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Preface

The International Psycho-Oncology Society (IPOS) established the IPOS
Press in 2006, during my tenure as a member of the IPOS executive board.
An IPOS Press task force, led by Drs. Maggie Watson, Luigi Grassi, and my-
self nurtured the IPOS Press throughout the subsequent years, as each of us
on the IPOS Press task force had the honor to serve IPOS for 2-year terms
as IPOS president. (My tenure as president was from 2008 to 2010.) In 2006
and 2008, IPOS Press collaborated with the American Psychosocial Oncology
Society to produce the first of two Pocketbook Quick Reference Guides for
psycho-oncology clinicians, with pharmaceutical industry support. The two
Pocketbooks included a: (1) Quick Reference Guide for Oncology Clinicians: the
Psychiatric and Psychosocial Dimensions of Cancer Symptom Management;
and (2) Quick Reference for Pediatric Oncology Clinicians: The Psychiatric and
Psychological Dimensions of Pediatric Cancer Symptom Management. (See www.
ipos-society.org for more information on ordering these pocket reference
books.) Psychosocial Palliative Care represents the latest in a series of IPOS texts
to be published through IPOS Press, and we are quite excited about the variety
of clinical and research-oriented books we anticipate will be available to the
oncology and psycho-oncology communities over the next years.

Psychosocial Palliative Care had a long journey to publication which began in
2007. My clinical, research, and writing career had steadily moved from gen-
eral psycho-oncology, toward a focus on the interface of psycho-oncology
and palliative care. This transition was brought into being by several events
and opportunities. In 1995 | was selected to be in the first US national cohort
of Soros Faculty Scholars of the Open Society Institute, Project on Death in
America, which supported by research activities in psychosocial palliative care
for the next 3 years. This experience solidified my identity as a psychiatric pal-
liative care clinician as well as a psycho-oncologist. Subsequently | co-edited,
with Dr. Harvey Chochinov the first and second editions of the Handbook of
Psychiatry in Palliative Medicine, by Oxford University Press. In 2002, | took on
the role of editor-in-chief of Cambridge University Press’s international pallia-
tive care journal, Palliative & Supportive Care. Now in its 11th year of continuous
publication, Palliative & Supportive Care remains the only international palliative
care journal that focuses on the psychiatric, psychosocial, existential, and spiri-
tual domains of palliative care. The actual genesis of Psychosocial Palliative Care
took place in 2004, when | was asked by my good friend, Dr. James Levenson
to write the chapter on palliative care for the first major comprehensive text-
book in Psychosomatic Medicine' that was to serve as the reference textbook
for all subspecialty board certification questions on the examination for sub-
specialty certification in psychosomatic medicine in the United States. As
you can imagine, | had a sense of profound responsibility to an entire sub-
specialty field of psychiatry, and | was compelled to write the ultimate, most
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comprehensive chapter on palliative care and its psychiatric and psychosocial
dimensions ever written! Well, | went a bit overboard, and submitted a chapter
that was 175 pages long and contained 800 references. It was a book, not a
chapter. My dear editor and friend, Jim Levenson, was very kind to me. He
wrote me a simple email; “Bill, great chapter. Very comprehensive. | will go
over the chapter and edit it so that it is an appropriate length to be included in
the textbook.” The edited, shortened chapter was approximately one-fourth
the length and scope of what | had submitted. Surprisingly, it reads quite well.
However, | realized that | indeed had written a small textbook. At this time we
were developing the concept of establishing an IPOS Press as a means for [POS
members to publish textbooks, but through a publishing mechanism that would
bring much-needed revenue to IPOS in order to fulfill its mission. | submitted
a slightly revised version of my original chapter as a small book for consider-
ation by the IPOS task force for publication. | received much helpful feedback
about a variety of elements of what | had originally produced: (1) a briefer,
more succinct format, with less text and more tables in order to match the first
IPOS Quick Reference Guides; (2) a more international perspective on palli-
ative care and especially cultural issues and sensitivities; and so on. Over the
next year | undertook the task of adapting what | had produced to match the
IPOS Quick Reference Guide format. This adaptation was accomplished pri-
marily by the dedicated and brilliant work of two medical students who spent
elective time with me at Memorial Sloan-Kettering. Gloria Chansong Lee, MD,
was the first to transform the massive text into the Quick Reference Guide
format. Anna Lopatin Dickerman, MD, spent an entire summer refining the
book and updating my original references. This task was completed in 2007, but
unfortunately IPOS Press could not find financial support to publish this Pocket
Handbook. Oxford University Press (OUP) came to the rescue. Abby Gross,
our incredible OUP editor on the IPOS Press/Oxford University Press publica-
tion of Dr. Holland’s Textbook of Psycho-oncology, 2nd ed, saw the potential for
an IPOS Press—Oxford University Press collaboration in producing this IPOS
Pocket Handbook for Clinicians dedicated to psychosocial aspects of palliative
care. Andrea Seils has deftly taken over editorial and publisher responsibility
for this project from Abby Gross, and we are so appreciative of her guidance
and support. What remained, before actual publication, was the massive task
of updating all the contents of the textbook since 2007. This was a challenging
and important job made more difficult by the fact that there has been an explo-
sion of important new epidemiological, correlative, and intervention studies in
the literature in just the past several years alone. My colleague and coauthor,
Dr. Yesne Alici, took on the task of this update, and even initiated an expansion
into areas that had not been originally included in the earlier version of the text
because of advances made in the field.

During a 30-year career in psycho-oncology, | have learned that everything
takes at least three times longer than you thought it would. We have exceeded
that dictum. However, | learned an even greater lesson from my mother that
gives me comfort when | think of the very long and difficult journey on which
this project has taken me. My mother was a Holocaust survivor and lived a diffi-
cult early life. However, she persevered and survived long enough to experience
a long life blessed with many joys to complement the tragedies through which



she lived. During challenging and difficult times my mother often reminded me
of our ethnic and family legacy, saying, “Things always come very hard for us my
son, but in the end, when they appear, the taste is much sweeter!” Perhaps it is
fitting that a text on the psychosocial aspects of palliative care can serve as an
example that out of hardship and suffering, beauty and meaning can be derived,
and savored, perhaps even for generations.

William Breitbart, MD
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Introduction

One of the most challenging roles for clinicians working in the cancer setting
is to help guide advanced and terminally ill cancer patients and their families
through the physical, psychological, and spiritual aspects of the dying process.
Patients with cancer and other life-threatening illnesses are at increased risk for
the development of major psychiatric complications, and have an enormous
burden of both physical and psychological symptoms."? In fact, surveys suggest
that psychological symptoms such as depression, anxiety, and hopelessness are
as frequent, if not more so, than pain and other physical symptoms.>=> Concepts
of adequate palliative care must be expanded beyond the current focus on
pain and physical symptom control to include the psychiatric, psychosocial, ex-
istential, and spiritual aspects of care. The psycho-oncologist, as a consultant
to or member of a palliative care team, has a unique role and opportunity to
fulfill this promise of competent and compassionate palliative care for those
with life-threatening illness. Oncologists and palliative care physicians, as well
as oncology and palliative care nurses, as the central members of the multi-
disciplinary palliative care team, must also develop the knowledge and skills
necessary to work collaboratively and provide comprehensive palliative care,
which includes the psychiatric, psychosocial, existential, and spiritual domains
of palliative care.

This pocket handbook guides the psycho-oncologist and palliative care clini-
cian through the most salient aspects of effective psychiatric and psychosocial
care of patients with advanced illness. We review basic concepts and definitions
of palliative care; a global perspective on death and palliative care; the assess-
ment and management of major psychiatric complications of life-threatening
illness, including psychopharmacological and psychotherapeutic approaches;
and issues such as bereavement, spirituality, cultural sensitivity, communication,
and psychosocial contributions to the control of common physical symptoms.

It is important to note that the Diagnostic and Statistical Manual of Mental
Disorders, 5th ed. (DSM-V)¢ was released in May 2013 for use by mental health
professionals in the United States. Because there is much controversy’ around
its implementation in clinical care and research, we have decided to continue
using the Diagnostic and Statistical Manual of Mental Disorders, 4th ed, Text
Revision (DSM-IV-TR)® in this handbook until the DSM-V becomes more
widely accepted in the medical community.

When caring for patients with advanced cancer, AIDS, or other illnesses, the
focus of treatment may often shift to symptom management and the enhance-
ment of quality of life. Such patients are uniquely vulnerable to both physical
and psychiatric complications. The high prevalence of distressing physical symp-
toms, such as pain, makes the assessment of psychiatric symptoms difficult. The
role of the psycho-oncologist in the care of the terminally ill or dying patient
is critical to both adequate symptom control and integration of the physical,
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psychological, and spiritual dimensions of human experience throughout the
course of illness and especially near the end of life.
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Chapter 1

Principles of Palliative Care

Defining Palliative Care

The terms “palliative care” and “palliative medicine” are often used inter-
changeably. Palliative medicine refers to the medical discipline of palliative
care, an approach to improve the quality of life of patients who are facing
life-threatening illness and their families."** Modern palliative care has evolved
from the hospice movement into a more expansive network of clinical care
delivery systems with components of home care and hospital-based services.*
The nature and focus of palliative care has similarly evolved over the cen-
tury, expanding beyond the concept of comfort care for only the dying. This
care may begin with the onset of a life-threatening illness and proceeds past
death to include bereavement interventions for family and others (Figure 1.1).
Introduction of palliative care shortly after diagnosis to patients with metastatic
non-small cell lung cancer has been shown to result in better quality of life and
lower rates of depression.® Palliative care must meet the needs of the “whole
patient”—and his or her family—while addressing physical, psychological, so-
cial, spiritual, and existential aspects of suffering (Box 1.1).**

The Global Need for Palliative Care

It is estimated that 33 million dying people worldwide are in need of palliative
care.* When one considers the additional burden affecting family members of
the seriously ill, this estimate grows to 100 million people. Moreover, the pop-
ulation of aging and chronically ill individuals continues to grow. Despite the
global emergence of modern hospice and palliative care over the past 50 years,
barriers to adequate care persist. These include unequal access to care, in-
sufficient funding, and lack of national policies.® Worldwide, but especially

Active Aggressive
Intent

D

E

A Bereavement
Palliative T
Intent H

Figure 1.1 Current Model of Palliative Care
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Box 1.1 World Health Organization Definition of Palliative Care'?

Palliative care:

Provides relief from pain and other distressing symptoms

Affirms life and regards dying as a normal process

Intends neither to postpone nor hasten death

Integrates the psychological and spiritual aspects of patient care

Offers a support system to help patients live as actively as possible
until death

Offers a support system to help the family cope during the patient’s illness
and in their own bereavement

Uses a team approach to address the needs of patients and their families,
including bereavement counseling, if indicated

Will enhance the quality of life, and may also positively influence the course
of illness

Is applicable early in the course of illness, in conjunction with other ther-
apies that are intended to prolong life, such as chemotherapy or radiation
therapy

Includes the investigations needed to better understand and manage dis-
tressing clinical complications

in developing countries, most cancers are incurable at the time of diagnosis.
Curative treatments are often available or of minimal benefit, yet palliative care
can provide pain relief and symptom management for the vast majority of such
patients. In developing countries, where palliative care is often unavailable, this
continues to be a challenge (Boxes 1.2 and 1.3).*

Today, more than 8,000 hospice and palliative care initiatives exist world-
wide in more than 100 countries (www.hospiceinformation.info).® These in-
clude inpatient units, hospital-based services, community-based teams, day care
centers, and other modes of delivery (Box 1.4).

Palliative Care Programs/Models of Care Delivery

Palliative care is not restricted to those who are dying or those enrolled in
hospice programs, but rather, can be applied to the control of symptoms and

Box 1.2 Estimated Number of People in Need of Palliative Care

(in millions)*

Annual deaths globally 56
Annual deaths in developing countries 44
Annual deaths in developed countries 12
Estimated numbers needing palliative care globally” 33

"It can be estimated that approximately 60% of the dying need palliative care
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Box 1.3 2nd Global Summit of NHPCA" Declaration on Hospice

and Palliative Care, March 2005’

e Governmental health policy should include palliative care (as recom-
mended by WHO).

o Access to palliative care should be considered a human right.

Resources should be available for hospice and palliative care programs and
services.

e Necessary drugs should be made available (including affordable and avail-
able morphine for the poorest).

e Hospice and palliative care should be available to all citizens in the setting
of choice—acute care hospitals, long-term care facilities, residential hos-
pices, and patients’ homes.

