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In the United States, hospice and palliative medicine has emerged as a 
new subspecialty recently recognized by the American Board of  Medical 
Specialties. During the last 0  years there has been a very significant 
increase in the number of  inpatient and outpatient palliative care programs, 
as well as a major increase in the number of  patients who access hospice 
for end-​of-​life care.

Unfortunately, educational efforts are lagging behind, and the vast major-
ity of  medical students, residents, and even fellows receive minimal palliative 
medicine education in the United States. However, these junior physicians, 
along with a number of  busy clinical specialists, are exposed to patients with 
progressive incurable illnesses and their families on a daily basis.

The purpose of  this handbook is to provide up-​to-​date, practical, and 
concise information to healthcare professionals delivering care to patients 
requiring hospice and palliative care in the United States. This includes phy-
sicians, nurse practitioners, fellows, residents, and students.

All the chapters are primarily aimed at the clinical and administrative 
arrangements within the American healthcare system, including the hospice 
Medicare benefit.

We believe this book will provide rapid access to most of  the daily 
bedside clinical and administrative needs, and it will hopefully help our col-
leagues in the delivery of  excellent palliative and hospice care.

We would like to acknowledge the authors of  each of  the chapters for 
having committed their time and effort to our joint project. We would also 
like to acknowledge the commitment to excellence by Oxford University 
Press and in particular Andrea Knobloch, our Senior Editor, for the excellent 
work in coordinating our book. Finally, we would like to acknowledge the 
daily effort of  healthcare professionals who have contributed by their daily 
clinical work, education, and research to the development of  the extraor-
dinary body of  knowledge that we have had the privilege to synthesize in 
this book.

Sriram Yennurajalingam, MD
Eduardo Bruera, MD
Houston, June 205
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2 Chapter   Definitions and Key Elements

Introduction
The modern hospice movement started in the 960s in the United Kingdom. 
Patients with progressive incurable illnesses were admitted to inpatient hos-
pices and also received home hospice care until death. Hospices delivered 
care very close to the end of  life (Figure .). In the 970s it became clear 
that many patients with severe distress were being admitted to acute care 
hospitals. Dr.  Balfour Mount coined the term palliative care and adapted 
many of  the principles of  the British hospice movement to acute care hos-
pitals, initially in Canada and then worldwide. Palliative care programs2,3 
developed with three main characteristics:
•	 Multidimensional assessment and management of  severe physical and 

emotional distress
•	 Interdisciplinary care by multiple disciplines in addition to physicians 

and nurses
•	E mphasis on caring not only for the patients but also for their families.
Inpatient palliative care programs provided care earlier than hospice pro-
grams (Figure .). However, it became clear that many of  the patients 
with chronic progressive illnesses had severe symptom burden before they 
became admitted to the hospital and therefore outpatient palliative care 
programs were developed for early access.

In the 990s supportive care emerged as a discipline aiming to pro-
vide predominantly cancer patients with support for the management of  
treatment-​related adverse effects as well as disease-​related symptoms. 
Over time, supportive care has also expanded into domains such as psy-
chosocial and spiritual care, communication, and survivorship care.

There has been significant overlap in the described roles of  supportive 
care, palliative care, and hospice care.4 Figure . shows that perhaps one 

Death

Hospice Care

Palliative Care

Supportive Care

No evidence of
disease

Early-Stage
disease

Advanced Disease Bereavement

Figure ..  Conceptual framework toward understanding the terms supportive care, 
palliative care, and hospice care.
Adapted from Hui D, De La Cruz M, Mori M, Parsons H, Kwon J, Torres-​Vigil I, et al. 
(203). Concepts and definitions for “supportive care,” “best supportive care,” 
“palliative care,” and “hospice care” in the published literature, dictionaries, and text-
books. Support Care Cancer 2(3):659–​85.

 



Introduction 3

of  the most useful differences for clinicians relates to the proximity to death 
in which many of  these programs are organized and delivered.

Hospice care focuses on providing care in the community setting for 
patients who are mainly in the last 6 months of  life. Palliative care not only 
includes hospice care services but also acute care programs in hospitals. 
Supportive care can be seen as a more general and encompassing term that 
spans from survivorship to bereavement programs throughout the disease 
trajectory.

The sets of  skills required for the delivery of  hospice care, palliative care, 
and supportive care are essentially extremely similar, and therefore in most 
clinical settings they are delivered by the same group of  healthcare profes-
sionals. There is evidence that using the term supportive care rather than the 
term palliative care for outpatient care can increase the number of  referrals 
and can allow patients earlier access to outpatient care.

Palliative and supportive care services can be provided in a similar fashion 
to most other clinical problems in medicine. Primary palliative and support-
ive care can be delivered by the primary care physician or by specialists 
(oncologists, cardiologists, intensivists, etc.). Patients with more complex 
problems that cannot be managed by their primary physician can be seen in 
consultation by specialist palliative care teams. While these patients remain 
under the care of  their primary specialists, the palliative care team can pro-
vide recommendations. This has been defined as secondary palliative care. 
Finally, a minority of  patients who are unable to be well controlled at the 
secondary level might require treatment by specialist palliative care teams. 
These specialists frequently provide this care in specific centers such as pal-
liative care units or outpatient supportive care centers. Tertiary palliative 
care programs, in addition to providing complex clinical care, are able to 
provide education and research.

References
	.	O’Neill B, Fallon M (997). ABC of  palliative care: Principles of  palliative care and pain control. 

BMJ 35:80–​4.
	2.	World Health Organization (n.d.). WHO definition of  palliative care. Retrieved February 2, 

205, from http://​www.who.int/​cancer/​palliative/​definition/​en/​.
	3.	National Consensus Project for Quality Palliative Care (NCP) (203). Clinical Practice Guidelines for 

Quality Palliative Care, Third Edition. Retrieved February 2, 205, from http://​www.nationalcon-
sensusproject.org/​NCP_​Clinical_​Practice_​Guidelines_​3rd_​Edition.pdf.

	4.	Hui D, De La Cruz M, Mori M, Parsons H, Kwon J, Torres-​Vigil I, et al. (203). Concepts and 
definitions for “supportive care,” “best supportive care,” “palliative care,” and “hospice care” in 
the published literature, dictionaries, and textbooks. Support Care Cancer 2(3):659–​85.
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http://www.nationalconsensusproject.org/NCP_Clinical_Practice_Guidelines_3rd_Edition.pdf.




5

Symptom Assessment

Marvin Omar Delgado Guay

Introduction   6
Multidimensional Assessment   8
Instruments for the Assessment of  Prognosis and Function   
Assessment of  Physical Symptoms and Complications   2
Assessment of  Emotional and Spiritual Distress   5
Conclusion   6
Clinical Pearls   6

Chapter 2
 



6 Chapter 2  Symptom Assessment

Introduction
Symptom assessment is very important because symptoms directly affect 
patients’ distress level, quality of  life (QOL), and survival. Symptoms can be 
related to the disease itself, its treatment, and comorbid illnesses. Multiple 
physical, psychological, and spiritually distressing factors affect QOL, a mul-
tidimensional construct with specific emotional, physical, and social aspects2 
(Figure 2.).

The symptoms and their interference with life increase with increas-
ing cancer stage, possibly reflecting tumor burden and treatment com-
plications.3 This increasing symptom burden decreases patients’ QOL.2 
Symptoms affect but do not necessarily determine patients’ QOL.

The experience of  patients living with advanced illness is complex; it 
includes physical symptoms, coping, financial concerns, caregiver burden, 
social and family changes, and spiritual concerns. In clinical practice, patients 
present with multiple symptoms that require simultaneous assessment and 
management. Clinicians must have an effective assessment strategy that 
respects the treatment goals and the patient’s wishes.

PAIN
somatic

Neuropathic

NAUSEA
AND

VOMITING

Patients
with

Advanced
Illness

DYSPNEA

CONSTIPATION
BOWEL

OBSTRUCTION
ASCITIS SOCIO-

CULTURAL
ISSUES

FINANCIAL
DISTRESS

EMOTIONAL
DISTRESS

Anxiety
Depression

COGNITIVE
IMPAIRMENT

DELIRIUM

Advanced age
Comorbidities

FAMILY/
CAREGIVER
DISTRESS

SPIRITUAL
DISTRESS

FATIGUE
CACHEXIA
Lymphedema

Figure 2..  Multiple symptoms and factors associated with quality of  life in patients 
with advanced illness.

 



Introduction 7

Supportive and palliative care aim to decrease symptom burden and alle-
viate psychosocial distress in patients and families through multidimensional 
symptoms assessment and the management of  distressing symptoms to 
improve the quality of  life of  patients with advanced illness as well as their 
caregivers.4–​7

This chapter aims to describe the different components of  multidi-
mensional bedside clinical assessment in supportive/​palliative care and its 
importance for symptom control, quality of  life, and decision-​making.



8 Chapter 2  Symptom Assessment

Multidimensional Assessment
It is extremely important to perform a comprehensive and multidimensional 
assessment in all patients with advanced illness with multiple symptoms.8–​0 
The multidimensional assessment should help in the recognition of  the con-
tribution of  the different dimensions to the patient’s symptom expression, 
and thereby assist in the planning of  care. Good symptom assessment pre-
cedes effective symptom treatment.

An initial step in the multidimensional assessment of  the patient evalu-
ated by the supportive and palliative care team involves a complete medical 
history that reviews the disease diagnosis (cancer, AIDS, end-​stage chronic 
obstructive pulmonary disease, congestive heart failure, or renal disease, 
etc.), the chronology of  disease-​related events, previous and current thera-
pies, and all relevant medical, surgical, and psychiatric problems. A detailed 
history includes current and prior use of  prescription and nonprescription 
drugs, “alternative” medical therapies, drug allergies and previous adverse 
reactions, and thorough physical examination and review of  the laboratory 
and imaging, if  available. Table 2. describes the multidimensional assess-
ment performed for patients with advanced illness evaluated by the sup-
portive/​palliative care teams.

Assessment tools allow for the identification of  many more symptoms 
than do simple unstructured evaluations.,2 Simple assessment tools are 
the most appropriate for patients with advanced illnesses. These patients 
may be weak and experiencing symptoms that make it difficult to complete 
a time-​consuming and complex assessment tool. Assessment tools are not 
only useful to diagnose and evaluate the intensity of  the symptoms but also 
to monitor the effectiveness of  therapy and to screen for side effects of  
medications. Assessment tools should be used regularly, especially when 
patients experience new symptoms, an increase in the intensity of  preex-
isting symptoms, or when therapy changes. The results should be always 
documented in the patient’s chart to ensure accuracy in the monitoring of  
the symptoms.

Efficient symptom-​assessment instruments include the Edmonton 
Symptom Assessment Scale (ESAS), the Memorial Symptom Assessment 
Scale (MSAS), the Rotterdam Symptom Checklist (RSCL),3 and the 
Symptom Distress Scale (SDS).

The Edmonton Symptom Assessment Scale4–​8 is used to assess 0 com-
mon symptoms (pain, fatigue, nausea, depression, anxiety, drowsiness, 
shortness of  breath, appetite, sleep problems, and feeling of  well-​being) 
experienced by patients with cancer or chronic illness over the past 24 
hours. In this scale, the patient rates the intensity of  symptoms on a 0 to 
0 numerical scale, with 0 representing “no symptom” and 0 representing 
the “worst possible symptom.” It is widely used in supportive and palliative 
care research. Its ease of  use and visual representation make it an effective 
and practical bedside tool9–​20 that allows the healthcare provider to track 
symptoms over time with regard to intensity, duration, and responsiveness 
to therapy. There have been independent validations of  this tool in palliative 
care of  cancer patients by a number of  different authors and in a variety of  
different languages, for example, in English,2–​25 Italian,26 French,27 German,28 
Spanish,29 Korean,30 and Thai.3 Two recent reviews on ESAS studies have 

 



Table 2.  Multidimensional Assessments of Patients with Advanced 
Illness Evaluated by Supportive/​Palliative Care Teams

Dimension Assessment

a. History Stage of  the cancer/​illness
Recent chemotherapy and/​or 
radiotherapy or other  
disease-​modifying therapy
Self-​rated symptoms scales
Characteristics, intensity, location, 
aggravating factors of  distressful 
symptoms

b.	�Performance status
History of falls
Use of  assistant walking devices

Karnofsky Performance Scale or 
Eastern Co-​operative Oncologic 
Group Scale scores

c.	�Activities of  daily living (ADL) and 
instrumental activities of  daily living 
(IADL)

Assessment of  ADL (bathing, dressing 
and undressing, eating, transferring 
from bed to chair, and back, voluntarily 
control urinary and fecal discharge, 
using the toilet, and walking)
Assessment of  IADL (light housework, 
preparing meals, taking medications, 
shopping for groceries or clothes, using 
the telephone, and managing money)

d. 	Assessment of  distressful  
physical symptoms
(pain, fatigue, anorexia, nausea, 
dyspnea, insomnia, drowsiness, 
constipation)

Edmonton Symptom Assessment 
System (ESAS)
Abdominal X-​ray to assess constipation 
vs. bowel obstruction (consider 
abdominal CT scan)

e.	Assessment of  psychosocial 
symptoms: anxiety/​depression

f. 	Family/​caregiver’s distress
g. 	Cultural and financial status

Anxiety/​depression (ESAS)
Identification of  mood disorder during 
interview
Assessment for family/​caregiver 
distress during the interview
Sociocultural and financial issues 
evaluation

h.	Assessment of  delirium Memorial Delirium Assessment 
Scale (MDAS)
Mini-​Mental State Examination (MMSE)
Confusion Assessment Method (CAM)

i.	�A ssessment of  spiritual distress/​
spiritual pain of  the patient and 
caregiver

Spiritual Assessment SPIRITual 
History; FICA
Self-​rated spiritual pain (pain deep in 
the soul/​being that is not physical)
Identification of  spiritual distress during 
interview.

j. 	Assessment for chemical coping CAGE questionnaire

k.	�Evaluation of  medications and  
possible interactions (polypharmacy)

l.	P hysical examination
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found limited psychometric evidence that supports the need for further 
validation studies.32,33

The ESAS has been validated against a widely used scale, the Hospital 
Anxiety and Depression Scale (HADS), for assessing the presence of  
depression and anxiety in advanced cancer patients.34 The ideal cutoff point 
of  ESAS of  2 out of  0 is sensitive for the presence of  depression and anxi-
ety in patients in the palliative care setting.

The Symptom Distress Scale (SDS) is a patient-​rated instrument that 
assesses the intensity, frequency, and distress level associated with nine 
physical and two psychological symptoms.35,36

The Memorial Symptom Assessment Scale (MSAS), a lengthier assess-
ment tool, is mostly used for research purposes. With the MSAS, patients 
rate the frequency, severity, and distress associated with 32 physical and 
psychological symptoms.37 There is a short-​form MSAS38 (MSAS-​SF) that 
captures the patient-​rated distress associated with 26 physical symptoms 
and the frequency of  4 psychological symptoms. Another tool that can be 
completed in 2 to 4 minutes and contains both QOL and survival informa-
tion is the condensed MSAS (CMSAS),39 which provides equivalent informa-
tion that approximates to the original 32 items. The symptoms identified by 
Chang et al.38 are also included in other widely used clinical symptom assess-
ment instruments, such as the ESAS, RSCL, and SDS. This report is also 
one of  the first to demonstrate that scales from a shorter instrument can 
be predictive of  survival, and that there is a core of  symptoms that provide 
most of  the information about health, QOL, and survival. It is important 
to recognize that the research instruments may differ from those used for 
clinical practice.39

Many larger, more complex symptom assessment tools have been devel-
oped for clinical research use. Research instruments may differ from those 
used in clinical practice.39 Regardless of  the type of  scale used, a good symp-
tom assessment precedes effective symptom treatment.



Instruments for the Assessment 11

Instruments for the Assessment� 
of Prognosis and Function
Functional status, an independent predictor of  survival, must be considered 
when planning patient care at a hospice, hospital, or home.40 The most fre-
quently used performance status assessment scales in oncology treatment 
and research are the Karnofsky Performance Status (KPS) score and the 
Eastern Co-​operative Oncology Group (ECOG) score. Both tools have 
reliable prognostic value.4,42

The Karnofsky Performance Status (KPS) score enables physicians to clas-
sify patients according to their functional impairment. This classification can 
be used to compare the effectiveness of  different therapies and to assess 
prognosis in individual patients. For many patients with serious illnesses, a 
lower Karnofsky score indicates lower survival.43 The Palliative Performance 
Scale (PPS) is a prognostic tool used in palliative care patients, which cor-
relates with KPS (see Chapter 25, “Prognostication in Palliative Care,” for 
details).

The ECOG score measures the intensity with which cancer affects 
patients’ daily living abilities.44 The ECOG scale ranges from 0 (fully active, 
no restrictions) to 5 (dead).

Physiotherapists and trained nurses use the Edmonton Functional 
Assessment Tool to determine functional performance and evaluate other 
factors that contribute to functional impairment in patients with advanced 
cancer, such as communication ability, mental status, pain level, and dyspnea 
intensity.45

The Functional Independence Measure can be used in research settings 
to assess the functional status of  patients with advanced cancer.46 The 
Functional Independence Measure includes 8 items that are used to evalu-
ate patients’ sphincter control, self-​care, mobility, locomotion, communica-
tion, and social cognition.

Activities of  daily living (ADL) scales are used to evaluate patients’ level 
of  physical impairment. Specifically, the Katz index of  ADL assesses such 
activities as eating, bathing, dressing, toileting, transfer (e.g., bed to chair), 
and continence.4

The Instrumental Activities of  Daily Living (IADL) questionnaire assesses 
how well patients perform complex life activities, such as light housework, 
laundry, meal preparation, transportation, grocery shopping, telephone 
use, medication management, and money management.4 The IADL ques-
tionnaire helps physicians identify cognitive impairment, physical limita-
tions, distressing symptoms, and related clinical problems in patients with 
advanced cancer.
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Assessment of Physical Symptoms  
and Complications
Pain
Clinicians should comprehensively assess all patients with advanced illness 
who present with pain and related symptoms (such as fatigue, depres-
sion, sleep disturbance). When clinicians take the histories of  patients with 
advanced illness who present with pain, they should ask for the location, 
characteristics, and intensity of  the pain; about any variation in the pain with 
change of  movement or time of  the day; how the pain affects the patients’ 
ADLs; and the possible cause(s) of  the pain.47 Using the ESAS, clinicians can 
identify several potential underlying symptoms and can better understand 
the causes of  the patient’s pain.

The CAGE questionnaire can be used to screen patients with advanced 
illnesses and pain for alcohol abuse.48 The CAGE questionnaire consists of  
four questions:
	.	Have you ever felt that you should Cut down on your drinking?
	2.	Have you been Annoyed by people criticizing your drinking?
	3.	Have you ever felt bad or Guilty about your drinking?
	4.	Have you ever had a drink to get rid of  a hangover, that is, an 

Eye-​opener?
A positive score, defined as positive answers to two or more of  the four 

questions, has been shown to have prognostic value in opioid management 
in cancer patients who experience pain.

The CAGE questionnaire helps physicians identify patients who are at 
high risk of  developing chemical coping, opioid dose escalation, and opioid-​
induced toxicity. Approximately 20% of  cancer patients have a positive 
CAGE questionnaire result.48

Fatigue
Fatigue, a multidimensional syndrome defined as a “decrement in perfor-
mance of  either physical or psychological tasks,”49 often has multiple con-
tributing causes. Clinicians can assess patients’ fatigue by characterizing its 
severity and temporal features (onset, course, duration, and daily pattern) 
and by evaluating its exacerbating, contributing, and relieving factors; its 
effect on patients’ daily lives; and its associated distress.49

In palliative patients, fatigue and other symptoms such as pain and 
depression can be assessed with the ESAS, as detailed earlier in this chap-
ter. Physical and/​or psychological symptoms such as pain, depression, and 
anxiety correlate significantly with fatigue.50

In research settings, fatigue can be evaluated with the Functional 
Assessment of  Chronic Illness Therapy–​Fatigue (FACIT-​F) subscale5 and 
the Brief  Fatigue Inventory, which has been validated as a measure of  fatigue 
in cancer patients.52

Cachexia
Cachexia, a complex metabolic syndrome characterized by a profound loss 
of  lean body mass, occurs in up to 80% of  patients with advanced cancer.49 
Clinical assessment for cachexia should include a physical examination and 
a thorough history that focuses on nutritional issues.
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Secondary causes of  cachexia, including nausea, vomiting, constipa-
tion, ascites, swallowing problems, oral candidiasis, taste alteration, early 
satiety, and deconditioning, should be investigated.49 Any loss of  appetite 
(anorexia) expressed by the patient can be assessed with a numerical rat-
ing scale such as the ESAS or other symptom evaluation tool. Body weight 
should also be evaluated.

Measuring the circumference of  the patient’s mid-​upper arm may also 
have prognostic value.53 In a research setting, the 2-​item Functional 
Assessment of  Anorexia/​Cachexia Therapy (FAACT) symptom-​specific 
subscale, in addition to FACIT-​F, can be used to measure patients’ concerns 
about their anorexia and/​or cachexia during the past 7 days.52

Nausea and Constipation
Nausea is a subjective symptom, frequently multifactorial. Nausea is com-
monly accompanied by pain, insomnia, anorexia, fatigue, anxiety, and/​or 
depression. Physicians should assess patients for the presence of  all these 
symptoms because they can contribute to or worsen nausea (thereby 
increasing distress in patients and their families).

To record intensity and frequency of  nausea, physicians should use a vali-
dated tool such as the ESAS not only at the initial evaluation, but also at 
regular intervals to evaluate patients’ response to nausea treatment.4

Constipation is difficult to assess and treat because of  the wide variety 
of  presenting symptoms.4 Because patients with advanced disease have a 
greater risk for severe constipation than those with early cancer, physicians 
should obtain complete clinical histories of  patients’ bowel habits, including 
their bowel patterns and stool characteristics.

The Rome Criteria (romecriteria.org) can be used to help assess con-
stipation but do not consider QOL.4,47 An abdominal radiography can be 
used to help assess bowel gas patterns and rule out ileus or bowel obstruc-
tion. In addition, an abdominal X-​ray film can be divided into four quadrants 
by drawing an “X” across the film.

Each quadrant is assigned a score of  0 to 3, with 0 indicating no stool 
in the lumen,  indicating stool occupancy of  < 50%, 2 indicating > 50% 
occupancy, and 3 indicating complete stool occupancy of  the lumen. The 
cumulative “constipation score” can range from 0 to 2. A score of  7 or 
more indicates severe constipation.4

Malignant Bowel Obstruction
In cases of malignant bowel obstruction, a common and distressing occurrence, 
particularly in patients with gastrointestinal and/​or gynecologic cancer,54 it is 
important to carefully assess the patient and the possible causes of the obstruc-
tion to ensure that the patient does not require emergent surgery.54 Computed 
tomography (CT) can be used to help physicians decide whether a surgical 
or medical approach would be more effective to relieve bowel obstruction.54

Dyspnea
Dyspnea is defined as difficult, labored, or uncomfortable breathing as expe-
rienced by the patient.55 The gold standard for diagnosing dyspnea is the 
patient’s self-​report, because dyspnea is a subjective symptom that has 
multiple potential causes, and the tachypnea and degree of  oxygen satura-
tion and other arterial blood gas results might not reflect the distress that 
dyspnea causes.
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Dyspnea can be assessed using numeric, oral, or visual analog scales. 
Instruments used to assess the intensity of  dyspnea include the Support 
Team Assessment Scale56 and the ESAS. However, no single scale can accu-
rately reflect the far-​reaching effects of  breathlessness on patients and their 
family or caregivers. Patients with high dyspnea scores have a poorer QOL 
than patients with low dyspnea scores as assessed by 0–​0 severity scale 
(e.g., ESAS-​dyspnea scale).

Delirium
The main features of  delirium, a transient and potentially reversible disorder 
of  cognition and attention, are a fluctuating course of  acute-​onset reduced 
sensorium, attention deficit, and cognitive or perceptual disturbances.57 In 
patients with advanced cancer, delirium causes significant distress and fre-
quently complicates end-​of-​life care.57

Assessment instruments with adequate psychometric properties, such 
as the Mini-​Mental State Examination (MMSE; originally used for the diag-
noses of  dementia), the Confusion Assessment Method (CAM), and the 
Memorial Delirium Assessment Scale (MDAS), facilitate the diagnosis of  
delirium and impose relatively little burden on patients.58–​60

The MDAS, a validated tool used in palliative care, measures the sever-
ity of  delirium and therefore captures behavioral manifestations as well as 
cognitive deficits.60 The MDAS measures relative impairment in awareness, 
orientation, short-​term memory, digit span, attention capacity, organiza-
tional thinking, perceptual disturbance, delusions, psychomotor activity, 
and sleep–​wake cycle. Items on the MDAS are rated from 0 (none) to 3 
(severe), with a maximum possible score of 30.

A total MDAS score of  7 yields the highest sensitivity (98%) and specific-
ity (96%) for delirium diagnosis.60

Assessment of Sleep Disturbance
Sleep disturbance (SD) negatively affects QOL.6 Sleep deprivation, an 
underreported problem among patients with advanced cancer, heightens 
physical, psychological, social, and existential suffering; diminishes cop-
ing capacity; and exacerbates symptoms such as pain and discomfort by 
increasing the perceived level of  illness severity.6

Several tools have been used to evaluate SD in non-​cancer settings; how-
ever, there is no validated single item screening scale to identify SD in pal-
liative population.

The Pittsburgh Sleep Quality Index (PSQI), which measures sleep quality 
and patterns, can be used in the research or clinical setting.62 The PSQI dif-
ferentiates “poor” from “good” sleep by measuring seven areas: subjective 
sleep quality, sleep latency, sleep duration, habitual sleep efficiency, sleep 
disturbances, use of  sleeping medication, and daytime dysfunction over the 
previous month. Patients rate each of  these seven areas on a 0 to 3 scale; 
the maximum combined score is 2.

A combined score of  5 or more indicates a “poor” sleeper (i.e., a patient 
who experiences sleep disturbance). The PSQI can be used to provide an 
initial assessment and/​or ongoing comparative measurements in all health-
care settings. PSQI has high validity, reliability, and internal consistency.62
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Assessment of Emotional  
and Spiritual Distress
Assessment of Anxiety and Depression
Although mood disorders such as depression and anxiety are among the 
most prevalent psychiatric illnesses experienced by patients with advanced 
cancer, mood disorders often remain underdiagnosed and thus under-​
treated.63 However, several easy-​to-​administer self-​reporting assessment 
tools have been created to improve the accuracy of  screening for anxiety 
and depression.64

The Hospital Anxiety and Depression Scale (HADS) is a brief, self-​
administered screening tool used to measure patients’ psychological dis-
tress.65 The HADS is sensitive to change, both during the course of  disease 
and in response to medical and psychological interventions. The HADS 
consists of  two subscales comprising 4 items (7 for anxiety and 7 for 
depression). Patients use a 4-​point scale to rate the degree of  distress they 
experienced during the previous week.

The two subscales are then scored separately. Scores of  7 or less indicate 
non-​cases of  anxiety and/​or depression; scores of  8–​0 indicate doubt-
ful cases; and scores of  –​2 indicate definite cases. Also, it has been 
proposed that scores of  4 or 5 or more indicate severe disorders. The 
HADS has good reliability and validity in assessing symptom severity, anxiety 
disorders, and depression in somatic, psychiatric, and primary care patients 
as well as the general population.65

Assessment of Spirituality, Religiosity,  
and Spiritual Distress
Spiritual and religious beliefs can affect the way patients cope with their 
illnesses, creating distress and worsening the burden of  the illness.66,67 
Spirituality is a dimension of  personhood, a part of  our being, and religion 
is a construct of  human making, which enables the conceptualization and 
expression of  spirituality.68,69 The spirituality and religiosity field is important 
to consider when we evaluate patients with advanced and terminal illness, 
because it can influence coping strategies and quality of  life. The presence 
of  spiritual pain can be an important component of  patients with chronic or 
acute pain and other physical and psychological symptoms.70

Spiritual assessment is a conversation in which the patient is encouraged 
to tell and explore his or her spiritual story. As in spiritual screening, there 
are several options in the literature for taking a spiritual history. It is to be 
patient centered and guided by the extent to which the patient chooses to 
disclose his or her spiritual needs.

There are several tools available for taking a spiritual history, including 
the Systems of  Belief  Inventory-​5R,7 Brief  Measure of  Religious Coping,72 
Functional Assessment of  Chronic Illness Therapy-​Spiritual Well-​Being,73,74 
SPIRITual History,75 HOPE,76 and FICA Spiritual History.77 Some of  these 
instruments are intended primarily for research, whereas others have been 
used primarily in the clinical setting for non-​chaplain clinicians.

The FICA tool (Faith, Importance, Community, Address in care) devel-
oped at the George Washington Institute for Spirituality and Health has 
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been tested and validated.77 It is recommended that it be incorporated into 
the social history section of  the overall history and physical. In incorporating 
this area into a history, providers should be conscious of  not imposing their 
own beliefs on the patient or trying to answer any questions or concerns 
that the patient may have in this area. Such questions and concerns should 
be referred to a professional chaplain. They also should be clear that this 
process does not oblige them to discuss their own beliefs and practices. 
The main goal of  this process is to understand the role of  spiritual and 
religious beliefs and practices in the patient’s life and the role they play in 
coping with illness. As in the screening, a basic goal of  the history is to 
diagnose spiritual distress, which should be referred to the professional 
chaplain.78 Through active listening, a relationship is established between 
the patient and the provider and/​or the professional chaplain. The chaplain 
then extracts themes and issues from the story to explore further with the 
patient. These themes might include meaning-​making, God as judge versus 
God as comforter, grief, despair, and forgiveness. This assessment should 
result in a spiritual care plan that is fully integrated into the patient’s and 
family’s total plan of  care, which should be communicated to the rest of  
the treatment team.78

Conclusion
Caring for patients with advanced illnesses involves relieving distressing 
physical, psychosocial, and spiritual problems and empowering patients 
and their families to retain control while balancing the benefits and risks 
of  treatments.

Recognizing these patients’ distressing symptoms as multidimensional 
complexes and using appropriate and validated assessment tools help phy-
sicians manage these symptoms to improve patients’ QOL and decrease 
caregiver burden.

Clinical Pearls
•	 Multiple distressing symptoms directly affect patients’ level of  distress, 

quality of  life (QOL), and survival.
•	P atients receiving palliative care present with multiple symptoms that 

require simultaneous assessment of  these symptoms and management.
•	A  comprehensive multidisciplinary assessment provides a complete 

evaluation of  patients with advanced and terminal illness and their 
caregivers.
•	P atients should be assessed not only for physical symptoms that cause 

physical distress, but also for symptoms that cause emotional and 
spiritual distress.
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Definition
Clinical decision-​making is the process used by healthcare providers to make 
clinical judgments and treatment decisions. The way in which decisions in 
health care are made has been a field of  study for more than 35 years, with 
an extensive body of  knowledge.

Decision-​making in health care is a process that involves different reason-
ing processes occurring at the same time, ranging from the most intuitive 
and informal to the most formal and analytical ones.2 The art of  decision-​
making in medicine lies in the correct balance between formal and informal 
decision-​making strategies.

The aim of  healthcare decisions in general is to determine which conduct 
will yield the most favorable outcome in a specific situation. The process 
of  decision-​making includes two basic phases: () determining the possible 
outcome for the possible alternative conducts, and (2) analyzing the desir-
ability of  each outcome.3
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Palliative Care Decision-​Making
In patients receiving palliative care, decisions regarding the introduction 
of  new treatments or the withdrawal of  already established therapies are 
almost equally frequent. As with every medical decision, palliative care deci-
sions must reflect a balance between the ethical principles of  beneficence, 
nonmaleficence, and patient autonomy.4

In particular, patient goals need to be taken into consideration, and that 
is why they need to be elicited very early in the relationship. For example, 
discussions regarding advance directives, which can significantly alter the 
desirability of  certain outcomes, must be undertaken early in the course 
of  life-​threatening diseases. Survival estimation is unreliable at the present 
time, and therefore “universal preparation precautions” are important for 
care planning.5

The Five-​Step Approach
Palliative care requires an extensive and structured assessment procedure, 
and a disciplined decision-​making approach is advisable. However, every 
patient is unique, and the same issue might demand completely different 
management in different patients.

A practical approach4 for decision-​making that takes into account the 
patient’s specificities is presented in Table 3. and will be further described 
in the sections that follow.

Step : Clinical Problem Identification and Exploration
Patients present to palliative care with a multitude of  clinical problems that 
can in turn trigger new problems. For example, an infection might trigger 
or worsen nausea, delirium, pain, and other problems, and hypercalcemia 
might cause vomiting, sedation, and delirium.

The first step is tightly related with the need for structured clinical assess-
ment in palliative care. The accurate determination of  the issues that affect 
the patient precedes the identification of  the effects of  each of  these issues 
on the patient’s quality of  life. Several examples are identified in Table 3.2.

Table 3.  The 5-​Step Approach

Step Activities

 Identify a clinical problem (i.e., bowel obstruction).

2 Establish the degree of  discomfort caused by the 
clinical problem (i.e., emesis, lack of  nutrition).

3 Identify the advantages and problems of  an 
intervention (i.e., colostomy).

4 Balance the overall pros and cons of  the 
intervention versus no intervention.

5 Discuss care plan with the patient, family, and 
care team.
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Step 2: Determination of the Patient’s Discomfort
After identif ication of  the issues that affect the patient, the patient’s 
discomfort associated with each specif ic problem must be identif ied. 
This is especially important, because as the disease progresses, the 
impact of  each symptom or problem on the patient’s quality of  life 
can change. For example, pneumonia can cause fever, fatigue, and 
cough with phlegm that are quite uncomfortable for a cognitively 
intact patient, but there may be few or no symptoms for another 
patient, especially if  the patient has already developed hypoactive 
delirium due to end of life.

Step 3: Identification of Problems Associated with the Treatment
Once all clinical and psychosocial problems are identified and ranked, it is 
fundamental to also identify all potential advantages and problems treating 
a problem.

Some potential advantages of  a treatment can be quite significant, such 
as the relief  of  fever, chest pain, and cough with intravenous antibiotics 
for pneumonia. On the other hand, the patient may need transportation 
to the hospital, bloodwork and X-​ray, insertion of  an IV, and several days 
of  inpatient care close to the end of  life. Sometimes the side effects of  the 
correction of  a problem are more bothersome to a given patient than the 
problem itself.

Some examples are found in Box 3..

Step 4: Risk–​Benefit Analysis
Once the issues affecting the patient, their potential side effects, their 
importance and rank according to the effect on the patient’s quality of  life, 
and the side effects of  treatment are identified, the palliative care provider 
must undertake a risk–​benefit analysis, weighing all the pros and cons of  
specific measures (Box 3.2).

Table 3.2  Some Examples of Common Palliative Care Situations

Issue Potentially Related Problems and Side Effects

Infection Pain, nausea, delirium, convulsions

Anemia Fatigue, chest pain, shortness of  breath, palpitations

Dehydration Delirium, myoclonus, hallucinations, fatigue

Renal failure Delirium, nausea, vomiting, fatigue, edema

Lymphedema Pain, heaviness, inability to move

Constipation Pain, nausea, vomiting, anorexia

Hypercalcemia Sedation, confusion, delirium, nausea, vomiting

Pathological Inability to move, pain, thrombosis/​embolism, 
respiratory

Fracture Infections due to being immobile

Bowel obstruction Emesis, cachexia, dehydration
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Step 5: Consensus
The course of  action must be discussed with the patient (whenever pos-
sible), the family, and the team in order to develop a consensus. Depending 
on the severity of  the issues and the complexity of  the relationships, fam-
ily meetings or several encounters might be needed to ensure complete 
understanding and to reach consensus.

Flexibility on the side of  the care team is needed; as conversations with 
the patient and family evolve, some of  the previous steps may need to be 
re-​evaluated.

Futility versus Harm
The clinician has no obligation to offer interventions that are futile and can-
not ethically offer interventions that are clearly harmful. However, care-
ful consideration should be given to these two terms with regard to some 
diagnostic or therapeutic interventions. Occasionally, patients or caregivers 
request interventions that are clinically futile but not harmful (i.e., imaging 
or lab work to confirm disease progression, vitamins, herbal treatments, 
etc.). These interventions can help the patient/​caregiver emotionally. On 
the other hand, refusal by the clinician based solely on futility when there 
is no clear evidence of  harm can be a source of  emotional distress for the 
patient or caregiver and therefore harmful.

Box 3.  Example of Situations in Which Treatment Might 
Be Especially Bothersome

•	H ospital admission
•	 Intensive care unit (ICU) transfer
•	 Surgery risks and discomfort
•	 Inconvenience of  multiple radiation sessions
•	 Side effects of  chemotherapy
•	 Discomfort of  maintaining an intravenous (IV) line
•	 Difficulties involved with hospital in repetitive and long visits for 

dialysis

Box 3.2  Important Questions to Be Answered  
in the Process of Decision-​Making

•	 What is the clinical problem?
•	T o what extent does the problem affect the patient?
•	 What are the potential effects of  the problem correction (desired  

and undesired)?
•	 What will be the effect of  withholding the problem correction?
•	 Is this decision supported by the best evidence available?
•	 Was the decision discussed with the patient and family? Do they 

understand and agree with the decision?
•	 What are the alternatives?
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Clinical Pearls
•	 In palliative care, decision-​making regarding the introduction of  new 

treatments can be as frequent and important as the withdrawal of  
current treatments.
•	A lways have in mind the ethical principles: beneficence, nonmaleficence, 

distributive justice, and autonomy.
•	T he practice of  evidence-​based medicine involves the integration of  

clinical expertise with the best available evidence from clinically relevant 
research.
•	A  structured approach for decision-​making in palliative care includes 

identification of  issues, ranking of  types of  discomfort, determination 
of  potential side effects, balance between intervention and 
nonintervention, and discussion with the patient, family, and team.
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Introduction
Pain is one of  the main symptoms experienced by cancer patients, during 
both curative and palliative therapy. Pain often triggers the patient’s initial 
medical evaluation prior to the diagnosis of  malignancy. Numerous national 
and international surveys have found that 30%–​50% of  cancer patients in 
active therapy and as many as 60%–​90% with advanced disease have pain.–​5

Pain, however, is undertreated. The reasons are many and include physi-
cians’ lack of  knowledge, lack of  availability of  opioid medication, govern-
mental regulations, physicians’ fear of  regulations, diversion of  medication, 
and fear of  addiction.6,7

Malignant diseases—​both solid tumors, such as in lung or colon cancer, 
and liquid tumors, such as in leukemia—​can lead to pain symptoms. The 
pain may be due to the tumor itself, either by direct involvement (e.g., of  
the bone, nerves, or viscera) or by indirect effects (e.g., tumor release of  
inflammatory mediators), or to treatments aimed at cure or palliation (see 
Box 4.). Pain associated with direct tumor involvement occurs in 65%–​85% 
of  patients with advanced cancer.

Cancer therapy accounts for pain in approximately 5%–​25% of  patients 
receiving chemotherapy, surgery, or radiation therapy.8 Pain syndromes 
commonly observed in the noncancer population are present in 0%–​5% 
of  cancer patients—​for example, lower back pain secondary to degenera-
tive disc disease.

Effective pain management involves an interdisciplinary approach using 
multimodal techniques, the goal being to relieve the patient’s suffering. 
Precise assessment of  pain and associated factors is crucial, as the objective 
of  treatment is to treat the cause whenever possible.

In this chapter the authors discuss the most practical aspects of  pain man-
agement in patients receiving palliative care. While the focus here is on pain 
management in patients with cancer because cancer-​related pain is com-
mon and often severe, the same principles of  pain management apply to 
patients receiving palliative care for a variety of  diseases.

Box 4.  Causes of Pain in Cancer

•	R elated to direct tumor involvement: 60%–​65%
•	R elated to cancer treatment: 20%–​25%
•	 Unrelated to cancer: 0%–​5%
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Definition
Cancer pain is pain as a result of  cancer or its therapy. Pain is subjective and 
varies in expression from person to person, and these individual differences 
must be considered when developing a plan of  symptom management (see 
Figure 4.).

A useful method of  treating pain is to not only respond to the patient’s 
current symptom constellation but also anticipate the patient’s symptom 
control needs, based on the specific cancer diagnosis and the sites of  tumor 
involvement.

The participation of  a palliative care specialist or team at a cancer center 
is vital to the successful management of  cancer pain.

MODULATION

COGNITIVE STATUS

MOOD

BELIEFS

CULTURAL

BIOGRAPHYTREATMENT

1. PRODUCTION/CONSTRUCT
(nociceptor)

2. PERCEPTION
(somatosensory cortex)

3. EXPRESSION

Figure 4..  Steps involved in the expression of pain in cancer patients. Numerous 
factors are believed to contribute to the overall expression of pain. Many of those factors 
are known and summarized in this figure. The bright gray lines indicate the factors that 
diminish pain intensity.
Adapted from Bruera E, Kim HN (2003). Cancer pain. JAMA 290(8):2476–​9.
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Mechanisms of Pain and Pathophysiology
The pathophysiological classification of  pain forms the basis for thera-
peutic choices. Pain states may be broadly divided into those associated 
with ongoing tissue damage (nociceptive) and those resulting from nervous 
system dysfunction (neuropathic), the latter of  which may or may not be 
accompanied by tissue damage (see Boxes 4.2 and 4.3).

Nociceptive pain can be of  the somatic or visceral type. Somatic pain 
results from the activation of  nociceptors in cutaneous and deep tissues; it 
is described as well-​localized aching, throbbing, and gnawing.

Visceral pain is caused by the activation of  nociceptors resulting from dis-
tension, stretching, and inflammation of  visceral organs; it is described as 
poorly localized deep aching, cramping, and pressure. Visceral pain may be 
referred—​for example, pancreatic cancer pain in the abdomen with referral 
to the back.

Breakthrough pain is common in cancer patients and is defined as a “transi-
tory exacerbation of  pain that occurs on a background of  otherwise stable 
persistent pain.”9 Breakthrough pain may be caused by activity or end-​of-​
dose failure; it can also occur spontaneously. It tends to be moderate to 
severe and, according to one study, lasts less than 3 minutes in 43% of  pain 
cases. The typical frequency is  to 4 episodes per day. Breakthrough pain 
tends to be prognostic of  poor response to pain treatment.0

In many cases, the etiology of  cancer pain is multifactorial. Pain may be 
nociceptive in origin and related to direct tumor invasion of  bone and soft 
tissue, or related to perineural involvement, benign inflammation, or super-
imposed infection.

Pain may also be neuropathic in origin and secondary to peripheral or 
cranial nerve involvement or related to the sequelae of  surgery or radia-
tion therapy.

Clinical Pearls
•	P ain can be nociceptive (visceral or somatic) or neuropathic.
•	 Somatic nociceptive pain is localized throbbing, gnawing; visceral pain is 

poorly localized cramping or pressure and is associated with autonomic 
symptoms.

Box 4.2  Types of Pain

Nociceptive
•	 Somatic: Sharp, localized, aching, throbbing, gnawing (e.g., pain in 

muscle, bone, soft tissues)
•	 Visceral: Dull, poorly localized, crampy, nauseous, squeezy, pressure 

(e.g., pain in the pancreas, liver, small bowel)

Neuropathic
•	 Burning, tingling, shooting, stabbing, itching, electric-​like, numb (e.g., 

peripheral neuropathy, plexopathy from tumors, post-​herpetic 
neuralgia)

 

 

 

 

 



Box 4.3  Cancer Pain Syndromes

Acute
•	 Due to cancer or related disorders
•	 Due to diagnostic interventions
•	 Due to anticancer therapy

Chronic

Nociceptive Somatic
•	 Bone pain
•	 Soft tissue
•	 Muscle
•	P leural pain
•	P araneoplastic syndromes

Nociceptive Visceral
•	H epatic distension syndrome
•	 Midline retroperitoneal syndrome
•	 Chronic intestinal obstruction
•	P eritoneal carcinomatosis
•	 Malignant perineal syndrome
•	A drenal pain syndrome
•	 Ureteric obstruction syndrome

Neuropathic
•	 Leptomeningeal metastases
•	P ainful cranial neuralgias (e.g., glossopharyngeal neuralgia)
•	P ainful radiculopathy
•	P ainful peripheral mononeuropathies
•	P araneoplastic peripheral neuropathy
•	N europathic pain is described as numb, shooting, or electric-​like.
•	 More than two types of  pain occur commonly in cancer.
•	 Breakthrough pain can occur spontaneously or can be caused by 

activity or end-​of-​dose failure.
•	 Cancer pain is multifactorial, requiring an interdisciplinary approach to 

treatment.
•	A  cancer pain syndrome includes acute or chronic pain, or both.
•	A cute pain may be due to procedures, cancer therapy, or preexisting 

medical conditions.
•	 Chronic pain may be neuropathic, nociceptive somatic, or nociceptive 

visceral.
•	P recise assessment of  the type and cause of  pain is the cornerstone 

of  optimal pain treatment.
•	 Cancers have specific well-​defined pain syndromes, but patients may 

also present with pain that is not related to the cancer. One must 
differentiate between the two types of pain.
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Assessment of Pain
Intensity of Pain Assessment
It is crucial to assess and monitor the intensity of  pain. Pain intensity can be 
measured by using simple visual analog, verbal, or numerical scales, or more 
complex pain questionnaires (see Box 4.4).

Most instruments and techniques are very reliable for assessing the 
intensity of  pain. The assessment can be made more effective by a graphic 
ongoing display of  pain and other symptoms in the patient’s chart, along 
with other vital sign monitoring. This establishes a baseline against which 
outcomes can be measured and helps the physician effectively administer 
appropriate care.

Current institutional pain management guidelines were established by the 
Joint Commission on Accreditation of  Health Care Organizations ( JCAHO) 
in 2000. On a 0 to 0 scale, mild pain can be defined as 0–​3, moderate pain 
as 4–​7, and severe pain as 8–​0.

Pain assessment should always be done in the context of  other cancer 
symptoms. In patients with a complex and evolving cancer history, visual 
representations of  the patient’s tumor sites and treatment can aid the phy-
sician in developing a tailored pain management strategy.

The Edmonton Labeled Visual Information System (ELVIS), validated in 
a randomized trial as a rapid and effective pictorial memorization tool, can 
prove useful to this end.2

Psychosocial Assessment
Pain as a symptom cannot be adequately evaluated in isolation from a 
patient’s total symptom burden. The Edmonton Symptom Assessment 
System (ESAS) is a validated and effective tool used for identifying symp-
toms commonly experienced by cancer patients.

