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Cancer is the second leading cause of death globally; it accounted for 9.6 million deaths worldwide in 2018 (around
15% of all deaths). Of all deaths, 1 in 4 cases is attributable to different forms of oncological diseases [1]. Meanwhile
the number of survivors continues to grow, not just because of earlier detection and treatment, but also because of
revolutionary new therapies. About 9 million Americans of all ages are living with a current or past diagnosis of
cancer; in 2007-13 five-year survival rates for all cancers increased to 67%. For many individuals, this changes the
landscape from a terminal illness to more of a chronic illness with periods of remission and exacerbation of symptoms.
This perspective on neoplasms has broadened the scope of care from treating the disease alone to managing cancer-
related symptoms at different stages of the disease trajectory including mental disorders. According to Holland, Alici,
and Massie the prevalence of psychiatric disorders in cancer patients is over 50% [2, 3].

Life-threatening illness has recently been recognized as a stressor,
but of specific nature: it is extremely complex and compounded,
subtle and ambiguous [4]. Threats range from past to future: from
diagnosis, implications of treatment, changes in family dynamics,
uncertainty of illness progress and treatment efficacy, etc [5]. The
diagnosis with cancer has a tremendous psychological impact on
patients and their families, causing high levels of distress,
significantly impairing psychological functions. After the
disclosure of the diagnosis, most people experience intense
symptoms of anxiety, depression, hopelessness, and cognitive-
behavioral dysfunctions. Their condition is getting worse with
emotional, social, professional, spiritual problems in addition to
the multiple physical sequelae [6-10]. Moreover, treatment is
associated with considerable patients’ ambiguity, when they
become subjected to iatrogenic physical suffering (e.g., pain,
nausea, fatigue), and simultaneously get the desired hope of
recovery [11].

The confrontation with a severe disease and its treatment induces
high levels of uncertainty, anxiety, depression and precipitate
posttraumatic stress disorder. In some cases, after approximately
2-3 weeks, distress starts to decrease. The patients try to find
acceptable levels of functioning, while struggling to incorporate the
event in an accommodating way into their life narratives [12-14].

Adjustment to cancer is not a unitary, single event but rather a
series of ongoing coping responses to the multiple tasks associated
with living with cancer. Common periods of crisis and significant
challenge include the following:

e Initial diagnosis.

*  Active treatment (surgery, radiation, and chemotherapy).

*  Posttreatment and remission.

* Recurrence.

+  Terminating curative treatment.
*  Long-term survivorship.

Each of these events includes certain coping tasks, particular
existential questions, many common emotional responses, and
specific problems [15].

Coping refers to the specific thoughts and behaviors that patients
use in their efforts to adjust [16]. One cognitive theory of coping
proposes that in response to significant life events, a person asks
two important questions:

» Is this event personally significant to me?

*  What resources do I have to manage/control this event?

Coping strategies refer to specific cognitive and behavioral
activities that use situation-specific coping efforts, such as
readjusting one’s daily routine or work schedule to adjust to the
side effects of cancer treatment. Coping strategies comprise efforts
to adjust. Among many successful coping strategies, three broad
categories have been noted:

*  Problem focused.

*  Emotion focused.

*  Meaning focused [17-19].

The process of adaptation to the diagnosis, treatment and changed
life conditions follows a highly individualized trajectory over the
course of illness, depending not only on medical, but also on the
psychological and social facets of the disease, pre-diagnosis abilities
to adjust to illness (personality and coping styles), available social
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and emotional support, etc [20]. During this process, patients are
presumed to draw on their resources (cognitive, psychosocial,
motivational, etc.) in order to create a protective shield against the
prolonged negative effects in their emotional and overall
functioning [21, 22].

Cancer-related distress is frequently left unobserved, misdiagnosed
and mistreated [23]. Untreated distress may significantly lower
patients’ quality of life and negatively impact adherence to
treatment and survival [24]. The most common forms usually
include adjustment disorders, major depression, delirium [3, 25-
27]. The adjustment disorders are a diagnostic category, defined as
reactions to an identifiable psychosocial stressor (e.g., cancer
diagnosis). Such reactions are in excess of normal reactions to
cancer and occur within 3 months of the onset of the stressor with
a degree of psychopathology that is less severe than diagnosable
mental disorders, and yet are “in excess of what would be
expected” or result “in significant impairment in social or
occupational functioning” [28]. Adjustment disorder is diagnosed
in patients who experience maladaptive behaviors and/or moods
in response to an identified stressor. The determination can be
complicated in the patient with cancer, where the stressor is
ongoing: diagnosis, treatment, recurrence, side effects. The
maladaptive behaviors or moods include severe nervousness,
worry, jitteriness, and impairment in normal functioning, such as
the inability to work, attend school, or interact with others. The
most common subtypes are: 1) with depressed mood, 2) with
anxiety, 3) with anxiety and depressed mood, and 4) with mixed
disturbance of emotions and conduct. Most patients with
adjustment disorder respond to reassurance, relaxation techniques,
cognitive-behavioral & mindfulness-based techniques, low doses
of short-acting benzodiazepines, and patient support and education
programs [29, 30].