" National Hospice and Palliative Care Association.

provision of support to those living with chronic, life-threatening illnesses.
Palliative care is a relatively inexpensive and efficient means of controlling pain
and physical symptoms, and meeting the needs of those nearing the end of
life.5"15 Indeed, palliative care for individuals with AIDS and cancer has been
instituted as national policy in countries that are neither wealthy nor industrial-
ized. Uganda’s inclusion of palliative care in its National Health Plan for 2000—
2005, for example, demonstrates the effectiveness of an integrated government
and community nongovernmental approach to palliative care.*

Fully developed, model, palliative care programs ideally include all of the
components listed in Box 1.5. The model of care delivery is interdisciplinary.

Palliative Care Does Not Hasten Death

Physicians, patients, and family members often believe that the transition from
curative to palliative care (e.g., discontinuing antitumor-focused treatments, ini-
tiating treatments for symptom control and comfort) results in shorter survival
time. This concern often leads to a delay in initiating palliative care and perhaps
the unnecessary continued use of less than beneficial antitumor treatments.””'®
There is also a common concern that medications, such as opioids used for
pain, may unintentionally hasten death in patients receiving palliative care in
settings such as palliative care units, hospice units, or home hospice care.’?

A 2007 study by the National Hospice and Palliative Care Organization?'
examined survival rates in approximately 5,000 cancer patients with advanced
disease. Hospice patients receiving palliative treatment survived an average of
29 days longer than those who did not receive hospice care. This study?' further
supports that medications for symptom relief, such as high doses of morphine
and other opioids, do not hasten death. Other recent studies have also demon-
strated that the aggressive use of opioids and sedatives to provide “sedation”
for the control of pain and other symptoms in terminally ill cancer patients is
not associated with shorter survival (Box 1.6).2%
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Box 1.4 Estimated Statistics on Hospice and Palliative Care

Americas
o United States’®
e More than 5,300 hospices serving approximately 1,650,000 patients
Nearly one in five agencies with a dedicated inpatient unit/facility
More than 1,000 hospital-based pain and palliative care services
64 academic medical school affiliated departments of palliative medicine
85 pain and palliative medicine fellowship training programs offering
more than 234 fellowship positions
o Several major national palliative care organizations, and more than 10
national and international palliative care scientific journals published

e Canada: more than 600 palliative care services™
e Costa Rica: 26 palliative care clinics’
o Argentina: 30 palliative care and supportive care teams
e Uruguay: 17 palliative care services
Europe
e Central/Eastern Europe: 466 organizations'
e Western Europe!
o Belgium: 152 organizations
e Germany: 706 organizations
e Italy: 91 organizations
o Netherlands: 338 organizations, 72 palliative networks
e Romania: 25 palliative care services
Spain: 144 organizations
e United Kingdom: 1,158 organizations
Asia Pacific’?

e Hong Kong: 15 organizations

o India: 49 organizations

e Japan: 102 organizations

o Korea: 28 organizations

e Tajwan: 28 organizations

e China: 20 organizations”

e Vietnam: 5 organizations

e Singapore: 10 organizations

o Philippines: 16 organizations

o New Zealand: 38 organizations

o Australia: 230 organizations

Africa and Middle East

o Sub-Saharan Africa: 16 organizations
e South Africa: 6 palliative care teams

" 2011 statistics report approximately 150 hospice/palliative care services in China®.




Box 1.5 Ideal Components of a Palliative Care Program?

1. A’ home care (e.g., hospice) program

2. A hospital-based palliative care consultation service

3. A day care program or ambulatory care clinic

4. A palliative care inpatient unit or dedicated palliative care hospital beds
5. A bereavement program

6. Training and research programs

7. Internet-based services

In the 2010 study by Temel and colleagues,® patients assigned to early palli-
ative care had a better quality of life than did those assigned to standard care.
In addition, fewer patients in the palliative care group than in the standard
care group had depressive symptoms (16% vs. 38%, p = .01). Despite the fact
that fewer patients in the early palliative care group than in the standard care
group received aggressive end-of-life care (33% vs. 54%, p = .05), median sur-
vival was longer among patients receiving early palliative care (11.6 months vs.
8.9 months, p =.02).

Psycho-oncologists helping palliative care teams, patients, and families make
decisions around the transition from curative to palliative care can now present
strong evidence that a decision to choose palliative care and utilize opioids
or sedatives will not result in hastening the death process. Thus, greater ac-
ceptance as well as less fear of palliative care may result in earlier and more

Box 1.6 Palliative Care Does NOT Hasten Death'¢-%

o Palliative care does not hasten death. In a 2007 study, terminally ill patients
receiving hospice care were observed to survive longer than non-hospice
patients?'.

e A 2010 study by Temel and colleagues® showed that among patients with
metastatic non-small cell lung cancer, early palliative care led to signifi-
cant improvements in both quality of life and mood. As compared with
patients receiving standard care, patients receiving early palliative care had
less aggressive care at the end of life but longer survival.

e There have been additional studies to define? “early palliative care” and
study?”-¥ the impact of early palliative care on the quality of life, symptom
burden, and survival. There is no doubt that early palliative care improves
quality of life and reduces symptom burden at the end of life.

e Use of opioids/sedative medications for symptom relief does not
hasten death.

e Hospice care enhances social support for patients and families, and may be
an influence in survival effects of aggressive palliative care.

CHAPTER 1 Principles of Palliative Care
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frequent utilization of palliative care interventions. This can not only result in
better symptom control, but also facilitate discussion of existential issues that
confront those facing the end of life.
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Chapter 2

A Global Perspective on Death

To understand and treat psychiatric issues in the dying patient today,
psycho-oncologists must have an appreciation of why, when, where, and how
patients die in the third millennium.

Causes of Death

Whereas some common causes of death can be sudden (e.g., myocardial in-
farction, stroke, gunshot wound), others, such as cancer and human immuno-
deficiency virus (HIV) disease, have become chronic diseases. These chronic
illnesses often have a prolonged dying process that may necessitate psychiatric
intervention and treatment (Boxes 2.1 and 2.2).

Age of Death

The mean life expectancy in the United States as of 2010 was 78.2 years. Life
expectancy is similar in other industrialized regions of the world, illustrating the
importance of care for elderly and dying individuals. At the other end of the
spectrum, life expectancy is greatly reduced to the third and fourth decade in
sub-Saharan Africa. This is largely because of the impact of poverty and infec-
tious diseases such as HIV/AIDS." Clearly, there is a broad range of life expec-
tancies throughout the world. For a comprehensive list, see the World Health
Organization’s World Health Statistics, 2012 at http://www.who.int/gho/publi-
cations/world_health_statistics/2012/en/index.html.

Box 2.1 Leading Causes of Death Worldwide, 2011*

. Ischemic heart disease

. Stroke and other cerebrovascular disease
. Lower respiratory infections

. Chronic obstructive pulmonary disease

. Diarrheal diseases

. HIV/IAIDS

. Trachea, bronchus, and lung cancers

. Tuberculosis

. Diabetes mellitus
. Road traffic accidents
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Box 2.2 Leading Causes of Death in the United States, 20112

. Diseases of the heart

. Malignant neoplasms

. Chronic lower respiratory diseases
. Cerebrovascular diseases

. Alzheimer’s disease
. Diabetes mellitus
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1
2
3
4
5. Accidents (unintentional injuries)
6
7
8. Influenza and pneumonia

9. Nephritis, nephritic syndrome, and nephrosis

10. Intentional self-harm (suicide)

11. Septicemia

12. Chronic liver disease and cirrhosis

13. Essential hypertension and hypertensive renal disease
14. Parkinson’s disease

15. Pneumonitis resulting from solids and liquids

Location of Death

These trends indicate that health care workers should be well educated about,
and experienced with, end-of-life issues, including psychiatric issues (Box 2.3).

How Do Patients Die?

It appears that many patients do not die “good” deaths, but rather “bad”
deaths, characterized by needless suffering and disregard for patients’ or fami-
lies” wishes and/or values (Box 2.4).

Box 2.3 Patient Preferences on Location of Death

o Studies have found that around 75% of respondents would prefer to die at home.
e Between 50% and 70% of people receiving care for advanced illness would
prefer home care at the end of life.

Despite the preference for home care and death at home, only 20% to 30% of
individuals in the United States and Western Europe ultimately die at home.

e Death in hospital remains common in many countries®.

e A retrospective cohort study* of Medicare beneficiaries aged 66 and older
compared sites of death, place of care, and rates of health care transitions
in 2000, 2005, and 2009. Although there was a lower proportion who died
in an acute care hospital in 2009 (24.6%) and 2005 (26.9%) compared with
2000 (32.6%) both intensive care unit (ICU) use (29.2% in 2009, 26.3% in
2005, and 24.3% in 2000) and the rate of health care transitions increased
in the last month of life. In the same retrospective cohort, 43.4% of cancer
patients died at home in 2009 compared with 41.5% of patients in 2000.




Box 2.4 The Patient’s Death®

e A technological imperative characterizes Western medical practice, in-
cluding care of the dying.

e Substantial shortcomings exist in the care of seriously ill hospitalized
patients.
e poor communication between physicians and dying patients
e implementation of overly aggressive treatment, often against patients’

wishes
o There is a need for greater skills and education in end-of-life issues.

e There is a need for increased communication with and support of dying
patients.

What Is a “Good” Death?

Clearly, each individual has his or her own definition of a good death. Culturally
specific communities and rituals influence communal approaches to dying and
suffering (Box 2.5).°

These four criteria and the aforementioned considerations for achieving a
good death can serve as general guidelines for the psycho-oncologist in caring
for the dying (Box 2.6).

Box 2.5 World Health Organization Guidelines for a “Good”
Death®*®

e A “good” death is one that
e is free from avoidable distress and suffering for patient, family, and
caregivers
e is in general accord with the patient’s and family’s wishes, and
e is reasonably consistent with clinical, cultural, and ethical standards.

Box 2.6 Weisman’s Four Criteria for an “Appropriate Death”"°

1. Internal conflicts, such as fears about loss of control, should be reduced as
much as possible.

2. The individual’s personal sense of identity should be sustained.

3. Critical relationships should be enhanced or at least maintained, and con-
flicts resolved, if possible.

4. The person should be encouraged to set and attempt to reach meaningful
goals, even though limited (e.g., attending a graduation, a wedding, or the
birth of a child), as a way to provide a sense of continuity into the future.

CHAPTER 2 A Global Perspective on Death
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Chapter 3

Role of the Psycho-oncologist
in Palliative Care

The psycho-oncologist’s role in the care of the dying patient is essential and
diverse. The psycho-oncologist can participate in pain and symptom manage-
ment through the use of pharmacological and nonpharmacologic adjunctive
therapies.” A primary role of psycho-oncologists is the diagnosis and treat-
ment of comorbid psychiatric disorders that may complicate the course of a
life-threatening illness. The role of the psycho-oncologist in the care of the dying
extends beyond the management of psychiatric symptoms and syndromes into
areas that include existential issues, family and caregiver support, bereavement,
doctor-patient communication, education, and training (Box 3.1).*°

Box 3.1 Role of the Psycho-oncologist in Palliative Care

Diagnosis and treatment of comorbid psychiatric disorder (e.g., delirium,
depression, anxiety disorders; see chapters 4-8)

Helping the patient deal with the existential crisis posed by a terminal
diagnosis

Helping families cope with anticipatory grief and other strong emotions
that surround the imminent death of a loved one (this may include, but is
not limited to, the provision of psychotherapeutic interventions)

Assisting with management of social, psychological, ethical, legal, and spiri-
tual issues that complicate the care of dying patients

Exploring treatment options (e.g., palliative care, alternative treatments,
participation in experimental clinical trials, maximal comfort care)

Serving as an advocate for the patient as questions arise about insurance,
coverage of home health aides, and eligibility for home care services

Enlisting pastoral involvement, when appropriate

Assisting conflict resolution among patient, family, and staff by opening
lines of communication

Facilitating the process of end-of-life discussions and decision making,

including:

1. Encouraging discussion about end-of-life decisions regarding treatment,
withholding resuscitation, and life support

2. Encouraging appointment of a health care proxy

3. Providing psychiatric evaluation of patient’s capacity to make rational
judgments and the proxy’s ability to make an appropriate decision for
the patient

4. Providing psychiatric consultation for maximal comfort, if needed®

(continued)
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Box 3.1 (Continued)

e Providing continued support to family and other loved ones during the
bereavement period
e Educating medical staff about psychological issues involved in the care of
dying patients, including:
1. Physical and psychological symptom management
2. Effective communication with dying patients
3. Discussions about prognosis and do not resuscitate (DNR) orders
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Part Il

Psychiatric Disorders
in the Palliative Care
Setting

Patients with advanced disease, such as advanced cancer, are par-
ticularly vulnerable to psychosocial concerns, psychiatric disorders,
and complications." Incidences of pain, depression, and delirium
increase with higher levels of physical debilitation and advanced ill-
ness. Psychological symptoms such as worrying, nervousness, lack of
energy, insomnia, and sadness are among the most prevalent and dis-
tressing in these populations.® Neuropsychiatric symptoms and syn-
dromes such as mood disorders (depression), cognitive impairment
disorders (delirium), anxiety, insomnia, and suicidal ideation coexist
with many other physical and psychological symptoms and interact
with each other, negatively affecting quality of life.

