and cancer in a society with
equal access to healthcare. Use of these data is discussed thoroughly,
and we aim to show how they can overcome some of the methodo-
logical limitations that characterize most of the literature on these
subjects. We discuss use of these studies and others published within
the past few decades to examine both the hypothesis that ‘depression
or the use of prescribed antidepressant medication causes cancer’ and
the association between cancer and the risk for major depression.
We also describe the limited literature on culture and socioeconomic
status in causing depression after a diagnosis of cancer.

THE CULTURAL CONTEXT

Culture can be defined as a system of values that may be reflected in
the institutions, ethics, morals and political governance of a society.
Ethnicity can be viewed as an expression of cultural belonging and is
often defined as a common homeland (with a certain dominant cultural
discourse) or a common language, although numerous definitions are
used [3].

The cultural context of depression can be investigated both at the
international level (by comparing its prevalence in countries with
different dominating cultures) and at the national level (by comparing
its prevalence amongst ethnic groups residing in the same country).
Studies at both levels are important for disentangling the role of
culture in depression. International studies have shown wide variation
in the burden of depression, the percentage of total disability-adjusted
life years lost being about 9% in high-income countries and about
4% in low-income countries [4]. An epidemiological study of the
prevalence of depression in a number of European countries also
showed wide variation by country and by urban and rural residence,
rural areas having a higher prevalence [5]. Although the results at the
international level support the hypothesis of cultural differences in
depression, these differences may be due to other underlying factors,
such as socioeconomic status (SES).

At the national level, mixed results have been obtained for an
association between ethnicity and depression. One population-based
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study of immigrants to the Netherlands showed a higher overall level
of depressive symptoms amongst Turkish and Moroccan immigrants
than amongst native Dutch persons [6]. In the United States, a higher
prevalence of depression was found amongst non-Hispanic whites
than other groups [7]. These studies might, however, have been
strongly influenced by the definition of the ethnic groups (e.g. first-
generation immigrants or language preference) and by differences in
SES in the new country and in the country of origin. Moreover, the
patterns of depression by ethnicity at both national and international
levels may be related to a number of other factors [8], including
structural factors (differences in risk factors for depression such as
stress and SES and differences in access to mental healthcare due
perhaps to discrimination) and cultural factors (differences in the
interpretation of feelings and symptoms, in recognition of depression
as a disease, and in help-seeking behaviour and rules for expressing
emotion). Also, languages have often been suggested to carry different
propensities to represent mental distress, although a recent study
found similar language and metaphors regarding somatization across
ethnic groups [8].

The results of several studies support the hypothesis that depression
can be influenced by differences in the interpretation of feelings and
symptoms. A qualitative study in the United States of the conceptual
model of depression showed that 36 South-Asian Americans mainly
interpreted vignettes of depression in social and moral terms and
considered that depression should be self-managed, while 37
European Americans mainly interpreted the vignettes in biological
terms [9]. Another study showed cultural differences in the expression
of depression: Chinese patients with depression had more somatic
symptoms than European Canadians, who reported more psychologi-
cal symptoms [10]. A study in an inner-city area in the United
Kingdom with mixed methods, in which people of Pakistani origin
were compared with whites did not, however, show a difference in
somatization or in the prevalence of depressive disorders (12.3% vs.
9.0%) [8]. The hypothesis that differences in the prevalence of
depression by ethnic group might be due to differences in the
interpretation, recognition, or expression of depression is still contro-
versial, and the role of structural factors, including SES and access to
care, should not be underestimated [11].
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SOCIAL DISPARITY

The relation between SES and health has been well established [12].
Studies of SES involve exploring what social and economic factors
affect the positions that individuals and groups hold within a social
structure [12]. The difficulty in disentangling the true effect of SES
lies in the disparity between indicators, which are measurable, and the
underlying constructs. Most epidemiological studies focus on indi-
cators of ‘life chances’, such as education, occupation, employment
status, income, affluence, pension, dwelling, geographical area, mari-
tal status, gender, or caste, as well as ethnic-based constructs, such as
Afro-American in the United States and Aboriginal in Australia.
Many European studies included measures of occupation, while those
in the United States had measures of education and income [11]. Such
measures are based on the assumption that it is the skills, knowledge
and resources of an individual that link his/her position in the social
structure with health. Indicators of SES may, however, be less closely
linked to the individual and can include area-based measures, for
instance of deprivation [11].