Box 4.4  Pain Assessment Tools

Behavioral
•	 CAGE: Cut down, Annoyed, Guilty, Eye opener

Pain
•	 Brief  Pain Inventory Short Form (SF) and Long Form (LF)
•	P ain thermometer
•	 Wong–​Baker FACES pain rating scale

Psychosocial
•	E dmonton Symptom Assessment System (ESAS)
•	 Memorial Symptom Assessment Scale (MSAS) and MSAS–​Short Form 

(MSAS-​SF)

Cognitive
•	 Folstein Mini-​Mental Status Exam (MMSE)
•	 Memorial Delirium Assessment Scale (MDAS)
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Assessment of  a pain complaint is not valid unless a thorough psychoso-
cial assessment is done. The clinician should evaluate psychosocial factors 
such as anxiety, depression, loss of  independence, family challenges, finan-
cial difficulties, social isolation, and fear of death.

Cancer patients more often meet the diagnostic criteria for adjustment 
disorder with anxiety and depressed mood than the criteria for major 
depressive disorder.3

The effect of  pain and other symptoms on functional status must be 
understood to establish treatment goals. Pain, when evaluated in conjunc-
tion with other distressing psychosocial symptoms, leads to the calculation 
of  “total pain” or “suffering.”

Clinical Pearls
•	 Comprehensive assessment is vital for good symptom management (see 

Box 4.5).
•	P rognostic factors and performance status need to be assessed.
•	 Delirium will complicate pain assessment and management. Beware of  

misinterpreting delirium as pain.
•	 Validated instruments are invaluable for measuring pain severity.
•	P ain assessment must be done in the context of  other symptoms 

contributing to the illness experience.
•	P sychosocial factors affect pain reporting and expression.

Box 4.5  General Pain Management Principles
•	R espect and accept the complaint of  pain as real.
•	T reat pain appropriately.
•	T reat underlying disorder(s).
•	A ddress psychosocial issues.
•	 Use a multidisciplinary approach.
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Pharmacotherapy
The management of  cancer pain has made significant progress in recent 
years, partly because of  Agency for Health Care Policy and Research 
(AHCPR) guidelines,4 but mostly because of  an international movement to 
optimize symptom management in the chronically ill and dying.

Cancer pain in particular can present a challenge, necessitating accurate 
diagnosis and appropriate intervention. Pharmacotherapy with analge-
sics remains the mainstay of  treating cancer pain. Most cancer pain syn-
dromes present with moderate to severe pain and are associated with 
several comorbidities, requiring a multidisciplinary approach for optimal 
management.

The analgesics used to manage cancer-​related pain can be divided into 
three categories:
•	N on-​opioid medications such as acetaminophen and nonsteroidal anti-​

inflammatory drugs (NSAIDs)
•	 Weak opioid medications such as codeine or strong opioids such as 

morphine
•	A djuvant medications such as tricyclic antidepressants (TCAs) and anti-​

epileptic drugs (AEDs).

WHO Analgesic Ladder
In 984, the World Health Organization (WHO) proposed a simple analge-
sic “ladder” for the pharmacological management of  cancer-​related pain5 
(see Figure 4.2). Experience applying this ladder in several countries has 

Morphine
Dihydromorphone
Oxycodone
Fentanyl

SRONG Opioid
+ Non-Opioids

+ Adjuvant

WEAK Opioid
+ Non-Opioids

+ Adjuvant

+ Non-Opioids
+/− Adjuvant

Codeine
Hydrocodone
Oxycodone

Aspirin
Acetaminophen
NSAIDs

Figure 4.2. T he WHO pain ladder.
Adapted by Yennurajalingam S, et al. (2005). Pain and terminal delirium research in 
the elderly. Clin Geriatr Med 2():93–​9. Reprinted with permission from Elsevier.
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shown that the simple principle of  escalating from non-​opioid to strong 
opioid analgesics is safe and effective.

Step 
The first step of  the analgesic ladder is to use a non-​opioid analgesic (e.g., 
acetaminophen or an NSAID). Adjuvant drugs can be added to enhance 
analgesic efficacy, to treat concurrent symptoms that exacerbate pain, and 
to provide independent analgesic activity for specific types of  pain. Adjuvant 
medications, such as TCAs, may be used at any step.
•	 Identify pain syndrome.
•	P ain intensity: mild (0 to 3)
•	 Medications: acetaminophen, anti-​inflammatory agents, TCAs, or AEDs
•	R esponse: somatic and neuropathic pain syndromes respond mildly.

Step 2
If  pain persists despite step  medications, then a mild low-​potency opioid 
such as codeine should be added (not substituted). The pain syndrome is 
any or specific.
•	P ain syndrome: identify
•	P ain intensity: moderate (4–​7)
•	 Medications: mild opioids, NSAIDs, TCAs, or AEDs
•	R esponse: varies.

Step 3
If  pain persists despite step 2 efforts, then a strong (high-​potency) opioid 
such as morphine is initiated in step 3. The dose of  the stronger opioid can 
be titrated upward according to the patient’s pain, as there is no ceiling dose 
for morphine.

Medications for persistent or continuous pain require an around-​the-​
clock prescription, with an extra dose available in case the patient experi-
ences breakthrough pain.
•	 Identify pain syndrome.
•	P ain intensity: moderate to severe, 7–​0/​0
•	 Medications: strong opioid (morphine class), plus NSAIDs, AEDs, TCAs, 

or other agents
•	R esponse: good, 80%–​90%.

Opioids
Opioid medications form the basis for the management of  cancer-​related 
pain, regardless of  its pathophysiology. They are pharmacodynamically clas-
sified into pure agonists, mixed agonist–​antagonists, and antagonists.

In clinical practice, only pure agonists are used. Mixed agonist–​antagonists 
are not used because they exhibit a ceiling effect, at which point the benefit 
from agonist action on analgesia equals the side effects from antagonism, 
including the potential to precipitate symptoms of  withdrawal.

Of  the three classical opioid receptor types—​mu, delta, and kappa—​the 
mu receptor is most clinically relevant.

Low-​Potency (Mild) Opioids
The list of  mild or low-​potency opioids includes codeine, propoxyphene, 
hydrocodone, and dihydrocodeine, which have a potency of  between one-​
tenth and one-​fourth that of  morphine sulfate (Box 4.6).

 

 

 

 

 

 

 



36 Chapter 4  Pain Assessment and Management 

Indications for drugs from this group include mild to moderate pain not 
responsive to non-​opioids. Examples include mild bone pain and early 
visceral pain.

These agents are also occasionally used for breakthrough pain in patients 
with constant pain who are receiving sustained-​release opioids. This group 
of  drugs is commonly formulated with acetaminophen, limiting dose escala-
tion to the maximum allowable dose of  acetaminophen. Formulations with-
out acetaminophen can be prepared by some pharmacies.

Codeine
Codeine is commonly prescribed for both its analgesic properties and 
antitussive effect. It can be one of  the most constipating of  all drugs and 
is sometimes used to control diarrhea in opioid-​tolerant cancer patients.

Codeine, with a plasma half-​life of  2–​3 hours, is metabolized by the liver 
to its active metabolite, morphine. Approximately 0% of  the Caucasian 
population has mutations in the hepatic enzyme CYP2D6 and therefore 
cannot convert codeine to morphine, resulting in poor analgesic efficacy.

Tramadol
Codeine’s synthetic analogue, tramadol, is not widely used in the treatment 
of  cancer pain. It is a weak mu-​receptor agonist, most effective for the 
treatment of  mild to moderate pain states.

With activity via blockade of  presynaptic reuptake of  serotonin and nor-
epinephrine, there is evidence that it works in neuropathic pain states.6 It is 
an effective step 2 medication in the appropriate clinical scenario.

Hydrocodone
Hydrocodone is currently the most widely used opioid in the United States 
and is commercially available in different concentrations. Oral formula-
tions that include either acetaminophen or ibuprofen as a co-​analgesic are 
available.

Box 4.6  WHO Approach to Drug Therapy of Cancer Pain

Five Essential Concepts
•	 By the mouth: The oral route is preferred for simplicity in the 

management of  nociceptive and neuropathic pain.
•	 By the clock: If  the pain is persistent, then around-​the-​clock (atc) 

medication should be used, in addition to as-​needed (prn) doses.
•	 By the ladder: This implies moving to the next step rather than 

sideways. (A next-​step move would be from a non-​opioid to an 
opioid; a sideways move would be from opioid to opioid, i.e., 
morphine to oxycodone.)
•	 For the individual: The dose varies from individual to individual. Hence, 

the right dose is the one that relieves pain without causing side effects.
•	 With attention to detail: Other factors (e.g., psychosocial distress, 

spiritual concerns) need to be assessed and dealt with in addition to 
pharmacotherapy, thereby treating total pain.
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Hydrocodone is a synthetic opioid, with a half-​life of  2–​3 hours, acting 
through conversion to hydromorphone via the CYP2D6 enzyme. Genetic 
mutations in CYP2D6-​mediated metabolism can be associated with 
reduced efficacy or increased toxicity of  hydrocodone, as with codeine.7–​9

High-​Potency (Strong) Opioids
This class of  drugs is used for all pain types and includes oxycodone, hydro-
morphone, meperidine, fentanyl, and methadone.

Morphine
Morphine is the most widely used and prototype drug of  its class. It is a 
gold-​standard drug, available in all countries, and is valued for its low 
cost, ease of  use, and analgesic potency. It is converted to morphine-​3-​
glucuronide and mophine-​6-​glucuronide (M3G and M6G, respectively) by 
UDP-​glucuronyl transferase in the liver, acting on the mu receptor in the 
central nervous system.

Caution should be exercised when using morphine in patients with renal 
impairment, as these compounds are excreted by the kidney. Only M6G has 
been implicated in opioid activity and side effects (e.g., sedation) in animal 
studies. M3G has a very low affinity for opioid receptors and is largely inef-
fective as an analgesic. M3G may be responsible for morphine’s observed 
neuroexcitatory toxicities.20

Morphine’s duration of  action is 2–​4 hours; however, the sustained-​
release form can be administered as infrequently as every 8 to 2 hours. 
Morphine is available for oral, rectal, intramuscular (IM), intravenous (IV), 
and sublingual use, as well as in epidural and intrathecal preparations.

Oxycodone
Once classified as a low-​potency opioid when its dosage was limited by 
combination with acetaminophen or aspirin, oxycodone is now avail-
able as a stand-​alone preparation. With a sustained-​release as well as an 
immediate-​release form, it has gained widespread popularity in the treat-
ment of  cancer pain.

Oxycodone is considered equipotent to, if  not more potent than, mor-
phine. It is available only in the oral form in the United States and has a 
higher oral bioavailability than that of  morphine.

Oxymorphone
Oxymorphone (oxymorphone hydrochloride, or 4-​hydroxydihydro-​
morphinone) is a semi-​synthetic mu-​opioid receptor agonist available in 
immediate-​ and extended-​release formulations.2 It is considered a more 
potent opioid than its parent compound, morphine.

Taking oxymorphone with food can increase serum levels by up to 50%; 
thus, it is recommended to be taken at least  hour before or 2 hours after a 
meal.22,23 Co-​ingestion of  alcohol with extended-​release oxymorphone can 
raise serum levels (from 70% up to 270% in some patients) in an unknown 
manner and, thus, should be avoided.22

Hydromorphone
Hydromorphone is a useful, short-​acting opioid, 6–​7 times more potent 
than morphine. It is available for administration via all routes, including 
neuraxial.
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Hydromorphone is available in immediate-​release and sustained-​release 
oral formulations. The long-​acting formulation of  hydromorphone is coated 
in a casing to minimize abuse and diversion but can be associated with medi-
cation bezoars.24

Meperidine
Meperidine is commonly used throughout the world as an opioid analgesic, 
although it is not used as often as morphine. It is predominantly a mu-​opioid 
receptor agonist, available in oral and IV formulations. It undergoes hepatic 
metabolism to normeperidine and is excreted by kidney.

In the oral form, its potency is one-​tenth that of  morphine, which makes 
it less efficacious in most patients. Increased doses required to achieve 
morphine-​equianalgesic levels are associated with the risk of  normeperi-
dine accumulation.

With the potential for increased central nervous system excitability and 
convulsions, it should be used with extreme caution in renally impaired and 
elderly patients.

Fentanyl
Fentanyl is a semi-​synthetic opioid available in parenteral, transdermal, and 
oral preparations. The prototype of  a semi-​synthetic opioid, it is the only 
drug of  this class available in parenteral form. Its rapid onset and relatively 
short duration of  action make it a good choice for the control of  acute pain 
and for use in patient-​controlled analgesia (PCA) pumps.

Unlike other opioids, a sustained-​release form (transdermal) was devel-
oped long before its breakthrough non-​parenteral counterpart, oral trans-​
mucosal fentanyl.24–​26 The sustained-​release, transdermal form has been 
used successfully for stable pain.

Once applied, it forms a depot under the skin and is slowly released into 
the circulation. This limits its use in emergency situations, though, since it 
takes up to 8 hours to reach peak.27 Patch is changed every 72 hours, 
which is convenient in patients whose pain is stable. Its use is difficult, how-
ever, in patients requiring frequent dose titration.

Oral transmucosal fentanyl has been approved for use in cancer patients 
with breakthrough pain, based on its rapid absorption via the oral mucosa.28 
A new oral preparation uses a novel effervescent drug delivery shown to 
enhance absorption across the buccal mucosa.29 Intranasal fentanyl spray 
and fentanyl pectin nasal spray have been approved for use in breakthrough 
cancer pain.30,3

Sufentanil
This synthetic derivative of  fentanyl is 5–​0 times more potent than fentanyl 
itself. Its use has been mostly limited to anesthetic purposes.

As clinical familiarity increases and more routes of  administration become 
available (only an injectable form is available now), it is expected that the 
use of  sufentanil will increase in patients with cancer pain, especially those 
who are highly tolerant to opioids. It has shown good results when used 
intravenously in PCAs and in subcutaneous (SC) infusions in the context 
of  palliative care.32
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According to one report, it can be used successfully for breakthrough 
pain when applied sublingually.33 Neuraxial application of  sufentanil is an 
option in select patients.

Methadone
Because of  its low cost and well-​understood pharmacological properties, 
methadone is now accepted as a second-​line opioid for the treatment of  
cancer-​related pain.

Methadone is tightly bound to α-​-​acid-​glycoprotein, shows high lipid 
solubility, and given its significant tissue distribution, sustains a steady 
level in plasma during chronic treatment. No active metabolites are 
currently known.

It is generally available as a racemic mixture containing both D and L 
isomers. Levo-​methadone, with twice the potency of  the racemic form, is 
available in some countries.

The frequently observed interindividual variation in methadone pharma-
cokinetics has been attributed to differences in metabolism by the cyto-
chrome P450 hepatic enzyme family. At least four heterologous expressed 
P450 proteins have been shown to catalyze the N-​demethylation of  metha-
done, for which the P450 3A4 type appears to be the main enzyme.

Caution should be observed with the co-​administration of  other drugs 
that interact with the cytochrome P450 system. Cytochrome P450 inhibi-
tors include certain antibiotics, antifungals, antivirals, and antidepressants. 
Induction of  the P450 system may be caused by anticonvulsants, rifampin, 
and corticosteroids.

Despite a wide range in interindividual pharmacokinetic variations of  
methadone, there are two phases identified: a rapid and extensive distribu-
tion phase (half-​life of  2–​3 hours), followed by a slow elimination phase 
(half-​life of  5–​60 hours). This extended elimination phase is of  particular 
clinical importance since it can result in accumulation and toxicity. Adverse 
effects include sedation, nausea, and respiratory depression.

One limitation with the use of  methadone is how it is viewed by society. 
Methadone is stigmatized because of  its traditional use in the management 
of  opioid addiction. It was termed a “killer drug” by the New York Times 
because of  an increase in its use by recreational drug users and the associ-
ated rise in overdoses and subsequent deaths.34

Despite its questionable reputation, methadone has many advantages in 
palliative care. It can be administered orally, rectally, and intravenously, and 
is an effective alternative to morphine, hydromorphone, and fentanyl for 
treating cancer-​related pain.

Finally, methadone is inexpensive and thus may be of  particular interest 
for developing countries. It is also considered to be an NMDA receptor 
antagonist and may have a role in the management of  opioid-​resistant and 
neuropathic pain.

Methadone currently has two main indications in palliative care: () treat-
ment of  patients with opioid resistance and neuropathic pain, and (2) as a 
second-​line agent in opioid rotation.

An optimal conversion method, rotating commonly used opioids to 
methadone and vice versa, has not yet been established.
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Patients usually benefit from rotations from a previous opioid to meth-
adone over 3 days, progressively reducing the dose of  the previous opi-
oid and increasing the dose of  methadone (PO doses). The usual ratio 
from methadone to morphine is 4: in patients requiring < 90 mg/​day 
of  morphine; 8: the ratio is 90–​300 mg/​day, and 2: when the dose is  
> 300 mg/​day (see Table 4.).

This method was used in a prospective, multicenter study of  08 
patients.35 Although the multicenter study dealt mainly with the rotation 
from morphine to methadone, identical approaches have been used for the 
rotation of  other opioids to methadone.

Studies examining the frequency of  administration, including every 8, 2, 
and 24 hours, have had different results. One prospective study rotated 52 
patients receiving oral morphine to oral methadone every 8 hours using 
different dose ratios. Patients were switched because of  poor analgesia or 
adverse effects related to morphine. Switching to methadone was consid-
ered effective in 42 (80%) of  the patients. The average period after which 
results were achieved was 3.65 days.

Future prospective studies are needed to explore equianalgesic conver-
sion ratios for rotation from opioids to methadone and vice versa, including 
the influence of  methadone on neuropathic pain and fast-​developing toler-
ance induced by other opioids.

Bruera et al. proposed the following considerations for the future devel-
opment of  equianalgesic tables:36 first, methadone appears to be more 
potent than previously accepted; second, conversion ratios relative to 
methadone depend on the dose of  the previously used opioid. Also, con-
version ratios falter at extremes of doses.

In addition to an equianalgesic conversion factor, strong emphasis should 
be placed on the physician’s clinical experience, the patient’s clinical con-
dition, the use of  other interacting drugs, and the use of  other simulta-
neous interventions for pain relief, which may include radiation, surgery, 

Table 4.  Method of Rotation to Methadone

Morphine Methadone Dose*

Day –​
Day 3

Reduce the dose of  
morphine over the period 
of  3 days†

Increase the dose of  
methadone over the period 
of  3 days†

4: morphine < 90 mg/​day
8: morphine 90–​300 mg/​day
2: morphine > 300 mg/​day
Rescue [breakthrough] 
dose: one-​sixth of  daily dose 
up to 3 allowed per day

* Methadone dose divided and administered every 8 hours. Ratio given is for 
morphine: methadone ratio.
Reprinted from Bruera E, Sweeney C (2002). Methadone use in cancer patients with pain: a 
review. J Palliat Med 5():27–​38.
† Consider 50% on Day , 30% on Day 2 and 20% on Day 3
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chemotherapy, or a combination thereof, as well as the use of  other 
analgesics.

After the administration of  methadone, its side effects, in particular seda-
tion and impaired cognition, should be monitored carefully. Monitoring 
should be continued for several days after successful rotation to another 
opioid because of  potential accumulation of  the drug and late toxicity.

For further details on pharmacological properties and the use of  metha-
done in cancer patients, we refer the reader to some of  the recent exten-
sive reviews of  methadone and international guidelines.37–​39

Methadone’s tendency to prolong the QTc interval, increasing the risk for 
conversion to torsade de pointes, has led to a black-​box warning.40 Studies 
have shown a QTc increase between 9.5 ms and 20 ms on initiation of  
methadone therapy. This is of  particular concern in patients with a history 
of  cardiac conduction abnormalities, patients with a prolonged QTc (> 450 
ms) at baseline, or patients receiving other commonly used medications 
that are cytochrome p450 inhibitors or are known to prolong the QTc.

A recent study did not show QTc prolongation in patients given metha-
done in a palliative care setting.4 Routine EKG screening of  all patients in a 
palliative care setting may not be necessary; however, if  circumstances per-
mit, a routine EKG screening prior to the initiation of  methadone therapy 
is recommended.

Levorphanol
Levorphanol, a morphinian derivative, is available in oral, IV, and SC forms. 
It exerts its effects via mu, delta, and kappa opioid receptors; by inhibi-
tion of  norepinephrine and serotonin uptake; and by NMDA receptor 
antagonism.42

Levorphanol is glucuronidated in the liver with its glucuronidated prod-
ucts renally excreted. Levorphanol’s half-​life of  approximately 2–​6 hours 
must be considered in patients with hepatic or renal dysfunction.

Clinical Pearls
•	 Most pain can be satisfactorily controlled using relatively simple 

medication regimens.
•	P ersonalized treatment goals should be discussed with patients and their 

families.
•	T he WHO ladder concept of  escalating from non-​opioid to strong 

opioid analgesics is safe and effective.
•	A nalgesics include non-​opioids and opioids.
•	P ure opioid formulations are preferred to combinations with low-​

potency analgesics (i.e., acetaminophen with oxycodone).
•	 Opioid medications form the basis of  the management of  cancer pain, 

regardless of  the pathophysiology of  the pain.
•	 Mu-​opioid receptors are the most clinically relevant of  the three 

classical opioid receptor types (mu, delta, and kappa).
•	T he pain regimen should be tailored to the type and intensity of pain.
•	T he clinician should schedule around-​the-​clock (atc) and adequate 

breakthrough dosing.
•	A ppropriate adjuvant analgesics should be considered.
•	A nti-​emetics and laxatives should be prescribed proactively.
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•	 Familiarization with opioid conversion principles is critical.
•	 Clinicians must recognize the signs and symptoms of  opioid-​induced 

delirium and overdose.
•	 Clinicians must use caution in prescribing benzodiazepines for 

anxiety-​induced pain.
•	 Clinicians must identify and anticipate the potential for drug interactions 

and polypharmacy.
•	N onpharmacological approaches (i.e., anesthetic and neurosurgical 

procedures) should be considered where appropriate.
•	 Balanced analgesia is the key to good cancer pain management.
•	 Clinicians must be able to differentiate between tolerance and physical 

and psychological dependence.
•	 Clinicians should always consider the “total pain” concept and treat 

accordingly.
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Steps to Treating Cancer Pain
Pain severity, previous opioid use, dosing, and side effects, as well as any 
preexisting conditions, guide the principles of  pain treatment.

Step 
Assess Pain Severity
Pain severity serves as a guide in the decision-​making process with regard to 
choosing a low-​potency opioid versus a high-​potency drug like morphine. 
Most low-​potency opioids are less suitable for severe pain because of  their 
dose limitations and the presence of  the ceiling effect.

Most cancer pain situations call for high-​potency opioids. If  a patient has 
an optimal trial with oral opioids, including rotation to a different opioid, or 
has experienced dose-​limiting side effects, an alternative route such as IV or 
neuraxial may be tried.

Pain severity reported on a verbal numeric scale should be interpreted in 
the context of  other psychosocial symptoms.

Step 2
Assess Opioid History and Side Effects
Patient-​to-​patient variability in response to a specific opioid has been widely 
appreciated and documented.43 Some patients may respond well to one 
opioid after other opioids fail or are intolerable.

This phenomenon is likely explained by the drugs’ action on different 
receptors or genetic factors in opiate receptor constitution and will influ-
ence the selection of  drugs within the same class.43,44

Step 3
Previous Opioid Dosing and Pharmacokinetics
“Opioid-​naïve” patients will require lower doses at least initially, reflecting 
the degree of  tolerance. Opiate-​tolerant patients are more likely to require 
longer-​acting agents, while an as-​needed-​only regimen is recommended for 
patients with incident pain syndromes.

Opioid-​tolerant patients may require stronger and higher than conven-
tional doses of  opioids from the beginning.

Opioid medications exhibit a wide interindividual variation, possibly 
because of  differences in intrinsic activity and action at different receptors 
and receptor subtypes.43,44. Hence, opioid rotation is a worthwhile exercise 
when dose-​limiting side effects are encountered.

The generally accepted method is to treat side effects before opioid 
switching. There is no general consensus on the number of  opioid rotations, 
but in the authors’ experience at least two or three opioid rotations, which 
should include methadone at some stage, need to be attempted.

Administration Strategies
Around the Clock (atc)
Around-​the-​clock (atc) administration is required in patients with continu-
ous or frequent episodic pain. It is given to maintain a steady-​state level 
and depends on the half-​life of  the drug chosen. Sustained-​release oral 
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preparations (morphine, oxycodone, oxymorphone) and transdermal 
patches (fentanyl) have gained popularity for their convenience.

Opioid-​tolerant patients may require more frequent dosing regardless of  
the preparation used, to avoid end-​of-​dose failure.

Breakthrough (prn, or as needed)
Since fluctuations in the pain level occur in most patients on long-​acting 
preparations, the need for shorter-​acting agents is present in almost every 
case to provide coverage during surges. Rescue doses can be prescribed for 
as often as once every hour orally, or even once every 5–​20 minutes when 
the IV route is used.

Traditionally, 0%–​20% of  the total opioid dose in a 24-​hour period is 
given as a breakthrough dose. For patients experiencing less frequent epi-
sodic pain or pain related only to activity, only short-​acting opioid medica-
tions are used, preferably on a preemptive basis.

Most of  the short-​acting opioids are not suitable for pain episodes lasting 
only a few minutes; however, transmucosal fentanyl preparations can be 
used for breakthrough cancer pain in these settings, with rapid onset and 
short clinical half-​life.45 High cost limits its use and accessibility.

Patient-​Controlled Analgesia
Delivery of  opioids by patient-​controlled analgesia (PCA) is occasionally 
indicated in refractory pain syndromes with acute exacerbations of  pain. It 
is also used in patients unable to tolerate oral preparations. It can be deliv-
ered either intravenously or subcutaneously.

Although opioids are traditionally delivered intravenously in hospitalized 
patients, PCAs are available for use on an outpatient basis with appropriate 
supervision. In the outpatient or home setting, the SC route may be consid-
ered because of  its convenience and ease of use.

The pharmacodynamics for both SC and IV delivery tends to be similar 
once steady state is achieved.

Presence of Other Symptoms
Sometimes symptoms of  delirium, anxiety, and depression may be inter-
preted as physical pain, and opioid escalation is done with worsening of  
delirium. Hence, assessment of  these symptoms is mandatory to avoid 
overdosing of  opioids.

Step 4
Assess Opioid Side Effects
A thorough knowledge of  opioid side effects is necessary. While some side 
effects are common to all opioids, some patients may exhibit side effects 
unique to a specific drug and its metabolic end products.

Diminution or elimination of  side effects is an important part of  opioid 
therapy. Every effort should be made to treat side effects prophylactically 
(e.g., treat constipation with laxatives, and nausea with anti-​emetics). The 
opioid-​switching phenomenon likely emerged in an effort to treat the side 
effects of  opioids.

Whenever possible, dose readjustment should be the first measure 
in managing adverse reactions. Some common opioid side effects are 
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described as follows (for a more detailed review of  each symptom, please 
refer to relevant chapters in this Handbook).

Sedation
Sedation is a commonly encountered side effect that often signifies exces-
sive dosing. Downward titration of  the dose to the level of  analgesia is 
usually desirable. Drug combinations with opioids and other adjuvant medi-
cations may allow for an opioid-​sparing effect, thereby minimizing sedation.

If  sedation tends to be refractory to these maneuvers, the addition of  a 
central nervous system stimulant (e.g., methylphenidate or dextroamphet-
amine) with upward titration could be helpful.46 Methylphenidate is started 
with an initial dose of  5 mg on wakening and 5 mg at noon, with upward 
titration to response.

The development of  sedation following a period of  adequate pain 
control may indicate improvement in or resolution of  the original pain-
ful stimulus (e.g., decreased tumor burden after antineoplastic therapy). 
Downward titration of  the opioid to the level of  analgesia would again be 
recommended.

Tolerance
Tolerance is the second most common side effect and usually occurs within 
the first few days of  opioid administration. It is defined as a reduction in 
the effectiveness of  central or peripheral opioid activity, including analgesia, 
despite further attempts at dose escalation.

The dominant mechanism (central versus peripheral) should be deter-
mined in order to guide therapeutic choices (i.e., neuroleptics vs. motility 
agents, respectively).

Nausea and Vomiting
Opioids can trigger nausea and vomiting directly by decreasing gastroin-
testinal (GI) motility and indirectly by inducing constipation. Patients with 
advanced malignancy can have decreased GI peristalsis secondary to circu-
lating inflammatory mediators, with opioids compounding this effect.

Metoclopramide is frequently used to treat nausea and vomiting because 
it has multiple mechanisms of  action that antagonize opioids, at both the 
central chemoreceptor trigger zone and the GI tract. Other agents include 
prochlorperazine, diphenhydramine, butyrophenones, benzodiazepines, 
steroids, and serotonin antagonists, such as ondansetron.

In patients who are receiving chemotherapy, a more aggressive approach 
should be used that is based on anticipated emetogenicity. This includes the 
use of  aprepitant, a neurokinin-​ (NK-​) receptor antagonist.

Constipation
Constipation is one of  the most common and easy-​to-​anticipate side 
effects. It often masquerades as other symptoms, presenting as intractable 
nausea and vomiting, increased abdominal pain, delirium, anorexia, or over-
flow diarrhea.

Since tolerance develops very slowly, if  at all, patients will likely require 
regular laxative treatment from the inception and throughout the duration 
of  opioid therapy. Dehydration, impaired mobility, autonomic dysfunction, 
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and chemotherapy (e.g., vinca alkaloids) may compound the effects of  
opioid-​induced constipation.

A bowel stimulant (e.g., senna) with a softening agent (e.g., docusate) 
is the most commonly used combination.47 Multi-​agent prophylaxis with 
gradual incremental dose increases may be necessary to reach the desired 
effect, based on patient subjective reports and clinical examination.

A kidney, ureters, and bladder (KUB) or flat-​plate X-​ray of  the abdomen 
provides useful objective information regarding the degree of  constipation 
when the clinical history or exam is inconclusive.48

Preparations such as polyethylene glycol (PEG) are tasteless, well toler-
ated, and useful as an adjunct to daily regular laxative therapy with senna 
and docusate. Resorting to an osmotic laxative such as lactulose or bowel 
preparations (magnesium citrate) is usually reserved for severe cases and 
could produce diarrhea.

As a backup measure, bowel lavage can be used in refractory cases until 
regular bowel movements are restored. A  simple Fleet Enema, milk and 
molasses enema, or a manual maneuver may be the first remedies tried in 
these situations.

Caution should be used in patients whose constipation could be due 
to ileus, intestinal obstruction, or spinal cord compression, which is not 
uncommon in abdominopelvic malignancies and metastatic disease.

Neostigmine has been administered successfully in refractory cases, but 
caution should be exercised in cases of  bowel obstruction and in patients 
with cardiac abnormalities. Oral naloxone has been used to manage severe 
cases of  constipation.49

Recently, IV methylnaltrexone was approved for the management of  
refractory constipation in patients receiving opioid therapy. This drug has 
been shown to exert peripheral effects on the GI tract without reversing 
central analgesia.50

Important and commonly encountered considerations in patients under-
going active chemotherapy are neutropenia and thrombocytopenia. In 
patients with neutropenia (absolute neutrophil count < 000/​µL blood), 
therapy is limited to the oral route, since rectal manipulation of  any kind can 
lead to bacterial translocation and sepsis.

Thrombocytopenia (defined as < 50,000 platelets/​µL blood) also limits 
the physician to an oral route secondary to bleeding risks.

Cognitive Impairment
Other causes of  cognitive impairment should be aggressively sought 
before opioid medications are implicated. Impaired cognition, pre-
senting as delirium, hallucinations, agitation, or somnolence, has 
been observed with sepsis, leptomeningeal disease, brain metastases, 
metabolic derangements (i.e., hypercalcemia), chemotherapy (e.g., 
ifosfamide-​induced encephalopathy5), antifungal therapy (i.e., voricon-
azole), radiation (e.g., radiation-​induced encephalopathy52), and hepatic 
encephalopathy.

Cancer patients often receive a variety of  psychotropic medications for 
depression and other conditions, which alone or in conjunction with opioids 
may produce mental status changes. Benzodiazepines in combination with 
opioids and other psychotropic drugs can complicate matters.
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When opioid-​induced cognitive impairment is suspected, the initial step 
should be to lower the dose, which can also be diagnostic. It is highly rec-
ommended not to add another medication to treat agitation or other symp-
toms without this step.

If  manipulation of  the analgesic regimen, including opioid rotation, is inef-
fective, then haloperidol or a drug from the same class may be considered.

Urinary Retention
Urinary retention is a relatively rare adverse reaction. It is usually observed 
in patients at extremes of  age and is more likely to occur when medications 
with anticholinergic properties are administered concurrently with opioids.

It is commonly observed in patients receiving neuraxial opioids. 
Tolerance usually develops, but occasional patients may need temporary 
catheterization.

Myoclonus
Myoclonus is a dose-​dependent phenomenon presumably related to opioid 
metabolites, more often those of  morphine and meperidine. This phenom-
enon can occur with all opioids. It results from central motor excitability and 
could be a sign that a patient’s level of  tolerance has been overwhelmed.

A simple dose adjustment may abate the symptoms; however, rotating 
the opioid or temporarily adding a benzodiazepine may be necessary.

Respiratory Depression
Respiratory depression is a rare occurrence in patients on chronic opioid 
therapy, as tolerance to this opioid action usually develops in a short time. 
However, accidental overdose or the addition of  another sedative agent 
can trigger respiratory depression.

As long as respiratory function is not significantly impaired, temporary 
discontinuation and recommencement at a lower dose are recommended.

Opioids in combination with benzodiazepines are a common cause of  
respiratory depression. In cases where respiration is compromised, leading 
to derangements in arterial blood gas values, the opioid antagonist naloxone 
can be titrated to response. It is given in 40 mcg increments rather than as 
a bolus to avoid acute opioid withdrawal.

Cases of  tachyarrhythmias leading to myocardial compromise as well 
as pulmonary edema have been observed with bolus doses of  400 µg of  
naloxone.

Given the short half-​life of  naloxone, a continuous infusion of  naloxone 
diluted in a liter of  saline or dextrose solution may be required to prevent 
recurrence of  respiratory depression.

Pruritis
The type of  opioid medication and route of  administration determine the 
likelihood of  developing pruritis.53 For example, local administration of  an 
opioid medication (i.e., SC or transdermal) can lead to a localized allergic 
wheal-​and-​flare reaction, whereas systemic administration (i.e., oral or IV) 
can lead to more generalized pruritus.

The mechanism behind opioid-​induced pruritis is not completely under-
stood. Peripheral and central pathways have been implicated, peripherally 
via histamine release and centrally via action of  mu-​opioid receptors.
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Whereas histamine release can be treated with H2 antagonists such as 
diphenhydramine and ranitidine, centrally mediated pathways are more 
difficult to treat, requiring use of  mu-​opioid receptor antagonists such as 
naloxone for intractable pruritis. In less severe cases, opioid rotation in 
conjunction with antihistamines or ranitidine should be attempted prior to 
naloxone reversal.

Clinical Pearls
•	 If  the patient had an optimal trial with oral opioids, including rotation 

to a different opioid, or has experienced dose-​limiting side effects, an 
alternative such as the IV or neuraxial route may be considered.
•	 Opioid escalation without identification of  symptoms potentially 

augmenting pain expression can lead to worsening delirium.
•	 Common opioid side effects should be treated prophylactically (e.g., 

laxatives for constipation).
•	 Opioids trigger nausea and vomiting directly by decreasing 

gastrointestinal motility and indirectly through the induction of  
constipation.
•	 Myoclonus is a dose-​dependent phenomenon presumably related to 

opioid metabolites.
•	N aloxone is used for opioid overdose and respiratory depression.
•	N aloxone is given at 40-​mcg increments rather than as a bolus to avoid 

acute opioid withdrawal.
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Opioid Rotation
Opioid rotation is the switch from one opioid to another when treatment-​
limiting toxicity results in poor responsiveness.36,43,54 Opioid rotation is based 
on the concept of  incomplete cross-​tolerance between opioids: changing to 
an alternative drug may yield a far better balance between analgesia and 
side effects.

Guidelines for opioid rotation are intended to reduce the risk of  relative 
overdosing or underdoing as one opioid is discontinued while the second 
one is started (see Box 4.7). These guidelines require a working knowledge 
of  an equianalgesic dose table (see Table 4.2).

The most common reasons for opioid rotation include cognitive failure, 
hallucinations, myoclonus, uncontrolled pain, and nausea.

Clinical Scenarios and Examples of Opioid Rotation
Case 
A 56-​year-​old woman has mid-​back pain from thoracic soft-​tissue metas-
tases from breast cancer. She is taking morphine sulfate immediate release 
(IR) 5 mg every 4 hours on an as-​needed basis. She used 90 mg in the last 
24 hours. She is being discharged home. If  one needs to start sustained-​
release (SR) morphine, what will be the starting dose and what would be 
the breakthrough dose and frequency?
•	 Step : Take the total dose of  short-​acting morphine in 24 hours and 

divide it into two equal parts. Since the patient used 90 mg in the last  
24 hours, the SR morphine dose would be 45 mg every 2 hours.
•	 Step 2: The breakthrough dose is 5%–​20% of  the 24-​hour morphine 

dose, or about 5 mg every hour as needed.

Box 4.7  Practical Steps for Opioid Rotation

Five Essential Concepts
•	 Use the equianalgesic table to calculate the dose of  the new opioid 

that is roughly equivalent to the dose of  the current opioid.
•	 Determine the clinically relevant starting point. If  switching to an 

opioid other than methadone or fentanyl, decrease the equianalgesic 
dose by 25%–​50%.
•	 Consider further dose adjustments based on medical condition and 

pain. If  the patient is elderly or has significant organ failure, consider 
further dose reduction. If  the patient has severe pain, consider a 
lesser dose reduction.
•	 If  a rescue dose is to be used, calculate it as 5%–​20% of  the total 

daily dose and administer at an appropriate interval. The exception is 
oral transmucosal fentanyl citrate, which should be started at a dose 
of  200 mcg or 400 mcg. Take into account simultaneous treatments 
that can potentially reduce pain (i.e., steroids, radiation, and surgery).
•	R eassess and titrate the new opioids according to therapeutic 

response and side effects.
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Case 2
A 66-​year-​old man with a history of  squamous cell carcinoma of  the lung 
has been receiving an IV morphine infusion of  2 mg/​hour and also 5 mg  
IV/​hour for breakthrough pain. He received 4 breakthrough doses in the 
last 24 hours. He is being discharged home and is able to take pills by mouth. 
What doses does he need for SR and for IR morphine?
•	 Step : Total morphine in 24 hours = (2 mg x 24 hours) + (5 mg x  

4 doses) = 68 mg IV morphine, which is also 68 x 2.5 = 70 mg of  oral 
morphine or approximately 90 mg of  SR morphine every 2 hours.
•	 Step 2: Breakthrough dose is 5%–​20% of  70 mg or approximately  

30 mg orally every hour as needed.

Case 2.
If  the above patient is unable to swallow pills, how do you convert to a 
transdermal fentanyl patch?
•	 Step : From the equianalgesic table, fentanyl patch x 2 = oral morphine 

PO. If  the oral morphine equivalent daily dose (MEDD) is 70 mg, 
divide by 2. The fentanyl patch would therefore be 75 mcg/​hour. This 
formula takes into account incomplete tolerance; thus, no further 
reduction is needed.
•	 Step 2: For breakthrough dosing, try concentrated liquid morphine  

(20 mg: mL) at the same dose as above, 30 mg every hour as needed.

Case 3
A 46-​year-​old woman with a history of  gastric carcinoma is admitted with 
severe abdominal pain, myoclonus, sedation, and delirium. Her pain is 

Table 4.2  Equianalgesic Dose Ratio Table*

Opioid From 
Parenteral 
Opioid to 
Parenteral 
Morphine

From 
Same 
Parenteral 
Opioid 
to Oral 
Morphine

From 
Oral 
Opioid 
to Oral 
Morphine

From 
Oral 
Morphine 
to Oral 
Opioid

Morphine †  2.5  

Hydromorphone 5 2 5 0.2

Meperidine 0.3 4 0. 0

Levorphanol 5 2 5 0.2

Codeine –​ –​ 0.5 7

Oxycodone –​ –​ .5 0.7

Hydrocodone –​ –​  

* As per clinical guidelines in a comprehensive cancer center.

† Approximate: (a) Fentanyl patch in mcg/​hour x 2 = daily morphine in mg orally. (b) Fentanyl 
parenteral 0 mcg = morphine  mg parenteral

Reprinted from MD Anderson Palliative Care Handbook.
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currently treated with a fentanyl patch delivering 200 mcg/​hour and with 
hydromorphone 8 mg oral every 2 hours as needed. She required 6 doses 
in the last 24 hours. The patient is being switched to PCA hydromorphone. 
What are the starting settings on PCA?
•	 Step : Convert fentanyl to hydromorphone. According to the 

conversion table, 200 mcg/​hour patch of  fentanyl is 400 mg oral 
morphine or 60 mg of  IV morphine (400 mg divided by 2.5). This is 
equal to 30 mg of  IV hydromorphone (60 mg IV morphine divided 
by 5). Reducing by 50% for incomplete tolerance, it will be 5 mg IV 
hydromorphone over 24 hours, or 0.6 mg/​hour of  hydromorphone  
(5 mg divided by 24 hours).
•	 Step 2: Breakthrough dose: Calculate 5%–​20% of  5 mg, yielding a 

starting dose of  2 mg every hour as needed for breakthrough pain.

Case 4
A 52-​year-​old woman diagnosed with recurrent cervical carcinoma has 
been on SR morphine 20 mg orally every 2 hours and IR morphine 45 mg 
orally every 2 hours as needed for breakthrough pain. She received 8 doses 
of  45 mg within the last 24 hours. She had bilateral hydronephrosis with 
percutaneous nephrostomy tubes.

Her blood urea nitrogen (BUN) is 48 mg/​dL and creatinine is 2.2 mg/​dL. 
She presents with mental status changes and severe pain in the left lower 
extremity, radiating down the buttock into the little toe laterally. She is also 
on gabapentin 900 mg four times a day.

The spectrum of  symptoms indicates a need for opioid rotation in the 
setting of  opioid toxicity; methadone is chosen because the patient has 
renal insufficiency. How would you rotate from morphine to methadone?
•	 Step : Total morphine in 24 hours is 600 mg.
•	 Step 2: Because of  incomplete tolerance, reduce the MEDD by 50%, 

yielding a new dose of  300 mg MEDD.
•	 Step 3: Conversion to methadone will be 5 mg orally every 2 hours. 

Calculation: (300 mg MEDD divided by 0) divided by 2 to obtain the 
dose given every 2 hours. Usually this is done over 3 days.
•	 Step 4: Breakthrough dose of  morphine, if  continued, would be  

45–​60 mg every hour as needed (or 5%–​20% of  300 mg MEDD).
•	 Step 5: Reduce the dose of  gabapentin to account for altered renal 

function.

Case 5
A 44-​year-​old man with progressive metastatic sarcoma is transitioning to 
hospice care. He has been receiving IV PCA hydromorphone at a basal 
rate of  0.5 mg/​hour, prn PCA demand dose of  0.5 mg every hour, and a 
prn nursing bolus dose of  2 mg every hour for severe breakthrough pain.  
IV hydromorphone intake for the last 24 hours totaled 35 mg.

The referring doctor asks you to transition the patient to an appropriate 
regimen. The patient is able to tolerate liquids but cannot swallow tablets. 
What would you recommend?
•	 Step : Calculate the MEDD from 35 mg IV hydromorphone l 35 x 0, 

or MEDD of  350 mg.
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•	 Step 2: Choose a regimen the patient will tolerate, taking into 
consideration his inability to swallow tablets. Consider a fentanyl patch 
for basal pain control and high-​concentration morphine (20 mg/​mL) for 
prn dosing.
•	 Step 3: Using prior 24-​hour requirements (no dose reduction needed 

when converting to fentanyl patch*), fentanyl-​patch dosing would be  
350 MEDD divided by 2, or 75 mcg/​hour. The prn dose would be 
5%–​20% of  MEDD, or 5% of  350, or 50 mg of  morphine elixir  
(if  20 mg/​mL, it would be 2.5 mL every  hour prn).

Opioid Conversion Exercises
a.	PO morphine 300 mg. Convert to PO hydromorphone =
b.	IV hydromorphone 50 mg. Convert to morphine PO =
c.	PO morphine 00 mg over 24 hours (MEDD). Convert to transdermal 

fentanyl =
d.	Fentanyl transdermal 00 mcg/​hour. Convert to IV morphine =

ANSWERS: (a) 60 mg; (b) 500 mg; (c) 50 mcg/​hour; (d) 80 mg.

Clinical Pearls
•	 Opioid rotation should be considered when dose-​limiting side effects 

are encountered.
•	A s a general rule, treat side effects before opioid switching.
•	 Common side effects triggering rotation include cognitive impairment, 

hallucinations, and myoclonus.
•	T he rationale for opioid rotation is based on incomplete cross-​tolerance 

between opioids.
•	 Working knowledge of  an equianalgesic dose table is critical to 

successful opioid rotation.

* A s both clinical experience and survey data suggest, no reduction is needed for conversion to a 
transdermal fentanyl system (TFS). In addition, in the development of  this formulation, conversion 
guidelines were developed that incorporated a safety factor, obviating the need for additional dose 
reductions in most patients.54a

Approximate: (a) fentanyl patch in mcg/​hour × 2 = daily morphine in mg orally. (b) Fentanyl par-
enteral 0 mcg = morphine  mg parenteral. (c) Cases of  withdrawal reported with use of  package 
insert for conversion.
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Analgesic Adjuvants
Adjuvant analgesics are non-​opioid medications with analgesic properties, 
used for specific pain syndromes in conjunction with other medications, 
sometimes used as first-​line agents in cancer pain management. They are 
recommended at every step of  the WHO ladder. The main categories are 
TCAs and AEDs, but may include steroids and bisphosphonates.

Acetaminophen
Acetaminophen, or paracetamol, is an antipyretic analgesic with an unclear 
mechanism of  action. It may inhibit cyclooxygenase (COX) in the central 
nervous system, with inhibitory effects on the serotonergic system.55 It 
has little or no anti-​inflammatory action and is usually combined with low-​
potency opioids.

Guidelines for the use of  acetaminophen in cancer pain are empiric and 
are based mostly on clinical experience.56 The dose of  acetaminophen var-
ies widely between countries, with a dose of  0.5–​ g every 4 or 6 hours 
most commonly used. In the United States, given the concerns of  liver tox-
icity, doses are limited to < 4 g in a 24-​hour period.