Psychological symptoms and psychiatric disorders must be un-
derstood in the context of the patient and family as the unit of con-
cern. Prompt recognition and effective treatment of both psychiatric
and physical symptoms is critically important to the well-being of
the patient with advanced disease and to the well-being of his or
her family. Physicians caring for terminally ill patients must develop
their skills in assessment and management of psychiatric symptoms
and disorders.
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Strategies for Psychiatric/Psychological Symptom
Control in the Terminally IUl

Psychiatric/psychological symptom control in patients with advanced disease can
be understood and approached in a fashion similar to physical symptom control.?

Two Strategies for Psychiatric/Psychological Symptom Control in Dying Patients

1. A management approach focusing on symptoms as opposed to syndromes:

e Use of psychotropic agents to treat symptoms rather than specific syndromes
(e.g., antidepressants for neuropathic pain, insomnia, appetite; atypical
antipsychotics for insomnia, nausea, anxiety, appetite)

2. A syndrome-based approach:

e Use of psychotropic agents to treat a specific identifiable syndrome (e.g.,
antidepressants for depressive disorders, benzodiazepines for anxiety disorders)

o Challenging, partly because the origin of such symptoms may be caused by
advanced medical illness, medical treatments, or a psychiatric syndrome

The psycho-oncologist must incorporate both approaches, depending on the
specific clinical presentation.

Chapters 5, 6, 7, and 8 describe the prevalence, assessment and management
of the most common psychiatric disorders encountered in the palliative cancer
care setting: anxiety disorders, depression, suicide and suicidal ideation, and
delirium.
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Chapter 4

Anxiety Disorders
in Palliative Care

Anxiety is common in palliative care patients. It can be a natural response to
impending death, uncertainty, and suffering. It may also represent a clinically
significant issue adversely affecting patients” quality of life.

Prevalence of Anxiety

The prevalence of anxiety in patients receiving palliative care increases with ad-
vancing disease and decline in the patient’s physical status." In cancer patients,
anxiety is commonly associated with depressive symptoms.'? In HIV-positive
patients, especially in those who are newly diagnosed, anxiety is most
commonly associated with adjustment disorders.? Anxiety in palliative care set-
tings can also represent reactivation of a pre-existing anxiety disorder, such as
panic disorder or generalized anxiety disorder (Table 4.1)."

Anxiety can have many etiologies in the terminally ill population. Situational,
psychiatric, organic, and existential types of anxiety have been described in
cancer patients based on the main etiological factors underlying anxiety symp-
toms.> Anxiety may be a part of one of the psychiatric disorders, may be a
component of pain, dyspnea, and nausea, may be related to medication adverse
effects, alcohol or drug withdrawal, or may be related to metabolic causes such
as hyperthyroidism.®'® Existential concerns about dying, psychosocial concerns
about family, and finances could also manifest as anxiety (Table 4.2; Box 4.1).°

The terminally ill patient often presents with a complex mixture of phys-
ical and psychological symptoms in the context of a frightening reality. Thus,
the recognition of anxious symptoms requiring treatment can be challenging
(Box 4.2).

Table 4.1 Prevalence of Anxiety Disorders in Palliative Care'*

Patient Population Prevalence
Advanced melanoma patients 28%

Patients with advanced cancer and AIDS"  10%-28%
Congestive heart failure 50%

Chronic obstructive pulmonary disease

*Research study findings have often differed with regard to time since notification, stage of disease,
gender, and sexual orientation.
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Table 4.2 Common Types and Causes of Anxiety in Terminally Ill
Patients*'°

Types of Anxiety Causes

Reactive anxiety/adjustment disorder Awareness of terminal condition

Fears and uncertainty about death

Conflicts with family or staff

End-of-life decision discussions

Disease- and treatment-related anxiety Poor symptom control (fatigue,
depression, nausea, insomnia, dyspnea)

Poor pain control

Related metabolic disturbances

Hypoxia

Delirium

Sepsis

Bleeding

Pulmonary embolus

Substance-induced anxiety

Anxiety-producing drugs Glucocorticosteroids:

Dexamethasone

Prednisone

Antiemetics with dopamine blocking
effects: Metoclopramide

Prochlorperazine

Bronchodilators
Withdrawal Opioids
Benzodiazepines
Alcohol
Nicotine

Pre-existing anxiety disorders (generalized Exacerbation of symptoms related to
anxiety disorder, panic disorder, phobias,  fears and distressing medical symptoms
posttraumatic stress disorder, adjustment

disorder)

Box 4.1 Withdrawal States and Anxiety

o During the terminal phase of illness, when patients become less alert, there
is a tendency to minimize the use of sedating medications. It is important to
consider the need to slowly taper benzodiazepines and opioid analgesics in
order to prevent acute withdrawal states.

e Withdrawal states in terminally ill patients often present first as agitation,
restlessness, or anxiety.

e Because of impaired metabolism, withdrawal states become clinically evi-
dent days later than might be expected in younger, healthier patients.




Box 4.2 Recognizing Symptoms of Anxiety®®’

e Physical symptoms are the most common presenting symptoms of anxiety
in patients with advanced illness.

e The physical or somatic manifestations of anxiety, such as autonomic hy-
peractivity, insomnia, or dyspnea, often overshadow the psychological or
cognitive ones.

e The assumption that a high level of anxiety is inevitably encountered during
the terminal phase of illness is neither helpful nor accurate for diagnostic
and treatment purposes.

Assessment should include a thorough history and physical examination, in-
cluding a history of psychiatric disorders, and substance use disorders (e.g.,
illicit drugs, alcohol). Home-based palliative care patients and palliative care
inpatients experience similar rates of anxiety; therefore, palliative care patients
in all settings should be screened and assessed for anxiety." Symptoms of anx-
iety should be differentiated from delirium or akathisia.

The Memorial Symptom Assessment Scale, the Edmonton Symptom
Assessment Scale, and the Hospital Anxiety and Depression Scale have been
used in clinical settings for screening and assessment of anxiety in palliative care
patients.”> "¢ The Hospital Anxiety and Depression Scale has been shown to
demonstrate highest scores on psychometric properties in a review of outcome
measures used in randomized controlled trials of interventions in cancer.

Despite the fact that anxiety in terminal illness commonly results from med-
ical complications, it is important not to forget that psychological factors re-
lated to death and dying or existential issues play a role in anxiety, particularly in
patients who are alert and not confused.® It is the role of the psycho-oncologist
to elicit these concerns and listen empathically to them.

When anxiety is severe or distressing drug therapy is considered in addition
to supportive care (Box 4.3).

The pharmacotherapy of anxiety in terminal illness involves the judicious
use of the following classes of medications: benzodiazepines, typical and atyp-
ical antipsychotics, antihistamines, antidepressants, and opioid analgesics."¢®%"
A recent Cochrane review was unable to identify any well-designed prospec-
tive randomized controlled trials involving the use of drug therapy for the treat-
ment of symptoms of anxiety in adult palliative care patients.”® Although the

Box 4.3 Treatment of Anxiety in the Terminally 1Il'48?

o The treatment is initiated based on the patient’s subjective level of distress.

o Consider the risks and benefits of treatment.

o The specific treatment of anxiety in the terminally ill often depends on eti-
ology, presentation, and setting.

e Other considerations include problematic patient behavior such as non-
compliance because of anxiety, and family and staff reactions to the
patient’s distress.

CHAPTER 4 Anxiety Disorders in Palliative Care
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clinical evidence is supportive of the use of the listed medications in the treat-
ment of anxiety among palliative care patients, randomized controlled trials are
required to establish the risks and benefits of medication use for this patient
population (Table 4.3).

Benzodiazepines are the mainstay of the pharmacological treatment of anx-
iety in the terminally ill patient. Benzodiazepines are commonly used in palli-
ative care settings for anxiety and other distressing symptoms such as nausea
and insomnia."? It is important to monitor for worsening confusion, fatigue, or

Table 4.3 Medications Used in the Treatment of Anxiety among

Patients with Advanced Disease!%%16-18

Approximate Daily Route*
Dosage Range (mg)
Benzodiazepines
Very Short-Acting
Midazolam 10-60 per 24/h IV, SC
Short-Acting
Alprazolam 0.25-2.0 tid-qid PO, SL
Oxazepam 10-15 tid-qid PO
Lorazepam 0.5-2.0 tid-qid PO, SL, IV, IM
Intermediate-Acting
Chlordiazepoxide 10-50 tid-qid PO, IM
Long-Acting
Diazepam 5-10 bid-gid PO, IM, IV, PR
Clorazepate 7.5-15 bid-qid PO
Clonazepam 0.5-2 bid-qid PO
Non-benzodiazepines
Buspirone 5-20 tid PO
Typical Antipsychotics
Haloperidol 0.5-5 g2-12h PO, IV, SC, IM
Chlorpromazine 12.5-50 q4-12h PO, IM, IV
Atypical Antipsychotics
Olanzapine 2.5-20 q12-24h PO
Risperidone 1-3 q12-24h PO
Quetiapine fumarate 25-200 q12-24h PO
Antihistamine
Hydroxyzine 25-50 q4-6h PO, IV, SC
Tricyclic Antidepressants
Imipramine 12.5-150 hs PO, IM
Clomipramine 10-150 hs PO

Refer to Table 5.1 in chapter 5 for a list of selective serotonin reuptake inhibitors and serotonin

norepinephrine reuptake inhibitors.

* bid, two times a day; IM, intramuscular; 1V, intravenous; PO, peroral; PR, per rectum; gid, four
times a day; SC, subcutaneous; SL, sublingual; tid, three times a day. Parenteral doses are generally
twice as potent as oral doses, intravenous bolus injections or infusions should be administered

slowly.




concentration difficulties with the use of benzodiazepines, particularly in older
patients (Boxes 4.4 and 4.5)."

Antipsychotic medications are considered for the treatment of anxiety
when:"68?

1. Benzodiazepines are not sufficient for symptom control.

2. An underlying medical etiology is suspected, particularly for patients at
risk for delirium.

3. Psychotic symptoms such as delusions or hallucinations accompany the
anxiety.

4. Antipsychotics are perhaps safer when compared with benzodiazepines
in patients in whom there is legitimate concern regarding respiratory de-
pression or compromise (Boxes 4.6—4.8).

Box 4.4 Classification and Utilization of Benzodiazepines

Very Short-Acting Benzodiazepine (Midazolam)™

e Intravenous infusion is useful in critical care settings in which sedation is the
goal in an agitated or anxious patient on a respirator.

e Midazolam seems to be less irritating to subcutaneous tissues than is diaz-
epam, and thus can be given by subcutaneous infusion.

e Because it is several times as potent as diazepam, starting doses should be
low, and careful monitoring of effects should be initiated.

Short-Acting Benzodiazepine®’

e The use of shorter-acting benzodiazepines (lorazepam, alprazolam, and ox-
azepam) is safest in the terminally ill population, avoiding toxic accumula-
tion caused by impaired metabolism in debilitated individuals.

e Lorazepam, oxazepam, and temazepam are metabolized by conjugation
(as opposed to oxidative pathways) in the liver and are therefore safest in
patients with hepatic disease.

o Dying patients often benefit from parenteral administration of these drugs.

e If patients experience breakthrough anxiety or end of dose failure, con-
sider switching to longer-acting benzodiazepines.

Long-Acting Benzodiazepines®’

e Diazepam can be administered rectally to dying patients when no other
route is available (with dosages equivalent to oral regiments). It is useful for
the control of anxiety, restlessness, and agitation associated with the final
days of life.

e Clonazepam has been found to be extremely useful in the palliative care
setting for:

1. the treatment of anxiety, depersonalization, or derealization in patients
with seizure disorders, brain tumors, and mild organic mental disorders

2. adjuvant analgesia in patients with neuropathic pain

3. patients who experience end of dose failure with recurrence of anxiety
on shorter-acting drugs

4. tapering off short-acting benzodiazepines

CHAPTER 4 Anxiety Disorders in Palliative Care
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Box 4.5 Utilization of Non-benzodiazepine Anxiolytic

(Buspirone)®’

e It is useful in conjunction with psychotherapy for patients with chronic anx-
iety or anxiety related to adjustment disorders.

e The onset of anxiolytic action is delayed in comparison with the benzodiaz-
epines, taking 5 to 10 days for relief of anxiety to begin.

e It does not prevent or treat benzodiazepine withdrawal. Caution must be
used when switching from a benzodiazepine to buspirone.

e Because of its delayed onset of action and indication for use in chronic anx-
iety states, buspirone may be of limited usefulness to the clinician treating
anxiety and agitation in the terminally ill.