Studies of the influence of the political system on shaping inequal-
ities in health have also been reported [13], and other studies have
suggested a role of subjective SES [14]. A study of the process behind
subjective SES suggested that individuals compare themselves with
similar people, and that differences between objective and subjective
SES are related to differences in perceived opportunities [15]. SES
indicators can be used only as approximations of the characteristics
for a given SES. It may be argued that SES itself is associated with
disease, for instance, for indicators such as quality of dwelling (for
example, access to clean water, sewer systems, air quality, or light),
which may be a direct indicator of exposure to health-damaging
factors. The position an individual holds within a social structure
represents resources and limitations that are more indirectly important
for health: for example, education may confer knowledge that initiates
certain health behaviour.

SES can influence health through three general mechanisms [16].
Different SES is associated with different probabilities for health-
damaging exposure; different probabilities of having health-protective
resources to counteract exposure; and the effect of time in these
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exposure—resource combinations, as more negative exposure and fewer
protective resources will take a toll on health over time, thus increasing
susceptibility. The exposure-resource characteristics of the environ-
ments in which people live are thus ‘embodied’ over time [12, 17].
Studies of SES in relation to health often focus on disparities, which
the World Health Organization has defined as ‘differences in health
which are not only unnecessary and avoidable but, in addition, are
considered unfair and unjust’ [18], suggesting that potential differ-
ences in health between advantaged and less advantaged groups may
be systematic and potentially shaped by policies [19]. Examining
disparities in health may be relevant for both low- and high-income
countries and other settings where opportunities are not equal.

THE DANISH SETTING

Several studies of the effect of SES on health have been carried out in
Denmark, for a number of reasons. Each Nordic country has a civil
registration system, with unique personal identification numbers, na-
tional population-based administrative and health-related registries,
and legislation that permits and supports registry-based research. In
1981, Denmark was the first country in the world to replace the
questionnaire-based census usually conducted every five years by an
annual register-based census. Danish society has a tax-paid welfare
system, often referred to as ‘the Scandinavian welfare model’, which is
characterized by free healthcare, free education, benefits for families
with children and for people in the educational system, pensions and
services for the elderly and disabled, and financial support for unem-
ployed people. The Danish welfare model is subsidized by the state, and,
as aresult, Denmark has one of the highest taxation levels in the world,
public expenditure accounting for 26% of the total gross domestic
product. An exception is unemployment benefits, which are not covered
by taxes alone but also through individual voluntary membership in
unemployment funds, usually aligned with a given union.

Denmark has the largest workforce in Europe relative to its
population. The high frequency of labour activity in Denmark is due
in particular to the high proportion of women active in the labour
market (approximately 70%); the respective proportion of men is
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80%. Agreements within the Danish labour market make it highly
flexible with regard to working hours, overtime and the hiring and
firing of personnel. This also results in high mobility. In return for
this high level of flexibility, Danish employees have relatively com-
prehensive social security, which is guaranteed by law in times of
unemployment, illness, or occupational injury.

Denmark has a tax-funded healthcare system, which provides free
access to general practice, outpatient and hospital care. The healthcare
system is organized into a primary sector of general practitioners and
specialists, who are under contract to or paid by the national health
insurance, and a secondary sector, which operates hospitals under the
authority of the national regions or the Danish state. General practi-
tioners play a pivotal role as gatekeepers to the rest of the healthcare
system, carrying out initial diagnostic investigations and making
referrals to hospitals or outpatient clinics, as needed. Exceptions to
free healthcare include dental care and prescription medications,
which are only partly subsidized by the state. The conditions for
carrying out population-based cancer research in Denmark and in the
other Nordic countries are thus unique.