In a study by Stockler et al.57 on the treatment of  cancer pain, adding up 
to 6 g of  acetaminophen to morphine for cancer pain can be safe.

In another study, volunteers taking acetaminophen alone or in combina-
tion with opioids had an increase in alanine aminotransferase up to three 
times the upper limit after 4 g of  acetaminophen per day.58 This study raises 
questions regarding the safety of  acetaminophen use at higher doses.

The benefits of  adding acetaminophen possibly outweigh the risks 
in countries where morphine availability continues to be a problem. 
Acetaminophen is freely available and affordable.

However, the use of  acetaminophen should be individualized. It should 
be used with caution in chronic pain states, and liver function tests should 
be performed at regular intervals.

NSAIDs
NSAIDs are limited to the inhibitors of  the enzyme cyclooxygenase (COX), 
inhibiting the synthesis of  prostaglandins, which are mediators of  pain and 
inflammation. This group is subdivided into nonspecific COX inhibitors and 
selective COX-​2 inhibitors.

Nonselective inhibitors are medications like ibuprofen and naproxen. 
However, these drugs continue to cause concern about the integrity of  gas-
tric mucosa and alteration in renal function.

These medications are only useful as step  drugs or as adjuncts to opioid 
therapy in more advanced cases. They are very useful agents for treating 
bone pain and as adjuvants to opioid medications in a wide variety of  pain 
syndromes.

In general, their use in cancer pain is limited because of  the ceiling effect 
and the long-​term side-​effect profile. Their use is controversial in patients 
with thrombocytopenia, who constitute a large proportion of  those receiv-
ing antineoplastic therapy.

Gastric and duodenal ulceration is another potential problem that could 
result from long-​term use of  aspirin and other nonselective NSAIDS. Other 
problems include salt and water retention and renal failure.
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Ketorolac is formulated for parenteral administration and thus is con-
sidered unique, but there is concern over its effect on the integrity of  the 
gastric mucosa.

COX-​2 Inhibitors
A more selective group of  drugs, COX-​2 inhibitors,59 block the COX-​2 
enzyme with very little action on COX-​, thereby having minimal effect on 
the integrity of  the gastric mucosa and platelet aggregation.

In clinical trials, these agents exhibited a safety profile comparable to that 
of  placebo when compared to nonselective COX inhibitors. However, the 
efficacy remains the same as that of  conventional NSAIDs. The COX-​2 
inhibitor drugs offer significant advantages in cancer patients undergoing 
chemotherapy.60

Controversy over increased cardiac events and strokes in patients 
taking the COX-​2 inhibitor rofecoxib resulted in the US Food and Drug 
Administration (FDA) withdrawing the drug from the market.6 Controversy 
remains over both NSAIDs and selective COX-​2 inhibitors regarding risk of  
cardiac events.62–​64

TCAs (Amitriptyline and Nortriptyline)
TCAs are the main group of  antidepressants used for the management of  
neuropathic pain syndromes. They have postulated action via serotonin 
and norepinephrine reuptake inhibition at nerve endings in the spinal cord 
and brain.

It is now widely accepted that the mechanism of  action is independent 
of  their mood-​altering effects, resulting from an inherent influence over the 
nervous system or via the modulation of  opioid pathways.65,66

TCAs are not universally tolerated, especially at the initiation of  therapy, 
and often they have to be discontinued or their dosage decreased because 
of  dose-​limiting side effects, most commonly anticholinergic and sedative 
effects.

Amitriptyline and nortriptyline (with a lower cardiovascular side effect 
profile) are felt to be the most efficacious agents and are more often used.

The nonanalgesic properties of  these agents are particularly useful in 
patients with depression and/​or insomnia, symptoms frequently experi-
enced by cancer patients. The tricyclic dose should be escalated gradually, 
with full benefit experienced in 3 to 4 weeks.

Anticonvulsants (Anti-​Epileptic Drugs)
Anticonvulsants are traditionally used with good results in the treatment 
of  diabetic neuropathy, post-​herpetic neuralgia, trigeminal neuralgia, 
phantom pain, and similar syndromes,66 all of  which can coexist in cancer 
patients. Space-​occupying lesions, due to new tumor growth or exten-
sion, may cause significant pain secondary to brachial and lumbosacral 
plexopathies.

Anticonvulsant agents are commonly used in the management of  periph-
eral neuropathies resulting from chemotherapy (i.e., platinum agents, vinca 
alkaloids, and taxanes).

Traditional anti-​epileptic drugs (AEDs; e.g., phenytoin, valproate, and car-
bamazepine) have been used as anticonvulsants. Given the side effects and 
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safety concerns, their use in pain control has been limited to neuropathic 
pain states.

Gabapentin has become the gold-​standard, prototypical drug in this cat-
egory to treat neuropathic pain.67,68 With its wide therapeutic window, lack 
of  need for blood monitoring, and comparable efficacy to that of  other 
anticonvulsants, gabapentin is easier to manage than other drugs in its class. 
Sedation is a noted side effect that can be reduced by starting therapy at a 
low dose and titrating upward to the desired effect.

Newer AEDs are more widely used for noncancer pain syndromes but 
have started to gain popularity in cancer pain situations. Such newer agents 
include pregabalin, oxcarbamazepine, and Lamictal (lamotrigine). Pregabalin 
has been studied in Indian patients with peripheral neuropathy and has 
shown favorable results.69

Miscellaneous
In refractory pain situations, drugs from other classes have the potential 
to achieve clinically meaningful responses. These alternative agents include 
psychotropic drugs,70,7 benzodiazepines,72 bisphosphonates, steroids, lido-
caine, ketamine, capsaicin, radiopharmaceuticals (strontium-​89, samarium-​
53), and antibiotics for infection.

Pamidronate or zoledronic acid, both bisphosphonates, can be used rou-
tinely for pain control and hypercalcemia associated with metastatic bone 
disease, especially in patients with breast cancer or multiple myeloma.73

Lidocaine
Analgesia can be achieved with systemic administration of  lidocaine, pre-
sumably through its inhibitory action on sodium channels. Compared with 
other types of  pain, more benefit has been observed in the treatment of  
neuropathic pain and phantom pain syndromes with a predominance of  
central features.74,75

Low infusion rates have been used as third-​ or fourth-​line treatment in 
opioid-​tolerant patients at doses of  2.5–​4 mg/​kg. Incremental rate infusions 
over 20–​30 minutes can be used as a therapeutic test before starting the 
oral form, mexiletine, especially in patients for whom anticonvulsants are 
not effective.

Cardiac monitoring is mandatory during IV therapy. Transdermal lidocaine 
patches are indicated for allodynia related to post-​herpetic neuralgia.76,77

Ketamine
This anesthetic agent, an NMDA receptor antagonist, has well-​documented 
analgesic properties; it is available in IV, oral, and rectal forms. Several 
reports have been published regarding its use in sub-​anesthetic doses as an 
analgesic in cancer patients.78,79

Ketamine could be considered in cases of  extreme opioid tolerance and 
may be used long term in palliative care situations. The recommended start-
ing dose is 50 mg daily by SC infusion.

Capsaicin
Because of  its high-​toxicity profile, capsaicin is used only as a topical cream 
for the management of  neuropathic pain.80 It acts by inhibiting substance P 
formation at the skin and is effective in only 50%–​60% of  patients.
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Clinical Pearls
•	 Consider adjuvant medications where appropriate (e.g., AEDs for 

neuropathic pain).
•	A void opioid combinations with acetaminophen as an analgesic adjuvant, 

as hepatotoxicity is a concern.
•	 Develop awareness of  potential drug interactions and side-​effect 

profiles of  these groups of drugs.
•	A void multiple adjuvant medications at the same time.
•	 Consider dose reductions in the setting of  renal failure.

Spinal Opioid Therapy
Neurointerventional procedures such as neuraxial therapy have been 
increasingly used in the treatment of  cancer pain,8 especially for patients 
who develop pain refractory to opioid treatment. Spinal opioids work by 
binding to the mu receptor in the substantia gelatinosa and can be adminis-
tered epidurally or intrathecally.

Options for delivering epidural or intrathecal opioids include percutane-
ous catheters, tunneled catheters, or implantable programmable pumps. 
Catheter obstruction and epidural fibrosis are more common with the 
epidural route.82 Intrathecal administration has the advantage of  being less 
affected by the presence of  extensive epidural metastasis.83

A simple checklist can be followed prior to proceeding with neurointer-
ventional procedures for cancer pain in patients with advanced cancer:84

•	 Is pain expression exclusively due to nociception? Initial pain assessment 
needs to rule out the presence of  non-​nociceptive factors capable of  
influencing pain expression, such as somatization related to depression 
or anxiety,85 delirium with disinhibition of  symptom expression,86,87 
and chemical coping.88,89 If  one of  these factors is identified as a major 
contributor to the expression of  pain, it needs to be treated prior to 
using an interventional approach to pain control.
•	 Does the patient have refractory pain? If  patients have not had 

() adequate opioid titration, (2) trial of  opioid rotation, or 
(3) consideration of  adjuvant drugs, pain should not be considered 
refractory.
•	 Is the pain syndrome likely to respond to spinal opioids? To make this 

determination, physicians should rule out central deafferentation and 
the involvement of  pain origination at higher anatomical locations that 
are less likely to benefit from spinal opioid treatment. Before permanent 
placement of  an intrathecal opioid delivery system, an adequate 
response should be obtained with a trial administration of  intrathecal 
spinal opioids.90

•	A re there logistical problems? This consideration requires ensuring that 
patients are able to continue their treatment via a community hospice 
program. If  such care is not available, the patient and family need to be 
informed that the patient may not be able to be discharged home, and 
this should be discussed prior to initiating the intervention.
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Nonpharmacological Treatment
Nerve Blocks
The loss of  normal sensory input, as occurs when a peripheral nerve is sev-
ered, may lead to a deafferentation pain. Some patients obtain relief  from 
electrical stimulation, which augments non-​nociceptive input.

Neurostimulation may be applied transcutaneously or via implanted 
devices to peripheral nerves, the spinal cord, or the brain. Carefully 
selected patients may benefit from the surgical implantation of  stimulation 
devices.9,92

Neuroablation, or destruction of  nerve tissue, may be accomplished by 
chemical or surgical means. The goal of  this technique is to isolate the site 
of  somatic pain from the central nervous system. The efficacy of  each pro-
cedure must be weighed against the risks.

A significant percentage of  patients who fail to respond to oral therapy 
may be helped with appropriate nerve blocks. It is not known which patients 
might benefit from earlier procedures.93,94

Somatic nerve blocks may be diagnostic (i.e., to determine the indication 
for permanent neurolysis or somatic nerves), facilitative, prophylactic, or 
therapeutic. Visceral blocks (such as celiac plexus block) have been demon-
strated to be effective for specific pain syndromes.95

Sympathetically maintained pain is suggested when signs of  marked sym-
pathetic dysfunction accompany typical diffuse burning or deep aching pain. 
Sympathetic blockade may then be diagnostic and therapeutic. In some 
cases of  refractory generalized pain, pituitary adenolysis has been effective.

Some of  the useful nerve blocks for head and neck pain include stellate 
ganglion block, trigeminal nerve block, mandibular block, maxillary nerve 
block, gasserian ganglion block, and glossopharyngeal nerve block. These 
blocks should be attempted using local anesthetic first, and then, based on a 
favorable risk–​benefit ratio, a neurolytic agent like alcohol, phenol, or glyc-
erine may be used.

Side effects to watch for following neurolytic blocks include brainstem 
anesthesia, convulsions (with volumes as low as 0.5 mL), hematoma, respi-
ratory distress, recurrent laryngeal block, phrenic nerve block, pneumotho-
rax, systemic toxicity, and unintended subarachnoid or epidural injection.

Evidence for the efficacy of  nerve blocks in head and neck cancer is 
lacking. Most reports are based on anecdotal case reports or on clinical 
experience.

Somatic Nerve Blocks (Root, Brachial Plexus, Psoas Compartment)
Somatic nerve blocks are effective for nociceptive somatic pain in the terri-
tory of  root, plexus, or peripheral nerve. Blocks can be short lasting when 
a local anesthetic is employed.

These temporary blocks have a limited role in cancer pain management, 
but may act as a precursor to permanent neurolysis. Examples include root 
block, brachial plexus block, and psoas compartment block.

Neurolytic Blocks
When taking into account their risk–​benefit ratio, neurolytic blocks are 
generally favored in advanced cancer patients with limited life expectancy. 
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Sympathetic blocks such as celiac plexus block have been demonstrated to 
be effective for pancreatic cancer pain and other abdominal visceral pain 
syndromes.96

Contrary to an earlier study demonstrating improved survival,97 Wong 
et al. showed that although pain was better controlled in the celiac plexus 
block group, there was no significant difference in survival or quality of  life.98

Occasionally, a subarachnoid neurolytic block99 or a neurolytic intercostal 
block may be employed. The risks of  neurological deficits that may result 
from these blocks must be weighed against the possible benefits.

In a recent study by Smith et  al.00 randomizing patients to intrathecal 
opioid therapy versus conservative management, the intrathecal group had 
improved survival; however, concerns were raised regarding the compre-
hensive medical management group.0,02 Perhaps more studies with a bet-
ter inception cohort are needed to confirm the findings.

Neurosurgical Procedures
Surgical Ablation
Surgical ablation03 may be accomplished by rhizotomy (section of  nerve 
root) or dorsal root entry zone lesions (DREZ). Spinal anterolateral trac-
totomy or cordotomy, mesencephalotomy, medullary tractotomy, and cin-
gulotomy should be reserved for carefully selected cases. Vertebroplasty, 
which involves injecting cement into metastatic compression fractures, is 
gaining wide popularity.04,05

Percutaneous cordotomy employed for intractable pain of  the lower 
extremity has been useful in select patients.06 Radiofrequency lesioning of  
bone metastases has recently been shown to be another modality to treat 
bone pain.07

The loss of  normal sensory input, as occurs when a peripheral nerve 
is severed, may lead to deafferentation pain. Some patients obtain relief  
from electrical stimulation, which augments non-​nociceptive input. 
Neurostimulation may be applied transcutaneously or via implanted devices 
to peripheral nerves, the spinal cord, or the brain. Carefully selected 
patients may benefit from surgical implantation of  stimulation devices.08

Neuroablation, or destruction of  nerve tissue, may be accomplished by 
chemical or surgical means. The goal of  this technique is to isolate the site 
of  somatic pain from the central nervous system. The efficacy of  each pro-
cedure must be weighed against the risks.

Ablative and neurointerventional procedures provide options for the 
management of  refractory cancer pain. However, prior to invasive proce-
dures or placement of  permanent pain pumps, a rigorous interdisciplinary 
team assessment and treatment of  total pain (physical, psychological, spiri-
tual, social, and practical) are recommended.

Psychological Techniques for Pain Control
The following are brief  descriptions of  techniques that can enable patients 
to accept the responsibility of  managing their pain so that they can begin 
to cope and function more effectively. These techniques include, but are 
not limited to, biofeedback, relaxation training, hypnosis, and cognitive and 
operant approaches.
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Biofeedback
The aim of  biofeedback techniques is to enable patients to bring involun-
tary physiological events into voluntary control using electronic equipment. 
Biofeedback can modify certain physiological processes that underlie pain 
disorders, for example, electromyographic (EMG) feedback to treat muscle 
contraction headaches.

Affected physiological processes include the relaxation response 
(decreases in autonomic arousal will lead to reductions in pain) and self-​
regulation (patients become aware of  their contribution to the pain experi-
ence and their ability to reduce it).

Biofeedback methods include EMG biofeedback, skin temperature or 
thermal biofeedback, alpha EEG, and cephalic blood volume pulse feedback.

Relaxation Training
Relaxation training is used to control pain and increase body awareness. 
All techniques elicit the relaxation response, with the goal of  achieving pain 
reduction and decreases in sympathetic activity, oxygen consumption, heart 
rate, and blood lactate concentration. Relaxation methods include progres-
sive muscle relaxation, breathing therapy, and guided imagery.

Focused concentration reduces persistent intrusive thoughts, relaxes 
muscles, and reduces pain. In progressive muscle relaxation, the most com-
mon approach, patients are taught to tense and relax muscles that contrib-
ute to pain, techniques that are used in such activities as yoga.

Relaxation training is particularly useful in controlling migraines, muscle 
contraction headaches, temporomandibular joint pain, chronic back pain, 
and myofascial pain.

Hypnosis
Hypnosis is a heightened state of  responsiveness to suggestions and ideas. 
Pain relief  may be dramatic in some cases and is not related to endorphin 
action. Hypnosis involves cognitive processes such as narrowing of  atten-
tion, mental relaxation, and increased suggestibility.

Even though pain relief  through hypnosis is of  short duration and shows 
a variable response among individuals, it can provide a sense of  peaceful-
ness and comfort, helping relieve organic pain more than psychogenic pain.

Hypnosis can be modified by operant training, biofeedback, and sensory 
deprivation.

Cognitive Behavioral Therapy
Cognitive behavioral therapy (CBT) is based on the premise that cognition 
influences both emotion and behavior. Several cognitive styles, or think-
ing patterns, have been identified as particularly maladaptive and related to 
poor outcomes, distress, and likelihood of  injury.

CBT is a multimodal treatment aimed at replacing maladaptive thinking 
patterns with more adaptive patterns and replacing maladaptive behavior 
patterns with functional alternatives. The therapy has been shown to affect 
emotions, pain behavior, and healthcare use outcomes.

Cognitive approaches affect expectations, attitudes, and beliefs about 
pain, helping patients gain better control over their pain. Since behavior and 
actions are affected by how individuals see the world, correction of  faulty 
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thought processes decreases suffering and disability; maladaptive beliefs are 
replaced with new, more adaptive ones.

Cognitive approaches can be action oriented, limited, or structured, and 
they can be administered in group or individual settings.

Operant Approaches
Operant approaches are based on the principle that a person’s behavior 
is governed by both the positive and negative consequences of  it. Positive 
reinforcement increases the likelihood of  a behavior recurring, and nega-
tive reinforcement decreases that likelihood. The goal is to replace learned 
behaviors with “healthy” behaviors, ones that are incompatible with and in 
contrast to the “sick role.”

Family members and healthcare providers are instructed to reinforce 
healthy behavior and to discourage pain behaviors, narcotic use, and 
inactivity. Other forms of  therapy can be incorporated, including marital 
counseling, family therapy, and vocational training. The desired end state is 
decreased medication use and increased activity.

Physical Modalities for Pain Control
Therapeutic Heat and Cold
Heat reduces muscle spasms, and an increase in muscle temperature 
reduces spindle afferent sensitivity and firing. The addition of  cold to sen-
sory terminals also tends to decrease the muscle spindle response.

While heat increases local blood flow, cold decreases it. In cases of  acute 
injury, cold is preferred to reduce swelling. Heat reduces joint stiffness by 
increasing the extensibility of  collagen tissue.

Superficial heating modalities (with no effect beyond a depth of   cm) 
include hot packs, paraffin baths, hydrotherapy, and radiant heat. Although 
heat may be applied locally, it may still cause a reflex effect on other parts 
of  the body (e.g., reduction in smooth muscle activity of  the visceral organs 
when heat is applied to the abdomen). Available modalities use the prin-
ciples of  conduction, convection, and radiation.

Deep heating modalities (heating structures to a depth of  3–​5 cm) include 
ultrasound techniques and short-​ and microwave diathermy. Ultrasound 
converts high-​frequency acoustic vibrations into heat, selectively heating 
bone and tissue without risk of  superficial thermal burn. Absorption is 
determined by the protein content of  the tissues.

Since ultrasound does not travel through air, topical application of  gel 
or water is required to transmit the heat. Ultrasound may also produce 
nonthermal effects, increasing the extensibility of  collagen and muscle. 
Nonthermal effects of  concern include pseudocavitation, which is the pro-
duction of  gas bubbles that carry a risk of  subsequent tissue destruction.

In short-​wave diathermy, high-​frequency current is used to heat subcu-
taneous and deep tissues. It should not be used in the presence of  a metal 
implant, as this may lead to burns in the surrounding tissues.

Microwave diathermy uses electromagnetic radiation, with heat produc-
tion depending on interface reflection and absorption characteristics of  
underlying tissues. Its use is limited mostly to hepatic lesions and is contra-
indicated in fluid-​filled areas such as eyes or joints.
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The use of  therapeutic heat is contraindicated over anesthetic or isch-
emic areas, in delirious patients, near gonads or developing fetuses (except 
ultrasound), and in the presence of  cardiac pacemakers or metal implants 
(especially shortwave and microwave diathermy).

Therapeutic cold reduces metabolism, the inflammatory response, nerve 
conduction velocity, and muscle spindle activity. It is used to reduce pain, 
inflammation, and edema in cases of  acute injury. Commonly used tech-
niques include cold packs (0–​20 minutes); ice massage (through the stages 
of  coolness, burning, and numbness); cold baths (3º–​8ºC); vapocoolant 
spray (ethyl chloride and fluorimethane); and the spray and stretch tech-
nique on trigger points.

Therapeutic cold is contraindicated in patients with Raynaud’s phenom-
enon or hypersensitivity to cold.

Transcutaneous Electrical Nerve Stimulation
In transcutaneous electrical nerve stimulation (TENS), electrical energy is 
transmitted across the skin surface to the nervous system, stimulating large, 
myelinated A fibers and closing the gate for pain coming from C fibers.

Traditional TENS methodology is of  low intensity and high frequency 
(pulse width of  50–​80 microseconds and frequency of  80–​00 Hz) with an 
immediate effect, mediated by serotonin but not reversible with naloxone. 
High-​intensity and low-​frequency (“acupuncture-​like,” pulse width > 200 
microseconds, frequency < 0 Hz) methodologies may be reversed by nal-
oxone, with a delayed effect (20–​30 minutes).

Clinical indications include acute pain (such as that from sprains, lac-
erations, and fractures), postoperative pain, labor pain, and chronic pain 
(such as lower back pain, arthritis, phantom limb pain, neuropathies, and 
cancer pain).

Acupuncture
Acupuncture is the practice of  inserting one or more needles into specific 
sites on the body surface for therapeutic purposes. In addition to needle 
insertion, acupuncture points can also be “stimulated” with heat, electrical 
currents, pressure, laser light, or shock waves.

Acupuncture works by stimulating A-​delta fibers in the skin and muscles, 
conducting impulses to the spinal gray matter, and inhibiting painful stimuli 
from the periphery, thereby reducing pain perception. The activation of  
encephalin-​containing interneurons in the substantia gelatinosa of  the spinal 
gray matter inhibits conduction of  pain signals to the brain.

Subsequent neuromodulatory effects include the release of  beta-​
endorphin and met-​encephalin in the brain, the activation of  two descend-
ing pain control systems in the midbrain, and modulatory effects on the 
central pain network in the hypothalamus and the limbic system.

Acupuncture also induces relaxation by affecting a person’s emotional 
state, evoking a pleasant sensation through theorized action on the reward 
system of  dopamine and serotonin.

It may reduce gastric acid secretion and correct gastric arrhythmia, 
thereby reducing nausea and vomiting, and may also reduce bladder urgency 
and incontinence caused by an overactive or unstable bladder.
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Evidenced-​based studies of  acupuncture benefits are limited. In a 2006 
review article by Derry et  al.09 analyzing 35 systematic reviews of  acu-
puncture that were published between 996 and 2005, 7 of  the reviews 
found no evidence of  benefit, 2 found some benefit, and none could dem-
onstrate evidence of  benefit when strict criteria of  quality, validity, and size 
were applied.

Nonserious adverse effects occur in 7%–​% of  all acupuncture patients, 
including severe tiredness and exhaustion, pain at the site of  needling, and 
headache. Serious adverse effects include rare instances of  pneumothorax 
or cardiac tamponade and infections such as hepatitis C or HIV.

Clinical Pearls
•	P hysical modalities to reduce pain and muscle spasm should be 

considered in every patient.
•	E xplore cognitive behavioral therapies in all patients.
•	E xplore expressive supportive counseling in patients with psychosocial 

problems.
•	 Consider anesthetic and neurosurgical procedures where appropriate 

(e.g., celiac plexus block for pancreatic cancer pain).
•	 Counsel patients and explore spiritual issues complicating pain.
•	A  multidisciplinary approach is the key to successful pain management.

Risk Evaluation and Mitigation Strategies  
for Opioid Medications
With a concerning trend toward increasing opioid-​related deaths and opioid 
misuse and addiction in the United States, the FDA has proposed extending 
Risk Evaluation and Mitigation Strategies (REMS) to opioid medications. The 
Food and Drug Administration Amendments Act of  2007 gave the FDA 
the authority to require REMs from manufacturers of  certain prescription 
medications to “ensure that the benefits of  a drug or biological product 
outweigh its risks.”0

Initially targeting both long-​ and short-​acting preparations, the applica-
tion of  REMS to opioids is now limited to long-​acting preparations. The 
FDA hopes that stricter controls on opioid prescribing will increase safety 
and minimize risks. From the prescriber’s and the patient’s standpoint, 
decreased access to opioids as a result of  stricter controls could potentially 
create a new barrier to effective pain control.

REMS for a particular opioid will require special certification and enroll-
ment of  pharmacists and healthcare practitioners who dispense and pre-
scribe a drug. The practitioner would only dispense the drug to patients 
with evidence of  safe-​use conditions (i.e., documentation of  consent and 
understanding, as well as pregnancy and blood chemistry testing). Each 
patient using the drug will be enrolled in a registry and will be subject to 
regular monitoring by a physician.

Ongoing discussions between the Industry Working Group (IWG), a 
committee composed of  opioid manufacturers, and the FDA are geared 
toward the collaborative development of  new safety standards for opioid 
medications. IWG recommendations to the FDA during a December 4, 
2009, open hearing included developing a medication guide for patients and 
a detailed communication plan for prescribers to follow.
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Recommendations also included the development of  special certification 
or training for prescribers, unless already possessing specialty or subspe-
cialty certification in such areas as hospice and palliative medicine.

A prescriber–​patient agreement would provide information regarding 
opioid prescribing, storage, and use; a patient medication information sheet 
would make such information available to patients.

Recognizing the challenge of  developing REMS for opioids, the FDA has 
been receptive to public contributions.
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Definition and Prevalence
The National Comprehensive Cancer Network defines cancer-​related 
fatigue as “a distressing, persistent, subjective sense of  physical, emotional, 
and/​or cognitive tiredness or exhaustion related to cancer or cancer treat-
ment that is not proportional to recent activity and interferes with usual 
functioning.” From 48% to 85% of  cancer patients report or experience 
fatigue, and fatigue is most severe near the end of  patients’ lives.,2

Fatigue is a more common and severe symptom in patients receiving pal-
liative care3 than in early cancer and cancer survivors.3 However, it is still 
underdiagnosed and undertreated.4 Fatigue has substantial adverse physical, 
psychosocial, and economic consequences for patients and caregivers and is 
an important predictor of  patients’ quality of  life.3,4

Due to its subjective nature and multifactorial causes, assessing and treat-
ing fatigue in the palliative setting can be complex. In this chapter we review 
the definition and prevalence of  fatigue, its causes, clinical evaluation, and 
treatment in palliative care settings.

Most of  the evidence presented in this chapter relates to studies in cancer 
patients. However, similar principles can be applied to fatigue in patients 
with other diseases.

Causes
Fatigue is a multidimensional syndrome, often with multiple contributing 
causes (Figure 5.). Studies have shown that fatigue is correlated with the 
severity of  psychological symptoms (e.g., anxiety and depression), pain, 
sleep disturbances, dyspnea, anorexia, anemia, and opioid dose (if  used).2

Pro-​Inflammatory Cytokines
Pro-​inflammatory cytokines can induce fatigue by affecting mood, muscle 
mass, cognition, and metabolic status.5,6 These cytokines can be induced 
by disease process or its treatment and can trigger alterations of  immune 
homeostasis and neuroendocrine axis. Inflammatory cytokines (specifi-
cally interleukin-​6, interleukin-​β, and tumor necrosis factor-​α) also induce 
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disturbances in the hypothalamic-​pituitary axis that affect corticotrophin-​
stimulating and adrenocorticotropic hormone levels, which in turn influence 
adrenocorticoid secretion.6 However, the exact mediating role of  inflamma-
tory cytokines in the causation of  fatigue in advanced cancer is still unclear.6

Anemia
Anemia causes fatigue in patients receiving cancer therapy, and treating ane-
mia in these patients has been shown to reduce their fatigue and improve 
their quality of life.

However, as the severity of  other contributing factors—​anxiety and 
depression, pain, cachexia, drug side effects, inactivity, infections, and 
hypogonadism—​tends to increase progressively at the end of  a patient’s 
life, anemia’s relative contribution to fatigue diminishes.7

Symptoms Caused by Cancer and Its Treatment
Various correlative studies have established fatigue’s association with pain, 
dyspnea, anorexia, sleep disturbances, and psychological symptoms such as 
anxiety and depression. (Figure 5.). However, the intensity of  an individual 
symptom in a given patient may determine its ultimate contribution to the 
cause of  the patient’s fatigue.2

Drug Interactions
The combination of  opioids and other medications (such as anticholin-
ergics, antihistamines, anticonvulsants, neuroleptics, central α-​adrenergic 
antagonists, β-​blockers, diuretics, selective serotonin reuptake inhibitors 
[SSRIs], tricyclic antidepressants [TCAs], muscle relaxants, and benzodiaz-
epines) or the interaction between these medications may contribute to 
drowsiness and fatigue.
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Clinical Assessment
The clinical assessment of  fatigue relies on complete evaluation in three 
areas: patient history, physical examination, and lab evaluation.2,8

Patient History
Characterizing the Fatigue
A variety of  clinical assessment tools, including 0–​0 on visual analog scales, 
can be used to assess the intensity of  a patient’s fatigue, its onset and 
duration, and its effect on a patient’s function and overall quality of  life 
(Table 5.).

However, one patient who presents with a fatigue score of  9 on a 0–​0 
scale may have fatigue caused mainly by anemia and cachexia, while another 
patient who presents with the same intensity may have fatigue caused primar-
ily by depression. Hence, using a simple Edmonton Symptom Assessment 
Scale or other multidimensional tool may help provide a more comprehensive 
assessment of  a patient’s fatigue.

Identifying Possible Causes and Contributing Factors
Patients should be evaluated for the following major reversible factors in 
fatigue:  mood disorders (specifically depression and anxiety), cognitive 
disorders (dementia and delirium), pain, anemia, malnutrition, and decon-
ditioning. Other contributing factors may include sleep patterns, weight 
changes, infections, trauma, self-​medication with over-​the-​counter drugs, 
prescription drugs, tobacco, alcohol or illicit drugs, diet, and social changes 
(such as retirement).

Environmental assessment should be considered if  necessary.

Physical Examination
Physical examination should include an evaluation for orthostatic changes, 
an inspection of  mucous membranes for pallor or icterus, and examination 
for lymphadenopathy, hepatosplenomegaly, murmurs, or bruits. A detailed 
neurological examination, including an assessment of  cognition, should be 
performed.

Laboratory Investigations
Laboratory investigations should include any blood tests and diagnostic 
imaging as suggested by the physical examination or history.2

       



Table 5.  Fatigue Assessment Tools for Patients with Cancer or Other Conditions*

Measure/​Scale Reliability (Cronbach 
Coefficient)

Population Base Number of Items Comments

Multidimensional Fatigue 
Inventory

0.80 Validity (r ≤ 0.78) Cancer patients receiving 
radiotherapy, patients with 
chronic fatigue syndrome, 
psychology students, medical 
students, army recruits, and 
junior physicians

20-​item self-​report 
instrument

Multidimensional scale, including 
general fatigue, physical 
fatigue, mental fatigue, reduced 
motivation, and reduced activity

Multidimensional 
Assessment of  Fatigue

0.93 Adults with rheumatoid 
arthritis, HIV, multiple 
sclerosis, coronary heart 
disease, or cancer

6 items, self-​
administered,  
5 minutes

Subjective aspects of  fatigue, 
including quantity, degree, 
distress, impact, and timing, are 
assessed.

Multidimensional Fatigue 
Symptom Inventory (short 
form)

0.87–​0.96 Patients with different types 
of  cancer

30-​item instrument Global, somatic, affective, 
cognitive, and behavioral 
symptoms of  fatigue

Revised Piper Fatigue 
Scale

0.85–​0.97 Patients with cancer-​related 
fatigue; or chronic hepatitis C 
infections

22-​item measure Multidimensional; assesses global 
fatigue severity to evaluate the 
efficacy of  intervention strategies

Brief  Fatigue Inventory 0.82–​0.97 Cancer and cancer treatment 9 items, self-​
administered,  
5 minutes

Severity and impact of  fatigue 
on daily functioning in the past 
24 hours

(continued)



Measure/​Scale Reliability (Cronbach 
Coefficient)

Population Base Number of Items Comments

Fatigue Symptom 
Inventory

0.90 Cancer and cancer treatment 3 items, 
self-​administered

Fatigue intensity and duration 
and interference with QOL in the 
past week

Functional Assessment of  
Chronic Illness Therapy—​
Fatigue (FACIT-​F)

0.93–​0.95 Test–​retest 
reliability r = 0.87 over 
3–​7 days

Cancer and cancer treatment 4 items, self-​
administered  
or interview,  
0 minutes

Multidimensional fatigue subscales 
of  Functional Assessment of  
Cancer Therapy (FACT); assesses 
global fatigue severity and QOL

Edmonton Symptom 
Assessment Scale (ESAS) 
(Figure 5.)

0.79 Test–​retest 
reliability 0.65

Elderly palliative care patients Patients rate 
the severity of  
9 symptoms, 
including fatigue 
(visual analogue 
scales); self-​
administered  
or interview,  
5 minutes

Global fatigue severity

Profile of  Mood States 
(vigor and fatigue)

0.89 Test–​retest 
reliability r = 0.65

Cancer patients; patients 
with many other chronic 
conditions

8 items (vigor),  
7 items (fatigue)

Global fatigue severity

Short Form–​36-​Version  
Vitality (Energy/​Fatigue) 
Subscale

0.87 Adults with cancer and other 
populations

–​2 minutes for  
4-​item subscale

Vitality (energy level and fatigue)

*Reprinted with permission from Yennurajalingam S, Bruera E (2007). Palliative management of  fatigue at the close of  life: “It feels like my body is just worn out.” JAMA 297:295–​304. 
Copyright © (2009) American Medical Association. All rights reserved.
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Management
Optimal fatigue management involves comprehensive symptom assessment 
and aggressive treatment of  reversible causes, if  possible (Figure 5.2).2 If  
the cause is not reversible or apparent, the fatigue should be treated symp-
tomatically (Figure 5.2).

Ideally, fatigue treatment should involve an interdisciplinary team 
with active participation by the physician, nurse, psychiatric counselor, 
social worker, chaplain, physical therapist, and occupational therapist, as 
appropriate.

Treatment of Causes
Anemia
Anemia in palliative care patients is best managed by treating its underlying 
cause or (if  the cause is not known) by treating it symptomatically with 

Figure 5.2. T reatments for fatigue and its underlying causes.
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transfusions of  packed red blood cells. Patients who receive repeated trans-
fusions risk blood-​borne infection, acute transfusion reaction, transfusion-​
associated graft-​versus-​host disease, subtle immune modulation that occurs 
with transfusion, and iron overload.

If  repeated blood transfusions are not an option, recombinant human 
erythropoietin (rhEPO) therapy can help relieve fatigue and thus improve 
the quality of  life in chronically anemic patients who have AIDS or end-​
stage renal disease or who are undergoing chemotherapy. However, rhEPO 
therapy is expensive, and although treating anemia with rhEPO has been 
shown to decrease fatigue in patients receiving chemotherapy, concerns 
about the safety of  rhEPO arose after several phase III studies showed 
increased mortality and thromboembolic complications in rhEPO-​treated 
patients compared to controls.

Pain and Opioid-​Induced Neurotoxicity
Treating pain and opioid-​induced neurotoxicity may benefit patients with 
chronic disorders and patients at the end of  life. Successful management 
requires either reducing the opioid dose or administering a different opioid, as 
well as addressing other reversible precipitants such as dehydration. If  opioid-​
induced sedation is persistent, a trial of  methylphenidate may be helpful.

Because the combination of  opioids and medications from different drug 
classes and the interaction of  these medications may contribute to drowsi-
ness and fatigue, it is appropriate to cease these medications or adjust their 
doses to reduce fatigue.

Depression
Antidepressants, counseling, and exercise can reduce the vegetative symp-
toms caused by depression. Clinical observations suggest that antidepres-
sant therapy can increase energy levels without altering a patient’s mood to 
the same degree.

Methylphenidate has been shown to reduce fatigue in cancer patients 
with depression. Counseling and exercise are the other modalities of  treat-
ment that are found to be effective in the treatment of  fatigue and depres-
sion in patients with cancer.2

Delirium and Cognitive Dysfunction
To successfully manage delirium and cognitive dysfunction, the physician 
must identify and correct the underlying reversible causes and the symp-
toms. Thus, the practitioner should evaluate the patient for opioid toxicity, 
dehydration, infection, medication interactions or adverse effects, meta-
bolic disturbances, thyroid dysfunction, and anemia.

In an end-​of-​life setting, the intensity of  the diagnostic workup and 
the treatment strategies for cognitive dysfunction and delirium must be 
individualized.

Weight Loss
Fatigue and cachexia coexist in the great majority of  patients with advanced 
cancer, and it is likely that malnutrition is a major contributor to fatigue. The 
inflammation in response to progressive cancer and loss of  muscle mass 
resulting from progressive cachexia provide a reason for profound weak-
ness and fatigue.
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Treatment of Fatigue as a Symptom
Because of  the complex nature of  fatigue and the limited number of  ran-
domized controlled studies that have been performed in the palliative care 
setting, there are few pharmacological options for effective fatigue treat-
ment (Table 5.2). In this section, we review established drug therapies, 
investigational agents, and nonpharmacological treatment options.

Established Pharmacological Agents
Corticosteroids
Preliminary studies have shown that corticosteroids can reduce symptoms 
such as fatigue, pain, poor appetite, and nausea and can improve the overall 
quality of  life in patients with advanced cancer. It is unclear if  there are 
any differences between types of  corticosteroids, because dexamethasone 
appears to be the most intensively investigated.2 The overall adverse reac-
tion profile of  dexamethasone is well understood. It appears that the sever-
ity of  most of  its toxic effects is dose dependent. Side effects may include 
infection, oral thrush, insomnia, mood swings, myalgia, and elevation of  
blood glucose.

Prolonged use of  dexamethasone (for more than   month) in some 
patients will cause gastritis (particularly if  the patient is concurrently using 
nonsteroidal anti-​inflammatory drugs [NSAIDs]), hiccups, edema, hypergly-
cemia, increased risk for infections, muscle weakness, easy bruising, dizzi-
ness, unusual hair growth, and slow wound healing. In a randomized double 
blind placebo-​controlled trial of  84 evaluable patients with advanced cancer, 
dexamethasone 4 mg twice a day orally for 4 days was associated with 
significant improvement of  fatigue.0 There was no significant increase in 
the side effects in the dexamethasone as compared to the placebo group. 
In another recent randomized placebo controlled double blind study in 
patients with advanced cancer, oral methylprednisolone (32mg/​day) for a 
period of  7 days significantly improved fatigue. However, further studies 
are needed to test the exact dose, type, and duration to treat fatigue for 
prolonged periods with minimal side effects.

Megestrol Acetate
In randomized controlled trials, megestrol acetate (60–​480 mg/​day) 
increased appetite, activity levels, and overall well-​being compared to pla-
cebo in anorexia patients with advanced cancer. However, further larger 
studies are needed. Megestrol is dosed orally, once daily. The response 
increases as the dose rises from 60 to 800 mg/​day.

Investigational Drugs
Psychostimulants
In patients receiving palliative care, sedation due to opioids and depres-
sion can be treated with psychostimulants such as methylphenidate or 
modafinil. Advanced cancer patients with fatigue with additional symp-
toms such as anxiety, depression, or sedation may benefit from a trial of  
psychostimulants.

Psychostimulants act rapidly, are well tolerated, and are generally safe. 
However, they should be used with caution in patients with heart disease or 
cognitive disturbances (e.g., delirium). The role of  psychostimulants in the 

 

 

 

 

 

 

 



Table 5.2  Medications for Symptomatic Treatment of Fatigue at the End of Life

Drug and Indication Initial Dose Side Effects

Corticosteroids: Disease-​related fatigue 
(off-​label use)

Dexamethasone:  
8 mg/​day for  
2 weeks

Severity of  most toxic effects is dose dependent. Adverse effects include 
infection, oral thrush, insomnia, mood swings, myalgia, and elevation of  blood 
glucose. Prolonged use (>  month): gastritis (especially with concurrent use of  
NSAIDs), hiccups, edema, muscle weakness, easy bruising, dizziness, hirsutism, 
and slow wound healing.

Methylphenidate: Cancer-​related fatigue 
(off-​label use)

5 mg/​day Common adverse effects include loss of  appetite, slurred speech, abnormal 
behavior, and restlessness. Serious adverse effects include hypertension, 
tachyarrhythmia, thrombocytopenia, and hallucinations.

Megestrol acetate: FDA-​approved 
treatment for cachexia in patients with 
AIDS and as a treatment for breast 
and endometrial cancer; also used for 
treating cancer-​associated cachexia and 
anorexia (off-​label use)

480–​800 mg/​day Common adverse effects include hypertension, sweating, hot flashes, weight 
gain, dyspepsia, nausea, vomiting, insomnia, mood swings, and impotence.

Serious adverse effects include thrombophlebitis, adrenal insufficiency, and 
pulmonary embolism.

Modafinil: Fatigue related to cancer and 
multiple sclerosis (off-​label use)

200 mg/​day Common adverse effects include diarrhea, nausea, dizziness, headache, 
insomnia, agitation, anxiety, nervousness, and rhinitis. Serious adverse effects 
include cardiac dysrhythmia, hypertension, and infectious disease.
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management of  fatigue in terminally ill patients needs to be defined further 
due to the mixed results from recent randomized controlled trials.

Methylphenidate
In patients with cancer, methylphenidate has been effective against opioid-​
induced sedation, cognitive failure associated with brain tumors, and 
depression. It stimulates the CNS by blocking presynaptic norepinephrine 
and dopamine reuptake.

Methylphenidate is usually administered orally twice a day, at breakfast 
and lunch, to minimize insomnia. Because of  its rapid onset of  action and 
short half-​life, methylphenidate is effective at relieving fatigue. In an open-​
label study of  3 patients with advanced cancer who experienced fatigue, 
methylphenidate every 2 hours as needed significantly reduced fatigue.

In contrast, a recent randomized controlled trial of  4 patients with 
advanced cancer showed that although patients using methylphenidate plus 
nursing telephone intervention and patients using placebo and the interven-
tion both experienced a significant reduction in fatigue after treatment for 
4 days, there was no significant difference in improvements between the 
groups.

Modafinil
Modafinil, a psychostimulant, is an effective and well-​tolerated agent used 
to treat excessive daytime sleepiness in patients with narcolepsy and other 
conditions such as Parkinson’s disease and obstructive sleep apnea. The 
exact mechanism of  action is unclear; however, a recent preclinical house 
study implicated non-​noradrenergic, dopamine-​dependent adrenergic sig-
naling in promoting wakefulness.

In a recent randomized controlled study of  advanced non-​small cell lung 
cancer patients, fatigue improved in both modafinil and matched placebo 
groups. However, there was no significant improvement of  fatigue in the 
modafinil group compared to the placebo group.2

Testosterone Replacement in Hypogonadic Males
Hypogonadism occurs in two-​thirds of  men with advanced cancer; low tes-
tosterone levels in men with cancer are associated with fatigue, anorexia, 
depression, and insomnia. Testosterone replacement has shown beneficial 
effects on fatigue and quality of  life in patients with non-​cancer conditions. 
A  preliminary study examined 29 advanced cancer patients who were 
treated with either intramuscular testosterone or placebo for 4 days for 
the primary outcome at day 29.3 Although no statistically significant dif-
ference was found for fatigue (FACIT-​F) scores between arms at 4 weeks, 
Sexual Desire Inventory Score and performance status improved in the tes-
tosterone group, and fatigue subscale scores from the Edmonton Symptom 
Assessment Scale were significantly better in those treated with testoster-
one by day 72. Further studies are needed.

Nonpharmacological Approaches
Physical Activity or Exercise
Well-​powered randomized controlled trials have demonstrated that exer-
cise is an effective nonpharmacological treatment for fatigue. Physical activ-
ity helps patients maintain their sense of  well-​being and enhances their 
quality of life.5
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Most palliative care patients experience multiple symptoms (e.g., fatigue, 
pain, dyspnea, and nausea) that may lead to diminished physical activity and 
thereby lead to deconditioning. Exercise rehabilitation during or after cura-
tive or palliative treatment is now considered an effective means of  restor-
ing patients’ physical and psychological functioning. Most recent evidence 
points to significant benefits of  other nonpharmacological measures such 
as yoga, acupuncture, and other complementary therapies. However, there 
are limited studies in patients with advanced cancer.

Psychosocial Interventions
Psychosocial interventions have been found to be effective treatments for 
cancer-​related fatigue. Randomized clinical trials have shown that both 
group and individual supportive interventions, such as cognitive behavioral 
therapies, education and stress management groups, coping strategies train-
ing, and behavioral interventions, can help cancer patients manage their 
fatigue.9

Combined Therapies
In view of  the recent evidence and guidelines,4 personalized strategies 
should be considered for patients in whom fatigue is refractory to avail-
able treatments (i.e., treatment of  the reversible causes or a trial of  ste-
roids or psychostimualnts in addition to non pharmacological management 
such as physical activity). These personalized strategies may target the pre-
dominant symptoms in addition to fatigue. Possible examples include clini-
cal trials of  psychostimulants and physical activity in subgroups of  patients 
with fatigue with high levels of  sedation or depression, or clinical trials of  
steroids and counseling in patients with high levels of  C-​reactive protein, 
pro-​inflammatory cytokines, and/​or other measures of  inflammation, and 
clinical trials of  testosterone in patients with fatigue and hypogonadic states. 
Further studies are needed.