Opioid drugs, such as the narcotic analgesics, are primarily indicated for the
control of pain.2? Other usages include:®’

1. The relief of dyspnea resulting from cardiopulmonary processes and as-
sociated anxiety

2. Continuous intravenous infusions for careful titration and control of re-
spiratory distress, anxiety, pain, and agitation

Box 4.6 Typical and Atypical Antipsychotics

Typical Antipsychotics
e Haloperidol is usually sufficient to control anxiety symptoms and avoid
excessive sedation.

Thioridazine, chlorpromazine, and other lower-potency antipsychotics are
effective anxiolytics and can help with insomnia and agitation. They are
infrequently used because of concerns for cardiac, anticholinergic, and se-
dating side effects.

One must be aware of the potential for extrapyramidal side effects (par-
ticularly when patients are taking additional dopamine blocking agents for
antiemetic purposes) and the remote possibility of neuroleptic malignant
syndrome.

Tardive dyskinesia is rarely a concern given the generally short-term usage
and low dosages of these medications in this population.

Atypical Antipsychotics
e Olanzapine

o Risperidone

o Quetiapine fumarate

e They have anxiolytic properties as typical antipsychotics with lower risk of
extrapyramidal side effects or tardive dyskinesia.




Box 4.7 Antihistamine (Hydroxyzine)

o Mild anxiolytic, sedative, and analgesic properties.

e Particularly useful when treating anxious, terminally ill cancer patients
with pain.

o Historically, 100 mg given parenterally was found to have analgesic potency
equivalent to 8 mg of morphine, and was shown to potentiate the analgesic
effects of morphine.”!

e As an anxiolytic, 25-50 mg of hydroxyzine q 4-6 hours PO, IV, or SC is
effective.

Occasionally, one must maintain the patient in a state of unresponsiveness in
order to maximize comfort. When respiratory distress is not a major problem,
it is preferable to use the opioid drugs solely for analgesic purposes and to add
more specific anxiolytics (such as the benzodiazepines) to control concomitant
anxiety (Box 4.9).

These interventions may be effective when used alone or in combination.
Behavioral interventions have been demonstrated to be quite effective for mild
to moderate degrees of anxiety or distress. In highly anxious cancer patients,
these techniques should be prescribed concurrently with pharmacological
treatment for greater effectiveness and more rapid onset of beneficial action.

For further information on psychotherapeutic and behavioral interventions
in the dying patient, see chapter 9.

Box 4.8 Antidepressants™®®?

o Selective serotonin reuptake inhibitors (SSRIs) and serotonin norepineph-
rine reuptake inhibitors are considered to be first-line antidepressants in
the treatment of anxiety disorders. However, the delayed onset of action
with these medications frequently poses a challenge in terminally ill patients
with anxiety symptoms. Drugs that require a period of weeks to achieve
therapeutic effect may be unsatisfactory.

This is the most effective treatment for anxiety accompanying depression
and the treatment of panic disorder.

The usefulness of tricyclic antidepressants (TCAs) is often limited in the
dying patient because of anticholinergic and sedative side effects.

e Mirtazapine also has been used to treat anxiety, especially in patients with
insomnia and anorexia.

o Older patients are generally more sensitive to anticholinergic effects of
TCAs and emetic effects of SSRIs.

o For further guidelines on usage, see the following section on depression.

CHAPTER 4 Anxiety Disorders in Palliative Care
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Box 4.9 Nonpharmacological Interventions for Anxiety and

Distress?*!

1. Brief supportive psychotherapy is often useful in dealing with both
crisis-related issues as well as existential issues confronted by the
terminally ill.

. Behavioral interventions (relaxation, guided imagery)

. Cognitive behavioral psychotherapy

. Psychoeducation

. Hypnosis

o U1 AW N

. Massage therapy
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Chapter 5

Depression in Palliative Care

Prevalence of Depression in Palliative Care

Depressed mood and sadness can be appropriate responses as the terminally
ill patient faces death. These emotions may be manifestations of anticipatory
grief over the impending loss of one’s life, health, loved ones, and autonomy.
Nonetheless, major depressive disorder is a common mental health problem
arising in the palliative care setting. It is also important to not regard all de-
pressive symptoms as part of a “normal reaction” to cancer or terminal illness.
Depression significantly diminishes quality of life, results in significant existential
distress, and complicates symptom control, resulting in more frequent admis-
sions to inpatient care settings." Depressive symptoms are associated with
poorer treatment compliance, increased desire for hastened death, and com-
pleted suicide in palliative care settings (Box 5.1).2

Diagnosis of Depression in Palliative Care

Depression is underdiagnosed and undertreated in the palliative care setting
(Boxes 5.2-5.5)."¢7

A critical challenge of diagnosing depression in medically ill patients is the
interpretation of physical/somatic symptoms of depression. This is outlined in
the DSM-IV-TR criteria for major depressive disorder (Table 5.1).

Box 5.1 Prevalence of Depression in Palliative Care

e Depression is prevalent, but under-recognized, underdiagnosed, and
undertreated in palliative care settings.

o Approximately 5% to 20% of patients with advanced cancer meet criteria
for major depression even when the most stringent criteria are used.?

o An additional 15% to 20% of palliative care patients present with depressive
disorders that are less severe but can still be a major source of suffering
and despair to patients.’

e Prevalence of depression in terminally ill cancer patients is at least three
times as common as those found in the general population.*

e Range increases with higher levels of disability, advanced illness, and pain.®

o Higher rates of depression have been reported in patients with pancreatic,
gastric, lung, and oropharyngeal cancers.*
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Box 5.2 Factors Contributing to Underdiagnosis and

Undertreatment of Depression in Those with Advanced Illness'’

e Minimization of symptoms and significance of depression by clinicians

e The belief that depression is a completely appropriate reaction among ter-
minally ill cancer patients

e Concern that severely medically ill patients will not be able to tolerate side
effects or drug interactions associated with the initiation of antidepressant
therapy

o Difficulty of accurately diagnosing depression in the terminally ill

Box 5.3 Risk Factors Associated with Depression in Patients with

Advanced Disease*'*-'

e Patients with certain types of cancers, such as pancreatic cancer, are
more likely to develop depression than patients with other types of
intra-abdominal malignancies.

o Family history of depression

e History of previous depressive episodes

e Poor social support

e Poor communication with health care professionals

e The number and severity of physical symptoms

o Studies have found a correlation among depression, pain, and functional
status.

e Low scores on measures of spiritual well-being. This highlights the signif-
icance of the relationship between existential distress and depression in
terminal illness.

e Certain medications and physical conditions may predispose to depression,
and should be addressed before initiation of treatment for depression.

Box 5.4 Medications and Physical Conditions Associated with

Depression in the Palliative Care Setting"!"1¢-1?

o Corticosteroids

o Chemotherapeutic agents: vincristine, vinblastine, asparaginase, intrathecal
methotrexate, interferon, interleukin

o Amphotericin

e Whole brain radiation

e Tumors that originate in or metastasize to the central nervous system

o Central nervous system metabolic-endocrine complications

o Paraneoplastic syndromes




Box 5.5 Five Approaches to the Diagnosis of Major Depression in

Patients with Advanced Illness'*®

1. Inclusive approach: includes all symptoms, whether or not they are sec-
ondary to advanced illness or treatment

2. Exclusive approach: deletes and disregards all physical symptoms from con-
sideration, not allowing them to contribute to the diagnosis

3. Etiological approach: the clinician attempts to determine if the physical
symptom is caused by illness or treatment or a depressive disorder

4. Substitutive approach: physical symptoms of uncertain etiology are replaced
by other nonsomatic symptoms?

5. High-threshold approach: requires a higher threshold number (7 rather
than 5) of diagnostic criteria symptoms to make a diagnosis?'

Chochinov et al,, using the low threshold approach, found that Endicott sub-
stitutions identified fewer cases of major depression. However, when using the
high-threshold approach, results suggest that the research diagnostic criteria
(RDC) and Endicott criteria were equivalent in diagnosis of major depression
whether or not one included somatic symptoms. Although researchers have
raised concerns regarding the nonspecificity of somatic symptoms in the med-
ically ill, their inclusion may not overly influence the diagnostic classification of
major depression.?!

Table 5.1 DSM-IV Criteria for Major Depressive Disorder and

Endicott Substitute Symptoms

DSM-IV Criteria Endicott Substitute Symptoms
Depressed mood most of the day*

Markedly diminished interest or pleasure in all
or almost all activities most of the day*

Weight loss/gain; appetite increase/decrease Depressed appearance; tearfulness

Insomnia or hypersomnia Social withdrawal; decreased
talkativeness

Psychomotor agitation or retardation

Fatigue or loss of energy Brooding, self-pity, or pessimism

Feelings of worthlessness or excessive or
inappropriate guilt

Diminished ability to think or concentrate; Lack of reactivity; cannot be
indecisiveness cheered up

Recurrent thoughts of death, suicidal ideation/
planning, or a suicide attempt

* Either depressed mood or diminished interest must be present as one of the five or more
symptoms required for a diagnosis of major depression.
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The diagnostic interview remains the most commonly used clinical tool, and
should directly assess commonly accepted criteria in addition to relying more
heavily on the psychological or cognitive symptoms of major depression.2223
How is the clinician to interpret feelings of hopelessness in the dying patient
when there is no hope for cure or recovery? Feelings of hopelessness, worth-
lessness, or suicidal ideation must be explored in detail. Although many dying
patients lose hope of a cure, they are able to maintain hope for better symptom
control. For many patients hope is contingent on the ability to find continued
meaning in their day-to-day existence. Hopelessness that is pervasive and ac-
companied by a sense of despair or despondency is more likely to represent a
symptom of a depressive disorder.

Similarly, patients often state that they feel they are burdening their fami-
lies, causing them great pain and inconvenience. Those beliefs are less likely
to represent a symptom of depression than if the patient feels that his or her
life has never had any worth, or that he or she is being punished for evil things
the patient has done. Suicidal ideation, even in mild or passive form, is very
likely associated with significant degrees of depression in terminally ill cancer
patients.2'?

Depressed mood and loss of pleasure or interest are also important in
assessment of depression in patients with advanced illness.?** Almost all
patients with advanced illness experience a certain degree of disengagement
from areas of interest. However, a pervasive anhedonia that extends to loss of
interest and pleasure in almost all activities merits considerable attention as an
important indicator of depression in palliative care settings.!

Assessment of Depression in Palliative Care

Numerous assessment methods for depression including diagnostic
classification systems, structured interview and screening instruments have
been used in research (Box 5.6).

Diagnostic assessments using structured interviews are usually used for
research purposes. However, most of these structured interviews are time
consuming, which limits their use in palliative care settings. Self-report mea-
sures are commonly used to increase the clinician’s ability to identify depres-
sion in terminally ill cancer patients. Chochinov et al. studied brief screening
instruments to measure depression in the terminally ill.2¢ His group com-
pared the performance of four brief screening measures for depression in a
group of terminally ill patients. The single-item interview method (see Box
5.8) correctly identified the diagnosis of every patient, while not misidentify-
ing any patient, substantially outperforming the questionnaire and visual an-
alog measures. Thus, brief screening measures for depression are important
clinical tools for terminally ill patients. The performance of the single-item
interview, which essentially asks patients if they are depressed, speaks to the
importance of mood inquiry in this particularly vulnerable patient population
(Box 5.7).



Box 5.6 Assessment Methods for Depression in Patients with

Advanced Disease’

Diagnostic Classification Systems

Diagnostic and Statistical Manual DSM-III, l1I-R, IV (1980, 1987, 1994, 2000)
Endicott Substitution Criteria (1984)

Research Diagnostic Criteria (RDC)

Structured Diagnostic Interviews

Schedule for Affective and Schizophrenia (SADS)
Diagnostic Interview Schedule (DIS)

Structured Clinical Interview for DSM-IV (SCID)

Present State Examination (PSE)

Monash Interview for Liaison Psychiatry (MILP)
Mini-International Neuropsychiatric Interview (MINI)
Primary Care Evaluation of Mental Disorders (PRIME-MD)
Structured Interview of Symptoms and Concerns (SISC)

Self-Report Screening Instruments

General Health Questionnaire (GHQ)

Hospital Anxiety and Depression Scale (HADS)
Beck Depression Inventory—Short Form (BDI-SF)
Visual Analog Scale for Depressed Mood
Rotterdam Symptom Checklist (RSCL)

Patient Health Questionnaire-9 (PHQ-9)

Zung Depression Rating Scale

Box 5.7 Single Item Screening Method for Depression in the

Terminally 112

“Have you been depressed most of the day, nearly every day, for the past 2
weeks or more?”