DOES DEPRESSION OR ANTIDEPRESSANT
MEDICATION CAUSE CANCER?

Personality, mental vulnerability, and other factors related to the mind
have long been considered in many societies to affect the risk for
cancer. The idea that stress, major life events, personality traits, or
depression cause cancer has not, however, been confirmed in studies
with methods that address issues such as recall bias by the use of
administrative information about the exposure under study, detailed,
precise information about cancer morbidity and mortality, and the use
of nationwide, population-based cancer registries.

We investigated the cancer risk of patients hospitalized for depres-
sion in a nationwide Danish cohort study. We combined information
from two nationwide, population-based Danish registries to obtain
complete data on depression, without selection bias. Information on
hospitalization for affective disorders was obtained from the nation-
wide Danish Psychiatric Central Register, which, since 1969, has
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collected information on all admissions to psychiatric inpatient
facilities, both psychiatric hospitals and psychiatric departments in
general hospitals, and, since 1995, information from outpatient con-
tacts [20]. All 89491 adults in Denmark who had been admitted to
a hospital with depression, as defined in the ICD-8, between 1969 and
1993 were identified, resulting in 1 117 006 person—years of follow-up
through 1995. The incidence rates of all cancers and of site-specific
cancers were compared with national incidence rates for first primary
cancers, the analyses being adjusted for gender, age and calendar time.
A total of 9922 cases of cancer were diagnosed in the cohort, with
9434.6 having been expected; this yielded a standardized incidence
ratio of 1.05 (95% CI: 1.03—1.07). The risk for cancer was increased
during the first year after hospital admission, with brain cancer
occurring more frequently than expected, probably due to misclassi-
fication of depression. When the first year of follow-up was excluded,
the increase was attributable mainly to increased risks for tobacco-
related cancers: the standardized incidence ratios for non-tobacco-
related cancers were 1.00 (95% CI, 0.97; 1.03) after 1-9 years of
follow-up and 0.99 (95% CI: 0.95-1.02) after 10 or more years of
follow-up. These results provide no support for the hypothesis that
depression independently increases the risk for cancer, but they
emphasize the deleterious effect that depression can have on
lifestyle [21].

The study did not include information on depressive conditions
that did not lead to hospital admission; however, we did study the risk
for cancer amongst users of antidepressant medication, because an
increased risk for non-Hodgkin lymphoma had been reported amongst
long-term users of tricyclic antidepressants. The incidence amongst
43932 users of any antidepressant medication (two or more prescrip-
tions) in the county of North Jutland, Denmark, during 1989-2003
was compared with the incidence amongst all the remaining inhabi-
tants of the county (about 500 000) who did not use antidepressants
(one or no prescription). We used Poisson regression analysis and
adjusted for age, gender, period and use of immunosuppressive drugs,
corticosteroids, or nonsteroidal anti-inflammatory drugs. Use of
tricyclic antidepressants was associated with an overall increased
incidence of non-Hodgkin lymphoma (adjusted incidence rate ratio,
1.53; 95% CI: 1.06-2.21) when compared with non-use. The inci-
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dence rate ratio for users with 10 or more prescriptions and 5 or more
years of follow-up was 2.50 (95% CI: 1.43—4.34). Our results indi-
cated an increased risk for non-Hodgkin lymphoma specifically
amongst long-term users of tricyclic antidepressants, and this finding
is supported by an updated analysis showing that the increase in risk
was confined to long-term heavy users of these antidepressants [22].
We did not observe increased risks for other cancers in users of more
recently marketed antidepressants [23], indicating that, despite the
association with use of tricyclic antidepressants, there is no convinc-
ing evidence that antidepressant medication causes cancer at any
specific site.