Anxiety

Anxiety is a frequent response to threat, hence it is found in all
clinical populations. Cancer is threatening, and understandably
many patients are anxious in response to that threat. Investigators
have found that 44% of patients with cancer reported some anxiety;
23% reported significant anxiety [31-33]. Age, gender, marital
status, social class and education are not associations consistently
seen with anxiety in cancer patient populations. Perhaps when the
stressor is more severe, degrees of susceptibility become less
important [34]. Anxiety is often manifested in individuals at
various times during cancer screening, diagnosis, treatment &
recurrence. It can be both adaptive and maladaptive or morbid.

Anxiety becomes maladaptive, when it is exaggerated and
disproportionate related to the magnitude of the danger, or when it
precludes adaptation, and becomes chronic impediment of
recovery [35]. Herewith patients experience significant reductions
of self-efficacy to solve the problems at hand and thus further
exacerbate the experienced anxiety.

Such pathological anxiety is identified by:

1. Being out of proportion to the level of threat

2. Persistence or deterioration without intervention

3. A level of symptoms which are unacceptable regardless of the
level of threat (these include recurring panic attacks, severe
physical symptoms, and abnormal beliefs such as thoughts of
sudden death).

4. A disruption of usual or desirable functioning.

Reactions that are more prolonged or intense can no longer be
classified as adjustment disorders.

While it is clear that cancer is a threat to future health and to life,
it is not a cause of disabling anxiety in the majority of patients. It
does not seem that particular parts of the process of illness,
investigation and treatment are predictably making most patients
anxious. Instead, it may be necessary to explore the interpretations
and meanings attached to events for the individual. This was
observed by Lazarus, who characterized patient responses to
illness in terms of the emotional elements of events; fear, anger, or
sadness, and the meaning of the cancer; its identity, time-course,
consequences, cause, and controllability [36].

For some patients, particularly those who have experienced
episodes of intense anxiety before their cancer diagnosis, feelings
of anxiety may become overwhelming. These disorders can
negatively affect quality of life, a person’s behavior regarding
health, e.g. contribute to a delay in contacting a physician. Intrusive
and unpleasant anxious thoughts, often involving recurrence of
disease, death, or disability, can cause considerable disruption in
concentration, decision-making, sleep. They interfere with a
cancer treatment and patient’s ability to function socially &
emotionally, and require intervention [37].

In the case of patients diagnosed with cancer, anxious reactions
may stem from different aspects (including a history of severe
physical or emotional trauma and grief avoidance; they have
different progress as the disease progresses in spite of treatment or
as latter becomes more aggressive. In advanced cancer patients,
more often experience anxiety not due to fear of death, but from
fear of uncontrolled pain, being left alone, or dependency on
others. The basic, existential threat of death is exacerbated by the
specific threats of surgery-induced deformity, abandonment, and
worries regarding the possible recurrence and aggravation of
illness. Anxiety disorders may also be secondary to other aspects
of the medical condition, such as certain metabolic states,
hormone-secreting tumors, anxiety-producing drugs
(corticosteroids, neuroleptics used as antiemetics, thyroxine,
bronchodilators, beta-adrenergic stimulants, antihistamines, and
benzodiazepines (paradoxical reactions are often seen in older
persons), anxiety-producing conditions, disability, medication
side effects (e.g. anticipatory nausea and vomiting) or pain. In
other hand, the pain precipitation in anxious patients is well-
known and called “vicious circle”. If left untreated, anxiety may
even be associated with lower survival rates from cancer [38].

Anxiety disorders are usually associated with other disorders
within the emotional spectrum; such association is relatively high
both in the general population and in the case of cancer patients -
here a co-variance with depression ranges 0.67-0.81 [39, 40].

In this cohort mixed anxious and depressive disorders are
commoner than anxiety disorders occurring alone, and therefore it
has been recommended that clinicians assessing anxiety always
seek co-existent depression, as treatment for depression may
resolve the anxiety [41]. Such forms of comorbidity may further
on aggravate the patients’ situation.
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Anxiety produces a number of typical symptoms and signs.
Symptoms of autonomic over-activity include palpitation and
sweating. Anxious behaviours such as restlessness and reassurance-
seeking are a feature. Changes in thinking include apprehension,
worry and poor concentration, and physical symptoms such as
muscle tension or fatigue may occur. Anxiety can contribute to
anorexia, nausea, vomiting and fatigue in cancer patients when
they demonstrated reduction in these physical symptoms after
psychotherapy [42].