Clinical Pearls
•	 Fatigue is a subjective, complex, multidimensional symptom.
•	R outine screening and assessment of  the predominant dimensions of  

fatigue may help in diagnosis and treatment.
•	 Management should include an interdisciplinary approach.
•	 Identification and treatment of  reversible causes should be considered.
•	N onpharmacological treatments such as physical activity should be 

offered to all patients.
•	 Multimodal approaches personalized to a given patient should be 

considered in refractory cases.
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Definition
Cachexia is a multifactorial syndrome characterized by involuntary weight 
loss, regardless of  caloric intake or appetite. Patients often experience 
a combination of  muscle wasting, progressive functional impairment, 
loss of  body fat, and poor appetite, resulting in the cachexia–​anorexia 
syndrome (CAS).

Cachexia should be distinguished from starvation and sarcopenia (see 
Table 6.). However, all three conditions could be present to some degree 
in an individual.

Cachexia may be found in many seemingly disparate conditions, includ-
ing cancer, HIV, tuberculosis and malaria, rheumatoid arthritis, chronic 
obstructive pulmonary disease (COPD),2 congestive heart failure,2,3 
chronic kidney disease, and liver failure.

Table 6.  Distinguishing Between Cachexia, Sarcopenia, and Starvation*

Starvation Cachexia Sarcopenia

Weight loss/​BMI ↓↓ ↓↓ ↓/​↔

Inflammatory markers (CRP 
and cytokines)

↔ ↑↑ ↑/​↔/​↓

Resting energy expenditure 
(REE)

↓↓ ↑↑/​↔/​↓† ↑/​↔/​↓

Protein synthesis ↓↓ ↓/​↑‡ ↓↓

Muscle/​fat loss insulin ↓/​↓↓ ↓↓/​↓ ↓/​↔

Insulin ↓↓ ↑↑ ↔

Cortisol ↔ ↑ ↔

Effect of  caloric intake on 
muscle mass

↑↑ ↔ ↔

* An individual patient may have components of  all three conditions. Most patients with cancer 
cachexia are also sarcopenic, but most sarcopenic individuals are not considered cachetic.
† Cachexia patients may be hyper-​, hypo-​, or eumetabolic.
‡ Increased acute-​phase response proteins, decreased myosin (muscle)
↓ = decreased; ↔ = no change; ↑ = increased; /​ = and/​or.
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Mechanisms of Cachexia–​Anorexia 
Syndrome
An aberrant inflammatory response generated by the disease–​host interac-
tion is probably the dominant mechanism3. Cytokine-​induced catabolism 
causes impaired synthesis and increased degradation of  muscle and fat. 
Other disease-​specific factors (e.g., lipid mobilizing factor in cancer) may 
also be involved (see Figure 6.).

There is also neurohormonal dysfunction. A loss of  endocrine homeosta-
sis impairs anabolism and appetite. Abnormalities associated with the CAS 
include elevated cortisol levels, ghrelin and insulin resistance, low serum 
testosterone, and sympathetic activation.

Pro-​inflammatory cytokines play a role in propagating these irregularities 
and alter hypothalamic sensitivity to orexigenic and anorexigenic peptides.

Figure 6..  Mechanisms of  cachexia–​anorexia syndrome.
ANS = autonomic nervous system.
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Exacerbating Factors
Appetite loss experienced by many patients can be aggravated by symp-
toms such as severe pain, nausea, early satiety, constipation, and depres-
sion. Elderly or sedentary patients may have underlying sarcopenia and 
poor muscle reserves.

Deficiencies of  particular substrates, such as amino acids and, L-​carnitine, 
may also play a role (Figure 6.2).
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Figure 6.2.  Model of  multimodality therapy directed at the mechanisms of  
cachexia.
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Clinical Assessment
Patient History
Patient history can be used to identify patients with involuntary weight loss 
of  > 5% within the past 6 months (if  no prior weights are available). Ideally, 
these patients should be identified even earlier in the disease trajectory in 
order for interventions to produce the greatest impact.

Prior comorbid conditions such as endocrine abnormalities (hyper-​ or 
hypothyroidism, adrenal insufficiency, diabetes) and vitamin deficiencies 
(vitamin B2, vitamin D) need to be determined.

Symptoms contributing to decreased oral intake are also important 
factors. A  symptom assessment tool such as the Edmonton Symptom 
Assessment Scale (ESAS) can be used to identify symptoms such as pain, 
depression, and nausea. Additional factors may include early satiety, oral 
ulcers, dental problems, dry mouth, and dysphagia.

Patient goals are crucial in determining the choice of  therapy. For most 
patients, an improvement in strength and function is the goal. Others may 
want an improved appetite above all, to enjoy meals with family and friends. 
For some, body image may be more important, since cachexia is a very vis-
ible manifestation of  illness.

Examination
Muscle wasting is often readily apparent but may be disguised in patients 
who were obese prior to their illness. Body mass index (BMI = body weight 
divided by height in kg/​m2) is not useful in evaluating body composition or 
lean body mass.

Monitor the impact of  therapy with relatively low-​burden tests, such as 
arm muscle area:

(mid-​arm circumference [MAC] in centimeters) − π
× tricipital skin fold thickness [in millimeters])2/​(4 × π)

minus a correction factor of  0 for men and 6.5 for women.
Electrical bioimpedance analysis (BIA) can conveniently measure fat-​

free mass (FFM). The fat-​free mass index (FFMI = FFM divided by height in  
kg/​m2) is especially useful in patients with COPD. Edema affects the accu-
racy of  BIA. BIA may be useful for prognostication.

Dual energy X-​ray absorptiometry (DEXA) and computerized tomo-
graphic (CT) scanning for measuring muscle mass are possible in the 
research setting.

Physical Strength and Function
•	T hese should be assessed for longitudinal follow-​up.
•	 Choose tests that are least burdensome to the patient.
•	 Use a 6-​minute walk or 50-​meter walk for assessing an intervention’s 

impact on endurance.
•	 Use a hand-​grip dynamometer and gait speed.
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Investigations
These depend on the history and exam, but could include all of  the 
following.

Laboratory
•	 Complete blood count (CBC) to monitor polycythemia/​anemia 

(androgen replacement, anti-​inflammatory use)
•	E lectrolytes, creatinine, BUN, and glucose
•	 Calcium—​hypercalcemia produces poor appetite and fatigue
•	 Liver function tests
•	 C-​reactive protein (CRP) for prognostication in cancer
•	 Vitamin B

2
, folate, vitamin D

•	T hyroid-​stimulating hormone (TSH) for hypothyroidism (especially 
in the elderly and after radiation for head and neck cancer), monitor 
replacement therapy
•	T estosterone—​early morning, preferably bioavailable (free and 

weakly bound). Decreased levels common in COPD, HIV, and cancer 
cachexia (75%)
•	 Cortisol—​early morning (< 3 mcg/​dL is diagnostic, > 8 mcg/​dL is 

normal, mid-​range requires additional tests of  dynamic adrenal function)
•	A lbumin has prognostic value, particularly in renal-​failure cachexia.

Radiology
•	A bdominal X-​ray to evaluate for mechanical obstruction (cancer) or 

severe constipation.

Metabolism
•	 Indirect calorimetry, if  possible
•	R esting energy expenditure (REE) and caloric needs are more 

accurately measured than by equations such as the Harris–​Benedict 
Equation.
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Treatment
Nutrition
The ideal goal of  34 kcal/​kg/​day or .5 x REE may not be realistic,7 depend-
ing on the patients’ condition. Usually, frequent small meals that are calorie 
dense are advised. Counseling by a dietician can increase caloric intake.

Specific amino acids given in patients with HIV and cancer cachexia 
(arginine-​, glutamine-​, and leucine-​related products such as Beta hydroxyl 
Beta methylbutyrate) may increase lean body mass.

Antioxidants and polyphenols in open-​label combination therapy 
improved outcomes for cancer cachexia.

A systematic review5 found that omega-​3 oils had no benefit for cachexia 
in advanced cancer. There may be benefit to the earlier use of  fish oil when 
patients are newly diagnosed and receiving chemotherapy.6

Symptoms and Conditions Contributing to Poor Appetite
•	 Oral: poor dentition, infection, mucositis, xerostomia
•	 Dygeusia: trial of  zinc for 2 weeks
•	N ausea: 5HT3 antagonists during chemotherapy, metoclopramide for 

non-​chemotherapy-​related nausea
•	E arly satiety: metoclopramide
•	P ain: opioid, nonsteroidal anti-​inflammatory drugs (NSAIDs)
•	 Depression: tricyclic antidepressants, mirtazapine
•	 Constipation: laxatives
•	 Dysphagia: endoscopic intervention, enteral and parenteral nutrition if  

starvation is a large component of  the weight loss
•	T reat conditions contributing to CAS (see lab investigations).

Drugs for Cachexia
No single pharmacological intervention is consistently effective for treating 
CAS. Multiple medications have demonstrated benefit in small trials.

Some disease-​specific drugs, for example, β-​blockers for congestive heart 
failure (CHF), could modulate the mechanisms of  cachexia in other condi-
tions, such as hypermetabolic cancer cachexia.

Conventional Drugs
Corticosteroids are effective for multiple symptoms (poor appetite, fatigue, 
nausea) in the short term. Prolonged use increases the risk of  infections and 
myopathy. They may be best for the last 2 months of life.

With megestrol acetate treatment, a systematic review2 found appetite 
improved and weight increased slightly (predominantly fat/​fluid). Benefit 
was shown in patients with cancer, HIV, or COPD. The risk of  thromboem-
bolism is dose dependent and increases with chemotherapy. Hypogonadism 
and hypoadrenalism may require replacement therapy.

Investigational Drugs
•	 Cannabinoids are no better than placebo for cancer cachexia8 but 

improve taste in cancer patients and appetite in HIV patients. They may 
be more effective at higher doses but are limited by side effects.
•	N SAIDs are given alone or combined5 with appetite stimulants for 

cancer cachexia. Ibuprofen in combination with megestrol increased lean 
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mass in patients with solid tumors. Celecoxib9 as part of  multimodality 
therapy was also effective in small open-​label trials, but NSAID use 
should be reserved for investigational studies.
•	 Melatonin was effective in preventing and treating cancer cachexia in 

open-​label trials but not in a randomized controlled trial0 in advanced 
cancer.
•	 β-​blockers, angiotensin-​converting enzyme (ACE) inhibitors, and 

angiotensin II receptor blockers (ARBs) are the standard of  care for 
CHF and may prove to be useful in other conditions, for example, 
cancer cachexia.
•	A ndrogens and selective androgen receptor modulators (SARMs) have 

shown benefit in small trials of  HIV, COPD, and cancer cachexia.
•	 Muscle anabolism: beta agonists, myostatin inhibitors in the future.
•	T halidomide is useful in HIV, tuberculosis, and preliminary cancer 

cachexia trials.

•	 Ghrelin and ghrelin mimetics/​agonists2 show benefit in treating cachexia 
in cancer, and COPD in preliminary trials. Their safety needs to be 
established in larger studies.
•	 Growth hormone is used for HIV cachexia. Patient tolerance may be a 

problem.
•	P arenteral nutrition is used when starvation is a major component, the 

tumor is slow growing, and there is > 6 weeks survival.

Exercise
There is preliminary evidence of  greater muscle strength with resistance 
training in patients with sarcopenia, chronic renal insufficiency, rheumatoid 
arthritis, HIV, or COPD.

Outcomes
Effective therapies should (ideally) achieve all of  the following:
•	 Increased lean body mass
•	 Improved function (activities of  daily living [ADL], see functional tests)
•	 Increased appetite
•	 Weight gain

Prognosis
•	 Weight loss > 5% (CHF, HIV)
•	 BMI < 20
•	 CRP > 0 mg/​L3

•	H ypoalbuminemia (renal cachexia)
•	 Combination in cancer cachexia may be more accurate: weight loss ≥ 

0%, CRP ≥ 0 mg/​L, food intake ≤ 500 kcal/​day.
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What Families and Patients  
Need to Know
Many patients and families believe poor appetite and weight loss are the 
most burdensome issues they face. Unfortunately, their concerns are sel-
dom addressed by healthcare providers.

Opening a dialogue with patients and their families may resolve family 
conflict, increase confidence in healthcare providers, and avoid unneces-
sary interventions. Explaining the mechanisms of  cachexia without medical 
jargon may help families appreciate that increased caloric intake will not 
necessarily result in muscle gains or functional improvement.

An understanding of  this counterintuitive concept could help avoid 
unnecessary enteral or parenteral supplementation and relieve pressure on 
patients perceived as not trying “hard enough” to eat.
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Clinical Pearls
•	A  pro-​inflammatory state is likely the dominant mechanism causing 

muscle wasting.
•	 Frequently used medications such as corticosteroids and megestrol are 

associated with dose-​dependent side effects.
•	 C-​reactive protein levels are useful for prognosis.
•	 Multimodality therapy (including pharmacological, nutritional, and 

exercise interventions) should always be considered.
•	N utritional issues are important to patients and their families and need 

to be addressed (even when therapeutic options are not available or 
indicated).
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Introduction
The vast majority of  patients in the terminal phase of  their illness experi-
ence severely reduced oral intake before death, which may arise due to a 
variety of  causes related to their diagnosis or its treatment.

Commonly experienced symptoms such as decreased appetite, nausea 
and vomiting, bowel obstruction, dysphagia, cognitive impairment, and 
depression predispose to deficits in fluid status, which in turn can lead 
to distressful symptoms (such as confusion, fatigue) and/​or death (see 
Figure 7.). In this chapter, we offer recommendations for an individual-
ized approach in the management of  fluid deficits in terminally ill patients 
that is based on symptom burden, patient and family preferences, and goals 
of care.

Figure 7.. T heoretical model of  the effects of  fluid deficits in terminally ill patients 
and the role of  parenteral hydration on symptom distress and delirium.
Reprinted with permission from Dalal S, Del Fabbro E, Bruera E (2009). Is there a 
role for hydration at the end of  life? Curr Opin Support Palliat Care 3:72–​8.

 



Dehydration 95

Fluid Homeostasis
Fluid homeostasis is dependent on the maintenance of  a relatively constant 
and stable composition of  body fluids. It is achieved in normal individuals by 
matching daily water intake to fluid losses from the body.

In normal, healthy adults, water constitutes approximately 60% of  total 
body weight (TBW) in men and 55% in women. This amount declines with 
aging, with shifts in body composition resulting in a 0%–​5% reduction of  
total body water.

Water in the body is in a constant state of  motion, shifting between the 
various fluid compartments of  the body. Two-​thirds of  the total body water 
is present in tissue cells. The remaining third is present as extracellular fluid 
and is divided between the plasma (intravascular compartment) and inter-
stitial compartment. The amount of  these fluids is highly variable, and these 
compartments are generally ignored when considering body fluids.

Dehydration
Classically, the medical literature has distinguished two forms of  total body 
water fluid loss: () dehydration, which refers to a loss of  body water mainly 
from the intracellular compartments, and (2) volume depletion, referring to 
a loss of  extracellular fluid clinically affecting the vascular tree and interstitial 
compartment.

Dehydration can be defined as a complex condition resulting in a reduc-
tion in total body water. This can be due primarily to a water deficit (water 
loss dehydration) or both a salt and water deficit (salt loss dehydration). In 
most cases, dehydration is due to disease and/​or the effects of  medication 
and not primarily due to lack of  access to water. Clinically, it cannot be 
defined by a single symptom, sign, or laboratory value.

The fluid requirement in terminal patients may be less; however, they are 
at an increased risk of  fluid deficit, often precipitated by minor variations in 
fluid intake, infections, and other conditions.

Many patients are elderly, with renal and neurohormonal functions dete-
riorated by age and thereby not as effective as in younger individuals. The 
thirst mechanism diminishes with age, significantly impairing the ability of  
the elderly to maintain homeostasis and increasing the risk for dehydration. 
An age-​related decrease in maximal urinary concentrating ability further 
increases the risk for dehydration.

 

 



96 Chapter 7  Dehydration

Symptoms
Fluid deficits may cause cognitive impairment, altered behavior, decreased 
energy level, confusion, delirium, fainting, or syncope.2 Confused patients 
may be a danger to themselves or at risk for falls, or have aberrant behavior 
with paranoid delusions or hallucinations. They can also appear significantly 
distressed to their caregivers.

Studies noting a high prevalence of  thirst and dry mouth in patients with 
advanced cancer have failed to show an association between these symp-
toms and biochemical markers of  fluid deficit or dehydration.

Dry mouth can be alleviated by simple measures such as oral care, small 
sips of  water, and lubrication.

Persistent subclinical dehydration is associated with anxiety, panic attacks, 
and agitation. Fluctuation in tissue hydration results in inattention, hallucina-
tions, and delusions. Severe dehydration leads to somnolence, psychosis, 
and unconsciousness.

Mechanisms include increased local cytokine production, glutamate tox-
icity, mitochondrial dysfunction, altered pharmacokinetics of  drugs, and 
increased anticholinergic burden.3
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Assessment of Hydration Status
Initial Assessment
Determine the presence of  fluid deficits.

History
•	 Urine output, third spacing, hemorrhage
•	 Cognitive impairment
•	A ltered behavior
•	 Constipation

Physical Examination
•	 Dry mucous membranes
•	R educed skin turgor
•	 Sunken eyes
•	 Dry axillae
•	P ostural hypotension, tachycardia, increased capillary refill time
•	 Cyanosis, mottling, reticulation

Laboratory
Clarification of  the goals of  treatment is important prior to ordering labora-
tory tests, as some may not be useful in determining treatment.
•	 Increased plasma protein
•	 Increased hematocrit
•	 Increased sodium
•	 Increased blood urea nitrogen and serum creatinine

Symptom Effects
Determine the symptom burden (using multidimensional assessment tools). 
Determine the impact of  symptoms on quality of  life, patient and family 
distress, and function.
•	T hirst and dry mouth are distressing symptoms for both the patient and 

family.
•	 Symptoms are not exclusive to dehydration.
•	 May be a consequence of  medication, radiation, mouth breathing, or 

thrush.
Determine benefits versus burden of  artificial hydration.
•	H ydration may be beneficial if  there are cognitive changes or delirium in 

select patients, such as those on opioids.
•	H ydration was not shown to benefit hospice patients who were in their 

last 3 weeks of life.
•	H ydration may not be beneficial for symptoms of  thirst or dry mouth.
•	 Determine disadvantages (hospitalization, mobility, discomfort).

Determine Patient and Family Preferences and Goals
•	 Discuss both the benefits and burdens of  hydration.
•	 Disclose uncertainties.
•	 Discuss a trial of  hydration to assess benefit.
•	P rovide alternatives if  hydration is not considered.
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•	P rovide emotional support.
•	 Inform the patient and family that hydration can be ethically withheld 

and withdrawn.

If Hydration Is Considered
•	 Consider hypodermoclysis.
•	A dminister appropriate volumes (< 000 mL/​day).
•	 Consider discontinuation if  there are no perceived benefits.

Intravenous
The traditional route for hydration has been intravenous (IV) and usually 
via a peripheral line. In some patients with terminal illness, central venous 
access devices (CVADs) are placed. These CVADs are associated with an 
increased risk of  complications during placement as well as ongoing use.

Patients have an increased frequency of  local infections and catheter-​
associated bacteremia.4 Management of  these catheters can be a difficult 
option in the home care setting.

The IV route should be limited to situations where subcutaneous (SC) 
administration of  fluids is contraindicated, such as in patients with general-
ized edema or major coagulation disorders or who already have an IV line 
or CVAD in place for other purposes.

Enteral
This route is indicated for any malnourished patient with a functional GI 
tract who is unable to orally ingest sufficient nutrients as long as access can 
be achieved safely. This route is simpler, safer, more physiologic, and less 
costly than parenteral.

Common indications include dysphagia due to head and neck cancer, 
esophageal obstruction, gastric outlet obstruction, or critical illness requir-
ing prolonged mechanical ventilation.

The choice of  access device is dependent on anticipated duration of  use, 
the underlying pathophysiology and anatomy, patient preference, and local 
expertise. Nasogastric (NG) tubes are best for patients who require enteral 
support for less than 30 days.

Placement of  a percutaneous feeding tube is indicated in patients who will 
require long-​term support.

Hypodermoclysis
Hypodermoclysis is the infusion of  fluids into the SC space and can be used 
in reference to medication infusion. Several recent studies in patients with 
terminal illness and for infusion of  analgesics have demonstrated its safety, 
efficacy, and practical advantages over IV routes.5

Hypodermoclysis involves the insertion of  a butterfly needle subcutane-
ously and attaching a line for fluids to be administered via an infusion pump 
or gravity in the home setting. In ambulatory patients, the abdomen, upper 
chest, and area above the breast may be used as the SC infusion site. In bed-
ridden patients, preferred sites are the thighs, abdomen, and outer aspects 
of  the upper arm. These sites can be used for 5–​7 days.6

Approximately  L of  fluid is sufficient for a 24-​hour period and allows for 
normal urine output and adequate hydration in most patients. In home set-
tings, these fluids can be administered via gravity at a rate of  –​2 mL per minute  

 

 

 

 



Clinical Pearls 99

at one site, allowing up to .5 L in a 24-​hour period. Patients can receive 
overnight infusions or several -​hour boluses, which will allow for mobility 
and freedom from tubing for most of  the day.4

Commonly administered electrolyte fluid solutions, such as normal 
(0.9%) and half-​normal (0.45%) saline, saline-​dextrose combinations such 
as one-​third saline with two-​thirds glucose (5%), have been used in studies 
involving hypodermoclysis and can be safely administered.7

The use of  non-​electrolyte solutions is not recommended for hypoder-
moclysis as they can cause sloughing of  tissue, mostly in pediatric patients.

Rapid or large-​volume SC infusion of  electrolyte-​free solutions can cause 
circulatory collapse. Side effects can include local skin irritation and occa-
sional itching, site bleeding, and infection. Colloidal and hyperosmolar solu-
tions should not be given.

Hypodermoclysis is contraindicated in patients with generalized edema 
or clotting disorders. Patients at increased risk of  pulmonary edema should 
be treated with caution and monitored to prevent respiratory distress due 
to fluid overload.

The risks of  hypodermoclysis are minimal when it is administered within 
accepted indications and guidelines.

Proctolysis
Proctolysis is the rectal administration of  fluids. This is an alternative for 
patients who require hydration but are unable to receive it by another 
route. The procedure is invasive, requiring insertion of  a catheter about 
40 cm into the rectum.

Disadvantages include enema effect with maximal rates of  infusion, leak-
age of  fluids, and pain during insertion of  catheter and infusion of  fluids.

Clinical Pearls
•	H ydration may benefit symptoms of  delirium, fatigue, and opioid 

neurotoxicity in patients who are not in the last 2–​3 weeks of life.
•	H ydration may not be beneficial for symptoms of  thirst or dry mouth.
•	H ypodermoclysis is an excellent alternative to intravenous hydration 

because of  its simplicity, low cost, and feasibility.
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Introduction
Changes in mood and coping are expected when a person is diagnosed with 
a devastating illness such as cancer. The treatment of  cancer is complex, and 
managing all aspects of  treatment may be overwhelming. From diagnosis of  
cancer to survivorship is a long battle with emotional ups and downs. How 
to best manage these emotions, and when to medicate the patient for anxi-
ety and depression, are important consideration for clinicians.,2

Understanding the differences between typical adjustment reactions and 
major depressive disorder is important. Adjustment reactions occur with an 
acute stressor such as a diagnosis of  a serious illness or with other setbacks 
such as recurrences or relapses.

The patient often reacts with increased anxiety or depression that fluctu-
ates and is usually limited to a period of  weeks. This is generally an acute 
emotional reaction to the stressor and improves with time and psychother-
apeutic support.

Depression is a serious disorder that requires careful attention to diagno-
sis and management. It is important to note that depression is underdiag-
nosed and undertreated. A survey of  patients receiving palliative care for 
cancer revealed that 60% of  patients with major depressive disorder were 
not being treated with antidepressants. In cancer patients, depression may 
mistakenly be considered as a normal response to a cancer diagnosis as 
well as to the side effects of  chemotherapy and may not be considered for 
treatment.
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Depression
Prevalence
Variable rates of  depression are reported for patients in the palliative set-
ting, ranging from .5% to 50%. In the past, studies focused on cancer 
patients, but other diseases are now coming under the purview of  hospice 
and palliative care.

Of  these non-​cancer diseases, patients with myocardial infarction show 
a prevalence of  depression of  6%–​23%. Patients with Alzheimer’s dis-
ease, diabetes type  or 2, or Huntington’s disease may have prevalence 
for depression as high as 32%. Those with Parkinson’s disease or multiple 
sclerosis have prevalence rates as high as 50%.

A family history of  depression is the most widely recognized risk fac-
tor. An inherited depression may have an earlier age at onset and manifest 
recurrences.

Females are more at risk, which may be due to genetic influences. Other 
risk factors include impaired functional status, poor social support, uncon-
trolled pain, and external stressors.

Malignancies that have been linked to depression include retroperitoneal 
tumors (e.g., pancreatic cancer), primary brain tumors, and head and neck 
cancers.

Medications that increase the risk of  depression include interferon, inter-
leukin, intrathecal methotrexate, vincristine, β-​blockers, and steroids. Drug 
withdrawal can also be a precipitating factor.

Diagnosis
Depressed mood is a complex and heterogeneous problem that has mul-
tiple manifestations and etiologies (see Box 8.). The clinician should not fall 
under the illusion that all such patients will present alike.

According to DSM-​5 criteria, depression is classified as mild, moderate, 
or severe. An episode of  psychotic features is sometimes associated with 
major depression, which is then classified as major depressive disorder 
with psychotic features. Other types include persistent depressive disorder 
(dysthymia) if  the depressed mood persists for at least 2 years, substance/​
medication-​induced depressive disorder, mood disorder due to another 

Box 8.  Features of Major Depression

Depressed mood
Diminished interest of  pleasure (anhedonia) (one of  the above must be 
present)
Weight loss or weight gain
Insomnia or hypersomnia
Psychomotor agitation or retardation
Fatigue or loss of energy
Feelings of  worthlessness or excessive guilt
Diminished ability to think or concentrate, indecisiveness
Recurrent thoughts of  death or suicide
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medical condition, and premenstrual dysphoric disorder. Bipolar disorder 
is differentiated by an episode of  mania.3

DSM-​5 has categorized the conditions that do not meet the full defini-
tion of  the syndrome under “other specified depressive disorder.” These 
include recurrent brief  depression, if  symptoms persists 2–​3  days at 
least once per month for at least 2 consecutive months; short duration 
depressive episode when clinically significant distress persists for 4–​3 days  
(if  depressed mood lasts 4–​3 days); and depressive episode with insufficient 
symptoms when clinically significant distress is present for at least 2 weeks 
and does not meet the criteria for another depressive or bipolar disorder. In  
DSM-​5 bereavement is listed under “other specified trauma and stress-​
related disorder.”

The diagnosis of  major depressive disorder requires the presence of  five 
or more of  the nine symptoms occurring for 2 consecutive weeks, and one 
symptom is either depressed mood or loss of  interest or pleasure (anhe-
donia). There must be a change from the patient’s previous level of  func-
tioning. These symptoms must be present most of  the day, nearly every 
day, during this period. The other symptoms include weight loss or gain, 
decrease or increase in appetite, insomnia or hypersomnia, psychomotor 
agitation or retardation, fatigue, feelings of  worthlessness, inappropriate 
guilt, diminished concentration, indecisiveness, and thoughts of  death or 
suicide.

However, many serious illnesses or their treatments can be the cause of  
some of  these symptoms. One example of  this would be cancer, which in 
many cases causes weight loss, fatigue, and anorexia.

One approach to the assessment of  depression in cancer patients is to 
substitute the somatic symptoms that can be influenced by the cancer with 
other psychological symptoms (such as hopelessness, social withdrawal, 
brooding, pessimism, depressed appearance, tearfulness, and lack of  
reactivity).

A single screening question (“Are you depressed most of  the time?”) has 
been found to be a brief, reliable screen in terminally ill cancer patients. 
Asking about suicidal thoughts and plans for self-​harm is important for any 
patient being screened for depression.

These questions have not been found to increase the risk of  suicide, as 
some clinicians may fear, but rather greatly aid the detection of  a patient at 
suicidal risk and enable interventions to minimize occurrences.

It is helpful to destigmatize the question posed to the patient. The ques-
tion could be phrased as follows:  “It would not be unusual for someone 
in your situation to have thoughts of  harming themselves. Have you had 
thoughts like that?”

Depression may be associated with all serious illnesses. Short periods of  
sadness are expected when dealing with physical symptoms that accom-
pany a medical illness, such as pain and fatigue. However, when a depressed 
mood persists and becomes pervasive, together with other symptoms of  
major depressive disorder, the diagnosis needs to be considered to direct 
effective management.

Treatment
Management of  depression requires ongoing communication between 
the clinician and the patient. This helps the patient regain self-​control over 
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symptoms of  depression, and is especially effective in mild to moderate 
depression. Managing major depressive disorder is a challenge that requires 
forming a therapeutic alliance through supportive therapy with frequent 
clinic visits, medications, and utilization of  psychosocial resources.

Two main interventions are psychotherapy and antidepressant medica-
tion. While these may be used separately, their combined use may prove 
most effective.,2 Also, altering other factors that may be adversely affect-
ing the patient, such as discontinuing highly toxic therapies, can markedly 
improve depression.

The vicious cycle of  pain and depression is important to consider when 
caring for palliative patients. Recognizing that chronic pain can cause 
depression may lead to effective treatment by focusing on analgesic strate-
gies. Also, recognizing the converse, that depression causes an increase in 
pain perception, is important.

Depression has been closely associated with somatization or “total pain.” 
An important finding of  a survey of  palliative care patients was that fully 
82.9% of  participants with both depression and anxiety reported a moder-
ate to extreme degree of  global suffering resembling “total pain.”

Supportive psychotherapy that allows expression of  the patient’s wor-
ries, fears, and concerns, as well as validating and supporting the patient, 
is the basis of  psychotherapy for the seriously ill. Often it is the social 
worker, chaplain, or psychologist who is available and inclined to provide 
this. Mental health professionals may play a major role in the management 
of  these patients. A “therapeutic relationship” is important for effective psy-
chotherapy. The development of  a good alliance between the two individu-
als is more likely to result in a successful outcome, regardless of  the type 
of  therapy employed.

Supportive psychotherapy helps patients in crisis. It enables them to move 
forward and make adjustments to adapt to the acute changes in health and 
life. An important aspect of  counseling the very ill is re-​establishing their 
autonomy through attempts to empower the individual. This is necessary, 
as the illness has often robbed the patient of  basic abilities and freedom as 
well as privacy. Attempts to listen and provide information, while allowing 
patients as much control as possible over their treatment and care options, 
as well as their day-​to-​day living, are often very significant to the individual. 
Establishing what the patient’s goals and priorities are and developing strat-
egies to work toward achieving them often result in effective empower-
ment of  the individual.

Other types of  psychotherapy that have been recommended include 
individual and group, cognitive-​behavioral, family, interpersonal, and 
mindfulness-​based therapy.

Newer developments by experts in the field of  psycho-​oncology include 
the development of  meaning-​centered psychotherapy (developed by 
Breitbart) and dignity psychotherapy (developed by Chochinov).4 These 
therapies are often directed to those who have expressed a desire for death 
or existential distress.

Meaning-​centered group therapy is based on the principles of  Viktor 
Frankl’s logotherapy and deals with issues of  sustaining meaning and hope in 
the context of  illness and impending death.

Dignity psychotherapy focuses on bolstering the patient’s sense of  pur-
pose, meaning, and worth. It also focuses on maintaining hopefulness, 
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autonomy, and pride. The goal of  dignity therapy is to maintain normalcy 
and to seek spiritual comfort at the end of  life. The concern that nothing in 
one’s life will transcend death is approached through a life-​review process 
that is intended to develop a sense of  legacy.

Therapy with antidepressant medication is the mainstay of  treatment for 
major depressive disorder (see Table 8.). The selective serotonin reuptake 
inhibitors (SSRIs), serotonin-​norepinephrine reuptake inhibitors (SNRIs), 
and psychostimulants are most frequently used because of  their more tol-
erable side-​effect profiles.

Since few psychiatric studies have focused on the palliative population, 
studies involving the general population have been used as a basis for treat-
ing depression in palliative care. Historically, clinical trials have shown that 
virtually all antidepressant medications have similar efficacy in addressing 
major depression. Thus the choice of  antidepressant is based on the drug’s 
side-​effect profile, the patient’s history of  antidepressant use in the past, 
and antidepressants with minimum risk of  drug interactions.4

More recently, a large meta-​analysis challenges this approach.5 Although 
this study may not be generalizable to the palliative population, it reports 
that mirtazapine, escitalopram, venlafaxine, and sertraline were significantly 
more efficacious than duloxetine, fluoxetine, fluvoxamine, paroxetine, and 
reboxetine. Escitalopram and sertraline showed better acceptability, lead-
ing to fewer discontinuations than with duloxetine, fluvoxamine, paroxetine, 
reboxetine, and venlafaxine. The authors concluded that important differ-
ences exist among these antidepressants in terms of  efficacy and accept-
ability, in favor of  escitalopram and sertraline. Also of  note is that both of  

Table 8.  Commonly Used Antidepressants

Generic (Trade Name) Therapeutic Daily  
Dosage (mg)

Selective serotonin reuptake inhibitors (SSRIs)

Citalopram (Celexa) 0–​40

Escitalopram (Lexapro, Cipralex) 0–​20

Fluvoxamine (Luvox) 50–​300

Paroxetine (Paxil, Seroxat) 0–​60

Sertraline (Zoloft, Lustral) 25–​50

Combination agents (serontonin/​noradrenergic)

Mirtazapine (Remeron) 5–​45

Venlafaxine (Effexor) 37.5–​225

Duloxetine (Cymbalta) 40–​60

Psychostimulants

Methylphenidate (Ritalin) 5–​30

Dextroamphetamine (Dexedrine) 5–​30
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these drugs have fewer drug interactions via the cytochrome P450 system 
than most other agents.

Side effects of  the SSRIs are commonly nausea, sleep disturbance, head-
ache, and sexual dysfunction. The SNRI venlafaxine has been reported to 
cause more nausea and vomiting than that with the SSRIs. Mirtazapine has 
been linked to weight gain; trazadone to somnolence; sertraline to diarrhea; 
paroxetine and venlafaxine to discontinuation syndrome; and paroxetine to 
more sexual dysfunction. Bupropion is an activating antidepressant that is 
sometimes used to counteract the sexual side effects of  SSRIs. Fluoxetine 
is not favored because of  its long half-​life. The onset of  antidepressant 
effect with these medications is often after a minimum of  2–​3 weeks, with  
4–​6 weeks being a typical trial period.

Psychostimulants such as methylphenidate and dextroamphetamine have 
the benefit of  a more rapid effect, which may be particularly important for 
patients with a short life expectancy. These agents are usually taken in the 
morning and mid-​day so as to not interfere with sleep.6

Combining psychostimulants with an SSRI or other antidepressants may 
be indicated especially in severely depressed or suicidal patients. The best 
strategy in cancer patients is to “start low and go slow,” especially consider-
ing the fragile nature of  this patient population.7

For patients who are not improving despite a fair trial with antidepres-
sant treatment, there are other options. Most important is to give at least 
a 6–​8-​week trial of  an antidepressant with the FDA-​approved maximum 
dosage. If  this does not work, then augmentation with another drug is indi-
cated. If  this strategy fails, then switching to another drug or class of  drug 
is worthwhile. Professional help from a psychiatrist is recommended while 
managing severely depressed patients. Patients who present serious suicidal 
risk require increased clinician diligence.

Colloborative Assessment and Management of  Suicidality (CAMS) is a 
newer approach, which emphasizes a good-​faith commitment between 
the patient and the clinician.8 It is a therapeutic tool that engages both to 
work together to find suitable alternatives to deal with pain and suffering. In 
the CAMS approach, strong clinical alliance is the key, which optimizes the 
patient’s motivation to find better coping strategies This strategy has shown 
better patient outcomes.

It is also judicious to ask family members to remove excess medications 
or weapons (e.g., a gun) that could be used for suicide. Again, expert psy-
chiatric assistance is beneficial in these situations.

Bereavement and Complicated Grief
Family members and caregivers are at risk for bereavement throughout the 
illness but also especially following the patient’s death. It is estimated that an 
average of  five persons are left bereaved following each death.

Risk factors for a more difficult bereavement include a sudden or unex-
pected death, a perception of  the patient suffering from pain or other 
symptoms, a stigmatized death (e.g., AIDS, suicide), substance abuse, 
psychiatric disorder, and dysfunction within the family. It is important 
to distinguish between bereavement and major depressive disorder. In 
bereavement the focus is on the loss, with a predominant feeling of  empti-
ness. Symptoms last for 2 months or less. In major depressive disorder, 
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there is persistent depressed mood, with loss of  interest in any pleasur-
able activity.

Persistent complex bereavement disorder is a more serious condition 
that is prevalent in 2.4%–​4.8% individuals. It is diagnosed when an adult has 
been grieving for more than 2 months after the death of  a loved one. In 
the case of  children, the time frame is 6 months. Symptoms usually begin 
within the first few months after the loss but may be delayed for 6 months 
or longer. Important features include ()  a sense of  disbelief  regarding 
the death; (2) anger and bitterness over the death; (3) recurrent pangs of  
painful emotions, with intense yearning and longing for the deceased; and 
(4) preoccupation with thoughts of  the loved one, often including distress-
ing intrusive thoughts related to the death.

Avoidance behaviors are often part of  this condition. This disabling 
condition leaves individuals in a protracted difficult mourning, unable to 
lead a productive or enjoyable life. The diagnosis of  persistent complex 
bereavement disorder can co-​occur with major depressive disorder or 
post-​traumatic stress disorder (PTSD). Studies show that persistent com-
plex bereavement disorder may not respond to medications alone or in 
combination with interpersonal therapy, and requires psychotherapy spe-
cifically designed for this disorder.

Innovative research by Katherine Shear9 has produced a therapy that bor-
rows from cognitive behavioral therapy for trauma and PTSD. Similar to 
PTSD therapy, periods of  re-​experiencing the trauma of  the loved one’s 
death in a controlled way are an important part of  the therapy. A random-
ized trial has shown that this complicated grief  treatment produced higher 
response rates and faster times to response than the standard interpersonal 
psychotherapy.
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Anxiety
Prevalence and Diagnosis
Anxiety is the most common psychiatric diagnosis reported in cancer 
patients. Anxiety level fluctuates during the course of  the illness and is usu-
ally very high in newly diagnosed patients and understandably common in 
terminally ill patients. It is estimated that the prevalence of  anxiety in the 
individual with cancer is in the range of  25%. High level of  anxiety may inter-
fere with the patients’ understanding of  the illness and treatment plan and 
may interfere with compliance. This will result in poor treatment response 
and compromised quality of  life. Hence a thorough evaluation and manage-
ment of  anxiety are crucial to patients’ well-​being and outcome.

The most common presentation of  anxiety seen in cancer patients is 
adjustment disorder with anxiety, commonly triggered by the breaking of  
bad news. Patients may have prior conditions, such as generalized anxiety 
disorder, panic disorder, or phobias, that increase their experience of  anxi-
ety during their illness. An example of  this is claustrophobia, a common dif-
ficulty exacerbated by the requirements of  MRI imaging or during radiation 
treatment in head and neck cancer patients.

Agitated depression can present with symptoms of  anxiety. In cancer 
patients, a mix of  anxiety and depressive symptoms is found to occur more 
frequently than anxiety alone. Not surprisingly, anxiety often increases with 
the progression of  disease and the worsening of  physical health.

Medical complications such as sepsis, pulmonary embolism, and other 
acute problems often induce apprehension. Poor control of  pain or dys-
pnea, and drug withdrawal states also incur anxiety. Patients with agitated 
delirium may be misdiagnosed as having anxiety or pain if  a careful assess-
ment for cognitive dysfunction is not undertaken. Adverse drug reactions 
also need to be considered.

Severe anxiety is seen in patients with akathisia. Akathisia is a subjective 
feeling of  muscular discomfort and inner restlessness associated with anxiety. 
This syndrome of  extra-​pyramidal side effects and anxiety is seen in patients 
who are taking dopamine antagonists. This is usually seen in cancer patients 
who are prescribed anti-​emetic agents to control chemotherapy-​induced 
nausea and vomiting. Metoclopramide seems to top the list of  medications 
prone to induce akathisia in cancer patients. Other medications that may 
lead to akathisia are prochlorperazine and promethazine. This condition 
causes patients to feel as if  they cannot sit still. The ambulatory patient is 
often seen pacing; bed-​bound individuals are more difficult to diagnosis. Both 
can have their presentation misinterpreted as being due to emotional dis-
tress. A thorough evaluation of  the symptoms, a good history, and review of  
all medications are necessary to make the diagnosis of  akathisia.

More commonly, lucid individuals have normal fears and worries related 
to death or existential issues. Often the existential anxiety is about the 
loss of  autonomy and meaning in life. Issues around death usually relate to 
concern about separation from family and the future well-​being of  family 
members.

Financial and legal issues can also be important at this time. Also, fear 
about worsening pain or other symptoms may preoccupy the patient. Over 
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the course of  a prolonged illness, individuals suffer multiple losses of  their 
normal health. This may result in difficulty coping with their new restric-
tions and loss of  the life they used to enjoy. Important questions to ask 
may include “What is your biggest fear?” or What things worry you now?”

Treatment
Determining the likely etiology of  the patient’s anxiety and addressing it are 
the most fruitful approach. Too often the reflex reaction of  the clinician is 
to simply add an anti-​anxiety medication without a careful evaluation of  the 
underlying causes, which may result in poor response and in some cases 
needless side effects.

Excellent communication skills are needed to listen empathically to the 
patient’s story and concerns. This is time well invested, as patients often 
feel that they have not had their concerns heard. Taking time to address 
issues and to answer questions may be all that is required. Effective com-
munication is the first and most important step. A catharsis of  emotion may 
be necessary for healing.

A team of  skilled and trained staff, including social workers, chaplains, and 
therapists, is required to address any psychological or psychosocial issues 
that may arise and interfere with the treatment. Individuals skilled in relax-
ation techniques, behavioral modification, hypnosis, and guided imagery can 
help patients to handle stress and anxiety better. This may result in a better 
quality of  life and a better patient outcome.

Family meetings are an important intervention, as the patient does 
not live in isolation but is usually closely connected to family members. 
Addressing openly the worries, concerns, and fears of  the patient and fam-
ily members helps to break down the “conspiracy of  silence” that so often 
accompanies a family’s adaptation to serious illness. More functional com-
munication may result. Addressing the family members’ anxiety may also 
result in a less anxious patient.

Pharmacological treatment of  anxiety requires careful assessment of  the 
symptoms and choice of  medications.7 Benzodiazapines may be necessary 
for patients who have profound symptoms related to anxiety, including 
pervasive worry, insomnia, and autonomic hyperactivity. However, the use 
of  benzodiazapines in the frail terminally ill patient needs to be carefully 
assessed, as these medications may cause sedation, delirium, falls, and dis-
turbance of  normal sleep pattern, as well as inducing tolerance.

A careful assessment of  the risks and benefits of  such treatment is needed, 
as well as consideration for discontinuing the drug after a course of  initial 
management. Shorter-​acting benzodiazepines, such as lorazepam or alpra-
zolam, are the most commonly prescribed benzodiazapines. In the general 
population, doses of  lorazepam prescribed are 0.5–​2.0 mg tid–​qid PO or IV 
and doses of  alprazolam prescribed are 0.25–​2.0 mg tid–​qid PO. In cancer 
patients, the smaller doses of  benzodiazapines are used. A  longer-​acting 
benzodiazepine such as clonazepam may be useful to control the overall 
anxiety throughout the day, which may reduce the frequency of  break-
through anxiety attacks. The doses usually recommended are 0.5–​.0 mg  
PO bid–​tid.

For patients with agitation related to delirium, management with a neu-
roleptic, such as haloperidol, quetiapine, olanzapine, or chlorpromazine, is 
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preferable. These agents may also be preferred for individuals with anxiety 
who are deemed fragile and at risk for delirium secondary to administration 
of  a benzodiazapine.

For patients with panic attacks that are frequent and severe, long-​term 
management of  anxiety or panic attacks is warranted. These patients are 
usually managed with SSRI along with benzodiazepine. Benzodiazapines 
are used to bridge the gap and to provide immediate control of  the symp-
toms while waiting for the SSRI to become effective, which usually takes  
2–​3 weeks. Treatment of  anxiety related to uncontrolled pain or dyspnea 
with a strong opioid is standard management.7

Clinical Pearls
•	A sking about suicidal thoughts is an important part of  assessing 

depression.
•	P sychotherapy is an important modality for treating depression and 

adjustment reaction.
•	P ain and depression can function in a vicious cycle, one causing 

the other.
•	 Complicated grief  occurs in 0%–​20% of  bereaved individuals and 

requires specialized treatment.
•	E xcellent communication skills help in managing anxiety.
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Introduction
Sleep is a fundamental physiological process that performs a restorative 
function for the brain and body. It improves energy and the sense of  well-​
being, and for persons living with cancer, sleep provides respite from physi-
cal discomfort and psychological stressors.–​3 Disturbances in both sleep 
architecture and circadian factors account for the majority of  sleep distur-
bances encountered in the context of  cancer.4

Sleep disturbances constitute a significant source of  distress for patients 
with cancer.–​3 Sleep disturbance results in decline in cognitive function, 
inability to engage in work or recreational activities, and reduced quality of  
life.–​4 It is extremely important to identify, recognize, and properly manage 
these sleep disturbances in order to reduce suffering and improve the qual-
ity of  life of  our patients (see Box 9.).

This chapter focuses on the impact of  sleep disturbances in patients with 
cancer and other life-​limiting illness and on the appropriate assessment and 
management of  these sleep disturbances.

 



Box 9.  Assessment and Management of Sleep 
Disturbances in Patients with Advanced Cancer

Assess
a.	Characterize the sleep complaint intensity using a scale from 0 to 

0, and characterize the type and duration of  the sleep disturbance 
with the use of  sleep diaries and logs (e.g., difficulty initiating sleep, 
recurrent nocturnal awakenings).

b.	Take a comprehensive history, perform an exam, and use objective 
measures such as actigraphy and polysomnography as indicated to 
rule out common causes:
.	Cancer-​related symptoms, including pain, delirium, anxiety, depres-

sion, nausea and vomiting, and dyspnea
2.	Side effects of  medications, including corticosteroids; psychostimu-

lants, such as modafinil methylphenidate (short and long acting), 
caffeine, and herbal remedies; antihypertensives, including diuretics 
and benzodiazepines; and medication withdrawal from alcohol, 
sedative hypnotics, or opioids

3.	Issues affecting the sleep–​wake cycle, such as polyuria, nocturia, 
and disruption in normal schedule (e.g., multiple hospital admis-
sions, poor sleep hygiene)

4.	Conditions affecting sleep: brain metastasis, sleep apnea, restless 
leg syndrome, heart failure, severe COPD

Treat Interdisciplinary Approach
a.	Treat the underlying symptom and/​or cause.
b.	Symptom management, using a combination of  pharmacological and 

nonpharmacological approaches, should be explored if  the primary 
cause cannot be treated.