Management of Depression

Depression in cancer patients with advanced disease is optimally managed
utilizing a combination of psychotherapy and antidepressant medications."*
Management of depression in advanced cancer patients should include treat-
ment of pain and other distressing physical symptoms along with treatment of
depression (Box 5.8).

For further information on psychotherapeutic and behavioral interventions
in the dying patient, see chapter 9.

Psychopharmacological Interventions

Use of tricyclic antidepressants (TCAs) in the terminally ill requires a careful
risk-benefit ratio analysis (Tables 5.2 and 5.3; Box 5.9).
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Box 5.8 Management of Depression in Advanced Cancer Patients*

e Psychopharmacological interventions (i.e., antidepressant medications)
are the mainstay of management in the treatment of cancer patients with
severe depressive symptoms who meet criteria for a major depressive
episode.

The efficacy of antidepressants in the treatment of depression in cancer
patients has been well established." %31

A variety of psychotherapeutic interventions have been shown to be
effective in the treatment of depression and anxiety symptoms related to
cancer and cancer pain.32*

Cognitive behavioral interventions in the form of individual or group psy-
chotherapy have been proved effective in treatment of depressive symp-
toms in palliative care settings."*

Supportive expressive group therapy among advanced breast cancer
patients has been shown to ameliorate and prevent new depressive disor-
ders, reduce hopelessness, and improve social functioning."'

Targeted and manualized psychotherapies have been developed, including
Meaning-Centered Group Therapy,* Dignity Therapy,® Mindfulness-Based
Meditation Therapy,* and a brief supportive-expressive intervention re-
ferred to as CALM (Managing Cancer and Living Meaningfully).*

Despite lack of evidence for prolonged survival with a variety of psycho-
social interventions, it has been shown through well-designed randomized
controlled trials that a variety of psychotherapy interventions are effec-
tive in decreasing depressive symptoms and suffering in advanced cancer
patients.*

Table 5.2 Medications Commonly Used for the Treatment of

Depression in Patients with Advanced Illness'*

Approximate Daily Route*
Dosage Range (mg)

Tricyclic antidepressants

Amitriptyline 10-150 PO, IM, PR
Desipramine 12.5-150 PO, IM
Nortriptyline 10-125 PO
Doxepin 12.5-150 PO, IM
Imipramine 12.5-150 PO, IM
Clomipramine 10-150 PO

Serotonin-Specific Reuptake
Inhibitors (SSRIs)

Fluoxetine 10-80 PO
Sertraline 25-200 PO
Paroxetine 10-50 PO

(continued)




@
Table 5.2 (Continued) N
o
Approximate Daily Route* g
Dosage Range (mg) 'ﬁ
Citalopram 1040t PO %
Escitalopram 10-20 PO ‘:
Fluvoxamine 50-300 PO =
; ; - o
Serotonin-Norepinephrine @
Reuptake Inhibitor (SNRI) s
Venlafaxine 75-225 PO E‘
Duloxetine 20-60 PO n
Serotonin 2 Antagonists/Serotonin E
Reuptake Inhibitors e
Trazodone 25-300 PO S
Nefazodone 100-600 PO
Norepinephrine and Dopamine
Reuptake Blockers
Bupropion 100450 PO
Bupropion SR¥ 100-400 PO
Noradrenergic and Specific
Serotonergic Antidepressant
Mirtazapine 7.5-45 PO
Heterocyclic antidepressants
Maprotiline 50-75 PO
Amoxapine 100-150 PO
Monoamine oxidase inhibitors
Isocarboxazid 2040 PO
Phenelzine 30-60 PO
Tranylcypromine 2040 PO
Moclobemide 100-600 PO
Benzodiazepines
Alprazolam 0.25-2.0 tid PO
Lithium carbonate 150-1200 PO
Psychostimulants
Dextroamphetamine 2.5-20 bid PO
Methylphenidate 2.5-20 bid PO
Modafinil® 50-4001 PO
* bid, two times a day; IM, intramuscular; PO, peroral; PR, per rectum; tid, three times a day;
intravenous infusions of a number of tricyclic antidepressants are utilized outside of the United
States. This route is not FDA approved.
TMaximum daily dose is 20 mg for patients >60 years of age.
#SR, sustained release
$This is a wakefulness agent and is not a classic psychostimulant.
T Doses >200 mg are rarely more effective.
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Box 5.9 Pharmacotherapy for Depression in the Dying

Patient: Considerations

o A depressed patient with several months of life expectancy can wait the 2
to 4 weeks it may take to respond to a selective serotonin reuptake inhib-
itor or a tricyclic antidepressant.

o The depressed dying patient with less than 3 weeks to live may do best
with a rapid-acting psychostimulant.?

e Patients who are within hours to days of death and in distress are likely to
benefit most from the use of sedatives or narcotic analgesic infusions for
distress relief.

The selective serotonin reuptake inhibitors now have an important role in
the pharmacotherapy of depression in the medically ill and those with advanced
cancer and AIDS. They have been found to be as effective in the treatment of
depression as the tricyclics (Table 5.3; Boxes 5.10 and 5.11).¢

Side effects of selective serotonin reuptake inhibitors tend to be dose re-
lated and may be problematic for patients with advanced disease (Box 5.12).

Psychostimulants are an alternative and effective pharmacologic approach to
the treatment of depression in the terminally ill (Boxes 5.13-5.19).5"-53

In general, monoamine oxidase inhibitors (MAOIs) have been considered a
less desirable alternative for treating depression in the terminally ill. They are
usually reserved for those who have shown past preferential responses to them
for treatment of depression (Boxes 5.20-5.24).

Table 5.3 Medications and Conditions That Exacerbate Tricyclic

Antidepressant Side Effects

Sedation Narcotic analgesics
Antiemetics
Anxiolytics
Neuroleptics
Tachycardia Cardiac insufficiency
Arrhythmia Pre-existing conduction defects (especially

second- or third-degree heart block)

Postural hypotension and dizziness  Volume depletion

Anticholinergic delirium Pethidine

Atropine

Diphenhydramine

Phenothiazines




Box 5.10 Use of Tricyclic Antidepressants in Terminally Il

Patients'*?

o Although nearly 70% of patients treated with a TCA for nonpsychotic de-
pression can anticipate a positive response, these medications are asso-
ciated with a side effect profile that can be particularly troublesome for
terminally ill patients (see Table 5.4).

e The tertiary amines (amitriptyline, doxepin, imipramine) have a greater
propensity to cause side effects than do secondary amines (nortriptyline,
desipramine). The secondary amines are thus often a preferable choice for
the terminally ill.

Box 5.11 Considerations, Dosage, and Administration of Tricyclic

Antidepressants'*?

TCA: Factors to Consider

o the nature of the underlying terminal medical condition

e the characteristics of the depressive episode, past responses to antidepres-
sant therapy, and the specific drug side-effect profile

o A side-effect profile that will be least incompatible with the patient’s
overall medical condition

TCAs: Dosage

e Start at low doses (10-25 mg ghs) and increase in 10- to 25-mg increments
every 2 to 4 days, until a therapeutic dose is attained or side effects be-
come a dose-limiting factor.

o Depressed cancer patients often achieve a therapeutic response at signifi-
cantly lower doses of TCAs (25—-125 mg) than are necessary in the physi-
cally well (150-300 g).

o Patients with advanced cancer achieve higher serum tricyclic levels at mod-
est doses. Tricyclics with well-established therapeutic plasma levels (de-
sipramine, nortriptyline, amitriptyline, imipramine) should be prescribed
to minimize drug toxicity and more carefully guide the process of drug
titration.

Desipramine and nortriptyline are generally better tolerated in this popula-
tion than amitriptyline or imipramine.
o Tricyclic antidepressants are also used for neuropathic pain.

TCAs: Administration

e Most tricyclics are available as rectal suppositories for patients who are no
longer able to take medication orally.

o Outside of the United States, certain tricyclics are available in intravenous
and intramuscular formulations.
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Table 5.4 Common Side Effects of Tricyclic Antidepressants and

Guidelines for Use in the Terminally 11'4%4

Anticholinergic Guidelines

Urinary retention Use desipramine, nortriptyline

Decreased gastric motility, constipation

Stomatitis, dry mouth

Tachycardia

Arrhythmia

Blurred vision

Anticholinergic delirium Avoid potently anticholinergic
antidepressants in patients already
receiving other medications with
anticholinergic properties

Alpha1-blockade

Postural hypotension and dizziness Use nortriptyline, protriptyline

H1 histamine receptor blockade

Sedation and drowsiness Avoid amitriptyline, doxepin (but may be
preferred in patients with insomnia)

Box 5.12 Advantages of Selective Serotonin Reuptake Inhibitor

Usage in the Terminally Ill*

o Low affinity for adrenergic, cholinergic, and histamine receptors, thus
accounting for negligible orthostatic hypotension, urinary retention,
memory impairment, sedation, or reduced awareness

o No clinically significant alterations in cardiac conduction

e Generally favorable toleration

o Wider margin of safety than the TCAs in the event of an overdose (They
do not require therapeutic drug level monitoring.)

Box 5.13 Selective Serotonin Reuptake Inhibitors: Common Side

Effects

e Intestinal hypermotility (loose stools, nausea, vomiting)

e Insomnia

o Headaches

e Sweating

e Bruxism

e Sexual dysfunction

e Anxiety, tremor, restlessness, and akathisia (The latter is relatively rare but
it can be problematic for terminally ill patients with Parkinson’s disease or
those on antidopaminergic agents.)

e Fluoxetine can cause a brief period of appetite suppression, usually lasting
for a period of several weeks. Transient weight loss may occur, but weight
usually returns to baseline level. The anorectic properties of fluoxetine have
not been a limiting factor in the use of this drug in cancer patients.




iderations and Dosage for Selective Serotonin

Reuptake Inhibitors"*?

SSRIs: Considerations

o Fluoxetine and norfluoxetine do not reach a steady state for 5 to 6 weeks,
compared with 4 to 14 days for paroxetine, citalopram, escitalopram, flu-
voxamine, and sertraline. These differences are important when switching
from an SSRI to another antidepressant.

e If a switch to a monamine oxidase inhibitor is required, the washout period
for fluoxetine will be at least 5 weeks, given the potential drug interactions
between these two agents.

e Paroxetine, citalopram, escitalopram, fluvoxamine and sertraline, how-
ever, require considerably shorter washout periods (1014 days) under
similar circumstances

e Since fluoxetine has entered the market, there have been several reports
of significant drug-drug interactions.

Citalopram and escitalopram appear to be the SSRIs with the least poten-
tial for serious drug-drug interactions.
e All SSRIs can inhibit the hepatic isoenzyme P450 2D6, with escitalopram
and citalopram being least potent in this regard.
e This is important with respect to dose/plasma level rations and drug
interactions, because the SSRIs are dependent upon hepatic metabolism.
e Paroxetine, and to a somewhat lesser extent fluoxetine, appear to inhibit
the hepatic enzymes responsible for their own clearance.

o Co-administration of these medications with other drugs that are de-
pendent on this enzyme system for their catabolism (e.g., tricyclics,
phenothiazines, type IC antiarrhythmics, and quinidine) should be done
cautiously.

Fluvoxamine has been shown in some instances to elevate the blood levels

of propranolol and warfarin by as much as twofold, and should not be pre-
scribed together with these agents.

For the elderly patient with advanced disease, the dose-response curve for

sertraline appears to be relatively linear.

e On the other hand, small dosage increases of paroxetine can result in
dramatic elevations in plasma levels.

Fluvoxamine tends to be somewhat more sedating than the other SSRIs.

o Fluoxetine and paroxetine should be avoided in patients taking tamoxifen
because of their strong cytochrome P450 2Dé6 inhibition.

Gastrointestinal bleeding and hyponatremia (syndrome of inappropriate
antidiuretic hormone secretion) are rare side effects that should be moni-
tored for in patients taking SSRls.

Elderly patients are more sensitive to side effects; therefore, small doses
and slow increments are recommended in this age group.

e Citalopram maximum daily allowed dose has been reduced to 40 mg daily
and to 20 mg daily in patients greater than 60 years of age because of

(continued)
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Box 5.14 (Continued)

reports of increased risk of QT prolongation. In the United States the car-
diac adverse effect warning has only been released for citalopram, whereas
in Canada an increased risk of QT prolongation warning has also been re-
leased for escitalopram.

SSRIs: Dosage

e Selective serotonin reuptake inhibitors can generally be started at their
minimally effective doses.

o For the terminally ill, therapy should be initiated at approximately half the
usual starting dose used in an otherwise healthy patient.

o Given the long half-life of fluoxetine, some patients may only require this
drug every second day.

o If patients experience activating effects on SSRlIs, they should be given dur-
ing the day rather than at bedtime.

e Gastrointestinal upset can be reduced by ensuring the patient does not
take medication on an empty stomach.