The level of anxiety must be judged against the proximity of
threat. For example, it is normal to experience considerable
anxiety for a period of 7-10 days after receiving bad news, but as
the degree of real threat varies throughout the history of the cancer,
so therefore do levels of normal anxiety [43]. In certain situations
too little anxiety may be as problematic for adaptation as too
much, and so while thoughts about recurrence and death will be
natural early after diagnosis or relapse, they are not so during a
long remission, with the point of transition being difficult to
ascertain. While the duration of symptoms is usually important in
distinguishing abnormal anxiety the natural history of anxiety in
oncology is uncertain, so this criterion is also difficult to apply.
This may be because a range of definitions of abnormal anxiety
have been used, and because anxiety is often labile and situational,
making the onset of an episode difficult to define. Persistent
anxiety may be identified quite early after diagnosis of cancer:
anxiety which persists only 3 weeks after a ‘bad-news consultation’
is highly predictive of anxiety 6 months later. The prevalence of
anxiety problems after a cancer diagnosis falls over the following
years, but may not return to population levels even with curative
treatment [44]. Unacceptable symptoms and disruption in
functioning are often at least as useful in defining pathological
anxiety in a cancer patient as other criteria. Intrusive and unpleasant
anxious thoughts, often involving recurrence of disease, death, or
disability, can cause considerable disruption in concentration,
decision-making, sleep, and social functioning. Consequent
behaviours, such as avoidance, repetitive checking of health, and
seeking reassurance for transient somatic symptoms, can be
disruptive for the individual and their family.

In psycho-oncological settings, the screening of anxiety usually is

undertaken in three different ways:

1. Single symptom assessment (direct questions, or assessment of
non-verbal cues of anxiety),

2. Multiple symptom assessment (e.g., screening with anxiety
scales as Hospital Anxiety and Depression Questionnaire, State
and Trait Anxiety Inventory), and

3. Assessment of clinical syndrome (assessment of clusters of
symptoms, which constitute specific syndromes as generalized
anxiety disorder, panic disorder, phobias, etc.) [34].

Having identified that an individual has problems with anxiety,
there is a need to intervene either within cancer care or by referring
for specialist treatment.

Treatment for anxiety begins by giving the patient adequate
information and support. Data need to be tailored to the wishes of
the individual. Knowledge achieves reduction in anxiety, when it
is tailored to an understanding of the meaning of events to the
patient. Poor or incomplete information can generate mistrust of
medical staff. Developing coping strategies such as the patient

viewing his or her cancer from the perspective of a problem to be
solved, obtaining enough information in order to fully understand
his or her disease and treatment options, and utilizing available
resources and support systems, can help to relieve anxiety.
Medications may be used alone or in combination with these
techniques.

Treatment depends on how the anxiety is affecting daily life for
the patient. Anxiety that is caused by pain or another medical
condition, a specific type of tumor, or as a side effect of medication
(such as steroids), is usually controlled by treating the underlying
cause. Notably there was no difference in effectiveness of such
treatments between patients with metastatic and those with better-
prognosis disease.

Treatments of cancer-related anxiety include elements of psycho-
education, in which patients are offered (verbally or in a written
format) practical knowledge regarding the implications of the
illness, treatment process, medical system, availability of support
groups etc [34]. Psychologic approaches include combinations of
cognitive-behavioral psychotherapeutic techniques, insight-
oriented psychotherapy, crisis intervention, couple and family
therapy, group therapy, self-help groups. Patients may benefit
from other treatment options for anxiety, including hypnosis, and
relaxation techniques such as guided imagery (a form of focused
concentration on mental images to assist in stress management), or
biofeedback. These approaches used to treat anxiety symptoms
that are associated with painful procedures, pain syndromes, crisis
situations, anticipatory fears, and depressive syndromes. Patients
are not deprived of hope by information; they do not necessarily
ask for the further information they want, so many retain lay
perceptions that are “worse than the facts” [43]. Effective
communication skills are central to information giving, with
substantial correlation between anxiety and poor communication
with the medical team. Oncologists are often asked to reassure
anxious patients that their experienced symptoms are not due to
worsening of the cancer. However, even in the absence of
progression of the cancer after appropriate investigation, well-
meaning simple reassurance may inadvertently worsen anxiety. A
cognitive model of this problem has been suggested, which has the
potential advantage of allowing oncologists to intervene
specifically to help some anxious patients. The model identifies a
group of beliefs and behaviours characteristic of patients who are
anxious about their health:
* Beliefs: Tending to interpret everyday bodily symptoms as
indicative of serious disease
* Concerns: Health worry and preoccupation, fear of serious
illness, and of death. This can be intrusive and difficult to control
* Behaviours: Reassurance-seeking, including seeking medical
consultation [44].

After a cancer diagnosis, patients learn to monitor their bodies for
symptoms of relapse, and interpret their symptoms. Health anxiety
may be seen as a maladaptive pattern of such monitoring.

Cognitive therapy aiming to modify patients distorted thought
related to the target event and their implications, thus ameliorating
symptoms of anxiety has also proved to be of variable effectiveness
[45, 46]. More effective proved to the problem-solving therapy, a
refined variant of cognitive therapy. In these interventions are
assisted to optimize their coping skills and their abilities to solve
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more effectively the problems they encounter. This form of
intervention was found to effectively reduce distress (measured
with the Brief Symptom Inventory), but yielded no significant
reduction in anxiety per se [47-57]. Exercises involving relaxation
also contribute to the reduction of tension and anxiety in cancer
patients, especially if these exercises are adapted to the specific
needs of the patient [58].