Pharmacological treatments
•	 Consider the use of  hypnotics on an individual basis but only for 

short-​term use.
•	 Consider issues such as drug interaction, drug pharmacokinetics and 

pharmacodynamics, drug side-​effect profile, tolerance, addiction, and 
dependency.

Nonpharmacological treatments
•	 Sleep hygiene
•	 Cognitive behavioral therapy
•	 Muscle relaxation training
•	 Biofeedback
•	 Supportive brief  psychotherapy.
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Sleep Disturbance and Cancer Patients
Patients living with cancer can experience significant disruptions of  the nor-
mal behaviors and physiology that lead to restful sleep.,4 Behaviors of  can-
cer patients that disrupt the sleep cycle include spending more time in bed, 
reduced daytime activity, and mental stimulation.,5 Cancer patients also 
have a higher probability of  being hospitalized or institutionalized, worsen-
ing the sleep disturbance.6

The prevalence of  sleep disturbances in patients living with cancer ranges 
from 24% to 95%.,4,7 This wide range in percentages reflects the use of  dif-
ferent definitions of  insomnia in assessment tools.

According to the International Classification of  Sleep Disorders8 and the 
Diagnostic and Statistical Manual of  Mental Disorders,9 the diagnostic crite-
ria for insomnia syndrome include difficulty initiating sleep (greater than  
30 minutes to sleep onset) and/​or difficulty maintaining sleep (greater than 30 
minutes nocturnal waking time); the presence of  sleep difficulty at least 3 nights  
per week; and sleep difficulty that causes significant impairment of  daytime 
functioning.4,7–​9

One of  the major factors that affect sleep quality in patients living with 
cancer is the presence of  poorly controlled symptoms, especially pain. 
Patients with pain can experience difficulty with sleep onset and sleep 
maintenance.,4,7 Psychosocial distress, such as depression0 and anxiety, 
also plays an important role in the development of  sleep disturbances in 
patients with cancer.,4

The most commonly reported sleep disturbance is frequent waking.2,3 
Of  the patients surveyed, 44% reported trouble achieving sleep, and one-​
third of  patients reported waking for extended periods of  time (35%) or 
waking too early (33%).4 More than half  of  patients (52%) attributed their 
sleep disturbance to “intrusive thoughts” and 45% attributed their sleep 
disturbance to physical discomfort.,4

Silberfarb et al.5 reported that patients with lung cancer stayed in bed 
significantly longer than other groups. These patients reported poorer sleep 
efficiency and more difficulty falling asleep and staying asleep than either 
patients with breast cancer or normal sleepers.

Women with breast cancer who have completed chemotherapy have 
lighter sleep, less deep sleep, less REM sleep, and lower sleep efficiency 
compared to normal sleepers.4,6 In addition, the presence of  hot flashes 
in breast cancer patients is associated with a higher percentage of  wake 
time, lower percentage of  stage 2 sleep, and less efficient sleep compared 
to nights with no hot flashes.7

When the patients receiving hospice care were queried, 70% 
reported difficultly sleeping, and frequent waking was the most common 
problem.8Interestingly, these patients receiving hospice care reported 
more than 60% of  uncontrolled symptoms.

In another study, Mercadante et al.9 showed that 30% of  patients in an 
inpatient palliative care unit had insomnia (reported as less than 5 hours of  
sleep per night). These patients had difficulty with early waking, and waking 
and falling asleep were associated with fewer hours of  sleep. In that study, 
the presence of  depression and anxiety was also associated with insomnia.9
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Sleep disturbance has a negative impact on quality of  life.20 The presence 
of  sleep deprivation heightens the physical, psychological, social, and exis-
tential suffering of  cancer patients.20

It also contributes to diminished coping capacity and exacerbates symp-
toms, such as pain and discomfort, and increases the perception of  illness 
severity. Furthermore, the patient’s family members also experience these 
symptoms of  distress.

Recent evidence suggests the role of  inflammatory mediators such as 
IL-​RA, IL-​6, TNF-​α, and other inflammatory cytokines, which deregulate 
the circadian rhythm and hypothalamic pituitary axis, resulting in persis-
tent symptoms such as chronic insomnia, fatigue, and depression in cancer 
patients; however, the exact mediating mechanisms underlying the pathobi-
ology of  sleep disturbances in advanced cancer are unclear.2
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Assessment of Sleep Disturbances
Insomnia is underreported; Engstrom et al.22 showed that only 6% of  can-
cer patients with sleep disturbances reported their problem to healthcare 
providers. Thus, objective measures of  sleep disturbance and enhanced 
questioning by caregivers are necessary.

Assessment Tools
It is important to assess sleep disturbances and to identify related factors 
and symptoms associated with them. There are several tools used to evalu-
ate sleep disturbances, one being the Edmonton Symptom Assessment 
System (ESAS),4,23 which assesses multiple symptoms. The ESAS has been 
widely used in the clinical setting23 and has been validated for use in patients 
with advanced cancer.24 It consists of  0 questions, rated on a scale of  0 to 
0, that evaluate a mix of  psychological and physical symptoms, which may 
include sleep disturbance as an “other symptom.”

In addition to the ESAS, it is also very important to evaluate for the 
presence of  delirium, which can be related to insomnia in patients with 
advanced illnesses.

One of  the most frequently used tools to evaluate sleep disturbances 
is the Pittsburgh Sleep Quality Index (PSQI).25 It is an effective instrument 
to measure the quality and patterns of  sleep. This instrument enables dif-
ferentiation of  “poor” from “good” sleep through measurement of  seven 
areas: subjective sleep quality, sleep latency, sleep duration, habitual sleep 
efficiency, sleep disturbances, use of  sleeping medication, and daytime dys-
function over the last month. The patient self-​rates each of  the seven areas 
of sleep.

The scoring of  the answers is based on a 0 to 3 scale, and the seven 
component scores are added to obtain a global score ranging from 0 to 2. 
A global sum of  5 or greater indicates a “poor” sleeper.

The PSQI can be used for both an initial assessment and ongoing com-
parative measurements across all healthcare settings. The PSQI has an inter-
nal consistency and a reliability coefficient (Cronbach’s alpha) of  0.83 for 
its seven components.25 However, because of  its length and its relatively 
complex scoring, it may be difficult to use the PSQI in the clinical setting, 
particularly in palliative care patients who also require frequent assessments 
of  many other symptoms such as pain, delirium, dyspnea, and fatigue.

Another method for measuring sleep disturbances is an actigraph. It is a 
simple, noninvasive device approximately the size of  a watch that is worn 
on the wrist. It is used to measure levels of  daytime and nighttime activ-
ity and can be used to accurately estimate the duration of  both daytime 
and nighttime sleep. Activity data are stored to memory, typically in 30-​ to  
60-​second epochs for 24-​hour intervals. These data provide diurnal activity 
counts, nocturnal activity counts, and the means by which to infer sleep 
continuity parameters, for example, time in bed (sleep period), time awake 
after sleep onset, total sleep time, and, potentially, sleep latency.

Once uncontrolled symptoms are identified, it is important to treat them 
properly to reduce suffering in these distressed patients. We will address 
several methods for treating sleep disturbances in cancer patients in the 
next section.
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Management of Sleep Disturbances
The management of  sleep disturbances, as in the case of  fatigue, requires a 
multimodal approach, including pharmacological (Table 9.) and nonphar-
macological interventions. However, research on the efficacy of  any specific 
modality in patients at the end of  life is limited.

Pharmacologic Management
Benzodiazepines
Benzodiazepines are used because of  their sedative properties to reduce 
the time to sleep onset and to improve sleep efficiency. Unfortunately, tol-
erance to these medications occurs rapidly, and their prolonged use can 

Table 9.  Pharmacological Management of Sleep Disturbances 
in Patients with Advanced Illnesses

Activity Initial Dose Considerations

Ultra-​short acting
Zaleplon 5–​0 mg Little to no anxiolytic effect; costly

Short-​onset, brief  duration
Triazolam
Alprazolam

0.25 mg
0.5–​ mg

Rapid sleep induction; limited effect on 
sleep maintenance

Short-​onset, intermediate duration of  action
Zolpidem
Zopiclone
Eszopiclone

5–​0 mg
5–​7.5 mg
3 mg

No clear advantage over 
benzodiazepines; costly; minimal 
anxiolytic effect

Intermediate onset, duration
Lorazepam
Temazepam

0.5–​4 mg
7.5–​5 mg

Adequate effect on sleep induction 
and maintenance; risk of  daytime 
drowsiness

Longer latency to onset, prolonged activity (half-​life, metabolites)
Clonazepam
Chlordiazepoxide
Diazepam

0.5–​2 mg
50–​00 mg
5–​0 mg

Slow sleep induction with increased 
risk of  accumulation of  metabolites; 
high risk of  daytime sedation

Longer latency to onset, prolonged activity (off-​label treatment  
for insomnia)
Amitryptilene
Imipramine
Doxepin
Trazodone
Mirtazapine

25–​00 mg
25–​00 mg
25–​00 mg
25–​00 mg
5–​30 mg

Increased risk of  daytime 
sedation, confusion, constipation, 
and cardiac conduction 
abnormalities. Start with 5 mg 
at bedtime.

Variable activity (off-​label treatment for insomnia)
Haloperidol
Risperidone
Olanzapine
Quetiapine

0.5–​5 mg
0.5–​ mg
5–​0 mg
25 mg

Used mainly in sleep disturbance 
related to delirium or psychosis
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cause sleep disturbances, such as fragmented sleep and dependence on 
medication for sleep onset.26

Despite their effect on sleep patterns and architecture, agents acting on 
the gamma-​amino-​butyric acid/​benzodiazepine receptor, such as zaleplon 
and zolpidem, do not have a clear clinical advantage for cancer patients with 
sleep disturbances.27

In addition, several side effects have been observed with benzodiazepines, 
such as daytime sedation, delirium, and fatigue, particularly in the elderly 
and in those with impaired processing of  the medications.26,27 Furthermore, 
benzodiazepines have the potential to exacerbate respiratory suppression 
when combined with opioids, as has been described with methadone, even 
at a low dose.28

Antidepressants
Antidepressants are the first choice if  the patient presents with major 
depression complicated by insomnia. It is important to mention, however, 
that data on the use of  most of  these antidepressant agents for primary 
insomnia are not compelling.29

Some antidepressants, especially tricyclics, have been used in persons with 
neuropathic pain or headache disorders with insomnia.30 Antidepressant 
medications can produce desirable side effects, such as sedation, but can 
also produce undesirable side effects, such as orthostasis, constipation, and 
anticholinergic activity. In addition, tricyclic antidepressants are associated 
with the development of  cardiac arrhythmias.29

Data on the use of  antidepressants for sleep disorders are described later 
in this section.

Selective serotonin reuptake inhibitors (SSRIs) do not have a role in the 
treatment of  insomnia other than depression-​related insomnia, because of  
their very low sedating effects.

The serotonergic antidepressant trazodone has been used for insom-
nia related to depression because of  its sedative and hypnotic effects. 
However, there are no conclusive data evaluating the minimum effective 
dose for treating sleep disorder.3

Mirtazapine, another antidepressant, acts on different receptors, includ-
ing serotonin and histamine receptors. It is sedating, can stimulate appetite, 
and is less toxic than other antidepressants.32

Antihistamines do not have a role in the treatment of  insomnia associated 
with cancer because of  their side-​effect profile, which includes cognitive 
impairment, delirium, and constipation.

There are limited data regarding the safety and efficacy of  alternative 
or complementary agents, such as valerian root, kava, and melatonin. 
Melatonin and its agonists have some usefulness in primary insomnia in per-
sons with sleep disturbances secondary to a “phase-​shift” disruption of  the 
sleep cycle, although this has not been studied in advanced cancer patients 
with insomnia.,33

Paltiel et al.34 reported that cancer patients with sleep disturbances taking 
tranquilizers and sleeping pills had poorer quality of  life and increased sever-
ity of  physical symptoms when compared with cancer patients who were 
not taking those medications.
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Antipsychotic medications have an important role in managing insomnia 
in patients with delirium,35 a common and distressing disorder that affects 
the advanced-​cancer population.

Nonpharmacological Management
Nonpharmacological interventions, such as cognitive behavioral therapies, 
sleep hygiene, and muscle relaxation, have been demonstrated to be effective 
in the treatment of  primary insomnia.35–​37 Recent evidence suggests signifi-
cant benefit in cancer patients.38 However, cognitive behavioral therapy can 
be challenging to patients with advanced cancer due to cost, time, limited 
availability of  counselors, and symptom burden; therefore it needs to be 
customized to a given patient and can be provided by telephone or Internet 
if  the patient is unable to attend the sessions in person. However, further 
studies in its use in patients with advanced cancer are needed.

Another promising method used in the treatment of  sleep disturbances 
in advanced cancer patients is bright light therapy.39 Patients with advanced 
illnesses not only have disruption in the architecture of  sleep but also altera-
tions in the circadian rhythm, causing sleep disturbances. Thus, a light, which 
is the main stimulus for coordinating the circadian system with the external 
environment, may improve sleep disturbances in these patients.

Ancoli-​Israel et al.39 presented a preliminary report about the effect of  
bright light on sleep in  breast cancer patients receiving chemotherapy, 
concluding that bright white light may increase the number of  hours of  sleep 
in women undergoing chemotherapy, as well as decrease sleep latency and 
improve sleep quality. No side effects were reported in that study.

Bright light therapy also has been effective in sleep disturbances among 
demented nursing home patients. Light therapy has also been used for the 
treatment of  seasonal affective disorder and has some effect in nonseasonal 
depression.40

Recent studies also suggest the role of  mindfulness-​based stress reduc-
tion and yoga.4,42 However, there are limited studies in advanced cancer.

Nonpharmacological therapies demonstrate some advantages over 
pharmacological interventions in patients with sleep disturbances, includ-
ing persistent efficacy and no risk of  drug interactions or severe adverse 
effects, although behavioral treatments may have limited application in 
patients with advanced disease because of  the time and energy required 
to acquire new skills.
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•	 Sleep disturbance is underreported and undertreated. Sleep disturbance 

affects the quality of  life of  patients with advanced illnesses and their 
caregivers and family members.
•	A  comprehensive evaluation of  all symptoms related to sleep 

disturbances is extremely important.
•	 In the setting of  sleep disturbances in advanced illnesses, always evaluate 

for the presence of  delirium.
•	 When treating patients with sleep disturbances, it is very important 

to use a multimodal approach that includes both pharmacological and 
nonpharmacological interventions.
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Definition and Prevalence
Chronic nausea and vomiting are common symptoms in patients with 
advanced-​stage disease, and these symptoms significantly impact patients’ 
quality of  life. In advanced cancers, the reported prevalence is between 
40% and 70%, depending on the patient characteristics and assessment 
methods used.

There is no standardized definition for chronic nausea. For research 
purposes it is often defined as nausea lasting more than 4 weeks. In the 
terminally ill, however, the presence of  nausea for more than  week, in 
the absence of  a well-​identified, self-​limiting cause (e.g., chemotherapy or 
radiotherapy), is used.

Pathophysiology
The pathophysiology of  chronic nausea and vomiting is complex. In the 
palliative care population, multiple mechanisms may be simultaneously 
involved in the generation of  symptoms. Figure 0. illustrates the various 
pathways and centers known to be involved in the emetic pathway. These 
are briefly described in this section.

Two areas in the brainstem (medulla) are critical for the control of  eme-
sis: the vomiting center (VC) and the chemoreceptor trigger zone (CTZ). 
The VC, located in the lateral reticular formation of  the medulla, is the 
physiological control center. It is not a discrete anatomic site, but repre-
sents interrelated neuronal networks, including the nucleus tractus solitarius 
(NTS) and the dorsal motor nucleus of  the vagus (DMV).2

The NTS receives various afferent neuronal pathways, which include 
()  cortical pathways from higher cortical centers, which respond to 
increased intracranial pressures, sensory (pain, sight, smell) and psychogenic 

Figure 0.. P athophysiology of  nausea and vomiting.
CTZ = chemoreceptor trigger zone; ICP = intracranial pressure; 5-​HT3 = serotonin; 
D2 = dopamine; M = muscarinic/​cholinergic; NK-​ = neurokinin-​; H-​ = histamine.
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(memory, conditioning, fear) stimuli; (2) vestibular pathways, which respond 
to vertigo and visuospatial disorientation; (3) peripheral pathways (via the 
vagus and splanchnic nerves) from the gastrointestinal (GI) tract, visceral 
capsules, and the parietal serosal surfaces; and (4)  neuronal connections 
from the CTZ.

The CTZ, located in the area postrema of  the medulla, also receives 
afferent input from the GI tract via the vagus and splanchnic nerves. Unlike 
the VC, the CTZ is functionally located outside the blood–​brain barrier 
and is therefore able to sample emetogenic toxins, metabolic abnormalities, 
such as uremia or hypercalcemia, or drugs in the blood and spinal fluid. It 
cannot, however, initiate emesis independently and does so only via stimu-
lation of  the NTS.

Once the vomiting center (NTS) receives signals from the various affer-
ent sources mentioned in the preceding paragraphs, the information is pro-
cessed and the DMV puts out an appropriate vasomotor efferent response 
(respiratory, salivatory, gut, diaphragm, and abdominal muscles), inducing 
nausea, retching, or vomiting, depending on the intensity and duration of  
received signals.

Etiology
Chronic nausea has many etiologies. Some of  the more common ones are 
illustrated in Figure 0.2. In many patients, the underlying cause(s) may be 
difficult to determine.

Opioids are one of  the most common causes of  chronic nausea in ter-
minally ill patients. Although opioid-​induced nausea is usually transient and 
responds well to anti-​emetics, some patients, particularly those receiving 
high doses of  opioids, may continue to experience chronic and severe 
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Figure 0.2. E tiology of  chronic nausea and vomiting.
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nausea. Other medications causing nausea include nonsteroidal anti-​
inflammatory drugs (NSAIDs) and antibiotics.

Delayed chemotherapy-​induced nausea and vomiting (CINV) refers to 
symptoms that occur 24 hours after chemotherapy administration, which 
may last for as many as 6–​7 days.

Patients with HIV may have nausea, which is a side effect of  all the drugs 
of  the antiretroviral therapy (ART) regimen.

Constipation is a common complication in terminally ill patients and may 
cause or aggravate nausea. Factors that predispose to the development 
of  constipation include opioid analgesics, immobility, poor oral intake and 
dehydration, autonomic failure, and other medications.

The etiology of  nausea may be related to the underlying disease. For 
instance, in cancer patients, nausea is often present in association with 
intra-​abdominal disease, such as liver metastasis, bowel obstruction from 
mechanical compression by tumor, or peritoneal carcinomatosis.

The stomach and duodenum can be compressed, causing the “squashed-​
stomach syndrome.” Nausea may be present secondary to primary or met-
astatic brain involvement by tumor or leptomeningeal disease. Radiation 
therapy to the spine or abdomen may be followed by nausea and vomiting.
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Assessment
As nausea is a subjective symptom, its expression varies from patient to 
patient. From a practical point of  view, this occasionally leads to a lack of  
correlation between the observed expression of  nausea and the presumed 
pathophysiology of  the underlying condition.

It is also important to note that the term nausea may mean different 
things to different people and may be used by some patients to describe 
other symptoms, including abdominal discomfort, pain, distention, or early 
satiety.

There are a number of  ways to assess nausea intensity, such as visual 
analog scales, numerical scales, and verbal descriptors, but there is no gold 
standard for nausea assessment. Because the causes of  chronic nausea and 
vomiting are often multifactorial, the assessment needs to be multidimen-
sional, with awareness that these symptoms are dynamic processes and 
may frequently change in intensity.

Further, it is important to assess the symptom of  nausea in the context 
of  other commonly experienced symptoms, such as pain, appetite, fatigue, 
depression, and anxiety. This multidimensional assessment allows formula-
tion of  an overall therapeutic strategy. An example of  a validated multidi-
mensional assessment tool is the Edmonton Symptom Assessment System 
(ESAS).3

A detailed history and physical examination are essential and may provide 
clues to the underlying etiology of  symptoms (see Table 0.). Intensity, 
frequency, exacerbating and relieving factors, onset, and duration of  nausea 
should be documented. If  there is coexistent vomiting, the nature and vol-
ume of  vomiting can give a clue to the etiology.

Large-​volume emesis may indicate gastric outflow obstruction, whereas 
small-​volume emesis may indicate gastric stasis. The extent to which emesis 
interferes with oral intake should be noted, as large and frequent volume 
vomiting puts the patient at risk of  dehydration. A history of  syncopal epi-
sodes or early satiety should alert the physician of  the possibility of  auto-
nomic insufficiency.

Investigations to exclude renal impairment, hepatic failure, and other 
metabolic abnormalities such as hypercalcemia, hypokalemia, and hypona-
tremia should be undertaken.

A computed tomography scan of  the brain may be indicated when brain 
metastases are suspected. Abdominal X-​rays may be useful in assessing nau-
sea. A supine X-​ray may indicate the presence of  stool and fecal impaction. 
Erect or decubitus views may show air and fluid levels in the bowel, which is 
typical of  bowel obstruction.

 



Table 0.  Clues from History and Physical Examination to the 
Etiology of Chronic Nausea and Vomiting

Findings on History and Physical 
Examination

Possible Etiology

Pattern of  infrequent large-​volume 
vomitus that relieves nausea

Bowel obstruction—​partial or 
complete

Gastric outlet obstruction

Symptoms of  nausea or vomiting 
related to movements

Vestibular dysfunction; 
mesenteric traction

History of  polyuria and polydipsia Hyperglycemia

Hypercalcemia

Associated changes in mental 
status

Brain metastasis, 
metabolic abnormalities 
(examples: hyperglycemia, 
hypercalcemia, hyponatremia, 
renal failure, liver failure 
[elevated ammonia levels])

Papilledema Raised intracranial pressure as 
with brain metastasis

Orthostatic blood pressures, 
absence of  heart rate variability 
with valsalva, syncopal episodes

Autonomic insufficiency

Decreased frequency of  bowel 
movements

Constipation

History of  a mood disorder or 
anxiety

Anxiety

Medication/​treatment history Treatment-​specific syndromes 
(delayed chemotherapy-​
induced nausea and vomiting 
[CINV])

Chemotherapy or radiation

Antibiotics; HIV medications

Epigastric pain, anemia; melena Peptic ulcer disease (use of  
NSAIDs or corticosteroids)

Use of  NSAIDs

Distended abdomen, shifting 
dullness, fluid wave

Ascites

Distended abdomen, absent 
bowel sounds

Bowel obstruction
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Management
Appropriate management of  chronic nausea and vomiting depends on a 
detailed assessment. General supportive measures should be instituted in 
all patients. These include maintenance of  good oral hygiene (poor oral 
hygiene can contribute to nausea), the creation of  a comfortable environ-
ment for the patient, regular baths to prevent unpleasant body odors, and 
attention to diet.

Small volumes of  food at regular intervals should be considered for 
patients with early satiety associated with nausea.
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Specific Interventions
When an underlying cause or causes of  nausea and vomiting have been 
identified, there should be an attempt to correct these (Table 0.2). 
Metabolic abnormalities should be corrected if  this is possible and appro-
priate for the clinic setting.

In situations where opioid toxicity is suspected, a change of  opioids using 
equianalgesic doses can be expected to improve symptoms of  nausea while 
maintaining pain control. Unnecessary medications should be discontinued.

Aggressive bowel care, including cleansing enemas and regular laxatives, 
should be instituted when constipation or stool impaction is suspected.

In some cases, such as in patients with brain metastases, symptom control 
may be attempted with radiation therapy or corticosteroids. If  peptic ulcer 
disease is suspected, appropriate treatment should be instituted.

Pharmacological Interventions
Given the lack of  well-​designed relevant studies, there are no convincing 
data for the best pharmacological strategy for treatment of  nausea and 
vomiting. Current management is based on expert opinion rather than on 
evidence. Both mechanistic-​based and empiric regimens have been used 
with no head-​to-​head comparisons of  these approaches.

The various classes of  anti-​emetics and their site of  receptor action, 
if  known, are presented in Table 0.3 and are briefly discussed further. 
Important considerations in choosing an anti-​emetic should be likely etiol-
ogy and severity of  symptoms, the drug’s potential adverse effect, available 
routes of  administration, and cost.

Table 0.2  Examples of Specific Interventions When the 
Etiology of Nausea and Vomiting Is Known or Suspected

Etiology Intervention

Hypercalcemia Hydration, bisphosphonates

Opioid toxicity Opioid rotation or decrease dose

Constipation Aggressive bowel regimen. Consider X-​rays

Gastric ulceration Proton pump inhibitors (PPIs), 
H2-​antagonists

Infection Antibiotics

Tense ascites Paracentesis, consider intraperitoneal (IP) 
catheter

Anxiety Counseling, anxiolytics

Brain metastases Radiation therapy, steroids

Bowel obstruction Conservative versus surgical procedures 
(e.g., resection, bypassing, or stenting, 
venting gastrostomy)
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Dopamine Antagonists
Agents from this group exert their anti-​emetic effects centrally (predomi-
nantly CTZ) by antagonizing dopamine (D2) receptors. These agents do 
not increase GI motility and so are useful in patients presenting with bowel 
obstruction. Drugs in this group differ on the basis of  their additional 
activities.

Haloperidol is a narrow-​spectrum agent, with mainly D2 antagonis-
tic activity with negligible anticholinergic or antihistaminic effects. Its oral 
bioavailability is approximately 65%. It is highly protein bound and is not 
cleared by the kidney, making it safe in the presence of  renal failure.

Initial doses range from 0.5 to 2 mg/​mL, which can be given orally or 
parenterally at 4-​hour intervals. When used subcutaneously, it is recom-
mended that the concentration of  haloperidol be kept below .5 mg/​mL to 
avoid precipitation of  haloperidol crystals.4

The broader-​spectrum agents include chlorpromazine, prochlorpera-
zine, and promethazine, and have dopaminergic, cholinergic, and histamine 
receptor antagonism. Side effects may include extrapyramidal reactions, 
hypotension, urinary retention, constipation, dry mouth, and sedation.

Prochlorperazine has a low oral absorption (4%) and is usually adminis-
tered via the rectal or parenteral routes. Promethazine has a slightly better 
oral bioavailability (25%) than that of  prochlorperazine.

Prokinetic Agents
Metoclopramide hydrochloride, a substituted benzamide, has a dual mecha-
nism of  action. It is predominantly a dopaminergic antagonist but also has 
prokinetic effects via the cholinergic system in the myenteric plexus. Local 
acetylcholine release, mediated by the 5-​HT4 receptor, appears to play an 
important role in reversing gastroparesis and bringing about normal peri-
stalsis in the upper GI tract.

Table 0.3  Anti-​Emetic Agents

Class Examples

Dopamine antagonists Metoclopramide, haloperidol, 
prochlorperazine, chlorpromazine

Prokinetic agent Metoclopramide

Antihistaminics Diphenhydramine, meclizine, 
hydroxyzine, promethazine

Anticholinergics Scopolamine (transdermal), 
hyoscyamine, glycopyrrolate

Serotonin antagonists Ondansetron, granisetron, 
dolasetron

Cannabinoids Dronabinol, nabilone

Corticosteroids Dexamethasone, 
methylprednisolone

Other useful agents Lorazepam, octreotide
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Because of  its short half-​life (3 hours), metoclopramide requires frequent 
administration via oral or parenteral routes. Continuous infusion of  meto-
clopramide can be given when intermittent doses fail to control nausea.

Side effects include akathisia and extrapyramidal reactions (more likely in 
younger patients), which may not be dose dependent. Anticholinergic medi-
cations, including tricyclic antidepressants (TCAs), antagonize the prokinetic 
effect so should not be co-​administered.

Antihistaminics
Antihistaminics, such as cyclizine, promethazine, and dimenhydrinate, are 
useful anti-​emetics, particularly if  a vestibular component to the nausea is 
identified. Drowsiness is a major side effect.

Antimuscarinic/​Anticholinergic Agents
This group includes tertiary and quaternary ammonium derivatives. Tertiary 
compounds such as atropine and scopolamine are lipophilic, cross the 
blood–​brain barrier, and frequently cause sedation and confusion.

Glycopyrrolate, a quartenary compound, has little CNS penetration and 
is therefore preferred. Anticholinergics have been used to reduce symp-
toms of  nausea and abdominal colic when they are associated with mechan-
ical bowel obstruction.

Serotonin Antagonists
These agents are widely used and effective in the management of  
chemotherapy-​ and radiotherapy-​induced nausea and vomiting. In addition, 
they may also have a role in other situations, such as for refractory nausea 
in the palliative care setting, although more research is needed.

Trials comparing serotonin antagonists and metoclopramide have either 
had methodological problems or used inadequate doses of  metoclo-
pramide (e.g., 0 mg three times per day). There have been some reports 
of  its effectiveness in treating patients’ refractory nausea.

Neurokinin-​ Receptor Antagonists
In clinical studies, neurokinin-​ (NK-​) receptor antagonists have shown 
efficacy in reducing both acute and delayed CINV when added to other 
anti-​emetics.5 The potential role of  NK-​-​receptor antagonists in the treat-
ment of  chronic nausea and vomiting in advanced cancer or other palliative 
care population is currently unknown.

Cannabinoids
The proposed mechanism of  action of  dronabinol is through brainstem can-
nabinoid receptors. Several studies have demonstrated its efficacy as an 
anti-​emetic agent for the treatment of CINV.

In a study of  patients with AIDS-​related cachexia, dronabinol showed sig-
nificant improvement in nausea, appetite, and mood, without weight gain.6 
Side effects, such as somnolence, confusion, and perceptual disturbance, 
are common, particularly in the elderly. Euphoria is more common than 
dysphoria in younger patients.

Larger studies are needed to assess the value of  cannabinoids as anti-​
emetics in patients with advanced disease.
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Corticosteroids
Corticosteroids have powerful nonspecific anti-​emetic effects that are not 
well understood. They may act by modulation of  prostaglandin release. 
They can decrease peritumoral edema, thus reducing intracranial pressure, 
a known cause of  nausea.

Corticosteroids are beneficial in combination with other anti-​emetic 
agents such as 5-​HT3 antagonists or metoclopramide in the prevention 
and management of  acute and delayed chemotherapy-​induced emesis.7 
Corticosteroids are also useful in the management of  other symptoms 
that may coexist with nausea in the palliative care population, such as pain, 
anorexia, and asthenia.

Nonpharmacologic Interventions
Behavioral and Complementary Therapies
Much of  the research on psychological and nonpharmacological interven-
tions has been conducted in chemotherapy or postoperative patients.

Acupuncture and acupressure have been shown to augment the effect 
of  anti-​emetics during chemotherapy and to reduce postoperative nausea 
and vomiting.

Transcutaneous electrical nerve stimulation (TENS) has also been shown 
to enhance the effect of  anti-​emetic drugs. Its effects may be mediated by 
endogenous opioid peptides.

A meta-​analysis of  9 randomized trials found equivalent benefit of  non-
pharmacological treatment of  nausea in postsurgical patients compared to 
traditional therapy.8 This benefit was not found in children. The modalities 
studied were acupuncture, electroacupuncture, TENS, acupoint stimula-
tion, and acupressure.

Similar analysis has not been performed in patients with advanced dis-
ease. Other studies have included progressive muscle relaxation and guided 
mental imagery during periods of  chemotherapy and have shown beneficial 
effects.

Cognitive therapy has been found to be effective in providing relief  of  
psychological morbidity associated with physical symptoms in advanced 
cancer.9 The adaptation of  these techniques to palliative care patients with 
nausea warrants research.

Surgical Interventions
In patients with nausea or emesis caused by mechanical obstruction, surgical 
procedures such as percutaneous gastrostomy for gastric outlet obstruc-
tion, colostomy, intestinal bypass, or laparotomy for obstruction (such as 
secondary to tumors or adhesions) may be considered for symptom con-
trol and to improve life expectancy and quality of  life. This is provided the 
patient’s general physical condition suggests a life expectancy long enough 
to result in benefit from surgery.

Based on current evidence, there is no consensus on the indications for 
conservative versus surgical treatment of  patients with advanced cancer. 
Thus, consideration for surgical interventions should be individualized, 
weighing the risks and benefits of  the procedure.
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Even when patients appear to be candidates for surgical procedures, 
these procedures are associated with complications and may not be suc-
cessful in relieving symptoms.0 Published data show operative mortality 
ranging from 9% to 40% and complication rates from 9% to 90%.

Newer endoscopically placed stents for gastric outlet obstruction offer 
the advantage of  lower cost, the possibility of  an outpatient procedure, and 
low risk of  complications. Abdominal paracentesis or a permanent intra-
peritoneal catheter may be helpful in the patient with nausea and ascites 
who does not respond to conventional therapy.

Conclusion
Chronic nausea and vomiting are common and distressing symptoms in 
patients with terminal cancer. These symptoms are likely to be due to sev-
eral factors, including autonomic failure, opioid analgesics, metabolic abnor-
malities, constipation, and cachexia.

Promotility agents (sometimes in combination with corticosteroids) are 
in most cases the drug of  choice for management of  chronic nausea and 
vomiting. Pharmacological agents, such as progestational drugs and thalido-
mide, need further evaluation of  their potential beneficial effects in patients 
with chronic nausea.

Despite significant ongoing research of  acute chemotherapy-​induced and 
postoperative emesis, research is lacking for treatment of  chronic nausea. 
Drugs that have been found to be effective in acute vomiting, such as sero-
tonin and neurokinin-​ (NK-​) receptor antagonists, require further evalu-
ation in advanced-​cancer patients with chronic nausea.
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Bowel Obstruction
Definition and Prevalence
Bowel obstruction is a common and distressing complication of  intra-​
abdominal cancer. Impairment to the aboral passage of  intestinal contents 
may result from either mechanical obstruction or failure of  normal intestinal 
motility in the absence of  an obstructing lesion (ileus).

Intestinal obstruction may be categorized according to the degree of  
obstruction to the flow of  intestinal contents (partial or complete), the 
absence or presence of  intestinal ischemia (simple or strangulated), and the 
site of  obstruction (small intestinal or colonic).

The three most common causes of  small bowel obstruction (SBO) 
are postoperative intra-​abdominal adhesions, hernias, and neoplasms. In 
the palliative care setting, cancer is usually the underlying cause. Bowel 
obstruction is particularly common in patients with intra-​abdominal 
malignancies.

Malignant bowel obstruction (MBO) can lead to multiple distressing 
symptoms that require urgent palliative interventions. In a consecutive 
series of  63 patients referred with malignant ovarian tumors, 24 (4.7%) 
patients developed major bowel complications. In terminal patients with 
recurrent ovarian cancer, the incidence is estimated to be around 42%. 
Once an MBO occurs, median survival is approximately 3 months.2

Causes
Malignant bowel obstruction is an odious complication of  numerous malig-
nancies, most notably ovarian and colorectal cancers. The two most com-
mon primary malignancies causing SBO in a series of  32 patients were 
colorectal (4%) and ovarian adenocarcinoma (28%).

Hematogenous metastases from breast adenocarcinoma, melanoma, or 
Kaposi sarcoma also may involve the intestine and can cause MBO.

Primary neoplasms of  the small bowel are the cause of  SBO in less 
than 3% of  cases. Both carcinoid tumors and adenocarcinoma have been 
reported as the most common malignancies of  the small intestine to cause 
symptoms of  obstruction.

Mechanisms of  bowel obstruction in malignancy are illustrated in 
Figure ..

Pathophysiology
Bowel obstruction results in an accumulation of  gastric, pancreatic, and 
biliary secretions that are a potent stimulus for further intestinal secretions, 
reduced absorption of  water and sodium from the intestinal lumen, and an 
increase in water and sodium secretion because of  increased gastric dis-
tension. Depletion of  water and salt in the lumen is considered the most 
important toxic factor in bowel obstruction.3

Impaired water and electrolyte absorption and enhanced secretion cause 
the net movement of  isotonic fluid from the intravascular space into the 
intestinal lumen. The accumulation of  swallowed air and, to a lesser extent, 
hydrogen, carbon dioxide, and methane generated by bacterial overgrowth 
within the obstructed bowel contribute to intestinal dilatation.
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The failure of  normal intestinal motility with SBO allows the overgrowth 
of  bacteria within the small intestine and loss of  the normally increasing 
concentration gradient of  bacteria from the jejunum to the ileum.

In one study using a porcine model of  ileal obstruction, there was a 
0,000-​fold increase in the concentration of  Escherichia coli in the ileum 
and a 40 million–​fold increase in the jejunum over counts in normal con-
trols. Data in humans and in animals suggest that the overgrowth of  enteric 
bacterial flora occurs within a few hours of  obstruction and is maximal by 
24 hours.

Clinical Presentation
The clinical picture of  MBO can vary greatly from patient to patient, 
depending on the location of  the obstruction, the number of  obstruction 
points (single or multiple), the mechanism of  obstruction, exacerbating 
medications, and the extent and sites of  tumor recurrence.4

The symptoms, which are almost always present, include nausea and 
vomiting, intestinal colic, and continuous abdominal pain. Vomiting generally 
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Figure ..  Common causes of  malignant bowel obstruction.
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develops early in high intestinal-​tract occlusion (gastric or duodenal and small 
bowel), whereas it occurs later in patients with large-​bowel obstruction.

Abdominal colic is present in 72%–​76% of  cases with advanced ovarian 
cancer and bowel involvement, and it this is usually due to bowel disten-
sion. Continuous abdominal pain is experienced by more than 90% of  these 
patients.2

The absence of  stool and flatus passage is a common symptom reported 
by patients, especially those with complete bowel obstruction. Patients with 
bowel obstruction can also suffer from diarrhea, which is caused by bacte-
rial liquefaction. In palliative care patients, management of  these symptoms 
can be challenging.

Diagnosis and Clinical Assessment
History and Physical Exam
The diagnosis of  SBO requires a thorough assessment. It is usually estab-
lished on clinical grounds and is supported or confirmed by radiographic 
testing. A history of  previous episodes and intra-​abdominal surgery is highly 
suggestive of  obstruction. The abdomen should be inspected for any surgi-
cal scars and the degree of  distention.

Auscultation may reveal high-​pitched or hypoactive bowel sounds and is 
therefore not very helpful in making a diagnosis.

Laboratory and Imaging Data
Laboratory investigations have a limited role in the diagnosis of  SBO but 
can be of  help in the determination and management of  metabolic and 
electrolyte abnormalities. Radiological examinations include an upright 
chest film to rule out the presence of  free air, as well as supine and upright 
abdominal films.

Contrast X-​rays may help in defining the site and the extent of  the 
obstruction, including the accompanying dysmotility. Barium provides excel-
lent radiological definition, but it is not absorbed and may interfere with 
subsequent endoscopic procedures or cause severe impaction.

Gastrografin is preferable because it offers similar radiological definition. 
In some circumstances, it is useful in restoring the intestinal transit in revers-
ible obstruction.

An abdominal CT scan is useful in evaluating the global extent of  malig-
nancy and aids in making therapeutic decisions regarding further treat-
ment. CT findings of  obstruction are similar to traditional radiographic 
findings: disparate dilation of  proximal bowel loops compared with more 
distal ones.

Comparative studies have shown that CT is superior to plain-​film radi-
ography in detecting intestinal obstruction and in determining the cause of  
obstruction. Studies have shown CT sensitivities ranging from 90% to 95% 
in detecting obstruction, with no false-​positive examinations.

Differential Diagnoses
The differential diagnoses include the possibility of  other causes of  nausea 
and vomiting, constipation, and abdominal pain of  other causes, including 
progressive intra-​abdominal malignancy.

It is important to assess the possibility of  metabolic abnormalities 
such as hypercalcemia or hypokalemia, the type and dosage of  different 
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medications that could have effects on intestinal motility, and nutritional and 
hydration status.3

Management
Symptom relief  is the main goal of  palliative care for these patients, although 
management of  this situation is not well defined.

Surgical Approach
Surgical palliation is a complex issue in patients with advanced cancer. The 
decision to proceed with a surgical approach should be individualized to 
the disease stage, the patient’s condition, and the possibility of  future anti-
neoplastic therapy. Patients with a life expectancy of  > 2 months are more 
likely to benefit from surgery. Surgery should not be routinely undertaken 
in patients with advanced and end-​stage cancer who do not have a benign 
cause of  occlusion. It will only benefit select patients with mechanical 
obstruction and/​or limited tumor or a single site of  obstruction and those 
with a reasonable chance of  further response to antineoplastic therapy.

Nonsurgical Approach
In inoperable patients, the usual treatment consists of  drainage with a naso-
gastric tube associated with parenteral hydration. This treatment can cause 
great discomfort and a number of  complications to the patient. Therefore, 
it should be considered a temporary measure to reduce the gastric disten-
sion while pharmacological treatment is initiated to control the amount of  
secretion and vomiting. If  continued drainage is required, a gastrostomy is 
much more tolerable for medium-​ and long-​term decompression of  the 
GI tract.

In patients with single-​site colonic obstruction, the use of  endoscopically 
inserted, self-​expanding metallic stents is a rapid and effective nonsurgical 
means of  relieving left-​sided colonic obstruction.

Pharmacological Measures
Several drugs have proved useful in controlling symptoms and avoiding use 
of  a nasogastric tube, which can lead to several complications such as nasal 
cartilage erosion, aspiration pneumonia, otitis, esophagitis, and bleeding.

The main drugs used are analgesics, anti-​emetics, and drugs to decrease 
bowel secretions. Other agents commonly used include steroids, smooth 
muscle relaxants, and anticholinergic drugs like atropine, scopolamine, and 
its analogs.4

Most patients with MBO cannot tolerate the oral route, so alternative 
routes should be considered for drug administration.

Opioids
Opioids are the most effective drugs for the management of  abdominal 
pain associated with bowel obstruction. These drugs can be administered 
subcutaneously, transdermally, or intravenously.

Anticholinergic Drugs
Anticholinergic drugs such as hyoscine in the form of  either butylbromide 
or hydrobromide, and glycopyrrolate can be added to opioids for colicky 
pain if  the opioids alone are not effective.

Hyoscine butylbromide and glycopyrrolate have less penetration to the 
blood–​ brain barrier and thus have much fewer CNS side effects than 
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hyoscine hydrobromide. Both hyoscine hydrobromide and butylbromide 
can be given intravenously, intramuscularly, or subcutaneously. Hyoscine 
hydrobromide can also be delivered transdermally (scopolamine patch). 
Glycopyrrolate is given intravenously or intramuscularly.

Corticosteroids
Corticosteroids are used commonly in the medical management of  MBO. 
They exert their effect by reducing intestinal and tumor-​associated edema.

A recent systematic review of  the role of  corticosteroids in management 
of  MBO in patients with ovarian and colorectal cancer showed evidence 
that corticosteroids in the dose range of  6–​6 mg dexamethasone given 
intravenously may resolve bowel obstruction.5

Metoclopramide
Metoclopramide is the first-​line anti-​emetic for patients with partial bowel 
obstruction in the absence of  colicky pain. It is contraindicated in patients 
with complete obstruction because it might produce vomiting and pain due 
to its prokinetic activities.

Other Pharmacological Agents and Anti-​Emetics
Other pharmacological agents and anti-​emetics include neuroleptics such as 
haloperidol or prochlorperazine, or antihistamines such as dimenhydrinate 
or cyclizine. Haloperidol is considered the first-​line anti-​emetic because it 
can be added to morphine and to scopolamine butylbromide or octreotide 
in the same subcutaneous (SC) infusion.

Somatostatin and Its Analogs (Octreotide and Vapreotide)
Somatostatin and its analogs have been used either alone or in combination 
to alleviate symptoms from an MBO in ovarian cancer and other malignan-
cies. Somatostatin inhibits hormones such as glucagon and insulin, reduces 
acid secretion, slows intestinal mobility, decreases bile flow, and reduces 
splanchnic blood flow.

Among the antisecretory drugs, octreotide has been shown to reduce 
nausea and vomiting in bowel-​obstructed patients through a reduction of  
gastrointestinal (GI) secretions, thus allowing removal of  the nasogastric 
tube and alleviation of  associated distress in most patients.

Octreotide exerts actions similar to those of  somatostatin, but it has 
a longer half-​life and more potently inhibits growth hormone, glucagon, 
and insulin. Octreotide suppresses luteinizing hormone (LH) response to 
gonadotropin-​releasing hormone (GnRH) and inhibits the release of  gas-
trin, secretin, vasoactive intestinal peptide (VIP), motilin, and pancreatic 
polypeptide. Its duration of  action is 8–​2 hours and it has been used suc-
cessfully for management of MBO.

Octreotide can be administered by SC or IV infusion, or by bolus paren-
teral injection with duration of  approximately 2 hours.

In a recent study of  octreotide (300 mcg/​day) used for bowel obstruc-
tion in 43 evaluable terminally ill cancer patients, the symptom score as 
evaluated by the M. D. Anderson Symptom Inventory improved in 59%–​72%  
of  patients and overall quality of  life improved in 56% of  patients.4
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Summary
Bowel obstruction is a distressing condition in palliative care patients. 
Malignant bowel obstruction is the most common type. Symptom relief  
should be the fundamental focus of  management in these patients. Surgical 
approaches have limited benefit in patients with MBO.

Pharmacological decompression is the mainstay of  management. Some 
patients may require a temporary nasogastric tube or a long-​term gas-
trostomy tube for decompression. Common pharmacological agents used 
include opioids, anticholinergics, steroids, and somatostatin analogues.
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Constipation
Definition and Prevalence
Constipation is a clinical syndrome, rather than a symptom. It is defined as 
the passage of  small, usually hard feces, infrequently and with difficulty.6,7

Constipation is one of  the most common complaints in the general pop-
ulation, the prevalence ranging from .9% to 27.2% (an average of  5% 
has been described in most studies). It is more common in women than 
in men and also more common in terminally ill people with cancer than in 
those with other terminal diseases. Constipation affects more than 50% 
of  patients in a palliative care unit or hospice. This might actually under-
estimate the problem, since many of  these patients are already on stool 
softeners and/​or laxatives.

The Rome criteria are often used to define constipation for research or 
drug regulatory purposes:  the presence of  two or more of  the following 
symptoms for at least 3 months:
•	 Straining at least 25% of  the time
•	H ard stools at least 25% of  the time
•	 Incomplete evacuation at least 25% of  the time
•	T wo or fewer bowel movements per week.
Practically, these criteria might be difficult to apply in palliative care 
patients. There is a wide interindividual variability in normal bowel patterns. 
Therefore, constipation in an individual patient should be defined according 
to that patient’s experience.