Box 5.15 Serotonin-Norepinephrine Reuptake Inhibitor

(Venlafaxine and Duloxetine)

e No significant affinity for muscarinic, histamine, or alpha;-adrenergic
receptors

Some patients may experience a modest sustained increase in blood
pressure with venlafaxine, especially at doses above the recommended
initiating dose.

Compared with the SSRls, its protein binding (<35%) is very low. Thus, few
protein binding induced drug interactions are expected.

Like other antidepressants, venlafaxine and duloxetine should not be used
in patients receiving monamine oxidase inhibitors.

Both venlafaxine and duloxetine have a generally well-tolerated side effect
profile.

Discontinuation symptoms are more commonly seen with venlafaxine than
with duloxetine.

Venlafaxine is the first line choice for those patients receiving tamoxifen
because of lack of cytochrome 2D6 inhibition.

Venlafaxine is commonly used in reducing hot flashes in women receiving
chemotherapy or those with tamoxifen-induced menopause.*’

Duloxetine has been used for the treatment of diabetic neuropathy and
neuropathic pain.®

Dul oxetine is contraindicated in patients with significant liver disease, and
monitoring is recommended for risk of hepatic failure.




Box 5.16 Serotonin 2 Antagonists/Serotonin Reuptake

Inhibitors'*?

e Nefazodone:

o is much less sedating than trazodone, but more likely to cause gastroin-
testinal activation

o does not have significant sexual side effects

e has been discontinued by the marketing drug company in many coun-
tries since 2003 because of the rare incidence of hepatotoxicity. The
incidence of severe liver damage was reported as approximately 1 in
every 250,000 to 300,000 patient-years.

e Trazodone:

o has an almost negligible anticholinergic profile

e has considerable affinity for alpha,-adrenoceptors and may thus predis-
pose patients to orthostatic hypotension and its problematic sequelae
(i.e., falls, fractures, head injuries)

e is very sedating. Low doses (25 to 50 mg ghs) can be helpful in the treat-
ment of the depressed cancer patient with insomnia

e is highly serotonergic and should be considered when the patient
requires adjunct analgesic effects in addition to antidepressant effects

e has little effect on cardiac conduction, but can cause arrhythmias in
patients with premorbid cardiac disease

e has been associated with priapism and should be used with caution in
male patients

Box 5.17 Norepinephrine and Dopamine Reuptake Blockers
(Bupropion)

e |t has not been studied extensively in patients with advanced cancer.

e Consider prescribing it if patients have a poor response to a reasonable
trial of other antidepressants.

It has minimal effects on sexual functioning.

e Patients should be monitored for agitation, anxiety, restlessness, and in-
somnia during treatment with bupropion.

o It may have a role in the treatment of depressed terminally ill patients with
severe fatigue, hypersomnia, and psychomotor retardation, as it has acti-
vating effects similar to the stimulant drugs.

e Increased incidence of seizures (dose-dependent, higher risk at doses
>300 mg/day) in patients with central nervous system disorders may limit
its use in patients with a seizure disorder or brain cancer, or those at in-
creased risk for seizures.

o Bupropion and its sustained release form have been used as an adjunct

to smoking cessation interventions, but this usage is generally limited to

healthy patients or those with earlier stages of cancer.
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Box 5.18 Noradrenergic and Specific Serotonergic Antidepressant

(Mirtazapine)"**

e |t compares favorably with amitriptyline and trazodone (Further studies
are needed to compare its clinical efficacy with that of SSRIs.)

o Case series and open label studies have shown mirtazapine to be effective
among cancer patients with depressive symptoms.

It is generally well tolerated by patients with increased sensitivity to gastro-
intestinal disturbances.

It has minimal effect on sexual functioning.
e |t has minimal effect on P450 enzymes.

It improves appetite and results in weight gain, which may be desirable for
cancer patients.

o The marked sedative effect of this medication proves quite useful in
patients with sleeping difficulties.

Because of its sedative effects it may not be the first choice antidepres-
sant for patients with fatigue, severe psychomotor retardation, and
hypersomnia.
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- Box 5.19 Heterocyclic Antidepressants'*’

o The side effect profiles are similar to the TCAs.

e Maprotiline should be avoided in patients with brain tumors and those who
are at risk for seizures.

e Amoxapine has mild dopamine blocking activity, and thus may increase the
risk of extrapyramidal symptoms and dyskinesias in patients taking other
dopamine blockers (e.g., antiemetics).

e Mianserin (not available in North America) is a serotonergic antidepressant
with adjuvant analgesic properties that is used widely in Europe and Latin
America. It is a safe and effective drug for the treatment of depression in
cancer.

Box 5.20 Advantages of Using Psychostimulants

e More rapid onset of action than the SSRIs

o Helpful for patients with dysphoric mood, severe psychomotor slowing,
and mild cognitive impairment

e Shown to improve attention, concentration, and overall performance on
neuropsychological testing in the medically ill

e In relatively low dose, stimulate appetite, promote a sense of well-being,
and improve feelings of weakness and fatigue in cancer patients




Box 5.21 Side Effects of Psychostimulants

o Nervousness and overstimulation
e Mild increase in blood pressure and pulse rate

e When used in palliative care settings, abuse does not appear to be a
problem unless the patient has a history of substance abuse or dependence.
e Tremor
o Rare side effects:
1. dyskinesias or motor tics
2. paranoid psychosis
3. exacerbation of an underlying and unrecognized confusion state

Box 5.22 Selection of Psychostimulants®'-5

o Methylphenidate and dextroamphetamine have been shown to reduce se-
dation secondary to opioid analgesics and provide adjuvant analgesia in
cancer patients.

e Modafinil and armodafinil (technically wakefulness agents and not classic
psychostimulants) have been approved for use in the United States for the
treatment of excessive daytime sleepiness caused by narcolepsy and other
medical conditions. Although more controlled studies need to be com-
pleted, early case series reports suggest the efficacy of these agents as an
antidepressant.

Potential use and benefits include:

1. augmenting agent for treatment-resistant depression, particularly when
patients complain of fatigue as one of their symptoms

2. alternative to classic psychostimulants for patients who are unable to tol-
erate methylphenidate or dextroamphetamine, or for whom these classic
psychostimulants are contraindicated

3. low abuse potential

4. less sympathomimetic than the other psychostimulants, with lower poten-
tial for adverse cardiovascular effects and seizures

The new, reversible inhibitors of monoamine oxidase-A (RIMAs) have not
been studied in the depressed terminally ill, but may eventually have a larger
role to play than the nonselective MAOIs. They may reduce some of the prob-
lems associated with the older MAQOIs (e.g., tranylcypromine, isocarboxazid).
However, the RIMAs will likely remain a second-line choice to other available
non-MAOQI antidepressants (Boxes 5.25-5.27).

Open-label studies of ketamine in physically healthy patients with
treatment-resistant depression have found rapid, short-lasting, clinically
moderate to large benefits with N-methyl-D-aspartate (NMDA) receptor
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Box 5.23 Usage, Dosage, and Administration of Psychostimulants

e Tolerance will develop and adjustment of dose may be necessary

e Treatment with dextroamphetamine or methylphenidate usually begins with
a dose of 2.5 mg at 8 a.m. and noon. The dose can be gradually increased over
several days until improvement is achieved. Doses are usually less than 20 mg
a day, although higher doses may be considered if tolerated by the patient

Patients are usually maintained on methylphenidate for 1 to 2 months, and
approximately two-thirds can discontinue methylphenidate without a re-
currence of depressive symptoms. Those who do recur can be maintained
on a psychostimulant for up to 1 year without significant abuse problems.

Occasionally, treatment may be initiated concurrently with an SSRI so that
patients with depression may receive the immediate benefits of the psycho-
stimulant drug while the SSRI begins to work. A decision can then be made
to either continue without the psychostimulant (if the SSRI has begun to take
effect), or to restart and continue treatment with the psychostimulant drug.
e Elderly or frail patients taking modafinil should be started at 50 mg. The
dose can then be titrated upward.

Box 5.24 Adverse Interactions, Side Effects, and Contraindications

of Monoamine Oxidase Inhibitors'*’

e Hypertensive crisis, potentially leading to strokes and fatalities may
occur with:
1. Foods rich in tyramine
2. Sympathomimetic drugs (amphetamines, methylphenidate)
3. Medications containing phenylpropanolamine and pseudoephedrine
o Concurrent treatment with MAQOIs and opioid analgesics has been associ-
ated with myoclonus and delirium.2
e Meperidine is absolutely contraindicated, as it can lead to hyperpyrexia,
cardiovascular collapses and death.
e Monoamine oxidase inhibitors can also cause considerable orthostatic
hypotension.

Box 5.25 Reversible Inhibitors of Monoamine Oxidase-A (RIMAs)

o Selectively inhibit MAO-A enzyme, therefore leaving MAO-B enzyme avail-
able to deal with any tyramine challenge
e Moclobemide (not available in the United States):
e does not require dietary restriction of tyramine because of its loose
binding to the MAO-A receptor and its short half-life
e has a far more favorable side effect profile than nonselective MAOIs
and tends to be well tolerated
o still requires avoidance of meperidine, procarbazine, dextrometho-
rphan, or other ephedrine-containing agents
e requires appropriate dosage adjustments with cimetidine, which
increases its plasma concentration




Box 5.26 Lithium Carbonate'*?

e Patients who have been receiving lithium carbonate before an advanced
illness could be maintained on it throughout their treatment.

e Close monitoring is necessary in the preoperative and postoperative peri-
ods when fluids and salt may be restricted.
e Maintenance doses of lithium may need reduction in seriously ill patients.

e Lithium should be prescribed with caution for patients receiving
cis-platinum because of the potential nephrotoxicity of both drugs.

Box 5.27 Benzodiazepines'

o Benzodiazepines are not antidepressants.

e Alprazolam has been shown to be a mildly effective antidepressant as well
as an anxiolytic. It is particularly useful in cancer patients who have mixed
symptoms of anxiety and depression.

e Improvement in depressive symptoms with benzodiazepines is likely sec-
ondary to their anxiolytic properties. There is no substantial evidence of
benefit for depression from treatment with benzodiazepines alone.

antagonists, such as ketamine, although the long-term benefits and risks are
unknown.>*>? Case reports also suggest that ketamine can rapidly improve de-
pressive symptoms in patients with refractory depression in the setting of a ter-
minal illness.>*** However, the optimal selection of patients for this approach
and the best way in which to administer ketamine in this situation are unclear.

Occasionally, it is necessary to consider electroconvulsive therapy (ECT) for
depressed patients with advanced illness who have depression with psychotic
features, depression with catatonic features, or in whom treatment with antide-
pressants poses unacceptable side effects. The safe and effective use of ECT in
the medically ill has been reviewed by others.
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Chapter 6

Suicide, Assisted Suicide, and
Desire for Hastened Death

Suicide, suicidal ideation, and desire for hastened death are all important and
serious consequences of unrecognized and inadequately treated clinical de-
pression. Although clinical depression is a critically important factor in desire
for hastened death, it is not the only reason patients with a terminal illness wish
or seek to hasten their death. Desire for hastened death is one the most con-
troversial topics in palliative care. Despite legal prohibitions against assisted sui-
cide, a substantial number of patients think about and discuss those alternatives
with their physicians, family, and friends." Those alternatives may range from
passive death wishes, contemplating suicide, or requesting the physicians’ aid in
dying sooner. Although several studies have explored suicide, suicidal ideation,
and the desire for hastened death in the terminally ill, questions remain around
the prevalence, assessment, and management of these phenomena (Table 6.1).

Cancer patients are at increased risk of suicide relative to the general popula-
tion, particularly in the terminal stage of illness. Despite the increased risk of sui-
cide among terminally ill patients, the prevalence of completed suicide attempts
in patients with terminal illness has not been studied extensively. In a study
from Norway examining the completed suicide data from the Cancer Registry
of Norway standard mortality ratios of 1.55 for males and 1.35 for females were
identified, respectively.® However, it is rare for a cancer patient to commit sui-
cide without some degree of premorbid psychopathology that places him or
her at increased risk." Cancer patients most frequently commit suicide in the
advanced stages of disease (Table 6.2)."

It is notable that the completed assisted suicides are rare. Assisted suicides
account for 0.2% of all the deaths (including people who were not terminally ill,
such as deaths caused by accidents) in Oregon or about 1/500 Oregonians who

Table 6.1 Prevalence of Suicidal Ideation and Desire for Hastened

Death (DHD) in Patients with Advanced Illness

Patient Population Prevalence of Suicidal Ideation and DHD
185 cancer patients with pain studied  17%

at MSKCC"?