There are several pharmacological interventions of demonstrated
efficacy:

Short-acting benzodiazepine (sbd), such as alprazolam; long-acting
benzodiazepine, such as diazepam (useful to manage recurrent
symptoms after a course of sbd); beta-blockers; tricyclic
antidepressants, such as imipramin; selective serotonin reuptake
inhibitors, such as paroxetin (less toxic than tricyclics); neuroleptics,
such as haloperidol - adjunct to benzodiazepines. The medicinal
agents are chosen with the consideration of the presence or absence
of specific psychiatric or medical comorbidities: pain, depressive
symptoms, hot flashes, medications’ side effects etc.

Depression

Among the nosological forms of comorbid mental pathology in
cancer patients, affective disorders (depression & anxiety)
predominate and have been the most studied ones [3, 59, 60]. This
predomination is very distinct in long-term cancer survivors. The
reported prevalence of depressive symptoms in cancer has been
variable, depending on cancer type and stage, timing and method
of assessment, diagnostic criteria applied, and demographics of
the population studied. Higher rates of depressive symptoms in
cancer have been found toward the end of life and in specific
cancers, such as lung, pancreatic, gastric, and oropharyngeal ones
[20]. Although depression has been reported to be 2 to 3 times
more common in women than in men in the general population,
this disparity has not been observed in cancer, perhaps because the
burden of disease may be equally distributed by sex. Receiving a
deadly diagnosis, going through treatment protocols, interruption
of life plans, learning to live with limitations, changes in lifestyle,
social role, body image & self-esteem and financial & legal
concerns can cause depression in many patients, as can side effects
from the treatment itself. Cancer increase patients’ susceptibility
to depression in several ways. First, a reaction to a potentially fatal
diagnosis and the forthcoming deterioration of health status
constitute a risk factor for depression; second, treatment with
immune response modifiers and chemotherapy regimens, as well
as metabolic and endocrine alterations, chronic pain and extensive
surgical interventions, may represent additional contributing
factors [61, 62]. Still, not everyone with cancer becomes depressed.
Normally, a patient’s initial emotional response to the crises faced
during cancer is brief, extending over several days to weeks, and may
include feelings of denial, disbelief, despair, sadness and grief.

Depressive symptoms occur on a wide continuum, from reactions
of normal intensity and duration (usually nonpathologic sadness),
to minor or subthreshold depression in the middle, and major
disorders and somatic consequences of the illness and its treatment
at the more severe end of the spectrum [63]. More vigorous
symptoms of depression are of clinical concern because of their
high correlation with marked distress, more prolonged hospital
stays, physical disorders, poorer treatment compliance &
adherence to therapy, disability, lower quality of life, earlier
admission to inpatient or hospice care increased desire for hastened

death, and completed suicide [64, 65]. According to meta-analysis,
depressed patients are three times more likely to not adhere to
treatment than the non-depressed patients [66].

If untreated, depression has been shown to negatively influence
the underlying cellular and molecular processes that facilitate the
progression of cancer. Pretreatment depressive symptoms (DS) in
cancer patients worsen survival. There was also found that those
with persistent/recurrent/late DS have higher risk of earlier death
compared to the reference group of people who never experienced
them during the first year, while people who recovered from DS
had the same risk. A meta-analysis revealed that minor or major
depression increases the rate of mortality by up to 39%; in addition,
patients displaying even a few depressive symptoms may be at a
25% increased risk of mortality. The effects of depression on
mortality may differ by cancer site, being highest in people with
lung and gastrointestinal cancer, and lower in those with
genitourinary and skin cancer [51].

Emergence of depression in cancer patients may be understood as
a final common pathway resulting from the interaction of multiple
disease-related, individual, and psychosocial factors. A crucial
question remains though still unanswered — the degree to which
depression rates are determined by the pathophysiological effects
of the tumor and the effects of the treatment [1].

The pathophysiology of cancer-related depression probably
encompasses many mechanisms. A study of patients with advanced
metastatic cancer showed that both plasma interleukin-6
concentrations and hypothalamic-pituitary-adrenal axis dysfunction
were markedly higher in patients with clinical depression. There is
mounting evidence that tumor cell burden and treatment-induced
tissue destruction, which release pro-inflammatory cytokines that
alter neurotransmitter and neuroendocrine function, may contribute
to depressive symptoms in cancer patients with, captured under the
rubric of cytokine-induced depression.