SOCIAL DISPARITY, CANCER RISK AND SURVIVAL

Associations between indicators of SES and the incidence of different
cancers are heterogeneous. For instance, low SES has been more or
less consistently associated with increased risks for cancers of the
cervix, head and neck, lung and stomach and lower risks for cancers of
the breast, prostate and colon and malignant melanoma. Although the
available information is sparse, longitudinal data suggest that differ-
ences in the risks for some types of cancers depending on SES are
increasing [24]. These differences may be partly due to known risk
factors, such as smoking, alcohol intake, occupational exposure,
reproductive behaviour, and infectious agents (human papillomavirus,
Helicobacter pylori, hepatitis B and C viruses), although few epide-
miological studies have addressed this hypothesis directly.

We carried out a study of all 3.22 million Danish residents born
between the years 1925 and 1973, who were followed up for cancer
incidence in 1994-2003 and for survival in 1994-2006, yielding
147973 cancers. Information on socioeconomic and demographic
indicators for the study was obtained from the population-based
Integrated Database for Labour Market Research in Statistics Den-
mark, which contains yearly data since 1980 [25]. For all persons in
the study, we obtained information at the individual level on six
socioeconomic indicators: education, disposable income, affiliation
to the work market, social class, housing tenure, and size of dwelling.
We also defined three demographic indicators: cohabitation status,
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type of district, and ethnicity. The incidence of cancer increased with
lower education and income, especially for tobacco- and other
lifestyle-related cancers. Social disparity in the prognosis of most
cancers was observed, despite the equal access to healthcare in
Denmark, with poorer relative survival related to fewer social ad-
vantages, and this social disparity was often most pronounced in the
first year after diagnosis.

To varying degrees, differences in health in general, and in cancer
in particular, by SES can be explained by differences in health
behaviour. Several studies have indicated that poorer health behaviour
is concentrated in less advantaged groups [26], and this might be
exacerbated for behaviours like tobacco smoking [27], alcohol con-
sumption, and physical inactivity, all of which have been associated
with both the incidence of and survival from certain cancers.

A Danish study of population mortality, based on data from the
Organization for Economic Co-operation and Development for 20
Western countries, showed that, in 1990-1999, the level of daily
smoking amongst Danish men was the fourth highest (42%) and that
amongst Danish women was the highest (36%). Alcohol use was the
fifth highest of 15 Western countries, with an average consumption of
10.3 litres per person per year. The World Health Organization
MONICA study, conducted in the first half of the 1990s, however,
showed that Danes had some of the lowest levels of being overweight
(41% of men and 26% of women) and obesity (13% of men and 12% of
women) amongst the 10 Western European countries surveyed [28].
Thus, the observed disparity in cancer in Denmark is likely related to
tobacco smoking and alcohol consumption.

SOCIAL DISPARITY AND DEPRESSION

Several studies have revealed associations between SES and depres-
sion [29, 30] and use of antidepressant medication [31]. We examined
the distribution of SES in patients with depression amongst 3.4 million
adult Danes. As shown in Table 9.1, more people with lower than
higher income and education were hospitalized for an affective
disorder. This finding was confirmed in a Danish study of 9254 people
with registry-based information on SES factors, which showed a
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Table 9.1 Hospitalization for depression by income and education
amongst 3.4 million adult Danes

N (%) Ever hospitalized for
depression (%)

Total population 3403004 4.7
Disposable income

Low (Tst quartile) 798458 (23.5) 5.6

Medium (2nd-3rd quartile) 1616849 (47.5) 5.4

High (4th quartile) 819931 (24.1) 2.3

None or unknown 167766 (4.9) 6.1
Educational attainment

Basic or high school 1179855 (34.7) 6.6

Vocational 1241867 (36.5) 3.8

Higher 895221 (26.3) 3.5

Unknown 86061 (2.6) 5.3

social gradient in depressive disorders, regardless of whether SES was
measured as education, occupation, employment, or income [29].