92 terminally ill patientst? 17%

379 patients with terminal cancert# 39.8%

200 terminally ill patients in a 44.5% (fleeting)

palliative care facility® 8.5% (sustained)

* Memorial Sloan Kettering Cancer Center.
T Desire for hastened death.

o
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Table 6.2 Interest in Physician-Assisted Suicide among Patients

with Advanced Illness

Patient Population
Terminally ill AIDS patients’ 55%
Advanced cancer patients® 25% seriously considered

12% discussed with physician

die each year.” These findings are supportive of the fact that most terminally ill
patients want to talk about their options, but very few ultimately need a med-
ically assisted death even in an environment in which it is legally permissible.
Physician-assisted suicide is legal in the Netherlands, Belgium, and Switzerland,
and in the States of Oregon, Washington, and Montana in the United States.'
Regardless of the legalization of physician-assisted suicide, the primary goal of
the clinician should be to assess the complexity of each case individually with
particular attention to underlying depression, hopelessness, and physical dis-
tress when faced with these requests (Table 6.3; Boxes 6.1-6.4)."

Table 6.3 Estimated Prevalence of Psychiatric Disorders in

Suicidal Cancer Patients’

Major depression 33%
Delirium 20%

Adjustment disorder with both anxious 50%
and depressed features

Personality disorders 50%

Box 6.1 Factors Associated with Increased Risk of Suicide and

Desire for Hastened Death in Patients with Advanced Disease'*'?

1.
2
3
4
5
6
7

Pain or other physical suffering
. Advanced illness with a poor prognosis
. Depression—particularly with feelings of hopelessness
. Disinhibition resulting from delirium
. Loss of control” and feelings of helplessness
. Loss of autonomy
. Existential distress in the form of loss of meaning, loss of purpose, loss of
dignity, and/or awareness of incomplete tasks
8. Physical impairment (see Box 6.2)
9. Pre-existing psychopathology
10. Substance/alcohol abuse
11. Family history of a psychiatric illness and suicide
12. Personal history of a psychiatric illness and suicide
13. Emotional or physical fatigue and exhaustion
14. Lack of social support or social isolation (see Box 6.3)

**Loss of control” refers to both the helplessness induced by physical symptoms or deficits, as
well as the inability to control one’s environment.




Box 6.2 Important Physical Impairment Factors in Patients with

Suicidal Ideation and Desire for Hastened Death among the
Terminally 14

. Delirium or other forms of cognitive impairment
. Loss of mobility

. Paraplegia

. Loss of bowel and bladder function

. Aphonia
. Sensory loss

. Inability to eat or swallow

1
2
3
4
5. Amputation
6
7
8
9. Poor functional status

Box 6.3 Important Social Factors in Patients with Suicidal

Ideation and Desire for Hastened Death among the
Terminally Il

1. Social support

2. Spiritual well-being

3. Quality of life

4. Perception of oneself as a burden to others
5. Loss of meaning

Box 6.4 Depression and Suicide/Desire for Hastened Death in the

Dying Patient

e Chochinov et al. found that patients with depression were approximately
six to seven times more likely to have a desire for hastened death than
patients without depression."

e Breitbart et al. found that patients with a major depression were four times
more likely to have a high desire for hastened death.®> The prevalence of
DHD was 47% among patients with depression in comparison to a rate of
12% among patients who were not depressed. No significant association
with the presence or the intensity of pain was found.?

e Van der Lee et al." found that among 138 terminally ill cancer patients, 22%
requested assisted suicide. Of the 22% of patients who requested assisted
suicide, 23% were depressed at baseline. The rate of request for assisted
suicide among patients with depression was 4.1 times greater than that of
patients without depression.™

e Both depression and hopelessness are unique and synergistic determinants
of desire for hastened death.

(continued)
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Box 6.4 (Continued)

o Hopelessness is a significantly better predictor of both suicidal ideation and
completed suicide than is depression alone.™

The 3-, 7-, and 13-item abbreviated version of the Hopelessness Scale have
been validated in terminally ill patients, and has been found to overcome
the limitations of the original 20-item Hopelessness Scale that is primarily
applicable to healthy individuals.™

It is important for clinicians to differentiate expressions of a desire for has-
tened death from suicidal ideation to address patient concerns and inter-
vene appropriately.’

Severely depressed patients may be more likely than patients with mild or
moderate depression to alter their decisions regarding life-sustaining med-
ical treatment once their depression has been treated.’

Assessment of suicide risk and appropriate intervention are critical. Early
and comprehensive psychiatric involvement with high-risk individuals can often
avert suicide in the cancer setting." The myth that asking about suicidal thoughts
“puts the idea in their head,” is one that should be dispelled, especially in cancer
patients. Indeed, patients often reconsider and reject the idea of suicide when
the physician acknowledges the legitimacy of their option and the need to re-
tain a sense of control over aspects of their death (Box 6.5).

The response of a clinician to a patient’s expression of desire for death
or request for assisted suicide has important and obvious implications on all
aspects of care that impact on patients, family, and staff.! These issues must be
addressed both rapidly and thoughtfully (Box 6.6).

Box 6.5 Guidelines for Evaluation of Suicidal Ideation and Desire

for Hastened Death in the Terminally Ill"617

1. Establish rapport with the patient. Be empathic. Empathic listening skills
can be a very therapeutic intervention with the patient in itself." Do not
appear critical or state that the patient’s thoughts are inappropriate. Be
nonjudgmental. Convey to the patient that these thoughts are completely
acceptable for discussion.

2. Be alert to your own responses as the clinician, be aware of “countertrans-
ference” issues and personal fears of death. (Seek supervision, be aware
of how your responses influence communication, and monitor your own
attitude.)

3. As you elicit the patient’s thoughts, explore the meaning of these suicidal
thoughts.

4. Explore the seriousness of the risk. Assess history, degree of intent, and
quality of internal and external controls. The suicide vulnerability factors
listed in Boxes 6.3, 6.4, and 6.5 should be utilized as a guide.

5. Assess relevant mental status.




4. Be clear about what is and is not within one’s professional mandate (e.g.,

Box 6.6 Intervention Guidelines for Suicidal Ideation and Desire

for Hastened Death in the Terminally Il"1617:1?

1. Physical and psychological symptoms and syndromes contributing to de-
sire for death should be aggressively treated. Underlying causes such as
delirium, pain, lack of social support, feelings of burden, family conflicts, or
unrecognized/untreated depression/anxiety should be addressed specifi-
cally wherever possible.

2. Initiate a crisis intervention—oriented psychotherapeutic approach, mobi-
lizing as much of the patient’s support system as possible. The presence of
a strong support system for the patient may act as an external control of
suicidal behavior, and significantly reduces risk of suicide in cancer patients.

3. Interventions developed to more specifically address hopelessness and
related constructs (e.g., existential concerns, loss of dignity, loss of mean-
ing, demoralization, and spiritual suffering or distress) should be initiated.
Several of these specific therapeutic approaches to despair at the end of
life are described in detail in chapter 9.

offer care; eliminate the suffering not the sufferer, obey the law).

5. Psychiatric hospitalization can sometimes be helpful but is usually not de-
sirable in the terminally ill patient.

6. Although it is appropriate to intervene when medical or psychiatric factors
are clearly the driving force in a cancer suicide attempt, there are circum-
stances in which usurping control from the patient and family with overly
aggressive intervention may be less helpful. This is most evident in those
with advanced illness, in whom comfort and symptom control are the pri-
mary concerns.

7. Summarize and review important points, clarify patient perceptions, pro-
vide opportunity for questions, facilitate discussion with others, and pro-
vide appropriate referrals.

8. Assure commitment to ongoing care (nonabandonment).
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Chapter 7

Delirium in Palliative Care

Prevalence and Nature of Delirium in Palliative Care

Delirium is the most common and serious neuropsychiatric complication in the
patient with advanced cancer."? Delirium is often under-recognized or misdi-
agnosed in terminally ill patients. Delirium is highly prevalent in the terminally
ill and is a source of morbidity in patients, family members, and staff. Delirium
is often a harbinger of impending death and can significantly interfere with pain
and symptom control (Table 7.1; Box 7.1).2¢

Cognitive impairments of several types (Box 7.2) are common in patients
with advanced illness. Although virtually all of these disorders can be seen
in the patient with advanced cancer, the most common include delirium and
dementia resulting from a general medical condition. It is important to note
that patients with mood, anxiety, or psychotic disorders caused by a general
medical condition may present with cognitive impairment." Therefore, clinicians
should assess for fatigue, poor motivation, depressed mood, severe anxiety,
and preoccupation with delusions or hallucinations in palliative care patients
who present with cognitive impairment, especially in the absence of a past psy-
chiatric history (Box 7.3).

There have been a number of studies studying delirium-related distress
among patients, family caregivers, and health care professionals since publi-
cation of the original study summarized in Box 7.4 by Breitbart et al>** More
recent studies have supported the findings of that study and set the stage for

Table 7.1 Estimated Prevalence of Delirium in the Medically 1W">7~?

Patient Population Estimated Prevalence
Cancer and AIDS patients with advanced disease 25%—85%
Hospitalized cancer patients seen in psychiatric 25%

consultation

Terminal cancer patients 85%

Hematopoietic stem cell transplant patients around  50%
the time of transplant

Postoperative patients 50%

Elderly patients (>70 years) admitted to medical 30%—50%
wards
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Box 7.1 Impediments in the Recognition of Delirium: Confusion

Regarding Terminology

1. Lack of consistency in utilizing diagnostic classification systems

2. The signs and symptoms of delirium can be diverse, and are sometimes mis-
taken for other psychiatric disorders, such as mood or anxiety disorders.

Box 7.2 Subcategories of Cognitive Disorders According to

DSM-IV-TR""®

1. Delirium, dementia, amnesia, and other cognitive disorders

2. Mental disorders caused by a general medical condition (including mood
disorder, anxiety disorder, and personality change resulting from a general
medical condition)

3. Substance-related disorders

* Diagnostic and Statistical Manual of Mental Disorders, 4th ed, text revision.

Box 7.3 Delirium: Morbidity and Mortality

o Delirium is associated with increased morbidity in the terminally ill, causing
distress in patients, family members, and staff."3-¢?

e Delirium can interfere dramatically with the recognition and control of
other physical and psychological symptoms such as pain in later stages of
illness.""3

o Elderly patients who develop delirium during a hospitalization have been
estimated to have a 22% to 76% risk of mortality during that hospitalization.’

Box 7.4 The Delirium Experience: Delirium Recall and

Delirium-Related Distress®

o Fifty-four percent of patients recalled their delirium experience after
recovery

o Factors predicting delirium recall included
e degree of short-term memory impairment,

e delirium severity, and
e the presence of perceptual disturbances (the more severe, the less
likely the patient was to recall the delirium).

e The most significant factor predicting distress for patients was the pres-
ence of delusions. Patients with hypoactive delirium experienced as much
distress as patients with hyperactive delirium.

o Predictors of spouse distress included the patients’ Karnofsky Performance
Status (the lower the Karnofsky score, the worse the spouse distress).

e Predictors of nurse distress included delirium severity and perceptual
disturbances.




development of educational interventions to inform patients and caregivers of
delirium in palliative care settings."

Delirium is a sign of significant physiological disturbance, usually involving
multiple medical etiologies, including infection, organ failure, medication side
effects (including opioids), as well as extremely rare paraneoplastic syndromes.’

The study of the pathophysiology of delirium is vital to our understanding
of the phenomenology, prognosis, treatment, and prevention of delirium. As
reflected by its diverse phenomenology, delirium is a dysfunction of multiple
regions of the brain, a global cerebral dysfunction. Within the last decade, sev-
eral hypotheses have been proposed and studied to explain the pathogenesis
of delirium. Most hypotheses are complementary rather than competing. It is
likely that two or more of these hypotheses act together, leading to syndromes
of delirium as opposed to the earlier proposition of a final common pathway.
An in-depth review of pathophysiology of delirium is available elsewhere
(Boxes 7.5 and 7.6).8°

CHAPTER 7 Delirium in Palliative Care

Clinical Features of Delirium

The clinical features of delirium are quite numerous and include a variety of
neuropsychiatric symptoms that are also common to other psychiatric disor-

ders such as depression, dementia, anxiety disorders, and psychosis (Box 7.7).