Major depression refers to a syndrome characterized by at least
five symptoms present for at least 2 weeks, one of which is
depressed mood or anhedonia. The other symptoms include
appetite or sleep disturbance, psychomotor agitation or retardation,
decreased energy, feelings of worthlessness or guilt, difficulty
concentrating, or suicidal ideation. Minor depression is diagnosed
when only 2 to 4 of these symptoms are present for at least 2
weeks; dysthymia, when 3 to 4 symptoms are present. The most
common form of depressive symptomatology in people with
cancer is an adjustment disorder with depressed mood, sometimes
referred to as reactive depression which may be under-recognized
and undertreated. This disorder is manifested when a person has a
dysphoric mood that is accompanied by the inability to perform
usual activities. The symptoms appear to be prolonged and in
excess of a normal and expected reaction to a stressor but do not
meet the criteria for a major depressive episode. Many patients
with subthreshold or minor depression do not progress to major
depression. Many symptoms of cancer and its treatment, such as
fatigue, anorexia, insomnia, and cognitive impairment, overlap
with those of depression. Cancer-related depression can exist
before the diagnosis of cancer or may develop after the cancer is
identified. While there is no evidence to support a causal role for
depression in cancer, it may impact the course of the disease and a
person’s ability to participate in treatment.
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Evaluation of depression in people with cancer should include
careful assessment of symptoms, treatment effects, laboratory data
results, physical status, and mental status. Assessment methods
include self-report measures, screening instruments, clinical
interviews. Among the physically ill, in general, instruments used
to measure depression have not been shown to be more clinically
useful than an interview and a thorough examination of mental
status.

The Diagnostic and Statistical Manual of Mental Disorders is one
of'the most common tools used to diagnose depression, particularly
among non-terminally ill patients. It outlines somatic complaints
associated with the condition, such as changes in appetite, sleep
disturbance, energy, and difficulty thinking or concentrating.

The diagnosis is difficult due to the problems inherent in
distinguishing biological or physical signs of depression (changes
in weight or appetite, fatigue or loss of energy, and/or sleep) from
symptoms of illness or toxic side effects of treatment. Depressive
disorders are often not recognized in patients with cancer because
the somatic symptoms of depression—including changes in
appetite, energy, and/or sleep—may be attributed to normal
cancer-related changes or to cancer treatment side effects. This is
particularly true of individuals who are receiving active treatment
or those with advanced disease. In addition, these somatic signs
overlap with the changes seen in cancer patients who are not
depressed [21].

It highlights the special importance of assessing for signs of
depression. This can be done by conducting an interview with the
patient. Cognitive symptoms may express themselves as repeated
and ruminative thoughts such as “I brought this on myself,” “God
is punishing me,” and as fatalistic expectations concerning
prognosis, despite realistic evidence to the contrary. The other
cognitive disorders such as guilt, worthlessness, hopelessness,
thoughts of suicide, and loss of pleasure in activities are probably
the most useful in diagnosing depression in people with cancer.
Clinicians often rely on the cognitive symptoms than the physical/
somatic signs when making a diagnosis of depression in patients
with advanced disease. In this cohort atypical depressive symptoms
such as anxiety, despair, inner restlessness and social withdrawal,
might be more frequent, and need to be taken into account when
depressive symptoms are assessed.

Some patients will not volunteer such thinking but will respond to
brief inquiries on this subject, for example “Do you find yourself
ever thinking I brought this on myself, God is punishing me? How
often? Only a few times a week, or all the time?”” Another example
is to say, “Please grade your mood during the past week by
assigning it a score from 0 to 100, with a score of 100 representing
your usual relaxed mood.” A score of 60 is considered a passing
grade. Simply asking the patient whether he or she is depressed
may improve the identification of depression. It is possible for a
nurse to ask such question without becoming engaged in providing
counseling themselves.

Suicidal statements may range from an offhand comment resulting
from frustration or disgust with a treatment course: “If I have to
have one more bone marrow aspiration this year, I’ll jump out the
window,” to a reflection of significant despair and an emergent
situation: “I can no longer bear what this disease is doing to all of
us, and [ am going to kill myself.” Exploring the seriousness of the

thoughts is imperative. If the suicidal thoughts are believed to be
serious, a referral to a psychiatrist or psychologist should be made
immediately and attention should be given to the patient’s safety.
Individuals should be referred for a psychiatric consultation for
the following reasons:

1. A primary care physician or oncologist does not feel competent
treating the patient for depression because of specific clinical
features in the presentation (i.e., if prominent suicidal tendencies
are present).

2. The depressive symptoms treated by the primary physician are
resistant to pharmacologic interventions after 2 to 4 weeks of
intervention.

3. The depressive symptoms are worsening rather than improving.

4. Initiating treatment with antidepressant drugs, titrating drug
doses, or continuing treatment is interrupted or made problematic
by adverse effects attributable to the medication.

5. The depressive symptoms are interfering with the patient’s
ability to be cooperative with medical treatment.

A critical part of cancer care is the recognition of the levels of
depression present and determination of the appropriate level of
intervention, ranging from brief counseling or support groups to
medication and/or psychotherapy. At least one half of all people
diagnosed with cancer will successfully adapt. Markers of
adaptation include maintaining active involvement in daily life;
minimizing the disruptions caused by the illness to one’s life roles
(e.g., spouse, parent, employee); regulating the normal emotional
reactions to the illness; and managing sense of burden to others,
feelings of hopelessness, helplessness, worthlessness, and/or guilt.