Subjective social status has also been shown to be associated with
depression [32]. Subjective measurement of SES may be especially
relevant in studies of changes in SES in different ethnic groups, where
the value for education may be unstable: for example, a degree from
the country of origin might not be accepted in the new home country.
A study of changes in subjective SES amongst Latino and Asian-
American immigrants to the United States suggested that a subjective
loss of SES was associated with increased risk for depressive
episodes [33].

DEPRESSION AFTER A DIAGNOSIS OF CANCER

As more people survive cancer, it is important to understand its long-
term impact. We therefore investigated whether cancer survivors are
at increased risk for hospitalization for major depression. We linked
data on all 5703 754 persons living in Denmark on January 1, 1973,
or born thereafter, to the Danish Cancer Registry and identified
608 591 adults with a diagnosis of cancer. We then followed these
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cancer patients for hospitalization for depression in the Danish
Central Psychiatric Register from 1973 through 2003, which yielded
121227396 person-years and 121304 hospitalizations for depres-
sion. The risk for depression in the first year after a cancer diagnosis
was increased, with relative risks ranging from 1.16 (95% CI:
0.90-1.51) in women with colorectal cancer to 3.08 (95% CI:
1.88-5.02) in men with brain cancer. Decreasing, but still significant,
excess risks were observed for most specific cancers during subse-
quent years. The risk remained increased throughout the study period
for both men and women who survived hormone-related cancers, for
women surviving smoking-related cancers, and for men surviving
virus- and immune-related cancers. The study confirms that patients
facing a life-threatening event like cancer are at increased risk for
depression. This study probably shows only the tip of the iceberg,
as we investigated the most severe forms of depression, that is, those
requiring hospitalization [34].

CULTURAL DIFFERENCES IN DEPRESSION
AFTER CANCER

To our knowledge, few studies have been performed on cultural
differences in depression after a cancer diagnosis. In a recent Cana-
dian study of 2402 people, an attempt was made to examine ethnic
differences in distress after cancer. As it was found to be impossible to
construct analytical groups by country or continent of origin, the
authors examined differences between language groups (originating
from a non-English- vs. an English-speaking country) and observed
that people originating from non-English-speaking countries experi-
enced more distress [35]. This suggests an association between
ethnicity and depression, which could be related to structural factors,
as language might be related to access to care.

SOCIAL DISPARITIES IN DEPRESSION AFTER CANCER
AND THE IMPACT ON SURVIVAL

Few studies have examined whether the social disparity observed
for depression is also seen for depression after a cancer diagnosis.
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A Danish study of 3343 women with breast cancer showed that those
who were economically disadvantaged had a higher prevalence of
depressive symptoms than economically advantaged women [36]. A
Chinese study of 1400 women with breast cancer also showed a higher
prevalence amongst women with low income than those with high
income [37]. Thus, there appears to be social disparity in depression
after a cancer diagnosis in both high- and low-income countries.

The mechanisms behind social disparities in cancer survival in-
clude differences in stage at diagnosis, access to adequate and timely
treatment as well as person-specific factors, like marital status and
comorbidity by social group [38]. Depression is a disease that carries
a high morbidity and mortality and has been found to be an indepen-
dent prognostic factor amongst cancer patients in a number of
epidemiological longitudinal studies (for example, [39—42]). Further-
more, depression has been associated with lesser adherence to cancer
treatment regimen [43, 44].

Only very few studies have included depression as a possible
prognostic factor in the analyses of social inequality in survival of
cancer. The results of these few studies indicate that depression, due to
a differential distribution by social class, might also contribute to the
social gradient in prognosis after cancer [45, 46].