Box 7.5 Pathophysiology of Delirium: Current Hypotheses'

o Oxygen deprivation hypothesis
e Neurotransmitter hypothesis
o Neuronal aging hypothesis

o Neuroendocrine hypothesis

e Inflammatory hypothesis

o Physiological stress hypothesis

o Cellular-signaling hypothesis

Box 7.6 Delirium in the Terminally Ill: Other Considerations'

e This is often a pre-terminal event, referred to as “terminal restlessness” or
“terminal agitation” in the palliative care literature.

e Reversibility of the process of delirium is often possible in the patient with
advanced illness; however, it may not be reversible in the last 24 to 48
hours of life (most likely owing to irreversible processes such as multiple
organ failure).'s®

e Occasionally delirium may be superimposed on an underlying dementia,
as in the case of an elderly patient, an AIDS patient, or a patient with a
paraneoplastic syndrome.
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Box 7.7 Clinical Features of Delirium!'

e Prodromal symptoms (restlessness, anxiety, sleep disturbance, and
irritability)

o Rapidly fluctuating course

o Attentional disturbances (easily distractible)

o Altered level of alertness

e Increased or decreased psychomotor activity

o Disturbance of sleep-wake cycle

o Affective symptoms (emotional lability, sadness, anger, and euphoria)

o Altered perceptions (misperceptions, illusions, poorly formed delusions,
and hallucinations)

e Disorganized thinking and incoherent speech

o Cognitive abnormalities:
e Disorientation to time, place, or person
e Memory impairment (cannot register new material)
o Dysgraphia, constructional apraxia, dysnomic aphasia

e Abnormalities on neurological examination: tremor, asterixis, frontal re-
lease signs, myoclonus, and reflex and tone changes

e Electroencephalogram (EEG) abnormalities (usually diffuse slowing)

The essential defining features of delirium, based on DSM-IV-TR™ criteria,
focused on the two essential concepts of disturbances in level of consciousness
and attention while continuing to recognize the importance of acute onset and
organic etiology (Box 7.8).

Three clinical subtypes of delirium, based on level of alertness and psycho-
motor behavior, have been described. It is estimated that each subtype com-
prises approximately one-third of deliria (Boxes 7.9 and 7.10)."9-%

There is evidence suggesting that specific delirium subtypes may be related
to specific etiologies of delirium, may have unique pathophysiologies, and dif-
ferential responses to treatment.2*%

Box 7.8 DSM-IV-TR Criteria for Delirium Caused by a General

Medical Condition

e Disturbance of consciousness (reduced clarity or awareness of the envi-
ronment with reduced ability to focus, sustain, or shift attention)

e Change in cognition (such as memory deficit, disorientation, language dis-
turbance, or perceptual disturbance) that is not better accounted for by a
pre-existing, established, or evolving dementia

e The disturbance develops over a short period of time (usually hours to
days) and tends to fluctuate during the course of the day.

e There is evidence from the history, physical examination, or laboratory
findings of a general medical condition judged to be etiologically related to
the disturbance.




Box 7.9 Bedside Clinical Examination of Delirium in Palliative

Care Settings

Disturbance of Level of Alertness or Awareness
Ask the patient to describe surroundings with eyes closed and ask, “What
color is the door?”

Ask the patient, “Are you feeling 100% awake?” and if not, “How awake
do you feel?”

Attention Disturbances
Is the patient easily distracted by environmental stimuli or overabsorbed in a
task, such as picking at the bed sheet?

Test digit span, starting with 3, 4, then 5 digits forward, followed by 3, 4,
then 5 digits backward.

Disorientation
Check for orientation to time, place, and person.

Test the limits of orientation (e.g., year, month, date, day, and time, floor,
room number).

Do not assume full orientation because patients know the year and
the month.

Cognitive Disturbances
Test registration and immediate recall (use different words for successive
evaluations).
Test speech fluency, naming, reading, repetition, writing, comprehension.
Perform clock drawing test.

Perceptual Disturbances (lllusions, Hallucinations)
Ask specifically about hallucinations (e.g., “Are you seeing or hearing strange
things?”)

Use nursing or family member reports to determine incidents of percep-
tual disturbances in the course of the day.

Disorganized Thinking

Ask patient an open-ended question (e.g., “Describe your medical condition.”)
Listen for rambling, incoherent speech or tangential and circumstantial

thought processes.

Delusions
Ask patient, “Are you feeling unsafe here?”

Find out from family or staff whether patient is acting in a paranoid, suspi-
cious, hypervigilant, fearful, or in a hostile fashion.

Psychomotor Disturbances

Observe whether the patient is restless and agitated or slow and hypoactive.
Use observations of family, staff, or both to assess psychomotor activity

over previous 24 hours.

Sleep-Wake Cycle Disturbances
Determine from family, staff, or both whether the patient has been “awake
most of the night, and asleep most of the day.”

(continued)
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Box 7.9 (Continued)

Acute Onset, Fluctuating Course

Staff and family are often the best informants. The clinical presentation can
be abrupt in onset (e.g., hours to days) and each of the symptoms of delirium
can fluctuate over the course of a 24-hour period.

Neurological Signs Consistent with Delirium, such as Asterixis, Frontal Release
Signs, and Myoclonus

These findings are supportive of delirium. An electroencephalogram can also
be supportive of a delirium diagnosis (diffuse slowing) or can reveal seizure
activity.

(Adapted from Breitbart W, Alici Y. Agitation and delirium at the end of life: “We couldn’t
manage him.” JAMA. 2008;300:2898-2910.)

Box 7.10 Clinical Subtypes of Delirium?'-2

1. “Hyperactive” (hyperalert, or agitated)—most often characterized by hal-
lucinations, delusions, agitation, and disorientation

2. “Hypoactive” (hypoalert, or lethargic)—most often characterized by con-
fusion and sedation; less commonly accompanied by hallucinations, delu-
sions, or illusions”

3. “Mixed” (alternating features of hyperactive and hypoactive delirium)

* A recent study by Boettger and Breitbart has shown a prevalence rate of 50.9% of perceptual
disturbances and 43.4% of delusions in patients with hypoactive delirium, both of which
correlated with presence of moderate to severe disturbance of consciousness and attentional
impairment.? This further signifies the importance of the diligent management of delirium

in patients with all subtypes of delirium to reduce distress and prevent long-term adverse
outcomes of delirium.

Many of the clinical features and symptoms of delirium can be also be
associated with other psychiatric disorders such as depression, mania, psy-
chosis, and dementia. Delirium, particularly the “hypoactive” subtype, is often
initially misdiagnosed as depression, whereas a manic episode may share
some features of a “hyperactive” or “mixed” subtype of delirium (Boxes 7.11
and 7.12).

The most common differential diagnostic issue is whether the patient has
delirium, or dementia, or a delirium superimposed on a pre-existing dementia.
Occasionally one will encounter delirium superimposed on an underlying
dementia such as in the case of an elderly patient, an AIDS patient, or a patient
with a paraneoplastic syndrome (Box 7.13).2%%

Assessment of Delirium

A number of scales or instruments have been developed that can aid the cli-
nician in rapidly screening for cognitive impairment disorders (dementia or
delirium), or in establishing a diagnosis of delirium (Box 7.14).



Box 7.11 Guidelines for Distinguishing Delirium from Depression

and/or Mania in the Context of Advanced Disease’*

1. Evaluate the onset and temporal sequencing of depressive and cognitive
symptoms. Delirium has an abrupt temporal onset.

2. Evaluate the degree of cognitive impairment. The cognitive deficit is much
more severe and pervasive in delirium than in depression or mania.

3. Determine whether or not a disturbance in alertness is present. Such a
disturbance is not usually a feature of depression or mania.

4. The identification of a presumed medical etiology for delirium is helpful in
differentiating these disorders.

5. Paranoid delusions are often present in delirium. Thoughts of guilt, worth-
lessness, and hopelessness are common in depression. However, frank delu-
sions are rare except in severe depression or mania with psychotic features.

6. Neurological examination is usually normal in patients with mood disor-
ders. In delirium it is not uncommon to find asterixis, positive frontal re-
lease signs, and myoclonus.

7. Past history of mood episodes are usually present in patients with a pri-
mary mood disorder unlike in patients with delirium.

Box 7.12 Guidelines for Distinguishing Delirium from Psychotic

Disorders'?

1. In delirium, psychotic symptoms occur in the context of a disturbance in
level of alertness, consciousness, or arousal, as well as memory impair-
ment and disorientation. This is not the case in other psychotic disorders.

2. Delusions in delirium tend to be poorly organized and of abrupt onset.

3. In delirium, hallucinations are predominantly visual or tactile, rather than
auditory, as is typical of schizophrenia.

4. The development of these psychotic symptoms in the context of advanced
medical illness makes delirium a more likely diagnosis.

Box 7.13 Guidelines for Distinguishing Delirium and Dementia?®?

1. The patient with dementia is alert and does not have the disturbance of
level of alertness, consciousness, or arousal that is characteristic of delirium.

2. The temporal onset of symptoms in dementia is more subacute and chron-
ically progressive.

3. Itis the abrupt onset, fluctuating course, and disturbance in the level of alert-
ness and psychomotor activity that differentiate delirium from dementia.

4. The patient with delirium has more severe sleep-wake cycle disturbance.

5. The most prominent cognitive deficits in dementia include difficulties with
short- and long-term memory, impaired judgment, and abstract thinking, as
well as disturbed higher cortical functions (e.g., aphasia and apraxia).

6. Delirium, in contrast with dementia, is conceptualized as a reversible process.

CHAPTER 7 Delirium in Palliative Care



! PART Il Psychiatric Disorders in the Palliative Care Setting

Box 7.14 Methods for Assessing Delirium in Patients with

Advanced Illness?:30-4

Diagnostic Classification Systems
DSM-IV-TR
ICD-9, ICD-10
Research Diagnostic Criteria (RDC)

Diagnostic Interviews/Instruments

Delirium Symptom Interview (DSI)

Confusion Assessment Method (CAM)
Confusion Assessment Method-ICU
Cornell Assessment of Pediatric Delirium Assessment (CAP-D)
Intensive Care Delirium Screening Checklist (ICDSC)
NEECHAM Scale
Delirium Detection Score

Delirium Rating Scales
Delirium Rating Scale (DRS)
Delirium Rating Scale—Revised—98 (DRS-R-98)
Confusion Rating Scale (CRS)
Saskatoon Delirium Checklist (SDC)
Memorial Delirium Assessment Scale (MDAS)
Abbreviated Cognitive Test for Delirium (CTD)

Cognitive Impairment Screening Instruments
Mini-Mental State Exam (MMSE)
Short Portable Mental Status Questionnaire (SPMSQ)
Cognitive Capacity Screening Examination (CCSE)
Blessed Orientation Memory Concentration Test (BOMC)
Montreal Cognitive Assessment Test

Many of these scales have been described and their relative strengths and
weaknesses reviewed elsewhere (Box 7.15).28:203637

The standard approach to the management of delirium in the medically
ill, and even in those with advanced disease, includes a search for underlying
causes, correction of those factors, and management of the symptoms of
delirium (Figure 7.1).

In the terminally ill patient who develops delirium in the last days of life
(“terminal delirium”), the management of delirium is unique, presenting a
number of dilemmas. The desired clinical outcome may be significantly altered
by the dying process.

When confronted with a delirium in the terminally ill or dying patient, a
differential diagnosis should always be formulated as to the likely etiology(ies)
(Boxes 7.16 and 7.18)."

Hypoxic encephalopathy, hepatic and other organ failure, and disseminated
intravascular anticoagulation are less likely to be reversed in terminal delirium
(Box 7.18).1718



Box 7.15 Memorial Delirium Assessment Scale®!

. Reduced level of consciousness (awareness)

. Disorientation

. Short-term memory impairment

. Impaired digit span

. Reduced ability to maintain and shift attention
. Disorganized thinking

. Perceptual disturbance

0 N O 1AW N

. Delusions

0

. Decreased or increased psychomotor
10. Sleep-wake cycle disturbance (disorder of arousal)

* Lawlor et al. found that a cutoff score of 10 yielded the highest sensitivity and specificity for
diagnosing delirium in the palliative care population (Lawlor P, Nekolaichuck C, Gagnon B, et al.
Clinical utility, factor analysis and further validation of the Memorial Delirium Assessment Scale
(MDAS). Cancer 2000;88:2859-2867.)

Management of Delirium in Terminally IIl Patients

Clinical experience in managing delirium in dying patients suggests that the
short-term, low-dose use of antipsychotics in the management of agitation,
paranoia, hallucinations, and altered level of alertness is safe, effective, and
often quite appropriate. Only 0.5% to 2% of hospitalized cancer patients receive
haloperidol for the management of the symptoms of delirium. 2

DELIRIUM TREATMENT OUTCOME
Aimed at l
Pre reyersing Delirium is
Terminal etiology reversible
Delirium
—’
Aimed at controlling o
symptomatology, Delirium is
irreversible

relieving distress

Terminal
Delirium

Figure 7.1 Overview of Management of Delirium in Pre-Terminal and Terminally Ill
Patients. Adapted from Breitbart W, Lawlor PG, Friedlander M. Delirium in the termi-

nally ill. In: Chochinov HM, Brei