The treatment of depression in these patients should address not
only the depressive symptoms but also the disease-related &
psychosocial factors that contribute to the emergence of depression
in this context. These include the treatment of pain and other
distressing physical symptoms, the relationship with oncologists
and other medical care providers, the social support system, and
the individual experience of illness. For depression in such persons
to alleviate both psychosocial and pharmacological interventions
are developed. Typically, antidepressant medication is most
effective for severe depression, whereas psychotherapy is
recommended for both mild and severe cases of depression.

Psychologic interventions include not only interventions delivered
by specialists in psychosocial oncology but also the support
provided by medical caregivers as part of cancer care. This support
contributes relieving traumatic stress in cancer patients. Recently
diagnosed patients with mild to moderate depression may benefit
from psychoeducation, cognitive behavioral therapy, relaxation
strategies, and problem-solving approaches. Patients who have
more advanced disease may benefit from supportive-expressive
psychotherapy that focuses on processing fears associated with
death and other existential concerns.

Special note-worthy intervention is dignity therapy. The term
“dignity” provides an overarching framework that may conserve
or bolster the dignity of dying patients.This approach will be
outlined in Supplement. Pharmacotherapy for depression in
patients with advanced cancer should be guided by a focus on
symptom reduction, irrespective of whether the patient meets the
diagnostic criteria for major depression. European guidelines on
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the management of depression in palliative cancer care
recommends antidepressant intake not only in major depression
but also in mild depression, if symptoms persist after first-line
treatments have failed.

Amongst antidepressants, many different agents are available,
including tricyclics (TCAs), monoamine oxidase inhibitors,
selective serotonin reuptake inhibitors (SSRIs), serotonin-
noradrenaline reuptake inhibitors and other newer agents, such as
agomelatine, mirtazapine, reboxetine, bupropion. SSRIs are not
more effective than TCAs but are better tolerated and safer in
overdose than TCAs. Few evidence-based meta-analyses have
shown mianserin for the treatment of depressive symptoms and
paroxetine for the prevention of new episodes to be superior
compared with other SSRIs.

The optimal antidepressant for specific patients can be determined by
each patient’s depressive symptom profile and potential dual benefit
for depression and cancer-related symptoms such as anorexia,
insomnia, fatigue, neuropathic pain, and hot flashes. Here special
attention is paid to duloxetine, venlafaxine, mirtazapine. Because of
both their adverse effect profiles and risk for lethality in overdose,
tricyclic/heterocyclic antidepressants, monoamine oxidase inhibitors,
and reversible inhibitors of monoamine oxidase A are rarely used in
patients with cancer.

Delirium

Cancer patients often have delirium particularly ones with far-
advanced disease. Delirium has been defined as a disorder of global
cerebral dysfunction characterized by disordered awareness,
attention, and cognition. The term acute confusional state has also
been used to describe this syndrome which is, in addition, associated
with behavioral manifestations. Occurrence rates range from 28%
to 48% in patients with advanced cancer on admission to hospital or
hospice, and approximately 90% of these patients will experience
delirium in the hours to days before death, the condition sometimes
referred to as terminal restlessness probably represents a terminal
delirium. Less than 10% of patients with a PS of 0-2 were diagnosed
as having delirium, as opposed to more than 40% of patients with a
PS of >3. The disease is more often diagnosed in men & in younger
patients than in women & older patients.

The core clinical criteria for this diagnosis:

* A disturbance of consciousness with reduced clarity of
awareness and attention deficit.

*  Other cognitive or perceptual disturbances.

*  Acuity of onset (hours to days) and fluctuation over the
course of the day.

* The presence of an underlying cause such as a general
medical condition (e.g., hypoxia or electrolyte disturbance),
medication, a combination of etiologies, or indeterminate
etiology.

Other associated noncore clinical criteria features include sleep-
wake cycle disturbance, delusions, emotional liability, and
disturbance of psychomotor activity. The latter forms the basis of
classifying delirium into three different subtypes:

1. Hypoactive.

2. Hyperactive.

3. Mixed, with both hypoactive and hyperactive features.

The delirium is multifactorial, especially in the setting of advanced
cancer. The reasons include

1. The direct impact of cancer on the central nervous system
(CNS). Correlation between levels of circulating cytokines at
diagnosis and specific types of cognitive dysfunction.

2. Indirect CNS effects related to systemic complications of
cancer such as organ failure (e.g., hepatic or renal failure),
metabolic or electrolyte disturbance (e.g., hypoglycemia,
hypercalcemia, hyponatremia, or dehydration), infection, and
paraneoplastic syndromes.

Despite the very limited systematic study of risk factors for
delirium in patients with cancer, risk factors have been identified
in general medical patients (some of them with cancer) and include
severe illness, level of comorbidity, advanced age, prior dementia,
hypoalbuminemia, infection, azotemia, and psychoactive medications.
The diagnosis of delirium should be considered in any patient with
cancer demonstrating an acute onset (hours to days) of agitation or
uncooperative behavior, personality change, impaired cognitive
functioning, altered attention span, fluctuating level of consciousness,
or uncharacteristic anxiety or depression. This diagnosis is
frequently missed and poorly documented.