Causes of Constipation in Palliative Care Patients
In the palliative care population, the etiology of  constipation can be related 
to the primary illness or secondary associated factors such as autonomic fail-
ure, drugs (especially opioids), dehydration, and electrolyte abnormalities.

Figure .2 illustrates the most common causes contributing to constipa-
tion in palliative care patients.

Primary Causes
•	 Intestinal abnormality
•	T umor compression
•	N eural plexus invasion
•	 Idiopathic constipation
•	 Slow-​transition constipation
•	 Dyssynergic defecation

Secondary Causes
Electrolyte Imbalance
•	H ypercalcemia
•	H yperkalemia

Endocrine Abnormality
•	H ypothyroidism
•	 Diabetes mellitus

Neurogenic Disorders
•	 Multiple sclerosis
•	 Spinal cord injury
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Drugs
•	A nalgesics (mainly opioids)
•	A nticholinergic drugs (antidepressants, antispasmodics, antipsychotics)
•	 Chemotherapeutic agents

Other Causes
	•	 Dehydration
	•	 Immobility
	•	 Decreased oral intake

Pathophysiology
In palliative care patients, disturbance in normal bowel habits can be multi-
factorial, and pathologies at different levels can contribute to altered bowel 
function. These include dysmotility syndromes secondary to central and 
autonomic dyssynergy between neurohormonal and myogenic pathways 
and fluid and electrolyte imbalance.

Normal bowel function requires the coordination of  motility, mucosal 
transport, and defecation reflexes. Motility of  the small intestine, colon, 
and sphincteric regions is controlled by myogenic characteristics, central 
nervous system mechanisms, activity of  the peripheral autonomic nervous 
system, and circulating GI hormones.

The autonomic nervous system regulates colonic movements through 
both of  its divisions: the sympathetic and parasympathetic nervous systems. 

Other Drugs:
Anticholinergics;

Tricyclic
antidepressants,

Iron

Bowel
obstruction
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Figure .2.  Common causes of  constipation in palliative care patients.
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Constipation, as a sign of  peripheral nerve damage, is seen in generalized 
as well as localized autonomic dysfunction. The most frequently observed 
condition is diabetic autonomic neuropathy.

Histopathological studies of  the vagus nerve in patients with diabetes and 
GI manifestations have shown reductions in the number of  unmyelinated 
fibers, indicating a role for autonomic dysfunction (AD) in these symptoms.

Clinical Assessment
History and Physical
Initial management includes a thorough history of  the individual’s previous 
normal bowel habits. Recent variation and change in the pattern in bowel 
habits need to be defined in terms of  the amount, frequency, consistency, 
straining, drug history, and associated symptoms. Since it is mainly the 
patient’s perception, in certain cases, obtaining a diary of  bowel habits can 
be useful.

Subjective measures of  constipation, such as questionnaires or visual 
analog (VAS) or adjectival scales, are easy to use and are valid. One less 
time-​consuming questionnaire, the Constipation Assessment Scale (CAS) 
designed by McMillan and Williams, determines constipation severity.

Physical examination includes abdominal auscultation for quality of  
bowel sounds, inspection, palpation, and percussion. Digital rectal exam is 
an important component of  assessment to rule out fecal impaction and 
obstruction.

Diagnostic Tests
Check for reversible causes such as electrolyte imbalance or endocrine 
disorders. Sometimes the history and physical examination may not be 
very reliable in palliative care patients, and an objective study is required 
to assess constipation.

Although a static tool, Bruera et  al. showed that radiographic studies 
provide good correlation with fecal load in the palliative care population.8

Management
Management of  constipation can be divided into preventive measures 
and therapeutic measures. Figure .3 illustrates general guidelines for the 
assessment and management of  constipation.

Preventive Measures
•	P atient education
•	 Increase dietary and fluid intake
•	P rophylactic laxatives when initiating the patient on opioids
•	E ncourage patients to increase mobility
•	P roviding a comfortable environment for defecation

Therapeutic Measures
Therapeutic modalities to treat existing constipation can also be divided 
into general interventions and pharmacological treatment.

Pharmacological Approaches
Oral laxatives include emollients, bulk-​forming agents, osmotic (saline) 
agents, hyperosmolar agents, contact cathartics, prokinetic drugs, and 
opioid antagonists (Table .). Bulk-​forming agents like psyllium and 

 

 

 

 

 

 

 

 

 



Constipation 147

methylcellulose require at least 300–​500 mL of  water ingestion, otherwise 
fecal impaction may occur. Hence their use is discouraged in palliative care 
patients who usually tend to have decreased oral intake. Rectal prepara-
tions include suppositories and enemas (Table .). The rectal route may 
be very unpleasant for sick patients, but the quick satisfactory results in 
most cases make them an acute short-​term choice of  treatment for intrac-
table constipation. Apart from their specific mechanisms of  action, rectal 
agents act by stimulating the ano-​colonic reflex to induce defecation. They 
are contraindicated in patients with thrombocytopenia and neutropenia.

Several forms of  lubricant, osmotic, surfactant, and polyphenolics laxa-
tives are available as rectal preparations, including suppository and enemas, 
but the latter form is reserved for constipation unrelieved by suppository.

Investigational and New Approaches
In recent years, new pharmacological agents have been studied that have 
shown promising results. These include opiate antagonists, chloride channel 
activators, neurotrophins, and serotonergic enterokinetic agents.

Opioid Antagonists
Opioid-​induced constipation (OIC) is mediated by mu receptors in the 
GI system. Medications that act on the mu opioid receptor to selectively 
antagonize the GI effects of  opioids, particularly constipation, have been 
studied in several studies.9,0 Examples include methylnaltrexone, naloxone, 
and alvimopan.

Methylnaltrexone, a quaternary derivative of  naltrexone, has restricted 
ability to cross the blood–​brain barrier and therefore does not affect opi-
oid analgesic effects or induce opioid withdrawal symptoms. It has been 
approved for the treatment of  OIC in patients with advanced illness.

Figure .3.  General guidelines for the assessment and management of  
constipation. Opioid antagonists are approved only for treatment of  opioid-​induced 
constipation.

 

 



Table .  Commonly Used Laxatives for Treatment of Constipation

Laxatives Mechanism Recommended Doses Onset of Action Comments

Emollients
Docusate
Mineral oil

Act as detergents and help 
lower surface tension

Start 300 mg/​day.
Maximum 800 mg/​day
5–​45 mL/​day

–​3 days
Oral: 6–​8 hours
Rectal: 2–​5  
minutes

Ensure adequate fluid intake
Lipid pneumonitis with aspiration

Bulk forming
Psyllium
Methylcellulose

Natural or synthetic, act by 
absorbing water in the intestine, 
increasing stool bulk, thereby 
promoting peristalsis and 
reducing transit time

Start 5–​7 g/​day
Start 4–​7 g/​day

2–​72 hours
2–​72 hours

Requires at least 300–​500 mL 
of  water ingestion, otherwise 
impaction may occur

Hyperosmolar agents
Lactulose
Polyethylene glycol
Sorbitol

These laxatives are undigestible, 
unabsorbable compounds that 
remain within the colon and retain 
the water that already is in the  
colon. The result is softening of   
the stool.

Start: 5–​30 mL/​day
Max: 60 mL/​day in –​2  
divided doses
7–​34 g/​day
30–​50 mL (as 70% solution)

24–​48 hours
48–​96 hours
24–​48 hours

Abdominal bloating, colic, and 
flatulence
Urticaria
Pulmonary edema and 
hyperglycemia

Stimulants
Bisacodyl
Senna

Stimulate peristalsis by directly 
irritating smooth muscle of  the 
intestine, possibly the colonic 
intramural plexus; alter water  
and electrolyte secretion,  
producing net intestinal fluid 
accumulation and laxation

Start: 5 mg/​day
Max: 30 mg/​day
Start 5 mg/​day
Max 70–​00 mg/​day

6–​0 hours
6–​2 hours

Electrolyte and fluid imbalance
Nausea, vomiting, melanosis coli

Prokinetic agents
Metoclopramide

Promote colonic transit by  
increasing colonic motor activity

40–​20 mg/​day
30–​80 mg/​day

Variable
Variable

Extrapyramidal symptoms
Results are not impressive. 
Consider for refractory 
constipation. Avoid in cardiac 
patients.

Opioid antagonists
Methylnaltrexone

Mu-​receptor antagonist 38 ≤62 kg: 8 mg
62–​4 kg: 2 mg
> 4 kg: 0.5 mg/​kg  
(round dose up to nearest  
0. mL of  volume)

30–​60 minutes Only approved for opioid-​induced 
constipation

Rectal preparation
Sorbitol
Lactulose enemas

Hyperosmolar agent 20 mL of  sorbitol 25%–​30% 
solution
200–​300 mL of  lactulose  
solution should be mixed with 
700 mL of  water or saline and 
retained for 30 to 60 minutes.

0.5–​3 hours Also used for hepatic 
encephalopathy

Saline enemas
Glycerine suppository
Bisacodyl suppository

Saline enemas cause water to  
be drawn into the colon.
Glycerin suppositories act by 
irritating the rectum
Bisacodyl act as a stimulant  
laxative

Dose varies by the type of   
saline laxative
Single dose 2–​3 g/​day
0 mg daily

0.5–​6 hours
0.5–​3 hours
Less than  hour

Repeated enemas may result in 
electrolyte disturbances
May cause local irritation



Table .  Commonly Used Laxatives for Treatment of Constipation

Laxatives Mechanism Recommended Doses Onset of Action Comments

Emollients
Docusate
Mineral oil

Act as detergents and help 
lower surface tension

Start 300 mg/​day.
Maximum 800 mg/​day
5–​45 mL/​day

–​3 days
Oral: 6–​8 hours
Rectal: 2–​5  
minutes

Ensure adequate fluid intake
Lipid pneumonitis with aspiration

Bulk forming
Psyllium
Methylcellulose

Natural or synthetic, act by 
absorbing water in the intestine, 
increasing stool bulk, thereby 
promoting peristalsis and 
reducing transit time

Start 5–​7 g/​day
Start 4–​7 g/​day

2–​72 hours
2–​72 hours

Requires at least 300–​500 mL 
of  water ingestion, otherwise 
impaction may occur

Hyperosmolar agents
Lactulose
Polyethylene glycol
Sorbitol

These laxatives are undigestible, 
unabsorbable compounds that 
remain within the colon and retain 
the water that already is in the  
colon. The result is softening of   
the stool.

Start: 5–​30 mL/​day
Max: 60 mL/​day in –​2  
divided doses
7–​34 g/​day
30–​50 mL (as 70% solution)

24–​48 hours
48–​96 hours
24–​48 hours

Abdominal bloating, colic, and 
flatulence
Urticaria
Pulmonary edema and 
hyperglycemia

Stimulants
Bisacodyl
Senna

Stimulate peristalsis by directly 
irritating smooth muscle of  the 
intestine, possibly the colonic 
intramural plexus; alter water  
and electrolyte secretion,  
producing net intestinal fluid 
accumulation and laxation

Start: 5 mg/​day
Max: 30 mg/​day
Start 5 mg/​day
Max 70–​00 mg/​day

6–​0 hours
6–​2 hours

Electrolyte and fluid imbalance
Nausea, vomiting, melanosis coli

Prokinetic agents
Metoclopramide

Promote colonic transit by  
increasing colonic motor activity

40–​20 mg/​day
30–​80 mg/​day

Variable
Variable

Extrapyramidal symptoms
Results are not impressive. 
Consider for refractory 
constipation. Avoid in cardiac 
patients.

Opioid antagonists
Methylnaltrexone

Mu-​receptor antagonist 38 ≤62 kg: 8 mg
62–​4 kg: 2 mg
> 4 kg: 0.5 mg/​kg  
(round dose up to nearest  
0. mL of  volume)

30–​60 minutes Only approved for opioid-​induced 
constipation

Rectal preparation
Sorbitol
Lactulose enemas

Hyperosmolar agent 20 mL of  sorbitol 25%–​30% 
solution
200–​300 mL of  lactulose  
solution should be mixed with 
700 mL of  water or saline and 
retained for 30 to 60 minutes.

0.5–​3 hours Also used for hepatic 
encephalopathy

Saline enemas
Glycerine suppository
Bisacodyl suppository

Saline enemas cause water to  
be drawn into the colon.
Glycerin suppositories act by 
irritating the rectum
Bisacodyl act as a stimulant  
laxative

Dose varies by the type of   
saline laxative
Single dose 2–​3 g/​day
0 mg daily

0.5–​6 hours
0.5–​3 hours
Less than  hour

Repeated enemas may result in 
electrolyte disturbances
May cause local irritation
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A systematic review and meta-​analysis randomized controlled trials 
looking at the efficacy of  these agents demonstrated that they are more 
effective than placebo for the treatment of  OIC. The number needed to 
treat (NNT) with methylnaltrexone, naloxone, and alvimopan in order to 
prevent one patient with OIC failing to respond to therapy were 3, 4, and 
5, respectively.2 There was no significant increase in likelihood of  rever-
sal of  analgesia with these medications. The most common side effect was 
diarrhea.

Chloride Channel Activator
Chloride channel activators enhance chloride-​rich intestinal fluid secretion 
and increase intestinal motility.

Lubiprostone has been approved on the basis of  two placebo-​controlled 
trials in which it achieved significant results to relieve constipation and 
abdominal symptoms in patients with chronic idiopathic constipation. 
The most common adverse effect observed was nausea, which was dose 
related. The approved dose is 24 mcg twice a day with food.

Neurotrophins
The neurotrophic factor involved in the development of  the nervous system 
has been studied in a phase II, randomized, double-​blind trial. Subcutaneous 
neurotrophin-​3, three times per week, significantly increased the frequency 
of  bowel movements and improved other measures of  constipation.

Serotonergic Enterokinetic Agents
Serotonin is involved in regulating gut motility, visceral sensitivity, and intes-
tinal secretion through serotonin 5-​HT4 receptors, which are expressed 
mainly by enteric nervous system interneurons. Serotonergic enterokinetic 
agents stimulate 5-​HT4 receptors on these enteric nervous system inter-
neurons to enhance the peristaltic reflex and have shown efficacy for the 
treatment of  chronic constipation. An example is prucalopride, a selective 
5-​HT4 receptor agonist.

Nonpharmacological Approaches
The nonpharmacological measures used in prevention can also be incorpo-
rated into the treatment of  constipation.

Biofeedback has proved to be beneficial in patients with dyssynergic 
defecation but has not shown any significant improvement in patients with 
slow-​transit constipation.

In a Cochrane database review, aromatherapy and massage were not 
found to be effective for the treatment of  constipation in cancer patients.

Summary
Constipation is a common symptom in patients with advanced illnesses that 
is underestimated even by palliative care physicians. The focus of  treatment 
should start with proactive interventions. Disease processes should be 
taken into account for individualized management to effectively treat this 
debilitating complaint.

A lack of  evidence-​based clinical research leaves us with little guidance 
as to which laxative regimen to choose over another. Convenience of  use, 
cost, tolerance, and effectiveness of  the particular agent should be taken 
into consideration when managing constipation in palliative care patients.
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Clinical Pearls
Bowel Obstruction
•	 Once MBO is diagnosed, median survival is 3 months.
•	 Surgery has little or no role in the management of MBO.
•	 Metoclopramide and other prokinetics are contraindicated in patients 

with complete MBO.
•	 Octreotide can be beneficial in reducing intestinal secretions and motility.

Constipation
•	 Constipation can present as pseudo-​diarrhea.
•	A lways perform a thorough medication history and discontinue 

constipating drugs when possible.
•	 Bulk-​forming agents should be discouraged in palliative care patients.
•	 When in doubt, a plain abdominal X-​ray can confirm the diagnosis of  

constipation.
•	 Opioid antagonists can be beneficial in patients with opioid-​induced 

constipation.
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Definition and Prevalence
Delirium is a complex multifactorial syndrome that results from global 
organic cerebral dysfunction. It is a severe neuropsychiatric syndrome 
that is frequently overlooked or misdiagnosed by healthcare profession-
als. Hence some prodromal delirium symptoms such as anxiety, insomnia 
(resulting from sleep–​wake cycle disturbance), and mood changes may be 
treated with anxiolytics, benzodiazepines, and antidepressants, which may 
inadvertently worsen the delirium episode.

Delirium prevalence ranges from 26% to 62% of  patients during admis-
sion to an inpatient palliative care setting, and increases up to 88% in the last 
weeks and hours before death.

Delirium causes significant distress to patients, their families, and caregiv-
ers.2 Distress was rated as “severe” in 80% of  hospitalized cancer patients 
who recalled their delirium experience.3 Delirium impairs patient communi-
cation, thus making the assessment of  pain and other symptoms challenging.

Agitated delirium and accompanying disinhibition may be misinterpreted 
as increased pain intensity, with the resulting increased opioid administra-
tion exacerbating the delirium severity. Delirium also causes significant mor-
bidity and prognosticates an increased likelihood of death.

Pathophysiology
This is highly complex, and many neurotransmitter disturbances are thought 
to be involved in the pathogenesis of  delirium.4 In addition to the dopamine 
excess and acetylcholine deficiency theories, circulating cytokines, other 
neuroinflammatory mediators, and increased microglial activity have also 
been implicated.
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Causes
The etiology of  delirium is usually multifactorial (Figure 2.), with a median 
of  3 (range –​6) precipitants per delirium episode. Causes of  delirium can 
be categorized into potential predisposing and potential precipitating fac-
tors, but often a specific cause remains unidentified.

Predisposing factors increase a patient’s baseline susceptibility for develop-
ing delirium—​for example, preexisting cognitive impairment and reduced 
sensory input with poor vision or deafness.

Precipitating factors are the actual causative triggers for the delirium 
episode—​for example, electrolyte disturbance, infection or sepsis, and psy-
choactive medications.

Urinary retention and constipation are factors that are capable of  aggra-
vating agitation, especially in the elderly.

Medication-​Induced Delirium
Many psychoactive drugs can cause a patient to become acutely confused. 
Commonly implicated medications are opioids, benzodiazepines, cortico-
steroids, and anticholinergics. Other causative drugs include antidepres-
sants, antihistamines, antipsychotics, certain anti-​emetics and antivirals, 
antibiotics (quinolones), cimetidine and ranitidine, anticonvulsants, and 
chemotherapeutic agents.

Other Medical Conditions
e.g., withdrawal syndromes
(alcohol, medication,
nicotine),
nutritional de	ciencies,
coagulopathy, anemia                

Endocrine
e.g., hypoglycemia,
hypothyroidism 

Hypoxemia 
Intracranial disorders
e.g., primary and metastatic
brain tumor,
leptomeningeal disease,
stroke or post-ictal phase   

Organ failure
e.g., hepatic,
renal, cardiac 

Dehydration

Electrolyte imbalance
e.g., hypercalcemia,
hyponatremia, hypernatremia,
hypomagnesemia  

Infection or sepsis
e.g., pneumonia,
urinary tract
infection  

Delirium

Medications
e.g., opioids, anticholinergics,
corticosteroids, antidepressants,
benzodiazepines, antipsychotics 

Side e�ects of
Radiation/Chemotherapy  

Paraneoplastic
syndromes 

Figure 2.. P otential precipitating factors contributing to delirium in cancer 
patients.
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Opioid-​induced neurotoxicity (OIN) is a syndrome of  neuropsychiatric side 
effects seen with opioid therapy. The components of  OIN are severe seda-
tion, hallucinations, cognitive impairment or delirium, myoclonus and sei-
zures, allodynia (pain associated with a nonpainful stimulus, like light touch), 
and hyperalgesia (increased response to a painful stimulus). There is no 
specific order of  development of  these symptoms—​they may occur as a 
single feature or in any combination.

The healthcare professional must remain vigilant, as any patient pre-
scribed opioids is at potential risk of  OIN with the accumulation of  toxic 
opioid metabolites (see Chapter 4 on pain management with opioids).
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Presentation and Diagnosis
Early identification is important and enables earlier treatment of  delirium 
and education. An essential feature for the clinical diagnosis of  delirium 
(Criteria A) from the Diagnostic and Statistical Manual of  Mental Disorders, 
5th edition (DSM-​5) is a disturbance in attention and awareness (reduced 
orientation to the environment).5 Other DSM-​5 diagnostic criteria for delir-
ium include development over a short period of  time (usually hours to a 
few days) and fluctuation in severity during the course of  a day (Criteria B),  
as well as an additional disturbance in cognition, such as memory deficit, 
disorientation, language, visuospatial ability, or perception (Criteria C). 
Specifically, the disturbances in Criteria A and C do not occur in the context 
of  a severely reduced level of  arousal, such as coma.

Non-​core clinical features of  delirium include sleep–​wake cycle distur-
bance, altered psychomotor activity, delusions, and emotional lability.

Three clinical subtypes of  delirium have been described according to the 
type of  psychomotor activity:
•	 Hyperactive: impaired cognition + agitation ± hallucinations ± 

delusions ± myoclonus ± hyperalgesia (may be mistaken for anxiety or 
extrapyramidal side effects, such as akathisia)
•	 Hypoactive: impaired cognition + somnolence ± withdrawal (may 

simulate depression)
•	 Mixed: alternating symptoms of  both hyperactive and hypoactive 

delirium.
The majority of  delirium episodes in palliative care patients are either of  the 
hypoactive or mixed subtype. Hyperactive and mixed subtypes are highly 
associated with drug-​induced delirium. Predominantly hypoactive delirium 
is associated with dehydration and encephalopathies.

Differential Diagnosis
Dementia
•	 Change in cognition with little or no clouding of  consciousness, insidious 

onset over months.

Lewy Body Dementia
•	 Fluctuating symptom severity: cognitive impairment, visual hallucinations, 

delusions, and parkinsonism.

Depression
•	H ypoactive delirium in particular may be misdiagnosed as depression.

Screening and Diagnostic Tools
Multiple validated delirium-​specific assessment tools are available.6 For 
the purposes of  this chapter, a few will be detailed. The Mini-​Mental State 
Examination (MMSE)7 and Blessed or Short Orientation Memory and 
Concentration Test (SOMCT)8 are cognitive screening tools that can assess 
cognitive impairment but not necessarily diagnose delirium.

Delirium Screening Tools
These should be used in all patients, even with no overt signs of  delirium, to 
enable early diagnosis and treatment.
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The Confusion Assessment Method (CAM)9 is a brief, easy-​to-​use, four-​
item diagnostic algorithm based on the DSM-​III-​R criteria. It is a widely used 
screening tool that requires a brief  assessment of  cognition or attention but 
does not measure delirium severity. It has been validated in the palliative 
care setting and requires a moderate level of  training.

The Nursing Delirium Screening Scale (Nu-​DESC)0 is an observational 
five-​item scale (possible range 0–​0) that includes the four items of  the 
Confusion Rating Scale (CRS) and an additional assessment of  psychomo-
tor retardation. It is a low-​burden tool that takes less than 2 minutes to 
complete for each nursing shift. It is used for delirium screening and may 
potentially be used to monitor delirium severity.

The Delirium Observation Screening (DOS) Scale is also a nurse-​rated 
observational tool (3-​item) that has recently been validated in a palliative 
care unit.

Delirium Severity Rating Tools
The Memorial Delirium Assessment Scale (MDAS)2 is a 0-​item, 4-​point, 
clinician-​rated instrument (possible range 0–​30). It was originally designed 
to measure delirium severity, but has diagnostic potential. A  cutoff total 
MDAS score of  3/​30 was used for delirium diagnosis in the original valida-
tion study, but a subsequent validation study used a cutoff score of  7 (with 
scores ≥ 7/​30 indicating the presence of  delirium).3

The Revised Delirium Rating Scale (DRS-​R-​98)4 is a 6-​item, clinician-​
rated scale. It has three diagnostic items (temporal onset of  symptoms, fluc-
tuation of  symptom severity, and physical disorder) and 3 severity-​related 
items. Items are rated on a scale of  0 to 2 or 3, with a maximum total score 
of  46. The 3-​item severity section can be used as a separate scale. Training 
in the use of  the DRS-​R-​98 is necessary.
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Clinical Assessment and Investigations
► Fifty percent of  delirium episodes in advanced-​cancer patients are 
reversible. If  consistent with the patient’s goals of  care, reversible causes 
should be identified and treated as appropriate.

Clinical History
In addition to a comprehensive medical history (including a history of alco-
hol or substance abuse, and multidimensional symptom assessment), ask the 
patient specifically about hallucinations (they are more often tactile than visual) 
and delusional thoughts, as patients frequently do not volunteer these symp-
toms. Medication history (new and continuing drugs) should also be reviewed.

It may be necessary to obtain a surrogate history from a family member 
or caregiver, and to ascertain the patient’s baseline mental status.

Physical Examination
Look for clinical signs of  sepsis, OIN (including myoclonus), other medica-
tion side effects, dehydration, metabolic abnormalities, and other potential 
causes of  delirium (see Figure 2.). Abnormal movements such as asterixis 
and signs of  bifrontal dysfunction (e.g., palmo-​mental, snout, and grasp 
reflexes) may be present.

Investigations
Order investigations as appropriate to the patient’s goals of  care and ill-
ness trajectory, such as CBC, electrolytes, calcium (with albumin), renal 
and liver function, magnesium, random blood glucose, urinalysis +/​− urine 
culture, and O2 saturation. Other tests may be indicated, such as chest X-​
ray, ammonia levels if  severe liver impairment is suspected, and radiological 
imaging of  the brain with CT or MRI scan (see Figure 2.2).

 

 

 

 

 



Figure 2.2.  Delirium assessment and treatment algorithm.
CAM = Confusion Assessment Method; AP = antipsychotic; EOL = end of life.
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Management
Comprehensive management should involve the multidisciplinary team.

Treatment of Underlying Causes
For patients who are at the end of  life, treatment strategies should be indi-
vidualized according to the patient and family’s goals of  care. Reversibility 
correlates with the precipitating factor(s).
•	 Opioid-​induced neurotoxicity (OIN): Rotate or switch opioids. The 

equianalgesic dose of  the new opioid should be reduced by 30%–​50% 
(see Chapter 4 on pain management and opioid rotation).
•	 Other medications: Dose taper all deliriogenic medications and 

discontinue where possible.
•	 Infection or sepsis: Start appropriate antibiotics if  this is the agreed-​upon 

management approach after discussing goals of  care and treatment 
options with the patient and the patient’s family.
•	 Dehydration: Start IV hydration if  a line is already established. 

Alternatively, start hypodermoclysis (HDC) with normal saline at 40–​80 
mL/​hour, or alternatively give subcutaneous (SC) boluses of  250 cc 
administered over  hour, three or four times daily.
•	 Hypercalcemia: Treat with hydration, using saline, and bisphosphonates. 

Denosumab has been used in the management of  refractory 
hypercalcemia.
•	 Hypoxia: Treat the underlying cause and administer oxygen.
•	 Brain tumor or metastasis: Consider high-​dose corticosteroids (e.g., 

dexamethasone 8–​6 mg daily, in divided doses).

Pharmacological Treatment of Distressing Delirium 
Symptoms
Antipsychotics are considered to be first-​line agents. Haloperidol is the 
most commonly used (see Table 2.). Titrate the antipsychotic dose to 
delirium severity, as long as there are no rate-​limiting side effects. Once 
symptoms are under control, start reducing the antipsychotic dose to the 
minimal effective dose as soon as possible. If  the delirium episode resolves, 
discontinuation of  the antipsychotic should be trialed.

Low-​dose haloperidol has also been used by some specialists for the 
management of  hypoactive delirium.

More sedating antipsychotics, such as chlorpromazine and levomeproma-
zine (methotrimeprazine) (not available in the United States), may be help-
ful for patients with severe agitation.
►	Dose reduction of  antipsychotics and slower titration are often needed 

for the elderly.
►	Exercise caution when using benzodiazepines, as they can worsen the 

delirium. They should not be used as single agents. For acutely disturbed 
patients, lorazepam has been used in conjunction with haloperidol, as 
has midazolam.

►	Antipsychotics can reduce the seizure threshold, thereby potentially 
increasing the risk of  seizures in susceptible patients.

►	QTc interval prolongation can occur with many antipsychotics, including 
atypical antipsychotics (also see Table 2.2).

 

 

 

 



Table 2.  Guide to Commonly Used Antipsychotics for Symptomatic Treatment of Delirium in Palliative Care

Drug (Generic) Name Route Commonly Used Starting Doses (Reduce in Elderly) Other Comments

Conventional Antipsychotics

Haloperidol PO (tablet and oral 
solution), SC, IV, IM

0.5–​2 mg every 6–​2 hours and 0.5–​2 mg every  
–​4 hours as needed

Average oral bioavailability of  haloperidol is 
60%; thus parenteral doses are approximately 
twice as potent as oral

For severe agitation:

↑ to –​2 mg SC/​IV every 30 minutes as needed during 
first hour, then every hour as needed

Need ECG monitoring when IV route used

Chlorpromazine PO, IV, IM 2.5–​25 mg every 4–​2 hours More sedating than haloperidol

Adverse effect of  orthostatic hypotension

Levomepromazine

(methotrimeprazine)

PO, SC, IV, IM 2.5–​25 mg every 4–​2 hours More sedating than haloperidol

Not available in US Adverse effect of  orthostatic hypotension

Atypical Antipsychotics

Risperidone PO (tablet & oral 
solution), ODT

0.25–​ mg every 2–​24 hours

Olanzapine PO, ODT, IM 2.5–​5 mg every 2–​24 hours Sedating

Metabolic syndrome can occur, but significance 
is not clear as usually only used for short time 
period in delirium

Quetiapine PO 2.5–​25 mg every 2–​24 hours Sedating

Less likely to cause EPS

EPS = extrapyramidal side effects; ODT = orally disintegrating tablet.



Table 2.2  Adverse Effects of Haloperidol*

Extrapyramidal Side Effects (EPS) Comments Management

Acute dystonias (typically within days)
Acute akathisia (typically within weeks)
Antipsychotic-​induced parkinsonism  
(usually after several weeks)
Triad: bradykinesia, tremor, rigidity
Tardive dyskinesia (usually after months  
of  treatment)

↓ with parenteral administration
↓ with coadministration of  
anticholinergic
↑ with CYP2D6 substrate slow 
metabolizers

Acute dystonias/​akathisia:
If  possible, reduce or cease causative drug.
Prescribe an oral anticholinergic drug, such as 
benzatropine.
Prescribe an antihistaminic antimuscarinic drug,  
such as diphenhydramine.
Consider switching to an atypical antipsychotic.

Antipsychotic-​induced parkinsonism:
If  possible, reduce or cease causative drug.
Prescribe an oral anticholinergic drug.
Consider switching to an atypical antipsychotic.

Tardive dyskinesia:
Often poor response to drug treatment.
Withdrawal of  causative drug may lead to slow 
improvement, but sometimes irreversible.
May be worsened by oral anticholinergic drugs.

(continued)



Extrapyramidal Side Effects (EPS) Comments Management

QTc Interval Prolongation Risk Factors

With any prolongation of  QTc interval, 
especially > 500 msec, patient is at  
risk of  developing torsades de  
pointes (polymorphic ventricular 
tachycardia), with the threat of   
sudden cardiac death in the absence  
of  medical intervention.

FDA alert (September 2007):
Recommends ECG monitoring if  
haloperidol given by IV route

High-​dose haloperidol (any route)
IV haloperidol
Congenital long QT syndrome
Electrolyte abnormalities
(↓ K, ↓ Mg, ↓ Ca)
↑ Age (> 65 years)
Female
Cardiac disease
Bradycardia
Hypothyroidism
Concomitant administration of   
other drugs associated with QTc 
interval prolongation

. Review and correct electrolyte levels if  low  
(↓ K, ↓ Mg, ↓ Ca).

2. Review other administered drugs that also have 
the potential to ↑ QTc interval.

3. May require dose reduction or discontinuation of  
haloperidol (and other contributory medications) 
if  QTc > 450 msec for males and > 470 msec for 
females, or increases > 25% from baseline.
APA guidelines (999).†

4. Consider pharmacy and cardiology consultations.

Sedation Rare

Neuroleptic (Antipsychotic) Malignant 
Syndrome
Severe muscle rigidity
Hyperthermia
Altered mental status
Autonomic dysfunction

Infrequent and idiosyncratic
Potentially fatal

Cease causative drug
General supportive care
Benzodiazepines may help muscle rigidity.
In severe cases, consider bromocriptine  
(IV dantrolene has been used in acute  
medical settings).

* Note: There is often marked variation in patient sensitivity.

† Practice guideline for the treatment of  patients with delirium. Am J Psychiatry 999;56(5 Suppl):–​20.

Table 2.2  (Continued)
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►	Although extrapyramidal side effects (EPS) are less likely with atypical 
antipsychotics, they can occur at higher doses, especially risperidone > 6 
mg/​day.

 Caution using antipsychotics in patients with Lewy body dementia, 
Parkinson dementia, and Parkinson disease because of  the risk of EPS.

 �The use of  typical and atypical antipsychotics in the elderly has been 
associated with an increased risk of  cerebrovascular events and 
mortality, especially in patients with dementia taking antipsychotics for a 
median of  2–​4 months.

 �The US Food and Drug Administration (FDA) has previously released 
Public Health Advisories and alerts for conventional and atypical antipsy-
chotics. See www.fda.gov for current information.

Psychostimulants, such as methylphenidate, have been used in the manage-
ment of  hypoactive delirium. They may exacerbate or cause agitation and 
may cause hallucinations, restlessness, insomnia, and cardiovascular effects. 
In the absence of  RCT evidence, they are not currently recommended.5

Nonpharmacological Approaches
Simple environmental measures are extremely important but often 
underutilized.
•	E nsure a physically safe environment and minimize noise and 

excessive light.
•	N ormalize sleep–​wake cycle (open blinds during day, minimize 

background noise at night, and discourage excessive daytime napping 
where possible).
•	E nsure the presence of  familiar objects, and a visible clock and calendar.
•	E nlist family members to assist with reorientation; use 

orientation board.
•	 Use clear and simple communication (do not forget the importance of  

glasses, hearing aids, dentures).

Psychosocial Support and Education
Hypoactive delirium is just as distressing for patients as hyperactive delir-
ium. Patients who have recovered from an episode of  delirium may need 
debriefing. Delirium also causes significant family distress. Emotional and 
informational support should be proactively provided.

Confusion and agitation are expressions of  brain malfunction and not 
necessarily of  discomfort or suffering. Disinhibition is one of  the main com-
ponents of  delirium that must be appropriately explained to families and, at 
times, to other healthcare professionals.

Refractory Agitated Delirium
This will often necessitate the use of  more sedative medications for patient 
symptomatic relief  and comfort when other interventions have failed (see 
Chapter 3 regarding palliative sedation at the end of life).
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Clinical Pearls
	•	T o avoid missing the diagnosis of  delirium, screen regularly using a 

validated delirium-​specific assessment tool.
	•	A pproximately 50% of  delirium episodes in patients with advanced 

cancer are reversible.
	•	R eview for contributing factors, especially opioids and psychoactive 

medications, as well as other potentially reversible causes if  consistent 
with goals of care.

	•	A gitated delirium and accompanying disinhibition with grimacing and 
moaning may be incorrectly interpreted as pain, with the resulting 
inappropriately increased opioid administration worsening the agitated 
delirium, thus creating a vicious cycle.

	•	P roviding psychosocial support and education may help to reduce the 
distress of  patients, families, and professional caregivers.
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Definition
Palliative sedation (PS), or deep and continuous sedation, is the monitored 
use of  proportionate sedative medication to reduce a patient’s awareness 
of  intractable and refractory symptoms near the end of  life when other 
interventions have failed to control them.–​3

Consultation with a palliative care specialist is strongly recommended 
before initiating PS (see Box 3.).

Appropriately titrated PS to relieve intractable distress at the end of  
life (i.e., last hours, days, or –​2 weeks of  life) is an ethically and legally 
accepted intervention (see Chapter 24 on the ethics of  palliative sedation).

PS is distinct from euthanasia, as the aim of  PS is to relieve suffering by 
controlling distressing symptoms, not to shorten life. The use of  propor-
tionate sedation is not associated with hastening death.4 During PS it may 

Box 3.  Checklist for Palliative Sedation
� Consultation with a palliative care specialist is advisable before 
initiating PS.

.	Establish that symptom(s) are severe, intractable, and refractory to 
treatment.

2.	A symptom is refractory when all possible interventions known to 
control that symptom (including consultation with other providers) 
have been exhausted and failed, “or it is estimated that no methods 
are available for palliation within the time frame and the risk–​benefit 
ratio that the patient can tolerate.”

3.	Confirm that the patient is in the terminal phase of  illness or close 
to death.

4.	Discuss reasons and goals of  palliative sedation with the patient (if  
possible) and/​or family, and other members of  the interprofessional 
healthcare team (including primary team, if  applicable). Reinforce 
that the goal is to relieve refractory symptoms, not to shorten life.

5.	Document these discussions in the medical record, with confirmation 
of  informed consent of  the patient or substitute decision maker.

6.	Select the appropriate sedative medication and use the smallest 
effective dose to achieve symptom relief, as guided by a validated 
monitoring tool.

7.	Only increase the medication dose (in appropriate increments) if  
lower doses have been ineffective, and document the indication for 
the dose increase.

8.	Continue other ongoing symptom control management (e.g., opioid 
for pain and/​or dyspnea, antipsychotics for delirium, and other 
comfort measures).

9.	Continue to provide emotional support to the family and 
healthcare team.

0.	Regularly re-​evaluate the need to continue PS. It may be possible to 
reduce or discontinue sedative medications if  the indication for PS 
has improved.
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be possible to maintain patient consciousness if  lower doses of  sedative 
medication are sufficient to control the refractory symptom(s).

Refractory agitated delirium is the most common indication for PS.4 
Other indications include refractory dyspnea, terminal hemorrhage, intrac-
table seizures, and uncontrolled pain.

The American Academy of  Hospice and Palliative Medicine (AAHPM) 
2006 position statement on PS is available at http://​www.aahpm.org/​posi-
tions/​default/​sedation.html (see Chapter  24 for more discussion of  the 
AAHPM position statement). The European Association for Palliative Care 
(EAPC) published a framework for PS in 2009.5

Medications Used
Midazolam is the most commonly used medication for PS.4 It has a rapid 
onset of  action, short half-​life, and dose-​dependent sedative effect. Use the 
lowest dose possible to provide comfort, for example, commence a con-
tinuous SC or IV infusion of  midazolam at  mg/​hour (with additional PRN 
bolus doses available) and titrate according to clinical response.

Other medications that have been used for refractory delirium and PS 
include lorazepam, phenobarbital (phenobarbitone), propofol, chlorprom-
azine, and levomepromazine (methotrimeprazine; not available in the US).
•	P henobarbital usual dosing: 50–​00 mg SC bolus stat, then  

200–​800 mg/​24 hours by continuous SC infusion. Occasionally,  
higher doses are needed. Phenobarbital needs to be administered as  
a separate infusion, as it is not compatible with most other drugs.
•	P ropofol is an ultrafast-​acting IV anesthetic agent. Use requires 

specialist input.
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Monitoring Palliative Sedation
Standardized instruments should be used to ensure best practice in monitor-
ing the level of  sedation and the efficacy of  sedative medications, enhancing 
documentation and ensuring patient safety.5,6 Tools should measure levels 
of  distress in patients receiving PS in addition to sedation levels.

The EAPC Expert Working Group on PS recommended using the 
Richmond Agitation-​Sedation Scale (RASS) or a similar instrument to 
monitor PS.5 The RASS is a simple and brief  observational tool that was 
developed and validated in adult ICU patients.7 The RASS-​PAL is a modified 
version of  the RASS that was validated in palliative care inpatients.8 Like the 
RASS, the RASS-​PAL scores range from +4 to −5. Thus titrating sedation 
to a “RASS-​PAL score of  −3” would indicate moderate sedation, with the 
patient demonstrating any eye or body movement or eye opening (but no 
eye contact) to verbal stimulation.

Clinical Pearls
•	 Consultation with a palliative care specialist is advisable before 

initiating PS.
•	E stablish that symptom(s) are severe, intractable, and refractory to 

treatment and confirm that the patient is in the terminal phase of  illness.
•	 Discuss, and document, the indications and goals for initiation of  PS with 

the patient (if  possible), family, and healthcare team.
•	 Commence with the lowest effective dose of  sedative medication 

and then appropriately titrate according to clinical response, using a 
validated PS monitoring instrument.
•	P rovide support and frequent information to the family and 

healthcare team.
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Definition and Epidemiology
Breathlessness is a distressing symptom experienced commonly by patients 
with advanced disease. The most widely cited definition continues to be 
the 200 American Thoracic Society consensus statement, which outlines 
breathlessness as “a subjective experience of  breathing discomfort that 
consists of  qualitatively distinct sensations that vary in intensity. The expe-
rience derives from interaction among multiple physiologic, psychological, 
social, and environmental factors, and may induce secondary physiologic 
and behavioral responses.”

Breathlessness can be either continuous or episodic. Despite optimal 
treatment of  the underlying chronic cause(s), a number of  conditions leave 
people with continuous breathlessness at rest or with minimal exertion. 
This is termed chronic refractory breathlessness and is a distinct entity, rather 
than simply being a failure to treat the underlying condition(s). Chronic is 
often defined by a time frame such as 8 weeks or 3 months; however, in 
practice, breathlessness that persists despite maximal treatment of  an 
underlying irreversible cause should be considered chronic.2

Episodic breathlessness is characterized by a severe worsening of  breath-
lessness beyond usual fluctuations and can be in the presence or absence of  
underlying continuous breathlessness. Episodes are time limited (seconds to 
hours), occur intermittently, and may be either unpredictable or predictable 
if  trigger(s) can be identified. Four broad categories of  triggers include exer-
tion, emotions, comorbidities, or external environment. Although a number 
of  specific types of  episodic breathlessness are described, the two most 
important elements are specific triggers and whether or not an episode is 
predictable.3

Reported prevalence of  breathlessness varies and is dependent on the 
underlying diagnosis and the extent and stage of  disease, as well as choice 
of  both assessment tool and the words or phrases used by investigators. At 
least 60% and 90% of  patients with advanced heart disease and advanced 
chronic obstructive pulmonary disease (COPD), respectively, will report 
feeling breathless.3 Among patients over the age of  65, breathlessness is the 
second most common reason for presentation to the emergency depart-
ment. In the cancer population, breathlessness prevalence is dependent on 
the primary tumor site (46%, advanced lung cancer; 7%, advanced gastric 
cancer) and stage of  disease.3 In the final 6 weeks of  life, 70% of  all patients 
with cancer will experience breathlessness.
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Patient Experience and Pathophysiology
Although the neural pathways influencing the perception of  breathlessness 
are not fully understood, Figure 4. outlines the current understanding of  
the contributing pathophysiological mechanisms.

Sensory input is composed of  a combination of  multiple afferent impulses 
that influence both the brainstem respiratory network (medulla and pons) 
and the higher brain centers located in the somatosensory and association 
cortices. The following outlines four main categories of  sensory input.

Biochemical
•	 Central and peripheral chemoreceptors (detect changes in pH, pCO

2
, 

and pO
2
) via the vagus nerve

Vascular
•	 Baroreceptors (stretch sensitive mechanoreceptors) in the carotid and 

aortic bodies via the vagus nerve

Mechanical
Sensory input is via receptors in the following:
•	 Nasopharynx: (cold, air flow) via trigeminal nerve
•	 Airway: rapidly adapting receptors within epithelium from trachea to 

bronchioles (lung irritants); slow-​adapting receptors close to smooth 
muscle of  extra-​ and intrathoracic lower airway (airway wall tension); 
bronchial C fibers (irritants). All are via the vagus nerve.
•	 Lung parenchyma: pulmonary C-​fibers within alveolar wall (pulmonary 

congestion, embolism, infection, chemicals) via vagus nerve
•	 Muscles: Golgi tendons (tension), intercostal muscles (length), 

diaphragm via spinal and supraspinal reflexes

Psychogenic
•	A n affective state (i.e., distress) can elicit changes in ventilation and 

sensation
The control of  respiratory motor activity resides in the brainstem (medulla 
and pons), and efferent impulses from here produce voluntary and involun-
tary contraction of  the muscles in both the chest wall and the diaphragm.

Central modulation of  breathlessness appears to occur via two distinct 
pathways, one for perceived intensity level (i.e., severity) and one for the 
affective component of  unpleasantness that is associated with the breath-
lessness. Functional MRI imaging has confirmed that awareness of  intensity 
is mediated by peripheral chemo-​mechanical receptors projecting to the 
brainstem medulla and somatosensory cortex.3 Awareness of  unpleasant-
ness involves pathways of  the limbic system. To date, endogenous opioids 
are the only neurotransmitters shown to modulate breathlessness, as they 
reduce both the intensity and the unpleasantness observed when breath-
lessness is induced in a controlled setting.3

In summary, breathlessness is the conscious representation of  a mis-
match between the central ventilatory drive (the demand to breathe) and 
the responding respiratory output (the ability to breathe). The intensity and 
the unpleasantness of  the experience are perceived separately.

 

 

 

 

 

 



Figure 4..  Overview of  breathlessness pathophysiology.
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Etiology
In the setting of  advanced disease, breathlessness may be multifactorial in 
etiology and can be categorized on the basis of  both underlying disease and 
acuity of onset.

Malignant
Acute (Within Minutes)
•	P ulmonary embolism
•	P neumothorax
•	A spiration
•	A nxiety

Subacute (Within Hours to Days)
•	P neumonia
•	P leural effusion (can also be chronic)
•	P ericardial effusion
•	 Superior vena cava obstruction
•	A nemia
•	R adiation-​induced pneumonitis (can also be chronic)
•	P rogressive metastatic disease (can also be chronic)

Chronic (Within Days to Weeks)
•	R adiation-​induced pneumonitis/​fibrosis
•	P rogressive metastatic disease
•	 Chemotherapy-​induced (pulmonary fibrosis, cardiomyopathy)
•	 Contributing factors may include cachexia, ascites, and/​or 

hepatomegaly

Nonmalignant
Acute (Within Minutes)

Pulmonary
•	P neumothorax
•	P ulmonary embolism
•	 Bronchospasm
•	A cute bronchitis
•	A sthma (with previous history)

Cardiac
•	A cute myocardial ischemia or infarction
•	A nxiety disorder

Subacute (Within Hours to Days)
•	P neumonia
•	 CHF exacerbation
•	A nemia
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Chronic (Within Days to Weeks)
Pulmonary
•	 Obstructive lung disease
•	R estrictive lung disease
•	 Interstitial lung disease
•	P leural effusion

Other
•	 CHF or ventricular dysfunction
•	N euromuscular disease
•	R enal disease
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Clinical Evaluation
Given its multifactorial nature, the assessment of  breathlessness should 
include physical, psychosocial, and spiritual domains of  the experience. All 
reversible factors should be identified, even where there appears to be a 
single dominant explanation for the symptom.