CONCLUSIONS

The importance of social disparities in health, and especially in cancer,
has been clearly established, and the impact is striking. Indicators
of SES, including health-damaging exposure, health-protective
resources, and delay in seeking treatment, have been profoundly and
consistently associated with a broad range of health and illness out-
comes, in different countries and periods. Specific associations with
different outcomes, such as suicide, heart disease, breast cancer, and
depression, imply a social distribution of the relevant exposures and
resources for these outcomes. One of the keys to understanding the
heterogeneous strength and direction of the associations between
markers of SES and certain outcomes is seeing how the social structure
distributes risk and protective factors for a particular outcome to
different SESs within that structure.
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The role of culture in depression and in depression after cancer is
complex. Some evidence suggests the involvement of cultural differ-
ences in the interpretation of feelings and symptoms of depression
and in recognition of depression as a disorder. Still, many of the
observed cultural differences in the prevalence of depression may be
mediated through structural differences, including social disparity and
disparity in access to care. The combined roles of culture and SES in
causing depression after cancer should be further investigated in
future epidemiological studies. Most studies on SES do not examine
the mechanisms of and explanations for the role of SES and the health
outcome; this is, however, essential, as SES is a multidimensional
construct with numerous definitions and interpretations. We need
further understanding of the overlap between culture and SES in
depression after cancer and of the theoretical framework in which
measures of SES are embedded, with the SES constructs behind
measures of, for instance, income and education and the constructs of
ethnicity and culture.

In this chapter, we have illustrated how the individual’s risk for
cancer, survival after cancer, and depression after cancer is influenced
by his/her SES and, perhaps, by his/her ethnicity and culture, at both
the international level in comparisons of countries and the national
level in comparisons of group differences within a society. In countries
with equal access to healthcare, such as Denmark, there should be no
disparity in health outcomes, but there is.

Some of the main points raised in this chapter have been based on
Danish population-based studies, and one could argue that some of the
findings reported in those studies are likely to be specific to Danish
circumstances, but we think that most of the findings we highlight are
to some degree generalizable. Social inequality in health outcomes is
an almost universal finding and so is the social gradient in cancer
outcomes and in depression. Of course, the gradient may vary
according to the population studied as may the relative importance
of different mechanisms that mediate the gradients, but the findings we
have summarized are relevant for all societies in which health inter-
ventions are established in accordance with the political goal of equal
access to public health services.

How should health professionals deal with such disparity? It is time
to challenge the paradigm in which we strive for equal access to
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healthcare and instead strive for equality in health outcome, which
implies unequal access to care. This could be done by taking into
account, in the healthcare system, SES characteristics such as income
and education, social factors such as marital status, and health factors
such as comorbidity and lifestyle. People with few resources and many
health-damaging exposures should be offered a more comprehensive
protocol of care. Changing the healthcare paradigm in this way will
require political support to sustain everyday clinical work.
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TCAs 154-9, 164, 166-7,
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citalopram, SSRIs 154-5, 157, 158,
161, 165, 167
Clarke, David M. 37-50
clinical interviews 2-12, 91-6
clinical recommendations,
treatment non-
adherence 114-17
clomipramine, TCAs 155
clonidine 165
Cochrane Evidence Based Medicine
database 3
cognitive appraisals, coping
concepts 40-7
cognitive dysfunction 55, 59-69,
108-17, 131
cognitive therapy (CT),
concepts 179-81, 185-6
cognitive-behavioural therapy
(CBT)
see also dialectical behaviour
therapy, CEGT
concepts 67-8, 141-2, 179-81,
189-91, 198
collaborative care, advanced
cancer 190-1
colon cancer 4, 5-6, 9, 20, 104,
105-6, 113, 161-2, 167,
214-15
AD benefits 167
serotonin 167
colostomy 185
coma 162
community nurses 87-8
comorbidities 1-27, 37-47, 66-8,
108-17, 178-9, 218, 220
comprehensibility component of a
sense of coherence 42, 46



INDEX 231

computers, touch-screen computer
questionnaires 93-5
concentration levels 824
confrontational problem-focused
coping, concepts 40-1
constipation 154-9
coping
see also adversity; emotion-
focused...; mindfulness...;
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