Delirium clearly has a recognized association with the dying phase,
but many episodes of delirium are reversible; such reversal is
consistent with the goals of care; therefore, the standard management
approach in these patients is to search for and treat the reversible
precipitants of delirium. Care includes stopping unnecessary
medications, reversing metabolic abnormalities, treating the
symptoms of delirium, and providing a safe environment. Agents
known to cause delirium include corticosteroids, CT agents, biological
response modifiers, antidepressants, benzodiazepines, opioids, and
anticholinergic agents. The neuroleptic haloperidol is still considered
the drug of choice for the treatment of delirium in the patients with
cancer. It has a low incidence of cardiovascular and anticholinergic
effects. Consensus guidelines recommended initial doses in the range
of 1 to 2 mg every 2 to 4 hours as needed (to 4 mg orally, intravenously,
or subcutaneously) and lower starting doses, such as 0.5 mg every 4
hours as needed, in elderly patients.

Risperidone is an atypical antipsychotic with fewer extrapyramidal
side effects than haloperidol. It’s available in oral tablet and liquid
formulations; dosing begins at 1 to 2 mg per day in two divided
daily doses that are titrated, if necessary, to a total daily dose of 4
to 6 mg per day. Therapeutic intervention results in delirium
reversal, or at least improvement, in 30% to 75% of episodes. In
intractable cases, palliative sedation may be warranted. Safety
measures include protecting patients from accidents or self-injury
while they are restless or agitated. The use of restraints is
controversial; other strategies include having family members or
sitters at the bedside to prevent harm.

Dementia is a progressive neurodegenerative condition that
increases with age. It’s a syndrome — usually of a chronic or
progressive nature — in which there is deterioration in cognitive
function (i.e. the ability to process thought) beyond what might be
expected from normal ageing. The impairment in cognitive function
is commonly accompanied, and occasionally preceded, by
deterioration in emotional control, social behavior, or motivation.
Dementia is described as a disorder with memory impairment and at
least one other symptom from another cognitive domain: aphasia,
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apraxia, agnosia or disturbances in executive functioning
accompanied by impairment in social and occupational function. It
affects memory. thinking, orientation, comprehension, calculation,
learning capacity, language, and judgement. Consciousness is not
affected. Dementia results from a variety of diseases and injuries
that primarily or secondarily affect the brain, such as Alzheimer’s
disease or stroke. The course is characterized by gradual onset and
continuing cognitive decline. The symptoms of dementia can be
clustered under three dementia neuropsychological, neuropsychiatric
and executive function features.

Age is a risk factor for most cancers and estimates suggest that by
2030, 70% of all cancers will occur in elderly people. Given that
both cancer and dementia are seen as diseases of elderly people, the
expectation is that there will be a significant overlap of the two
conditions. However, there appears to be a disconnect between the
prevalence rates of the two conditions occurring together.
Population-based cohort studies report lower rates of dementia in
cancer survivors. The converse is also true, with lower rates of
cancer in people with dementia, as compared with cognitively intact
matched controls. One possible explanation is underdiagnosis of
cancer. Individuals with dementia tend to under-report symptoms,
such as gastrointestinal discomfort, joint pain and vision problems,
which leads to delays in medical attention being sought. A definitive
diagnosis of dementia in physically unwell patients with a single
assessment poses challenges and follow-up assessment should be
arranged. The Mini-Mental State Examination is the most widely
used screening tool for dementia. It might be used as a screen for all
individuals aged over 65 years, with scores under 27 triggering a
referral for further screening, including neuropsychological testing.

The most common subtypes of dementia are Alzheimer’s disease,
VaD, mixed Alzheimer’s and VaD, dementia with Lewy bodies
and fronto—temporal dementia. Patients with Alzheimer’s and VaD
present with prominent memory impairment, initially affecting
their recent memories. Patients with dementia with Lewy bodies
present with prominent hallucinations, falls, a fluctuant pattern of
cognitive impairment and are very sensitive to neuroleptic
medication. Patients with fronto—temporal dementia present with
prominent language impairments (temporal variant) or personality
change and behavioral problems (behavioral variant). While on
the subject of stages of dementia, usually 3 ones are called: early,
middle and late. Pre-existing dementia diagnoses were associated
with high mortality, mostly from non-cancer causes. Life
expectancy in dementia has a bearing on clinical decision-making.
Recent studies have found that survival times of patients with
dementia are shorter than previously reported, with both clinicians
and family members overestimating life expectancy in the patient
with dementia. In dementia, the very stressful diagnosis of cancer
is further complicated by the fact that the patient might not be able
to fully understand the nature of the disease, the prognosis, and the
risks and benefits associated with treatment.