History: Key Questions
•	A cuity? (Onset and course)
•	 Severity? (Use VAS or NRS; see following discussion)
•	P attern?
•	T riggering factors?
•	E ffect on activities of  daily living?
•	 Mood and psychological state? (Mental status, current or history of  

anxiety, current or history of  depression)
•	 Meaning? (Is patient fearful of  dying?)
•	 Current and previous medications?
•	 Underlying or concurrent diagnosis?
•	A ssociated symptoms: cough, sputum production/​color fever/​chills, 

sweats, chest pain, wheeze, chest tightness, hemoptysis, hoarseness, 
edema, weight loss/​gain
•	A dvance directives and substitute decision-​maker?

Clinical Pearls
•	T he patient’s opinion of  the severity of  the symptoms is the gold 

standard for symptom assessment.
•	 Often patients with advanced disease will have previously expressed 

or discussed their goals of  care. This can provide clear guidance when 
formulating a plan for further assessment and management.

A visual analog scale (VAS) is a tool for assessing symptom severity, which 
uses a vertical or horizontal line. Word anchors at each end could indicate 
either severity (i.e. “no breathlessness” to the “worst intensity of  breath-
less”) or level of  the affective component (i.e., “no breathlessness” to the 
“most unpleasant breathlessness”).

An example of  a numerical rating scale (NRS) is the Edmonton Symptom 
Assessment System (ESAS), which is a valid and reliable assessment tool to 
assist in the assessment of  nine common symptoms experienced by patients 
with advanced disease.4 The severity at the time of  assessment of  each 
symptom is rated from 0 to 0 on an NRS, 0 meaning that the symptom is 
absent and 0 that it is of  the worst possible severity.

Several scales have been developed specifically for dyspnea; however, as 
yet, no one scale can accurately reflect breathlessness for all patients with 
advanced disease. Alternatively, if  overall quality of  life is the emphasis, then 
a multidimensional tool is preferable. A unidimensional scale (e.g., VAS or 
NRS) should be combined with a disease-​specific scale (if  available) or a 
multidimensional scale in conjunction with other methods (such as qualita-
tive techniques) to gauge distress level for the assessment of  breathlessness 
in advanced disease.
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Physical Exam
In the setting of  advanced disease, the physical exam should be focused and 
guided by history and underlying illness.

Vital Signs
•	H eart (HR) and respiratory rate (RR), BP, O

2
 saturation, walking 

oximetry

Observe
•	 Overall level of  distress
•	 Use of  accessory muscles
•	E levated jugular venous pressure
•	P ursed lips
•	 Cyanosis
•	A bility to speak

Palpate
•	P resence of  dullness to percussion
•	 Decreased tactile fremitus

Auscultate
•	A bsent breath sounds?
•	A dventitious breath sounds?
•	A udible third heart sound (S3) or distant heart sounds?
•	 Wheeze?
•	P ulses paradoxus?

Clinical Pearls
•	T achypnea does not equate with breathlessness.
•	 Superior vena cava obstruction (SVCO) causes acute breathlessness 

and is a medical emergency characterized by swelling and redness of  
face, distension of  superficial and deep neck and upper arm vasculature, 
and cough.
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Laboratory Investigations and Imaging
In patients with advanced disease, the appropriateness of  an investigation 
will depend on the stage of  disease and the goals of  care. It is important to 
consider the burden of  procedures and weigh this against the risk.

Investigations may contribute meaningful information in the assessment 
of  breathlessness for patients; however, the results may not impact the 
options for treatment. The choice of  an appropriate test (or tests) will be 
guided by history, physical exam, and clinical scenario.

Investigations to consider may include the following:
•	 CBC, serum K+, PO

4
, Mg

•	 Chest X-​ray
•	 Blood gas
•	P ulmonary function test
•	 CT
•	E chocardiogram
Many clinicians make the mistake of  equating breathlessness with hypox-
emia; however, studies show very poor correlation between patient reports 
of  breathlessness and oxygen levels or abnormalities in pulmonary function. 
In addition, patients may not show signs of  hypoxia but report high levels of  
breathlessness. Oximetry (in particular, walking oximetry) may unmask the 
etiology for the breathlessness.
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Management
The mainstay of  management of  breathlessness is, whenever possible, to 
identify any underlying cause that is potentially reversible, to begin appropri-
ate and targeted treatment or intervention, to evaluate the effectiveness of  
the treatment or intervention, and to ensure that the symptom of  breath-
lessness is well managed throughout.

An example is breathlessness resulting from malignant pleural effusions. 
For appropriate patients, thoracentesis, pleurodesis, and/​or ongoing drain-
age procedures should be offered, and if  effective can both reverse the 
immediate cause and effectively manage the symptom.

Basic nonpharmacological and pharmacological interventions for breath-
lessness, based on severity, are summarized in Table 4..5

Clinical Pearl
•	 When available, opioids can and should be administered subcutaneously, 

particularly if  breathlessness is severe; ½ of  the PO dose is equivalent 
to the SC dose and can be safely offered q30min prn.

Nonpharmacological Interventions
Based on a meta-​analysis of  randomized controlled trials, strong evidence 
now exists in support of  interventions that reverse deconditioning and 
optimize the efficiency of  skeletal muscle. The strongest evidence exists 
for the two such strategies, transcutaneous quadriceps muscle stimulation 
and chest wall vibration. In addition, studies demonstrate a moderate level 
of  benefit with the use of  walking aids to improve performance status. 
Studies in patients with COPD show that structured cognitive-​behavioral 
and self-​management strategies improve both health service utilization and 
depression.6

Opioids
For the management of  chronic refractory breathlessness, there is now 
Level  evidence that regularly monitored, low-​dose, sustained-​release 
morphine is effective and well tolerated. For both cancer and noncancer 
populations, along with this is confirmation of  the usefulness of  oral and/​
or parenteral opioids in providing significant clinical benefit in the setting of  
acute, subacute, and chronic breathlessness.

It is suggested that when using opioids, only oral and systemic routes be 
considered. There is no evidence that nebulized opioids have any greater 
benefit than systemic opioids in reducing breathlessness.6

Respiratory depression is a commonly feared side effect of  opioids. 
Although some studies showed a decrease in respiratory rate with the use 
of  opioids, this was not found to be clinically significant, as neither hyper-
capnia nor hypoxygenation resulted.

Nonopioid Medications
Although it may seem counterintuitive, evidence does not support the use 
of  benzodiazepines in the direct management of  breathlessness.6 Given 
the distinct psychogenic role in the severity of  breathlessness, however, 

      



Table 4.  General Features and Quick Reference Management of Breathlessness

Mild (VAS/​ESAS –​3) Moderate (VAS/​ESAS 4–​6) Severe (VAS/​ESAS 7–​0)

Clinical Features Usually can sit/​lie quietly Usually persistent Often acute on chronic

Intermittent or persistent May be new or chronic Has worsened over days to weeks

Increase with exertion Settles partially with rest Anxiety present

No or mild anxiety Patient pauses while talking every  
30 seconds

Patient pauses while talking every  
5–​5 seconds

Patient does not appear 
uncomfortable

Breathing appears mildly labored Patient appears uncomfortable

Management 
Strategies

Consider oxygen (if  hypoxemic or 
deemed helpful by patient)

Start oxygen (if  hypoxemic or deemed 
helpful by patient)

Start oxygen (up to 6L/​min by NP or 
higher with mask)

If  opioid naïve, consider low dose 
routine or prn opioid (morphine  
2.5–​5.0 mg or hydromorphone 
0.5–​.0mg)

If  opioid naïve, consider low dose 
routine or prn opioid (morphine  
2.5–​5.0 mg or hydromorphone 
0.5–​.0mg)

Use only short-​acting opioids to titrate

If  on opioids, increase by 25% If  on opioids, increase by 25% If  opioid naïve, begin either morphine 
PO 5–​0 mg q4h and 5 mg qh prn or 
hydromorphone –​2 mg q4h and  
 mg qh prn

Ensure breakthrough avail q2h Ensure breakthrough avail qh prn Titrate opioid dose by 25% every  
–​2 doses until relief

(continued)



Mild (VAS/​ESAS –​3) Moderate (VAS/​ESAS 4–​6) Severe (VAS/​ESAS 7–​0)

Titrate short-​acting opioid by  
25% every 3 to 5 hours until relief

Titrate opioid dose by 25% every 2–​3 
doses until relief

Consider adjuvant (midazolam, 
promethazine)

Consider oxygen (if  hypoxemic or 
deemed helpful by patient)

Start oxygen (if  hypoxemic or deemed 
helpful by patient)

Start oxygen (up to 6 L/​min by NP or 
higher with mask)

For all:

•  E  nsure access to fresh air or fan directing air on the face.
•    Open door, window(s), curtain(s).
•  E  ncourage rest as needed.
•    When laying—​elevate head of bed.
•    When sitting—​use reclining chair and footrest.
•    When moving—​use assistive devices (walker, wheelchair).

Table 4.  (Continued)
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aggressively managing comorbid psychiatric conditions (anxiety and/​or 
depression) warrants consideration.

Other medications with limited evidence but potential benefit include 
nebulized furosemide (for its bronchodilator effects), selective serotonin 
reuptake inhibitors (SSRIs), and promethazine.6 Well-​designed and ade-
quately powered trials are necessary before recommendations can be made 
about any of these.

There are no randomized controlled trials of  corticosteroids to manage 
breathlessness, regardless of  setting.7 Anecdotal reports suggest a role for 
corticosteroids when targeting specific cancer-​related conditions:
•	 Obstruction (SVCO and/​or airway)
•	 Lymphangitic carcinomatosis
•	R adiation pneumonitis

Oxygen
A consistent beneficial effect of  oxygen has not been shown for patients 
with advanced cancer or advanced heart disease, or in patients with 
advanced lung disease among those found to be ineligible for long-​term 
oxygen. New findings from a meta-​analysis suggest a possible role in all 
patients with advanced lung disease; however, this requires confirmation by 
an adequately powered study.3

Summary
Breathlessness is a common and distressing symptom for patients with 
advanced disease. Assessment and management plans should be targeted 
to the individual patient. Reversible conditions contributing to breathless-
ness should be addressed, and patient self-​report should be used in deter-
mining severity of  the symptom and efficacy of  a management plan. No 
single therapy is likely to resolve chronic breathlessness, but combinations 
of  strategies is likely to improve the burden and impact of  breathlessness.
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Hypercalcemia
Introduction
Approximately 0%–​30% percent of  patients with cancer have complica-
tions of  hypercalcemia at some time during the course of  their illness. 
Hypercalcemia is responsible for a significant number of  hospitalizations 
and results in distressing symptoms in patients with cancer. Hypercalcemia 
is also an indicator of  poor prognosis; however, treatment with bisphos-
phonates may be decreasing the incidence and outcome for cancer patients.

Clinical Presentation
Hypercalemia results in nonspecific clinical symptoms:  “bones, stones, 
abdominal groans, and psychic moans.”

Symptoms include
•	A norexia
•	N ausea
•	A bdominal pain
•	 Muscle weakness and fatigue
•	N ephrolithiasis
•	 Dehydration
•	 Bony tenderness
Complications of  severe hypercalcemia
•	A cute pancreatitis
•	H ypercalemia
•	A cute renal failure
•	A ltered mental status and coma
•	P athogenesis
Hypercalcemia associated with cancer can be classified into four types 
(Table 5.).

Management
Hydration with intravenous saline is essential to reverse decreased glomer-
ular filtration rate and impaired renal calcium excretion. Furosemide can 
also promote calcium excretion by inhibiting Na/​K/​Cl transporter in the 
loop of  Henle; however, diuretics are not recommended in cancer patients, 
who are often volume depleted.

Bisphosphonates are first-​line medical therapy; they work by block-
ing osteoclastic bone resorption and include pamidronate and zolendro-
nate.2 Bisphosphonates should be given intravenously since they are poorly 
absorbed when given orally. Common adverse effects include fever, nausea, 
vomiting, renal toxicity, and osteonecrosis of  the jaw.

Second-​line medications include glucocorticoids (useful in lymphoma 
patients with elevated ,25(OH)2 vitamin D) and calcitonin, which results 
in rapid transient reduction in calcium levels.

Supportive care measures include the removal of  calcium in vitamin 
supplementations and from parenteral feeding solutions, discontinuation 
of  medications that may lead to hypercalcemia (e.g., calcitriol, vitamin D, 
lithium, and thiazides), and replacement of  phosphorous orally if  serum 
phosphorous is less than 3 mg/​dl. IV phosphorous replacement should be 
avoided unless phosphorous is critically low (< .5 mg/​dl) since it can cause 
seizures, hypocalcemia, renal failure, and arrythmias.

    



Table 5.  Types of Hypercalcemia Associated with Cancer

Type Frequency (%) Bone Metastasis Causal Agent Typical Tumors

Local osteolytic hypercalemia 20 Common, 
extensive

Cytokines, chemokines, PTHrP Breast cancer, multiple myeloma, 
lymphoma

Humoral hypercalcemia of  
malignancy

80 Minimal or absent PTHrP Squamous cell cancer (e.g., of  head 
and neck, esophagus, cervix, or 
lung), renal cancer, ovarian cancer, 
endometrial cancer, HTLV-​associated 
lymphoma, breast cancer

,25 (OH)2D-​secreting 
lymphomas

<  Variable ,25(OH)2D Lymphoma (all types)

Ectopic hyper-​parathyroidism <  Variable PTH Variable

PTH = parathyroid hormone; PTHrP = PTH-​related protein; ,25(OH)2D = ,25-​dihydroxyvitamin D; HTLV = human T-​cell lymphotrophic virus.
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Bleeding
Mild to severe bleeding is an emergent complication that occurs in approxi-
mately 6%–​0% of  cancer patients and .5% of  patients receiving pallia-
tive care. Active bleeding can be very distressing for patients, families, and 
healthcare providers. For patients with a poor prognosis, advanced care 
planning is critical in order to anticipate possible catastrophic bleeding.

Etiology
	.	Tumor invasion: Cancer infiltration of  both small and large vessels and 

factors secreted by tumors that promote angiogenesis predispose 
patients to bleeding. Past radiation exposure can often weaken vessels, 
resulting in bleeding complications. Head and neck tumors, lung, 
gastrointestinal, and gynecologic malignancies are often associated with 
tumor destruction of  small and large vessels. Hepatocellular carcinoma 
may be complicated by bloody ascites and is a poor prognostic indicator. 
Vascular tumors, including renal cell carcinoma, choriocarcinoma, and 
melanoma, are also prone to bleeding.

	2.	Treatment side effects: Mucositis secondary to chemotherapy or radiation 
treatment and the complication of  graft versus host disease can increase 
the risk for bleeding.

	3.	Thrombocytopenia: Bone marrow suppression, bone marrow invasion 
of  the cancer, disseminated intravascular coagulation (DIC), or 
splenomegaly secondary to portal hypertension from hepatocelluar 
carcinoma can result in thrombocytopenia.

	4.	Nutritional deficiencies: Vitamin K, zinc, folate, and vitamin B
2

 deficiencies 
can also promote bleeding.

	5.	Drugs: Coumadin, heparin products, and COX-​inhibitors can potentiate 
bleeding.

	6.	Coagulation abnormalities: DIC, primary fibrinolysis, and liver disease can 
result in coagulopathy, contributing to increased bleeding risk.

Presentation
Bleeding could happen in several ways: oozing from the tumor, intracranial 
hemorrhage, epistaxis, hemoptysis, hematemesis, melena, hematochezia, 
hematuria, and vaginal bleeding.

Workup
In cases of  non-​catastrophic bleeding, it is important to detect any revers-
ible causes while initiating measures to control bleeding and anxiety in 
patients and families associated with visible blood loss. Labs should include 
complete blood count, platelet count, activated partial thromboplastin time 
(PTT), and international normalization ratio (INR). Liver function test could 
be included if  liver dysfunction is suspected. In cases of  catastrophic bleed-
ing, controlling the bleeding and associated symptoms takes priority over 
reversing underlying factors.

Management
Interventions should be consistent with a patient’s goals of  care and are 
formulated based on overall prognosis, performance status, and previous 
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therapies. The most important point is to make the patient and family 
aware and prepared for the possibility of  visible bleeding. If  catastrophic 
bleeding is anticipated, dark colored (preferably the color red) linen, towels, 
and basins should be available at bedside to make bleeding less obvious. 
For control of  anxiety, IV or SC midazolam should be available and family 
members should be trained in administration.

Local measures to control bleeding include the following:
•	P acking
•	N ose, rectum, vagina
•	 Compressive dressings
•	T ransparent films, hydrogel dressings, hydrocolloid dressing
•	T opical hemostatics
•	 Fibrin sealants
•	P roper positioning
•	 Lateral decubitus on the side of  bleeding for patients with hemoptysis 

or hematemesis
•	A stringents
•	 Silver nitrate, aluminum ammonium sulphate, or aluminum potassium 

sulphate
Treatment modalities for bleeding include the following:
•	R adiation therapy
•	 Gynecologic, lung, and superficial skin tumors
•	P alliative transcatheter chemo-​embolization
•	E ndoscopy
•	 Injection of  sclerosing agents
•	 Ligation
•	 Laser coagulation

Systemic measures include the following:
•	 Vitamin K
•	 Vassopresin
•	A ntifibrinolytic agents
•	T ransexaminic acid
•	A minocaproic Acid
•	 Octreotide for GI bleeding from varacies
•	P latelet transfusion
•	T hrombocytopenia
•	P latelet dysfunction
•	 Fresh frozen plasma
•	 Coagulopathies

When bleeding is catastrophic, palliative sedation for the patient should be 
provided in conjunction with psychosocial support for the family.
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Superior Vena Cava Syndrome
Superior vena cava (SVC) syndrome results from the impairment of  blood 
flow through the SVC. It is usually caused by malignancies, the majority 
of  which are due to non-​small-​cell lung cancer. Other etiologies include 
small-​cell lung cancer, germ cell tumors, lymphoma, thymoma, esophageal 
cancer, mediastinal or lung metastasis from other tumors. Recently, nonma-
lignant conditions resulting in SVC syndrome have arisen secondary to the 
increased use of  intravascular devices.

Clinical Presentation
Increased venous pressure secondary to SVC syndrome may result in symp-
toms of  edema of  the head, neck, and arms, which often develop over a 
period of  2 weeks. Clinical features may include cyanosis and distended 
subcutaneous vessels of  the neck. Cough, hoarseness, stridor, and dyspha-
gia may occur secondary to edema occluding the airways or esophagus. 
Cerebral edema may result in head discomfort, confusion, and coma, which 
can be fatal. In severe cases, hemodynamic compromise can occur. In addi-
tion, pleural effusions are common in cancer patients with SVC syndrome.

Diagnosis
When SVC syndrome is suspected based on clinical signs and symptoms, 
CT scan with contrast and MRI, for patients allergic to contrast, are the 
most useful imaging studies. Once SVC syndrome has been confirmed by 
imaging, obtaining a tissue diagnosis is critical in patients with suspected 
malignancies to guide future treatment. Patients with pleural effusion, con-
sideration for thoracentesis with cytologic analysis should be considered. 
Bronchoscopy, transthoracic needle-​aspiration biopsy, mediastinoscopy, or 
mediastinotomy is used to obtain a tissue diagnosis.

Management
The management of  SVC syndrome depends on the etiology, severity of  
symptoms, and the patient’s goal of  therapy. When there is enough collateral 
blood flow with minimal symptoms, the patient might not require further 
treatment. Systemic chemotherapy could be the initial treatment of  choice 
for sensitive tumors such as lung cancer (small cell and non-​small cell), lym-
phoma, and germ cell tumors. When SVC syndrome is caused by a tumor 
that is refractory to chemotherapy, radiation therapy could be considered.

Percutaneous placement of  an intravascular stent is another possible inter-
vention. Stent placement can be done before a tissue diagnosis has been 
obtained, and it is a useful procedure for patients with severe symptoms 
such as dyspnea. In addition, stent placement should also be considered for 
patients with mesothelioma, which tends to be refractory to chemother-
apy and radiation therapy. Complications of  stent placement for treatment 
of  SVC syndrome include infection, pulmonary embolus, stent migration, 
hematoma formation at the insertion site, perforation, bleeding, and rarely 
death. Anticoagulation is often recommended after stent placement.

A multidisciplinary approach to treatment planning should be considered. 
The presence of  SVC syndrome often does not affect the prognosis, which 
is directly related to the tumor type and stage of  the cancer.
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Spinal Cord Compression
Introduction
Cancer patients may develop spinal cord compression, which can result in 
pain, incontinence of  bowel or bladder, and paraparesis or paralysis. Breast, 
prostate, and lung cancer account for the majority of  spinal cord compres-
sion cases. Breast and lung cancers cause thoracic lesions while colon and 
pelvic malignancies involve the lumbosacral spine.

Clinical Presentation
The most common clinical presentation of  spinal cord compression is 
back pain, which can be localized, referred, and/​or radicular in nature. 
Complications of  cauda equina syndrome results in decreased sensation 
over the buttocks, thighs, and perineal region and may result in decreased 
sphincter tone, urinary retention, and overflow incontinence. Spinal cord 
compression presents with radiculopathy, sensory changes, weakness, 
autonomic dysfunction (i.e., urinary retention), and loss of  sphincter tone, 
resulting in stool incontinence.

Diagnosis
Delay in the diagnosis of  spinal cord compression can lead to increased 
morbidity and mortality. When spinal cord compression is suspected, 
gadolinium-​enhanced MRI of  the whole spine should be urgently obtained 
and is considered the gold standard.

Management
A multidisciplinary team approach is critical to formulate the treatment for 
patients with spinal cord compression and includes a surgical team, radia-
tion oncologist, rehabilitation practitioner, and a palliative medicine consul-
tant. Treatment should be customized according to the patient’s disease 
status, prognosis, performance status, comorbidities, and the severity of  
symptoms.

Glucocorticoid Therapy
The general consensus is that glucocorticoid therapy is beneficial. Optimal 
dose of  steroid therapy is unknown, but an initial bolus of  dexamethasone 
0 mg IV, followed by a scheduled dose of  6–​0 mg every 6 hours, is com-
monly initiated. After completion of  radiation therapy, it is recommended 
to taper the least effective dose that maintains neurological benefits 
while minimizing side effects. For patients who need prolonged gluco-
corticoid therapy, consideration for prophylaxis to prevent Candida and 
Pneumocystis jiroveci infections should be considered.

Radiation Therapy
Cancer metastasis to the vertebral column can be painful and may result 
in various degrees of  spinal cord compression. Radiation therapy has been 
shown to provide pain relief  and to preserve the ability to ambulate and 
maintain sphincter function. Serious complications that may occur include 
myelosuppression and radiation myelopathy. Longer courses of  radiation 
therapy have not been shown to be superior to a short course, but patients 
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receiving a shorter course have been reported to have increased recur-
rence. High-​precision radiotherapy techniques have been developed, which 
are being used for primary treatment and for recurrence of  disease while 
minimizing radiation exposure to surrounding tissue. Depending on the 
prognosis, the radiation oncologist can formulate a treatment regimen that 
is consistent with the patient’s goals of care.

Surgery
Surgical decompression with reconstruction can provide benefit, includ-
ing pain control and preserving neurological function for patients with 
spinal cord compressions. Currently, the optimal treatment with surgical 
decompression and reconstruction followed by radiation therapy versus 
radiotherapy alone is unclear. Surgery for patients with progressive neu-
rological deficits, vertebral column instability, radio-​resistant tumors, and 
patients with persistent pain despite radiotherapy has been recommended. 
Most surgeons agree that a patient’s life expectancy should be greater than 
3 months prior to undergoing any invasive surgical procedures.

Rehabilitation
Rehabilitation has been shown in observational studies to improve quality 
of  life, to improve mood, and to provide better pain control in patients 
with spinal cord compressions. Paraplegic patients are taught how to man-
age bowel or bladder incontinence and to transfer safely, and ambulatory 
patients receive assistance with their strength and mobility. In addition, fam-
ily support is incorporated into a debilitated patient’s bowel and bladder 
care, nutritional needs, and daily hygiene regimens.

Palliative Care
Regardless of  whether radiation or surgery is offered for treatment of  spi-
nal cord compression, patients should be provided medical treatment and 
psychosocial support to assist with coping with the loss of  independence or 
function. For patients with a poor prognosis, palliative care consultants can 
assist with transition from disease-​orientated therapy to treatment focused 
on symptom control and improving quality of life.
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Seizures
Introduction
Seizures in the palliative care setting may be seen in patients with a primary 
brain tumor, a metastatic brain lesion, metabolic abnormalities, a CNS (cen-
tral nervous system) infection, or drug toxicity or withdrawal.

Presentation
Seizures can be either focal or generalized; not all seizures present with 
convulsions, but can also present with altered mental status. Focal seizures 
can develop into a generalized seizure. Status epilepticus is an emergent 
condition and is defined as a single seizure activity lasting for more than  
5 minutes or repeated seizures over a period of  time of  more than 30 min-
utes without full recovery of  neurological function in between.

Workup
Electroencephalography (EEG) may be useful if  the diagnosis is in doubt 
(e.g., nonconvulsive seizure), but is not routinely needed for patients who 
give a clear history of  seizures or for those without suggestive symptoms.

Management
The management of  seizures in palliative care setting is similar to that in 
noncancer patients.

Benzodiazepines
The most commonly used benzodiazepine for seizures is lorazepam. The 
mean time of  lorazepam to achieve clinical effect is 3 minutes and the 
half-​life is 0–​5 hours; 2 mg should be given intravenously and can be 
repeated up to total dose of  0. mg/​kg. It should be infused no faster than  
2 mg/​minutes.

Because of  its high lipid solubility, diazepam enters the brain rapidly, but 
its half-​life is 5–​30 minutes; therefore, its anticonvulsant effect is very brief  
and a second dose may be necessary after only 20–​30 minutes. The recom-
mended dose is 0 mg in adults.

Phenytoin/​Fosphenytoin
Traditionally, treatment with benzodiazepine is followed by phenytoin ther-
apy. Recommended dosage is 5–​20 mg/​kg, not more than 50 mg/​minute. 
The advantage of  phenytoin therapy is that it is non-​sedating.

Fosphenytoin is metabolized into phenytoin by the liver. Initial dose is 
the same as phenytoin, although it can be given faster than phenytoin at 
00–​50 mg/​minute.

Valproic Acid
Valproic acid can be used as an alternate of  phenytoin or fosphenytoin. 
The dose is 6 mg/​kg/​minute up to a total dose of  30 mg/​kg followed by a 
maintenance dose of  –​2 mg/​kg/​hour.

Newer Agents
In order to avoid interactions with other medications such as chemo-
therapy agents or antibiotics, newer agents such levatiracetem, pregabalin, 
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lamotrigine, and toprimate are known to not induce hepatic cytochrome 
P450 enzymes. These agents could be used as a maintenance agent once 
seizure is under control.

Clinical Pearls
•	A  high index of  suspicion for hypercalcemia is necessary since symptoms 

are nonspecific.
•	 Screen for hypercalemia by checking ionized calcium level since formulas 

to correct serum calcium levels are not reliable.
•	H ydration and bisphosphonates are the main treatment of  

hypercalcemia.
•	A nticipation of  bleeding catastrophes in cancer patients is critical to 

minimize distress for patients and their family.
•	A  CT scan of  the chest or an MRI is indicated to diagnose SVC 

syndrome.
•	A  gadolinium enhanced MRI of  the whole spine is the gold standard test 

to diagnose spinal cord compression.
•	 Cancer patients may have nonconvulsive epilepsy when having altered 

mental status without convulsions.

Further Reading
	.	Stewart AF. Hypercalcemia Associated with Cancer (2005). New Engl J Med 352:373–​9.
	2.	Sanders Y, Ross JR, Bradly KE, et al. (2004). Systematic review of  bisphosphonates for hypercalce-

mia. Palliat Med8:48–​3.
	3.	Gagnon B, Mancini I, Pereira J, Bruera E (998). Palliative management of  bleeding events in 

advanced cancer patients. J Palliat Care 4:50–​4.
	4.	Prommer E (2005). Management of  bleeding the terminally ill patient. Hematology 0:67–​75.
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N Engl J Med 356:862–​9.
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Introduction
This chapter includes “orphan” symptoms that usually receive less attention 
than do more common symptoms such as pain or nausea. These symptoms 
may have multiple etiologies and often have a long list of  possible remedies 
or limited options, reflecting our lack of  understanding and our limitation 
in management.
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Xerostomia
The complaint of  dry mouth, or xerostomia, is a common one in palliative 
care but is often perceived by clinicians as less serious than pain or other 
symptoms. It is important not to make light of  its impact on the patient, as 
xerostomia can result in difficulty in mastication and swallowing and with 
speech. Also, there is increased risk of  dental caries, periodontal disease, 
candidiasis, and changes in taste sensation.

In patients with advanced cancer, the prevalence of  xerostomia is 
reported at 30%–​97%. The two main mechanisms underlying most cases 
include indirect alteration in the nervous tone supplying the salivary glands 
(e.g., as caused by medication) or destruction of  the salivary tissue (e.g., 
by radiotherapy). Causes of  this condition are many, but for the most part 
can be divided into three groups: medications, radiotherapy, and systemic 
diseases that cause decreased salivary flow.

Drug classes that can cause this problem include anticholinergics and 
antihistamines (e.g., scopolamine, diphenhydramine, oxybutynin, mecli-
zine), psychotropics (e.g., amitiptyline, desipramine, lorazepam, hydroxy-
ine, trazadone), opioids (e.g., codeine, fentanyl, tramadol, oxymorphone, 
hydromorphone), cardiovascular medications (e.g., hydrochlorothiazide, 
metoprolol, doxazosin, fosinopril, felodipine), and sympathetic agonists 
(e.g., albuterol, meta-​proterenol, carbidopa-​levodopa, selegiline).

Radiotherapy treatments for head and neck cancers commonly result 
in prolonged xerostomia.4 The list of  medical conditions that can produce 
dry mouth is long but includes rheumatic disorders such as Sjogren’s syn-
drome, sarcoidosis, diabetes mellitus, graft-​versus-​host disease, and anxiety 
or depression. Dehydration can cause dry mouth, as can mouth breathing 
that occurs in the terminal phase of  illness.

Management consists of  evaluating for reversible causes, which includes 
a careful evaluation of  the patient’s drug regimen for medications that can 
be contributing to dry mouth and determining if  they can be changed or 
the dose reduced.

Providing careful medical management for systemic conditions that can 
cause xerostomia (e.g., diabetes mellitus or chronic inflammatory rheu-
matic disorders) is prudent. Regular oral hygiene is important, and use of  
a fluoride-​containing toothpaste and regular dental brushing help reduce 
caries, periodontal disease, and halitosis.

What remains are strategies for improving oral moisture.2,3 These include 
frequent sips of  fluid, ice, or popsicles; water spray; use of  saliva substitutes; 
chewing sugarless gum; or sucking on sugar-​free candy. Maintaining room 
humidity may also be helpful. Mealtime strategies aimed at providing moist 
and soft foods and avoiding dry foods are advised.

Pilocarpine is a muscarinic agonist with effects on the beta-​adrenergic recep-
tors of  the sweat and salivary glands. It has been studied for the treatment 
of  radiation and drug-​induced xerostomia with positive results. Pilocarpine 
must be used with caution, as glaucoma and cardiac disturbances can occur. 
The most common side effect with this agent is sweating, but also lacrimation 
and dizziness. The usual dose of  pilocarpine for this indication is 5 mg PO tid. 
Recently, cevimeline 30 mg tid has been shown to produce similar effects on 
salivary secretion, as pilocarpine with a side-​effect profile that is comparable.5

Some studies report effective use of  acupucture and hypnosis.
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Hiccup
Hiccup, or singultus, is an infrequent but troublesome symptom for which 
there are few research studies. It is defined as repeated, involuntary, spas-
modic, diaphragmatic, and inspiratory intercostal muscle contrations with 
early glottic closure terminating inspiration.

Presently there is no known physiological function of  the hiccup in the 
adult, and its existence is ascribed to coordination of  fetal respiration or 
some persistent evolutionary reflex. Its neural mechanism is attributed to an 
afferent limb consisting of  the phrenic and vagus nerves and the sympathetic 
chain (T6–​T2), a central mediator between the cervical spine (C3–​5) and 
the brainstem, and an efferent limb consisting mainly of  the phrenic nerve.

The pathophysiology of  the hiccup reflex is poorly understood. 
Pathological presentations are attributed to disturbances affecting one of  
the components of  this reflex.

Although the list of  conditions that have been associated with hiccup 
is extensive, they may be grouped into four categories:  ()  disturbances 
affecting the phrenic or vagus nerve, (2) disturbances of  central neurological 
control, (3) those produced by toxic and metabolic disturbances or drugs, 
and (4) psychogenic causes.

The perceived most frequent cause is gastroesophageal reflux disease 
(GERD) and gastric distention. Corticosteroids and benzodiazepines are 
the two drugs most associated with causing hiccup.

Males may be afflicted with hiccup up to 5 times more than women.
Persistent or recurrent hiccups lasting up to 48 hours are considered 

acute, those lasting longer than 48 hours are termed persistent, and those 
lasting longer than 2 months are intractable. The adverse effects can be mul-
tiple, including fatigue, significant discomfort, insomnia, depression, difficulty 
with speech and oral intake, weight loss, and decrease in quality of life.

Management is first directed at evaluating the possible underlying cause 
and taking corrective action, if  possible.6,7 To this end, the history and physi-
cal examination are important, and investigations such as laboratory, imag-
ing, and endoscopic studies need to be considered.

Decreasing or discontinuing corticosteroids and benzodiazapines can be 
an important intervention.

Often the cause is unknown or cannot be rectified. In these cases, there 
is little from research studies to direct management; most guidelines suggest 
empiric management based on case studies or postulated mechanisms of  
action.

Traditional folk remedies may be tried and have little harm, but are 
unlikely to improve persistent hiccups. Such maneuvers include pharyngeal 
and gag reflex stimulation, vagal maneuvers, and breath-​holding, among a 
long list of  many others reported throughout history.

Drug treatments are many and varied. An “add-​on therapy” approach is 
recommended given the likelihood of  multiple etiologies and the difficulty 
of  this clinical situation.8 The commonly suggested approach is to start with 
metoclopramide (0 mg q4h IV or SC) and a proton pump inhibitor (PPI), 
because GERD plays an important role in many patients.

If  this is not effective and renal function is adequate, baclofen (5 mg tid, 
increased by 5 mg/​dose every 3 days to a maximum of  80 mg/​day) may 
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be added and titrated upward, while watching for the side effects of  seda-
tion, vertigo, ataxia, slurred speech, and weakness.8 This agent is an analog 
of  gamma-​aminobutyric acid (GABA) and is inhibitory at the spinal level. It 
has been used successfully in the palliative care population for this indica-
tion, with many case studies and a small randomized, double-​blind, placebo-​
controlled crossover study to support its use.

Gabapentin (00–​300 mg tid starting dose) may be the next agent to 
consider adding, again considering renal function.

Chlorpromazine (25 mg PO tid) or haloperidol (3–​5 mg PO/​SC tid) are 
the next-​considered agents to add on.

Nifedipine (30–​60 mg/​day) or sertraline may also be considered.
Acupuncture and vagal nerve stimulation are final options to consider. 

Phrenic nerve ablation is the treatment of  last resort because of  the risk to 
pulmonary function.
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Pruritis
Pruritis is an unpleasant sensation that elicits a desire to scratch or itch. 
When experienced chronically, pruritis becomes a severely distressing and 
troublesome symptom.

Histamine appears to be an important mediator of  itch in many con-
ditions. Also, centrally acting mu-​opioid agonists can mediate pruritis.9 
Unfortunately, there is a paucity of  research into this complex symptom. 
Treatments based on randomized controlled trials are rare.

A large number of  diseases may present with itch as an important symp-
tom. It is often helpful to think of  these in four broad groups, with some 
examples listed in the following sections.

Dermatological Diseases
These include common conditions such as dry skin (xerosis). Examples of  
other skin conditions include scabies, urticaria, atopic dermatitis, dermati-
tis herpetiformis, bullous pemphigoid, miliari, and pediculosis, among many 
others.

Systemic Conditions
This is a large group including malignancy, drug reactions, hepatic disorders, 
renal disorders, autoimmune diseases, endocrine, and hematopoietic and 
infectious diseases, including HIV disease.

Disorders of the Central or Peripheral Nervous System
These include peripheral neuropathy, depression, multiple sclerosis, and 
brain tumor.

Psychogenic Disorders
Psychogenic disorders in which pruritis can occur include delusions of  para-
sitosis, neurodermatitis, and anxiety.

Evaluation of  the patient who presents with pruritis should include a care-
ful history, probing for use of  topical or ingested agents that could induce 
pruritis. Ask about new drugs or therapies instituted in the weeks prior 
to the itch. Determine whether there is a history of  excessive bathing, 
other family members with itch, or symptoms of  neurological or psychiatric 
diseases.

A physical examination with careful attention to inspection of  the skin 
can reveal a classic dermatological diagnosis, such as xerosis or urticaria. 
Dermatological consultation is often helpful if  lesions are hard to classify. 
This may result in recommendations for skin biopsies or special examina-
tions for fungal infections or scabies.

Laboratory investigations screening for systemic conditions that cause 
pruritis are useful if  no etiology is apparent after the history-​taking and the 
physical examination. It is important to screen for hepatogenic and neph-
rogenic pruritis, as these make up a large proportion of  cases of  systemic 
pruritus.

Treatment is most effective when a specific cause is diagnosed and an 
effective treatment is available.0, Any new medication likely to cause pru-
ritis should be stopped, if  possible.
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General measures are appropriate in most cases. These include avoiding 
topical products with fragrance or alcohol and limiting bathing to once per 
day as a gentle wash with a non-​soap, low-​pH cleanser. Emollients should 
be applied in most cases after bathing and frequently throughout the day to 
improve the skin barrier.

The list of  possible systemic treatments for pruritis is extensive. The 
rationale for using a particular therapy should relate to the etiology 
involved.2,3 While the many choices of  agents may seem baffling, there are 
some recommended drug choices:
•	 Hepatogenic pruritis: mirtazapine (5–​30 mg/​day), butorphanol  

(–​4 mg intranasally every day)
•	 Nephrogenic pruritis: ultraviolet B (UVB) phototherapy (3 times per 

week), mirtazapine.
•	 Dermatological pruritus: hydroxyzine (25–​00 mg q8h), doxepin  

(0–​50 mg hs).
•	 Psychogenic pruritus: mirtazapine, paroxetine (20–​50 mg every day).
Other agents that may be useful for hepatic or nephrogenic pruritus include 
cholestyramine, ondansetron, and naltrexone. Thalidomide (HIV, uremia), 
gabapentin (neurological), charcoal (uremia), and rifampin (hepatic) have 
been reported to be helpful as well.
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Pressure Ulcers and Wound Care
Wounds presenting in the severely ill patient need to be evaluated for the 
underlying cause in order to direct management properly. Wounds in this 
population are commonly due to pressure ulceration, malignancy, venous 
stasis, arterial insufficiency, infection, or surgical dehiscence.

In the terminally ill, goals of  care need to be established, as healing of  
the wound may not always be realistic. The goals of  providing comfort and 
improving quality of  life, promoting healing, and limiting wound progression, 
as well as preventing further wound development, may be appropriate for 
many patients.

Pressure ulcers are caused by compression of  cutaneous and subcutane-
ous tissue between a bony prominence and a support surface. This results 
in ischemia and tissue necrosis.4,5 Other forces that can traumatize these 
tissues include friction and shearing of  the skin along the bed sheets or 
other surfaces.

Factors that cause immobility are important in the development of  these 
wounds. It is common to find patients at higher risk for these lesions as their 
illness progresses and they become less mobile.

Typical areas for the development of  pressure ulcer are the sacrum, 
trochanter, ischial tuberosity, posterior heel, elbow, scapula, and occipital 
region. These areas deserve careful inspection in the routine care of  the 
severely ill patient.

If  a wound is evident, strategies for treating the lesion need to be insti-
tuted, including increasing the patient’s mobility with frequent position 
changes and turning the patient. It is sometimes helpful to determine what 
the patient’s position was that caused a lesion in a particular area and to 
inform the patient and caregiver of  this, as well as to consider alternative 
positioning strategies. The assessment of  a physical or occupational thera-
pist can greatly assist with this process.

It is important to remember that unrelieved pressure on the area is the 
cause of  a pressure ulcer.6 The single most important strategy is the relief  
of  that pressure.7 Special pressure-​reducing mattresses or wheelchair cush-
ions (e.g., Roho) can be helpful in relieving pressure in vulnerable areas.

Attention to dressings is also important. Consultation with a wound-​
ostomy care (WOC) nurse is useful, as these practitioners are familiar with 
the variety of  dressings and their uses.

The principle of  moist wound healing, one of  the prime functions of  an 
appropriate dressing, is important in treating this condition. The wound 
should not be allowed to become dry. Excess exudates can be managed 
with special dressings such as alginate, hydrofiber, or foam dressings.

It is important to protect the wound and normal skin from the macera-
tion caused by incontinence. Cleansing the wound with a noncytotoxic 
cleaner such as normal saline, Ringer’s lactate, or sterile water between 
dressing changes is recommended.

Assessment of  the wound for infection by observing for inflammation, 
purulent discharge, and odor can result in effective treatment with antimi-
crobials, either topically or systemically.
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In patients whose wound healing is possible, nutrition should be opti-
mized. Nutritional strategies are feasible, and a dietician’s expertise can be 
useful in developing these for individual patients.

Debridement improves healing and reduces infection. Surgical, enzy-
matic, and hydrotherapy techniques for debridement should be considered. 
For difficult situations, vacuum-​assisted closure or surgical closure with a 
flap may be warranted.

General wound management includes consideration of  radiotherapy for 
managing malignant wounds.

Topical sprinkling of  crushed metronidazole tablets can decrease wound 
odor resulting from anaerobic bacteria. Lidocaine gel and compounded 
morphine gel are topical agents that may be considered when addressing 
local wound pain.
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Lymphedema, Edema, and Anasarca
Lymphedema is swelling caused by failure of  the lymphatic system to ade-
quately drain lymph fluid.8-​20 This occurs secondary to disease (e.g., cancer) 
or as a result of  surgery or radiotherapy of  the draining lymph system. 
The involved limb is at risk for cellulitis because of  the accumulation of  
protein-​rich interstitial fluid. Chronic lymphedema results in inflammation 
that produces fibrosis and sclerosis.

Treatment for breast cancer with surgery and radiotherapy is a common 
cause of  upper limb lymphedema. Surgery or involvement of  the inguinal or 
pelvic lymph nodes with cancer often results in lower-​extremity lymphedema.

Symptoms of  limb heaviness, discomfort, decreased range of  motion, 
body image concerns, and decreased quality of  life are common. The pre-
sentation of  an acute unilateral limb swelling requires the exclusion of  deep 
venous thrombosis and cellulitis.

The management of  lymphedema is optimized by using the skills of  a lym-
pedema therapist, who is usually a physiotherapist, nurse, or kinesiologist 
who has undergone special training.2,22 These therapists use a combination 
of  skin care, manual lymph drainage (specialized massage), compression 
bandaging, pneumatic compression with electric pumps, education, and 
exercise, termed combined/​complex decongestive therapy (CDT).

Compression garments are fitted to the limb for maintenance of  the 
reduction in swelling.

Pharmacological therapy has not been effective. Diuretics are ineffective 
and place the patient at risk for electrolyte imbalance and hypotension. 
Placement of  an IV or SC site in the affected limb is best avoided because 
of  the risk of  infection.

Previously, exercise was thought to worsen this condition, but recent evi-
dence shows that even vigorous exercise does not worsen swelling.

Surgery may be an option early in the development of  lymphedema. 
Procedures such as liposuction, lymphovenous anastomoses, and lymph 
node transplantation are reported to produce improvements.

Edema refers to excess fluid in body tissue. Anasarca describes gener-
alized edema. Both conditions occur commonly in the terminally ill, with 
lower extremity edema being very frequent in advanced-​cancer patients. In 
these cases, other factors in addition to impaired lymphatic drainage occur, 
such as hypo-​albuminemia or obstruction of  the inferior vena cava.

Therapy with diuretics rarely results in significant reduction in swelling 
and is troublesome due to the complications of  these drugs. Elevation of  
the affected limb, massage drainage, and compression bandaging remain the 
most effective strategies.

Body-​image concerns of  the patient and caregivers’ distress are often add
ressed to the clinician and require appropriate discussion and reassurance.

External lymph drainage, a technique developed by Lawrence Clein,9 is 
an exciting new development for symptomatic management at the end of  
life that requires further study, as it is supported by only a small number of  
case reports at present.

Scrotal edema can be very uncomfortable and can be reduced by scrotal 
elevation (a small towel or face cloth placed under the scrotum), a custom-
ized scrotal support, or bicycle shorts.
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Myoclonus
Myoclonus is defined as sudden, brief, involuntary contractions of  a mus-
cle or a muscle group.23 Progression to seizure can occur if  the condi-
tion escalates. The complete pathophysiological mechanism has not been 
determined.

It is usually classified as physiological, essential, epileptic, or symptomatic. 
The latter category is of  most concern in palliative care.

Toxic-​metabolic syndromes such as renal and hepatic disease are eti-
ologies, as are neurodegenerative disorders such as Parkinson’s disease, 
Alzheimer’s disease, Huntington’s disease, and Lewy body dementia. 
Posthypoxic syndromes and drug-​induced myoclonus also occur.

Medications associated with myoclonus include opioids, antipsychotics, 
antidepressants (TCAs and SSRIs), anticonvulsants, antibiotics, calcium 
channel blockers, and anti-​arrhythmics.

Opioid-​induced neurotoxicity (OIN) is a syndrome that occurs fre-
quently in the palliative setting, where opioids are regularly administered.24 
Myoclonus is one of  the most common manifestations of  OIN and can alert 
the clinician to this syndrome. Accumulation of  opioid metabolites is the 
perceived mechanism causing OIN.

Management is directed at reversing this mechanism by decreasing the 
opioid dose, or by opioid rotation to an alternative opioid. Clonazepam 
(starting at 0.5 mg twice daily) and midazolam are agents that can reduce 
myoclonus if  opioid reduction or rotation is ineffective.