Cognitive disorders are often multifactorial, especially in the

setting of advanced cancer. General etiologic factors include the

following

1. Direct effects of cancer on the central nervous system. There
was found a correlation between levels of circulating cytokines
at diagnosis and specific types of cognitive dysfunction. Higher
levels of IL-6 associate with poorer executive function, higher
levels of IL-8 correlated with improved memory

2. Indirect CNS effects related to systemic complications of cancer
such as organ failure, metabolic or electrolyte disturbance,
infection, and paraneoplastic syndromes. Exogenous substances
such as the wide variety of medications and treatments used in
these patients, including most of the commonly used
chemotherapeutic agents, glucocorticoids, and especially
psychoactive agents such as opioid analgesics, antidepressants,
benzodiazepines, antihistamines, and other sedating agents. The
question about cancer treatment leading to dementia has been
studied and the results in published literature have been mixed
— the association has not been borne out by a large population-
based study.

Given that age is an important risk factor for cognitive impairment,
older adults are much more likely to suffer cognitive impairments
with treatment. Evidence from histopathological studies seems to
support this. A prevalence of the cognitive impairment is best
studied in breast cancer patients. During active treatments, this
value proved to reach 75%. These women with such impairment
are more likely to have high level of psychologic distress
suggesting a relationship between two nosologic forms as it’s
well-known for other components of both physical and mental
health.

To assess cognitive impairment, neuropsychological tests and
self-reports are commonly used. Diagnosis is based ultimately on
a clinical evaluation determining cognitive function and functional
status and not solely on a specific test score. The correct diagnosis
is necessary because this impairment becomes increasingly
common as individuals age and is associated with an increased
risk of progression to dementia. We are talking about a pathologic
state rather than normal cognitive aging. An accurate diagnosis is
important in order to assess for reversible causes of cognitive
impairment, to help patients and families understand the cause of
their cognitive concerns. Timely & precise diagnosis and appropriate
treatment of comorbid mental disorders is required in an effort not
only to increase quality of life but also to reduce adverse effects on
cancer course, length of hospital stay, improve treatment adherence
and efficacy, and possibly prognosis & survival.

Supplement

For patients facing end-of-life unique supporting approach was
developed to relieve psychosocial and existential distress, it’s called
Dignity Therapy. Prior studies of dignity have shown a strong
association between an undermining of dignity and depression,
anxiety, desire for death, hopelessness, feeling of being a burden on
others, and overall poorer quality of life. Patients deem a sense of
spiritual peace, relieving burden, and strengthening relationships
with loved ones among the most important facets of end-of-life
care. There was suggested that meaning, or a paucity of meaning,
defines the essence of existential distress. An empirical model of
dignity in the terminally ill has permitted to obtain framework of
questions which provides the basic content of the therapeutic
process (68, 70). These conversations are designed to accommodate
the patient’s needs and choices regarding what he/she specifically
wishes to address. To decrease suffering, enhance quality of life, and
bolster a sense of meaning, purpose, and dignity, patients are offered
the opportunity to address issues that matter most to them or speak
to things they would most want remembered. Dignity Therapy (DT)
is audio-recorded and transcribed, with an edited version of the
transcript returned to patients. In randomized controlled trial DT
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was compared with standard supportive approach, the former
proving superior in lessening distress and enhancing end-of-life
experience. Improvement of measures of depression, will to live
and quality of life were observed. Persons with depressed mood and
suffering seemed to be particularly responsive from DT. This is also
true for ones reporting more initial psychosocial despair and less
satisfaction with pain relief before the intervention - the latter were
more likely to report that DT yielded an increased sense of purpose.
72% reported that it heightened the meaning of life for the ones.

Patients usually told about DT: “It really helped me remember
who I am”. Symptomatic relief of distress is an important goal of
psychotherapeutic treatment. This intervention is not only offered
to alleviate distress, but also as a means of preventing distress,
promoting well-being and establishing a sense of personal meaning
and life purpose. Psychotherapeutic support helps patients face
disappointments, process the reality of leaving behind loved ones;
deal with feelings of sadness, loss, isolation and a damaged sense
of identity and personal value. It can also help to consider personal
priorities regarding relationships, religious and spiritual beliefs,
and deal with the urgency of resolving conflicts or achieve
personally meaningful goals [67-71].

There are few interventions specifically designed to lessen the
suffering or existential distress that often accompanies patients
toward the end of life. The rationale of most techniques is to make
the sufferer less aware of his or her suffering. As such, they offer
the equivalent of emotional analgesia without necessarily
addressing the source or cause of the underlying psychic pain.
Unlike most other symptom-focused approaches, the beneficial
effects of DT reside in being able to bolster a sense of meaning and
purpose while reinforcing a continued sense of worth. The
beneficial effects were obtained irrespective of whether patients
indicated initial significant. psychosocial/existential distress. 81%
of patients felt that DT had helped, or would be of help to, their
families and that this perception was related to a heightened sense
of purpose and meaning along with a diminished sense of suffering
and heightened will to live. Although quality of life and sense of
well-being inevitably deteriorate as physical decline ensues,
suffering, depression, and sense of dignity (all facets of the
patient’s internal psychological and spiritual life) may have a
resilience, or the capacity to improve, independent of bodily
deterioration. The beneficial effects of DT are associated with an
enhanced sense of meaning and purpose, both of which are
intertwined with a diminished sense of suffering, lessening desire
for death, and increased will to live.
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