For other conditions causing myoclonus, management consists of  treating 
the underlying disorder or augmenting the GABAergic deficiency. Agents 
often used include clonazepam (often the drug of  choice), valproic acid, 
and barbiturates.25,26

Clinical Pearls
•	 Eliminating the causative drug(s) may reduce xerostomia.
•	 Many patients presenting with hiccup benefit from treatment of GERD.
•	 In the workup of  pruritis, it is important to screen for hepatic and renal 

disease.
•	T he most important strategy in the management of  pressure ulcers is 

the relief  of  pressure on the wound.
•	 Do not use diuretics to manage lymphedema.
•	 Consider opioid-​induced neurotoxicity as a common cause of  

myoclonus.
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Introduction
A growing proportion of  advanced cancer patients seen by palliative care 
clinicians are on antineoplastic agents, including chemotherapy, hormonal 
therapy, and targeted agents. This can be attributed to the increasing avail-
ability of  therapeutic options, as well as to earlier palliative care referral for 
symptom control.

While antineoplastic agents may improve patients’ symptoms through 
tumor shrinkage or stabilization, they can also be associated with signifi-
cant adverse effects. Thus, palliative care specialists caring for patients with 
advanced cancer should be familiar with the management of  common side 
effects associated with these agents.

This chapter provides a brief  review of  the clinical management of  a num-
ber of  common adverse effects related to antineoplastic agents, including 
febrile neutropenia, cytopenia, chemotherapy-​induced nausea and vomiting 
(CINV), oral mucositis, diarrhea, drug rash, and peripheral neuropathy.

Cancer-​related fatigue, another side effect frequently experienced by 
cancer patients on treatment, is discussed in Chapter 5.

A detailed discussion of  all adverse effects associated with each anti-
neoplastic agent is beyond the scope of  this chapter. Readers are referred 
to other resources for further information (e.g., NCCN guidelines, 
Up-​To-​Date).

Clinical Pearl
•	 Effective management of  adverse effects related to antineoplastic agents 

requires a sound understanding of  the common and serious side effects 
related to each drug, frequent symptom assessments, patient education, 
and early initiation of  treatment.
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Cytopenia and Febrile Neutropenia
In this section, some of  the common management strategies for 
chemotherapy-​induced bone marrow toxicities (Table 7.) and febrile 
neutropenia are highlighted.

Anemia
Patients with significant anemia (hemoglobin [Hb] < 8.0 g/​dL) may benefit 
from packed red blood cell (RBC) transfusions. For patients with underlying 
ischemic heart disease or pulmonary disorders, the threshold for transfu-
sion may be lower (e.g., Hb < 9.0 g/​dL).

Erythropoiesis-​stimulating agents such as epoetin-​alfa and darbepoetin 
are generally not given and should be avoided in patients with advanced 
cancer who are not on chemotherapy. Erythropoiesis-​stimulating agents 
are associated with not only a risk of  thromboembolism but also increased 
mortality, which is thought to be related to stimulation of  tumor growth.

Neutropenia
Neutropenia (absolute neutrophil count [ANC] < 000/​mm3) on its own 
is not life threatening, but it may predispose patients to febrile neutropenia 
and overwhelming sepsis.

Granulocyte colony–​stimulating factor (GCSF) should generally not be 
used to treat neutropenia in the absence of  fever, although it has a role in 
primary or secondary prophylaxis for patients at risk of  developing febrile 
neutropenia.

Febrile Neutropenia
Febrile neutropenia is one of  the most common oncological emergencies, 
defined as the presence of  fever > 38.3°C (or > 38°C for >  hour) and 
neutrophil count < 500/​mm3 (or < 000/​mm 3 and expected to decrease 

Table 7.  National Cancer Institute Common Terminology Criteria 
for Adverse Events, Version 4.03: Hematological Toxicities4

Grade Hemoglobin Neutrophil 
Count

Platelet 
Count

 < LLN–​0.0 g/​dL < LLN–​
500/​mm3

< LLN–​ 
75,000/​mm3

2 < 0.0–​8.0 g/​dL < 500–​
000/​mm3

< 75,000–​
50,000/​mm3

3 < 8.0 g/​dL < 000–​
500/​mm3

< 50,000–​
25,000/​mm3

4 Life-​threatening consequences; 
urgent intervention indicated

< 500/​mm3 < 25,000/​
mm3

LLN = lower limit of  normal.
National Cancer Institute (2006). National Cancer Institute Common Terminology Criteria for 
Adverse Events (CTCAE) v4.03. Last accessed May 203.
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further). Any patient who develops fever while on chemotherapy should be 
assumed to have febrile neutropenia unless proven otherwise—​complete 
blood count (CBC) with differential and cultures should be done urgently.

Once febrile neutropenia is confirmed, broad-​spectrum antibiotics 
should be initiated immediately while waiting for culture results.2

Patients at low risk for complications (i.e., no significant signs or symp-
toms of  infection, no comorbidities, ANC > 00/​mm3, and reliable for 
follow-​up) may be treated on an outpatient basis with oral antibiotics, such 
as amoxicillin-​clavulanate 500 mg PO q8h plus ciprofloxacin 500 mg PO bid 
for 7–​0 days.

High-​risk patients should be admitted and given intravenous (IV) antibi-
otics. Common antibiotic regimens include ceftazidime 2 g IV q8h, imipe-
nem 500 mg IV q6h, and piperacillin/​tazobactam 4.5 g IV q8h ± gentamicin  
2–​2.5 mg/​kg IV q8h. It is important that clinicians check renal function and 
local susceptibility pattern before prescribing these drugs. Vancomycin  g 
IV q2h should be added if  line infection is suspected. Antifungals should 
be considered if  fever persists for more than 5 days. GCSF should given to 
patients at high risk of  developing complications.3 Patients with febrile neu-
tropenia should avoid being in direct contact with other infected individuals 
or fresh flowers, which are laden with bacteria; however, contact isolation 
is generally unnecessary.

Thrombocytopenia
Platelet transfusions should be considered for patients with a platelet count 
< 20,000/​mm3 or those with thrombocytopenia and clinically significant 
active bleeding.

Clinical Pearls
•	 Any patients who develops a fever while on chemotherapy should be 

assumed to have febrile neutropenia unless proven otherwise.
•	 Avoid erythropoietin use, as it is associated with an increased risk of  

thromboembolism and mortality in advanced-​cancer patients.
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Chemotherapy-​Induced Nausea  
and Vomiting
Chemotherapy-​induced nausea and vomiting (CINV) is one of  the most 
common side effects (20%–​50%) experienced by cancer patients and is 
frequently ranked as the top symptom affecting quality of  life during treat-
ment.5 Clinicians tend to underestimate patients’ experience of  CINV, par-
ticularly the delayed phase.

Prevention is key in the management of  CINV. This requires appropri-
ate identification of  emetogenic risk and use of  anti-​emetic prophylaxis. 
Significant advances in the management of  CINV include use of  cortico-
steroids, serotonin receptor antagonists, and, most recently, neurokinin  
(NK-​) receptor antagonists.

In addition to the prevention and treatment of  CINV, it is important to 
assess hydration status, food intake, and other common treatment-​related 
complications (e.g., mucositis, diarrhea) (see Table 7.2) and to initiate 
proper therapies, when appropriate.

Patients on chemotherapy may have nausea and vomiting from causes 
other than CINV, including bowel obstruction, hypercalcemia, brain metas-
tasis, and opioids. Chapter 0 provides further management strategies for 
nausea and vomiting in palliative care patients not on chemotherapy.

Types of CINV
•	 Acute emesis happens within 24 hours of  chemotherapy administration. 

It usually begins in –​2 hours and peaks at 4–​6 hours.
•	 Delayed emesis happens after 24 hours of  chemotherapy administration 

and can last for 4 days or more. It is most commonly associated with 
cisplatin but may also occur with carboplatin, cyclophosphamide, and 
anthracyclines.

Table 7.2  National Cancer Institute Common Terminology 
Criteria for Adverse Events, Version V4.03: Nausea and Vomiting

Grade Nausea Vomiting

 Loss of  appetite without 
alteration in eating habits

–​2 episodes (separated 
by 5 minutes) in 24 hours

2 Oral intake decreased 
without significant weight loss, 
dehydration, or malnutrition

3–​5 episodes (separated 
by 5 minutes) in 24 hours

3 Inadequate oral caloric or 
fluid intake; tube feeding, total 
parenteral nutrition (TPN), or 
hospitalization indicated

≥ 6 episodes (separated 
by 5 minutes) in 24 hours; 
tube feeding, TPN, or 
hospitalization indicated

4 —​ Life-​threatening 
consequences; urgent 
intervention indicated
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•	 Anticipatory emesis is a conditioned response in patients who have 
experienced severe nausea with previous cycles of  chemotherapy. This 
typically begins 3–​4 hours prior to chemotherapy initiation.

Emetogenic Levels of Antineoplastic Agents
•	 High risk (> 90% risk of  CINV in the absence of  anti-​emetic 

prophylaxis): carmustine, cisplatin, cyclophosphamide (> 500 mg/​m2), 
dacarbazine, dactinomycin, mechlorethamine, streptozocin
•	 Moderate risk (3%–​90% risk): carboplatin, cyclophosphamide  

P500 mg/​m2), cytarabine (> 000 mg/​m2), daunorubicin, doxorubicin, 
epirubicin, idarubicin, ifosfamide, irinotecan, oxaliplatin
•	 Low risk (0%–​30% risk): bortezomib, cetuximab, cytarabine  

P000 mg/​m2), docetaxel, etoposide, fluorouracil, gemcitabine, 
ixabepilone, lapatinib, methotrexate, mitomycin, mitoxantrone, 
paclitaxel, pemetrexed, temsirolimus, topotecan, trastuzumab
•	 Minimal risk (< 0% risk): bevacizumab, bleomycin, busulfan, cladribine, 

fludarabine, vinblastine, vincristine, vinorelbine, rituximab

Clinical Pearl
•	 Prevention is key in the management of  CINV. Identify the emotogenic 

risk category and prescribe prophylaxis accordingly.

Management of Chemotherapy-​Induced Nausea  
and Vomiting
Selection of  anti-​emetic agents for prophylaxis should be based on the high-
est emetogenic level among the intravenously administered antineoplastic 
agents (see Table 7.3).

   



Table 7.3  Prevention and Treatment of Acute and Delayed CINV: A Practical Approach

Any High-​Risk Agents or AC 
Chemotherapy

Any Moderate-​Risk Agents Any  
Low-​Risk 
Agents

Minimal-​
Risk 
Agents

. 5HT3 antagonist (choose one)
Dolasetron (Anzemet) 00 mg PO/​IV on day  00 mg PO/​IV on day , then 00 mg 

PO days 2–​3
—​ —​

Granisetron (Kytril)  mg IV or 2 mg PO on day   mg IV or 2 mg PO on day , then  
 mg PO bid on days 2–​3

—​ —​

Ondansetron (Zofran) 8–​2 mg IV or 6–​24 mg  
PO on day 

8 mg IV or 8 mg PO bid on day ,  
then 8 mg PO bid on days 2–​3

—​ —​

Palonosetron (Aloxi) 0.25 mg IV on day  0.25 mg IV on day  —​ —​

Tropisetron (Navoban) 5 mg PO/​IV on day  5 mg PO/​IV on day , then 5 mg  
on days 2–​3

—​ —​

2. Dexamethasone (Decadron) 2 mg PO/​IV on day , then 8 mg 
PO days 2–​4

2 mg PO/​IV on day , then 8 mg  
PO daily or 4 mg PO bid days 2–​3

8 mg PO/ ​
IV day 

—​

3. NK antagonist (choose one)
Fosaprepitant (Emend) 50 mg IV on day  —​ —​ —​

Aprepitant (Emend) 25 mg PO on day , then 80 mg  
PO days 2–​3

—​ —​ —​

(continued)



Any High-​Risk Agents or AC 
Chemotherapy

Any Moderate-​Risk Agents Any  
Low-​Risk 
Agents

Minimal-​
Risk 
Agents

4. As needed for breakthrough CINV (choose one or more)
Metoclopromide (Reglan) 5–​0 mg PO/​IV q4h PRN

Prochlorperazine (Compazine) 5–​0 mg PO/​IV q4h PRN

Adapted from Kris MG, Hesketh PJ, Somerfield MR, Feyer P, Clark-​Snow R, Koeller JM, Morrow GR, Chinnery LW, Chesney MJ, Gralla RJ, Grunberg SM (2006). American Society of  
Clinical Oncology guideline for antiemetics in oncology: update 2006. J Clin Oncol 24(8):2932–​2947.6

Table 7.3  (Continued)
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Oral Mucositis
Oral mucositis, defined as inflammation and ulceration of  membranous 
mucosa, can occur throughout the gastrointestinal tract (see Table 7.4). 
It is very common among cancer patients, with an incidence of  20%–​40%.

Risk factors for mucositis include chemotherapy (e.g., 5-​fluorouracil, 
cytarabine, methotrexate, bleomycin, capecitabine, chlorambucil, doxoru-
bicin, etoposide, and vinblastine), radiation to the head and neck region, 
specific cancer primaries (requiring previously noted treatment modalities), 
younger age, poor oral hygiene, smoking, and alcohol use.

Severe cases (grades 3–​4) can lead to complications such as severe pain, 
bleeding, and superinfections (bacteremia, febrile neutropenia), and may 
result in hospitalization.

For patients on chemotherapy, the presence of  oral mucositis may indi-
cate that other parts of  the alimentary tract are involved. Thus, one should 
always assess for the presence of  diarrhea, abdominal pain, nausea, and 
vomiting. Patients should be encouraged to ensure good oral intake and 
oral hygiene.

Management of Oral Mucositis
Prevention is key to the management of  mucositis. A number of  resources 
are available on this topic.7 For patients on 5-​fluorouracil, edatrexate, or 
high-​dose melphalan, cryotherapy with ice chips is reasonably tolerable, 
easily assessable, and cheap. Treatment of  established oral mucositis con-
sists of  the following.

Hydration and Oral Hygiene
Maintenance of  good oral hygiene and adequate hydration is essential.
•	 Use of  a soft tooth brush for at least 90 seconds twice daily
•	 Daily flossing
•	 Denture care (where applicable)
•	 Bland rinses include 0.9% saline, baking soda, or salt and baking soda 

solution (mix  teaspoon of  baking soda and one-​half  teaspoon of  salt 
in  L of  water). The patient should take a tablespoon every 4 hours, 
swish for at least 30 seconds, and spit out rinse right afterward.

Table 7.4  National Cancer Institute Common Terminology Criteria 
for Adverse Events, Version 4.03: Oral Mucositis

Grade

 Asymptomatic or mild symptoms; intervention not indicated

2 Moderate pain; not interfering with oral intake; modified diet indicated

3 Severe pain; interfering with oral intake

4 Life-​threatening consequences; urgent intervention indicated

National Cancer Institute (2006). National Cancer Institute Common Terminology Criteria for 
Adverse Events (CTCAE) v4.03. Last accessed May 203.
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Analgesia
Topical analgesia may be useful for short-​term pain relief  of  mucositis.
•	 Different preparations of  Magic (or Miracle) mouthwashes may vary, 

but they generally consist of  lidocaine for pain control. One example is 
a 00 mL solution of  hydrocortisone 25 mg, glycerin 95% 2 mL, normal 
saline 52 mL, lidocaine 2% 25 mL, and nystatin 2,083,300 IU or  
20.833 mL. Use 0 mL swish and spit q4h to q6h.
•	 Morphine sulfate 2 mg/​mL in 5 mL of  water, swish and spit, 

q4h to q6h
•	 Lidocaine viscous 2% 0 mL, swish and spit, q4h PRN

Pharmacological Treatment
•	S ystemic opioids remain the mainstay in management of  pain associated 

with mucositis (e.g., morphine 5 mg PO q4h PRN, titrating up as 
needed). For patients who cannot tolerate the oral route, patient-​
controlled analgesia (PCA) with parenteral opioids may be considered.
•	 Current guidelines from the Multinational Association of  Supportive 

Care in Cancer (MASCC) and the European Society for Medical 
Oncology (ESMO) recommend against the use of  chlorhexidine 
mouthwash in the prevention and treatment of  mucositis.

Infections
•	 For patients with oral candidiasis, treatment with nystatin 500,000 IU 

swish and swallow qid, clotrimazole troches, or fluconazole should be 
considered.
•	 Acyclovir or valacyclovir may be given for suspected herpes simplex 

virus (HSV) infection after cultures have been taken.

Clinical Pearls
•	 Patients with painful oral mucositis should be prescribed adequate 

analgesia (topical agents or systemic opioids), and monitored for 
dehydration.
•	 CINV, oral mucositis, and chemotherapy-​induced diarrhea often coexist. 

When one of  these is present, inquire about the others.
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Chemotherapy-​Induced Diarrhea
Chemotherapy-​induced diarrhea (CID) (Table 7.5) occurs in 20%–​40% of  
cancer patients on treatment and is commonly associated with fluoropy-
rimidines (5-​fluorouracil and capecitabine) and irinotecan. Other causative 
agents include cisplatin, docetaxel, paclitaxel, doxorubicin, cyclophospha-
mide, methotrexate, cytosine arabinoside, and topotecan. Targeted agents 
such as imatinib, erlotinib, sunitinib, and sorafenib may also cause diarrhea.

The pathophysiology of  CID is incompletely understood. CID may be 
caused by treatment-​induced intestinal mucosal damage, leading to reduced 
transit time and decreased water absorption.

Other factors, such as alteration in intestinal microflora, may also play a 
role. Irinotecan causes both an early secretory and delayed severe diarrhea 
in up to 60%–​80% of  patients. This is partly related to its active metabolite 
SN30, which causes damage of  the intestine.

Management of Chemotherapy-​Induced Diarrhea
A clinical practice guideline is available for CID:8

•	 First-​line treatment: loperamide 4 mg PO, followed by 2 mg every  
2 hours (or 4 mg every 4 hours) until 2 hours has elapsed without any 
diarrhea.
•	S econd-​line treatment: octreotide 00–​50 mcg SC as needed. 

Octreotide is a somatostatin analog that slows intestinal transit and 
decreases fluid secretion into the small intestine.
•	 For irinotecan-​induced diarrhea, neomycin, pentoxifylline, kampo 

medicine, and chrysin represent a number of  potential treatment 
options; however, the evidence supporting their use remains limited.

It is also important to ensure adequate hydration and to assess for other 
symptoms such as oral mucositis, nausea, and vomiting. Remember to hold 
all laxatives in patients who have diarrhea.

Table 7.5  National Cancer Institute Common Terminology Criteria 
for Adverse Events, Version 4.03: Diarrhea

Grade

 Increase of  < 4 stools per day over baseline; mild increase in 
ostomy output compared to baseline

2 Increase of  4–​6 stools per day over baseline; moderate increase in 
ostomy output compared to baseline

3 Increase of  ≥ 7 stools per day over baseline; incontinence; 
hospitalization indicated; severe increase in ostomy output 
compared to baseline; limiting self-​care ADL

4 Life-​threatening consequences; urgent intervention indicated

 

 

 



218 Chapter 7  Management of Cancer Treatment

Treatment-​Related Skin Lesions
Dermatological complications of  antineoplastic agents include alopecia, pal-
mar plantar erythrodysesthesia, xerosis, skin rash, hair and nail changes, 
and phototoxicity. In this section, discussion is focused on palmar plantar 
erythrodysesthesia and rash related to epidermal growth factor receptor 
(EGFR) inhibition.

Palmar Plantar Erythrodysesthesia
Palmar plantar erythrodysesthesia,9 also known as hand-​foot syndrome 
(Table 7.6), is commonly associated with capecitabine, 5-​fluorouracil, 
docetaxel, doxorubicin (including liposomal formulation), and cytarabine. 
Multi-​kinase inhibitors such as sorafenib and sunitinib can also be associated 
with a hand-​foot skin reaction, which tends to be more localized and hyper-
keratotic than classic palmar planter erythrodysesthesia.

Early recognition and modification of  treatment regimen are key to man-
aging this syndrome. Supportive measures to keep the skin moist and intact 
include topical Bag Balm and petroleum jelly. Appropriate analgesia should 
be given if  pain becomes an issue. The role of  systemic or topical cortico-
steroids remains undefined.

Table 7.6  National Cancer Institute Common Terminology Criteria 
for Adverse Events, Version 3.0: Hand-​Foot Syndrome

Grade Criteria

 Minimal skin changes or dermatitis (e.g., erythema,  
or hyperkeratosis) without pain

2 Skin changes (e.g., peeling, blisters, bleeding, edema, or 
hyeprkeratosis) with pain; limiting instrumental ADL

3 Severe skin changes (e.g., peeling, blisters, bleeding, edema,  
or hyperkeratosis) with pain; limiting self-​care ADL

4 —​

National Cancer Institute (2006). National Cancer Institute Common Terminology Criteria for 
Adverse Events (CTCAE) v4.03. Last accessed May 203.
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Skin Lesions Associated with EGFR 
Inhibition
Targeted agents that inhibit the EGFR pathway, including erlotinib, gefi-
tinib, cetuximab, and panitumumab, are commonly associated with a rash 
involving the face, chest, and upper back. This reaction typically peaks after  
–​2 weeks of  therapy.

It is papulopustular or macropapular in nature and frequently is mistaken 
for an acneiform eruption. Importantly, the presence of  skin rash is a pre-
dictive marker of  treatment response to EGFR inhibitors.

The following proposed classification is based on symptom severity:0

•	 Mild toxicity: generally localized papulopustular reaction that is minimally 
symptomatic, with no sign of  superinfection, and no impact on daily 
activities
•	 Moderate toxicity: generalized papulopustular reaction, accompanied by 

mild pruritus or tenderness, with minimal impact on daily activities and 
no signs of  superinfection
•	 Severe toxicity: generalized papulopustular reaction, accompanied 

by severe pruritus or tenderness, that has a significant impact on 
daily activity and has the potential for superinfection or has become 
superinfected.

Patients with EGFR inhibitor–​associated skin rash should be advised to 
avoid sun exposure. Specific management is based on rash severity:0

•	 Mild toxicity: consider observation alone, topical hydrocortisone  
%–​2.5% cream, or clindamycin % gel. Continue EGFR inhibitor at  
the same dose and monitor carefully.
•	 Moderate toxicity: topical hydrocortisone 2.5% cream or clindamycin  

% gel or pimecrolimus % cream, plus either doxycycline 00 mg PO 
bid or minocycline 00 mg PO bid. Continue EGFR inhibitor at the same 
dose and monitor carefully.
•	 Severe toxicity: topical hydrocortisone 2.5% cream or clindamycin % gel 

or pimecrolimus % cream, plus either doxycycline 00 mg PO bid or 
minocycline 00 mg PO bid. Consider dose reduction of  EGFR inhibitor 
and monitor carefully.
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Treatment-​Induced Peripheral 
Neuropathy
Peripheral neuropathy is one of  the major adverse effects associated with 
antineoplastic agents, including taxanes (docetaxel, paclitaxel), platinum 
agents (oxaliplatin, cisplatin, carboplatin), vinca alkalodis (vincristine, vinde-
sine, vinblastin, vinorelbine), epothilones (ixabepilone, patupilone), thalido-
mide, lendalidomide, and bortezomib.

Cisplatin and carboplatin are mainly associated with sensory neuropathy, 
whereas the rest may also have a motor component. Oxaliplatin is associ-
ated with both acute neuropathy (cold hypersensitivity and muscle contrac-
tions) and chronic sensory peripheral neuropathy that is closely associated 
with the cumulative dose.

Risk factors for the development of  peripheral neuropathy include high 
treatment dose, prior or concurrent use of  neurotoxic agents, and preexist-
ing neuropathy due to comorbidities such as diabetes.

Severe peripheral neuropathy has a negative impact on quality of  life (see 
Table 7.7) and is an important dose-​limiting toxicity that frequently results 
in early termination of  cancer treatments.

Management of Peripheral Neuropathy
If  patients develop significant peripheral neuropathy (grade 2 or above), 
dose reduction or delay or discontinuation of  treatment may be required. 
Early diagnosis can minimize development of  more neurotoxicity. The neu-
ropathy may not improve (and may sometimes worsen) until several weeks 
or months after discontinuation of  the antineoplastic agent. In some cases, 
the neurotoxicity may be irreversible.

Table 7.7  National Cancer Institute Common Terminology Criteria 
for Adverse Events, Version V4.03: Neuropathy

Grade Peripheral Sensory 
Neuropathy

Peripheral Motor Neuropathy

 Asymptomatic; loss of deep
tendon reflexes or paresthesia

Asymptomatic; clinical or  
diagnostic observations only;
intervention not indicated

2 Moderate symptoms; limiting
instrumental ADL

Moderate symptoms; limiting
instrumental ADL

3 Severe symptoms;  
limiting self-​care ADL

Severe symptoms; limiting  
self-​care ADL; assistive device
indicated

4 Life-​threatening
consequences; urgent
intervention indicated

Life-​threatening
consequences; urgent
intervention indicated

National Cancer Institute (2006). National Cancer Institute Common Terminology Criteria for 
Adverse Events (CTCAE) v4.03. Last accessed May 203.
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Specific prophylactic strategies for oxaliplatin-​induced peripheral neurop-
athy include stop-​and-​go administration schedules and neuromodularlory 
agents such as Ca/​Mg infusions. For neuropathic pain, gabapentin, carbam-
azepine, and venlafaxine have also been used with variable success.
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Introduction
Radiotherapy (RT) plays an important role in the multidisciplinary manage-
ment of  patients with cancer. Approximately half  of  all RT treatment is 
given with palliative and not curative intent. Local RT is used in the palliative 
setting to relieve symptoms resulting from tumor mass effect.

The goal of  palliative RT is to use a short treatment schedule to provide 
effective and durable symptom relief  with minimal treatment-​related side 
effects. Typically, one RT treatment (fraction) is given per day, 5 days a week 
(Monday through Friday). Small doses per fraction (2 Gy or less) reduce 
the risk of  late toxicity and are used in the curative setting. For symptom 
palliation, a high total dose is not required and palliative fractionation 
schedules can therefore be shorter, using a higher dose per fraction, thus 
minimizing patient visits to the cancer center. Commonly used palliative RT 
regimes include 8 Gy in a single fraction, 20 Gy in 5 fractions, and 30 Gy in 
0 fractions.

Treatment-​related side effects are defined as acute (≤ 90 days after treat-
ment start) or late (> 90  days). As RT is a local treatment, side effects 
depend on the area treated. A description of  the common acute side effects 
from palliative RT and the management is given in Table 8..

Late toxicity is usually not a problem in the palliative setting, given the low 
total dose used and the limited life expectancy of  this population. However, 
care needs to be taken with RT retreatment, and with the use of  stereotac-
tic radiosurgery, where very high dose per fraction is utilized.

Table 8.  Acute Side Effects from Palliative Radiotherapy and 
Management

Site Symptom Management

Head and 
neck

Mucositis Soft diet, viscous xylocaine PRN, treat 
infection

Chest Dysphagia Soft diet, viscous xylocaine PRN, treat 
infection

Abdomen Nausea and 
vomiting

Anti-​emetics (ondansetron)

Pelvis Diarrhea Low-​fiber diet, loperamide or 
diphenoxylate/​atropine as required

Skin Erythema Skin hygiene (mild soap and water)

Dry desquamation Moisturizer (plain, unscented, lanolin-​
free hydrophilic cream), hydrocortisone 
for pruritis

Moist 
desquamation

Topical antibiotics, moist wound 
dressings
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Palliative RT is usually very effective for relieving pain, bleeding, and other 
symptoms due to tumor mass effect. Treatment is usually well tolerated 
with minimal acute side effects. Indications for palliative RT are summarized 
and details on the most common clinical scenarios are given in Box 8..

Box 8.  Common Indications for Palliative Radiotherapy

Pain
•	 Bone metastases, lung tumor invading chest wall, tumor mass 

compressing nerve or soft tissue

Neurological Symptoms
•	S pinal cord compression, brain metastases

Bleeding
•	 From GYN, GI, GU, lung, or skin tumors

Obstruction
•	 Esophageal, airway, ureteric, or rectal obstruction from tumor mass
•	S uperior vena cava obstruction

Skin Ulceration and Fungation
•	S kin cancer or other tumors (e.g., breast) eroding through the skin
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Bone Metastases
Indications
Bone metastases are common in patients with advanced cancer and are the 
most common cause of  cancer pain. RT is a very effective modality for pal-
liating painful bone metastases.

Dose
There has been some controversy over the optimal dose fractionation 
schedule, with numerous randomized trials published on the subject since 
the 980s. Eight Gy is the most commonly given single-​fraction (SF) dose,2 
and various multiple-​fraction (MF) regimes are used in clinical practice. The 
latest meta-​analysis (202) reviewed 25 randomized trials of  SF versus MF 
RT for palliation of  painful uncomplicated bone metastases.3 No significant 
difference was found in pain relief  between SF and MF RT. For intent-​
to-​treat patients, the overall response rates for pain were 60% (SF) and  
6% (MF), and complete response rates were 23% (SF) and 24% (MF). No 
statistically significant difference was found between the two arms in the 
rates of  pathological fracture or spinal cord compression. The retreatment 
rate was 2.6-​fold higher after SF RT (20% vs. 8% for MF). The results from 
this meta-​analysis confirm conclusions from previous clinical practice guide-
lines and consensus documents stating that SF RT should be the standard 
of  care considering patient convenience, cost-​effectiveness, and resource 
implications for the given RT department.

Retreatment can be considered for patients who experience initial pain 
relief  followed by a relapse, have incomplete pain relief, or experience no 
pain relief  after the initial treatment. A randomized trial of  SF versus MF 
for repeat radiation of  painful bone metastases found 8 Gy SF to be non-​
inferior and less toxic than 20 Gy/​5 fr. 4

Large Field Treatment
For diffuse bony metastatic disease, half-​body irradiation (HBI) and sys-
temic radionuclides can be used to simultaneously target all bony lesions. 
HBI encompasses either the upper half  (base of  skull to iliac crest) or lower 
half  (iliac crest to ankles) of  the body in a single large RT field. Systemic 
radionuclides are deposited at the site of  osteoblastic bony metastases, 
mirroring the uptake seen on bone scan. Radionuclides have been studied 
mainly in patients with prostate cancer, as bone metastases are osteoblastic 
(rather than the osteolytic or mixed metastases seen with other primary 
tumors). The acute gastrointestinal toxicity associated with HBI requires 
pre-​medication and IV hydration, and there are concerns of  late toxicity to 
visceral structures. The use of  systemic radionuclides is limited by cost and 
availability. Both HBI and systemic radionuclides are associated with tran-
sient myelosuppression, which delays the use of  chemotherapy.

Fracture Risk
Prophylactic surgical fixation should be considered for good-​performance 
status patients with bone lesions at high risk of  fracture. Postoperative RT is 
routinely given, as it is thought to improve functional status, decrease pain, 
and reduce the risk of  refracture. Lesions at high risk of  fracture include 
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those with > 50% cortical destruction of  a long bone; femoral lesions  
> 25 mm in the neck; subtrochanteric, intertrochanteric, or supracondy-
lar regions; and diffuse lytic involvement of  a weight-​bearing bone that is 
especially painful. An analysis of  femoral metastases from the Dutch Bone 
Metastasis Study found that the risk of  fracture was mostly dependent on 
the amount of  axial cortical involvement.5 These investigators recommend 
prophylactic fixation for lesions > 30 mm, or in nonsurgical candidates MF 
RT to decrease fracture occurrence.

Spinal Cord Compression
Spinal cord compression (SCC) if  untreated can result in pain, paralysis, sen-
sory loss, and sphincter dysfunction.6 Management includes corticosteroids, 
followed by either urgent surgery and/​or RT. Treatment recommendations 
depend on the patient’s neurological status, performance status, and life 
expectancy, extent of  spinal disease, and spinal stability. Surgery should be 
considered for patients with good prognosis who are operable, especially 
those with spinal instability. Radiation is typically given postoperatively. 
Radiation should be given to nonsurgical patients. Poor prognosis patients 
can receive an SF of  8 Gy. For those with good prognosis, 30 Gy/​0 fr can 
be considered, as although functional outcomes and overall survival were 
found to be similar to short-​course RT in one trial, 2-​month progression-​
free survival and local control were significantly improved.

Stereotactic Body Radiotherapy
Stereotactic body radiotherapy (SBRT) is an emerging technology that 
delivers high doses to metastatic spinal disease with a steep dose gradient 
while sparing adjacent neural structures.7 This treatment option may pro-
vide superior pain relief  and local control benefit (particularly with radio-​
resistant histologies). Given this is a resource-​intensive treatment, as well 
as demanding for the patient (requiring near-​rigid body immobilization), 
patients should have good performance status and prognosis. Stereotactic 
body radiotherapy may be used for patients with new or recurrent spinal 
metastases, and in the postoperative setting. However, efficacy and safety 
data are mostly retrospective single-​institution series. Reported complica-
tions include higher rates of  vertebral compression fracture and radiation 
myelopathy compared to conventional RT.7
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Brain Metastases
Brain metastases occur in approximately 20%–​40% of  cancer patients. 
Various treatment options exist, including whole brain RT (WBRT), surgery, 
stereotactic radiosurgery, and best supportive care.8 Treatment decisions are 
based on patient factors (age, performance status) and tumor factors (num-
ber and size of  brain metastases, histology, extent of  extracranial disease).

Patients with limited life expectancy (< 3  months) and multiple brain 
metastases may be best managed with supportive care. An ongoing Medical 
Research Council trial (QUARTZ) randomizes patients with inoperable 
brain metastases from non-​small-​cell lung cancer to supportive care alone 
(corticosteroids) versus supportive care plus WBRT. Interim analysis shows 
no detriment to quality of  life, overall survival, or QALYs for patients in the 
supportive care alone arm.9

Thirty to forty percent of  patients present with a single brain metastasis. 
For this population with good performance status and limited extracranial 
disease, surgical excision followed by WBRT has been shown to improve 
survival over WBRT alone.0 The use of  postoperative WBRT after surgi-
cal excision of  a single metastasis has been shown to improve local brain 
control. Radiosurgery may be considered in lieu of  surgery for nonoperable 
patients (with lesions < 3–​4 cm). For good performance status patients, a 
radiosurgery boost after WBRT has been shown to improve survival for 
those with a single brain metastasis (< 4 cm), and to improve functional 
autonomy for those with 2–​3 metastases (all < 4 cm).

Patients with multiple brain metastases may be treated with WBRT alone, 
WBRT with a radiosurgery boost, or radiosurgery alone.8 There are no 
trials showing a survival difference between these options. Neurocognition 
and quality of  life may be improved with the omission of  WBRT. However, 
with radiosurgery alone there is an increased risk of  brain recurrence; 
therefore these patients need to be followed with imaging, as symptomatic 
recurrence may not recover despite salvage treatment.

There is no difference in overall survival or symptom control with the 
commonly used different WBRT fractionation regimes, including 30 Gy/​
0 fr or 20 Gy/​5 fr.8

Lung Cancer
Lung cancer is one of  the most common causes of  cancer death worldwide. 
More than two-​thirds of  patients with non-​small-​cell lung cancer present 
with incurable locally advanced or metastatic disease. The overall prognosis 
is poor, with a median survival of  less than  year.

Thoracic symptoms can be effectively palliated with local RT, with overall 
response rates of  80% from hemoptysis, 50% cough, and 64% chest pain.2 
A systematic review of  3 randomized controlled trials found higher-​dose 
palliative regimes (eg 30 Gy/​0 fr) provided modest improvements in 
survival and total symptom score, particularly in patients with good per-
formance status. This was associated with higher rates of  esophagitis, there-
fore lower-​dose regimes (eg 20 Gy/​5 fr, 7 Gy/​2 weekly fr or 0 Gy/​ fr) 
can be considered for patients with poor performance status or wanting a 
shorter treatment course.3
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Pelvic Disease
Locally advanced and recurrent pelvic malignancies arising from gastrointes-
tinal, gynecological, or genitourinary sites can result in many disabling symp-
toms. These include hemorrhage, necrotic vaginal discharge, pain (due to 
adenopathy, tumor invasion of  bone, lumbosacral plexus, and soft tissue), 
lower extremity edema, fistula formation, gastrointestinal tract obstruction, 
and renal failure due to bilateral ureteric obstruction.

Patients presenting with locally advanced bladder cancer are often elderly, 
smokers, and those with medical comorbidities. Palliative RT can provide 
effective palliation of  urinary symptoms. Several hypofractionated regimes 
have been reported in the literature. One randomized trial compared  
35 Gy/​0 fr versus 2 Gy/​3 fr on alternate days over  week and found 
no difference between regimes, with a 68% overall improvement in bladder 
symptoms at 3 months and late bowel toxicity rate of  < %.4 Other groups 
have looked at delivering 5–​6 weekly fractions of  6 Gy and also found effec-
tive symptom palliation.

Cervix cancer is prevalent in developing countries, with many women 
presenting with advanced disease. Palliative RT can provide relief  of  vaginal 
bleeding and pelvic pain. There is a dearth of  information in the literature 
regarding the optimal palliative RT regime.5 Recurrent ovarian cancer is 
typically treated with chemotherapy; however, RT can offer excellent symp-
tom palliation, even in patients with platinum-​resistant disease. A  review 
of  53 patients found a symptom response rate of  00%, with a complete 
response of 68%.6

Locally advanced and recurrent rectal cancer can cause pelvic pain, bleed-
ing, and bowel obstruction. A systematic review of  palliative RT found the 
pooled overall symptom response rate was 75%. Reporting of  QOL and 
toxicity was lacking, and no optimal RT regime was found. 7 Concurrent 
fluorouracil is often given as a radiosensitizer.

Emerging Technologies
The development of  SBRT, based on improvements in RT delivery with 
intensity-​modulated and image-​guided RT, allows delivery of  ablative 
doses of  RT to extracranial sites. 8 The aim of  SBRT in this setting is 
to achieve local control and delay progression. This may be a treatment 
option for selected patients with –​3 metastases, small metastases, breast 
histology, and long disease free interval. Randomized trials are needed 
to test whether SBRT really does improve progression-​free and overall 
survival.8

Conclusion
Palliative RT provides effective and efficient palliation of  symptoms due 
to locally advanced or metastatic disease experienced at the end of  life. 
Side effects are often minimal, and the time to symptom response is 
rapid; for painful bone metastases or bleeding, response can be seen 
within a week.

 

 

 

 



230 Chapter 8  Radiotherapy and Palliative Care

Clinical Pearls
•	 A single fraction of  RT can often palliate distressing symptoms due to 

local disease.
•	 Palliative RT may not be suitable for patients with uncontrolled pain, 

severe orthopnea, or delirium, as they must lie still, supine, and 
unattended for 0–​5 minutes for RT planning and treatment delivery.
•	T he acute side effects of  palliative RT are usually mild and transient.
•	O ngoing trials will help determine the optimal role of  stereotactic RT in 

palliation.
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Hospice Care in the United States
Hospice care is palliative care at the end of  life. Hospices differ as to how 
early in the course of  an illness they provide care, so it is important to know 
the scope and timing of  services provided by your local hospices. Nearly 
all hospices, however, provide care for patients with life expectancies of  
6 months or less.

In the United States, 80% of  hospice care is paid for by Medicare, 
the federal system of  healthcare coverage for the elderly and the dis-
abled. The Medicare Hospice Benefit (MHB) pays for comprehensive 
medical, nursing, counseling, and bereavement services to terminally 
ill patients and their families (Box 9.). These services are provided 

Box 9.  Medicare Hospice Benefit

Covered Services (00%; No Copay)
•	 Nursing care: to provide intermittent (usually –​3 times/​week) 

assessment, support, skilled services, treatments, and case 
management services
•	 24-​hour availability for assessment and management of  changes, 

crises, and other acute needs
•	S ocial work: supportive counseling, practical aspects of  care (other 

community services), and planning (healthcare surrogates, advance 
directives)
•	 Counseling services: including chaplaincy
•	 Home health aid and homemaker services
•	S peech therapy, nutrition, physical therapy (PT), and occupational 

therapy (OT) services
•	 Bereavement support to family after the death
•	 Medical oversight of  plan of  care (POC) by hospice medical director
•	 All medications and supplies for management and palliation of  the 

terminal illness (hospices may collect a small copay for medications)
•	 Durable medical equipment (e.g., hospital bed, commode, 

wheelchair, etc.)
•	S hort-​term general inpatient care for medical problems that cannot be 

managed at home, such as pain, dyspnea, delirium, acute skilled needs
•	S hort-​term respite to permit family caregivers to take a break
•	 Continuous care at home for short episodes of  acute medical need

Services Not Covered by Medicare Hospice Benefit
•	 Continuous nursing or nurse aid care
•	 Medications unrelated to the terminal illness
•	 Physician visits for direct medical care (billed to Medicare separately)
•	R esidential (non-​acute) care in a facility
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by an interdisciplinary team that meets at least biweekly to review the 
plan of  care and its effectiveness in advancing the goals expressed by 
the patient, family, and other caregivers. The services can be provided 
in the patient’s home, a nursing home, an inpatient hospice unit, or a 
hospital.

Although hospice provides end-​of-​life care, referral for hospice care does 
not shorten life expectancy. For certain diagnoses, hospice enrollment is 
associated with longer survival times.
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Referring for Hospice Care
Referral for hospice care is appropriate when the patient has a limited prog-
nosis and the most important goals are comfort and symptom management.

The number one complaint about hospice care from patients and families 
is that no one told them about it sooner. The second most common com-
plaint is that no one told them about the practical benefits; there was too 
much talk about the philosophy of  care and not enough about who would 
help and how.

When patients elect coverage using the MHB, the hospice agency 
becomes responsible for coordinating and paying for all treatments and 
medications related to the primary hospice diagnosis. Patients can continue 
to receive care for diseases unrelated to the terminal illness (e.g., dialysis for 
renal failure if  the patient is dying of  cancer, cataract removal) using regular 
Medicare coverage.

Most Medicaid and commercial insurers use the Medicare Hospice 
Benefit Model for coverage of  hospice care.
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Medicare Hospice Benefit Eligibility
To pay for hospice care, Medicare requires both the attending physician 
and hospice physician to certify that the patient has a life expectancy of  
6  months or less if  the disease or condition runs its normal course. If  
patients improve or resume disease-​directed therapy with the primary goal 
of  extending life expectancy, they can be discharged and can resume ser-
vices later without penalty.

Individual patients can continue to be eligible if  they live longer than 
6 months as long as the physician believes that death is more likely than not 
within 6 months. The patient does not need a do-​not-​resuscitate (DNR) 
order to be eligible for hospice care. There is no limit to the number of  
days a patient can receive hospice care. There is no penalty if  the patient 
outlives the diagnosis.

Prognosis
Physicians overestimate prognosis when compared with actual survival by 
a factor of  3 or greater. Prognostication may be more accurate for cancer 
because of  the pattern of  decline that precedes death (Box 9.2).

Although trajectories of  other terminal conditions are less well defined, 
there are a variety of  factors to consider and resources to use when assess-
ing prognosis and considering hospice referral (Box 9.3).

Box 9.2  Cancer: Prognostic Factors

General
•	 Performance status:
•	 Karnofsky ≤ 50, ECOG ≤ 3
•	 Most of  the time in bed or lying down

Signs Associated with Prognosis ≤ 6 Months
•	 Malignant pericardial or pleural effusions
•	 Malignant ascites
•	 Multiple brain metastases
•	 Carcinomatous meningitis
•	 Malignant bowel obstruction
•	S erum albumin < 2.5 mg/​dL
•	 Hypercalcemia (except in newly diagnosed breast cancer or myeloma 

expected to receive standard treatment)

Cancers Associated with Prognosis ≤ 6 Months
•	 Metastatic lung cancer
•	 Unresectable pancreas cancer
•	 Progressive metastatic breast or prostate cancer with poor or 

decreasing functional status
•	 Metastatic solid tumor, acute leukemia, or high-​grade lymphoma 

forgoing chemotherapy
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Some of  these factors are deemed decisive by Medicare when determin-
ing eligibility. Because the prognostic utility of  all of  these factors changes 
according to advances in medical research, they should be used in conjunc-
tion with clinical judgment to guide assessment of  hospice eligibility and 
timely planning by patients and families.

Plan of Care (POC)
The hospice program approves, coordinates, and pays for services that are 
reasonable and necessary for palliation and/​or management of  the terminal 

Box 9.3  Non-​Cancer Prognostic Factors

Heart Disease
•	 Functional capacity, comorbidities, recent cardiac hospitalization, 

systolic blood pressure < 00 mmHg and/​or pulse > 00 bpm, 
cachexia, anemia, hyponatremia, elevated BUN and/​or creatinine 
≥ .4 mg/​dL, left ventricular ejection fraction ≤ 45%, ventricular 
dysrhythmias (treatment resistant); Seattle Heart Failure Model

Lung Disease

Ambulatory Patients
•	 FEV, age, exercise capacity, low body mass index (BMI), low PaO2, 

resting pulse > 00 beats per minute, subjective estimates of  dyspnea

Hospitalized Patients
•	 Age, functional status, comorbidities, severity of  illness (APACHE II 

score), need for mechanical ventilation, hypoxia, hypercarbia, low 
serum albumin, low hemoglobin

Dementia
•	 Age, significant comorbidities, cardiac dysrhythmias, peripheral edema 

or laboratory data consistent with hypoalbuminemia, aspiration, 
bowel incontinence, recent or ongoing weight loss, episodic 
dehydration, recurrent fevers, multiple and/​or non-​healing stage 
3–​4 pressure ulcers, seizures, shortness of  breath, dysphagia, low 
oral intake, not awake for most of  the day, low BMI, recent need 
for continuous oxygen, recent hospitalization for pneumonia or hip 
fracture

Renal Disease
•	 Age, functional status, comorbidities, albumin < 3.5 g/​dL, refusal or 

discontinuation of  dialysis

Liver Disease
•	 Age, comorbidities, ascites, encephalopathy, bilirubin, albumin, 

prolonged prothrombin time, hepatorenal syndrome, hepatocellular 
carcinoma, rate of  clinical decompensation; MELD Score
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illness. The POC is based on the patient’s diagnosis and needs, orders of  
the attending physician, and, as necessary, collaboration with the hospice 
medical director.

Physician Role
The attending physician is indicated by the patient at the time of  enrollment. 
Sometimes the patient will select a hospice physician for this role.

The attending physician is responsible for working with the hospice team 
to determine appropriate care. Direct patient care services by the attending 
physician are billed to Medicare in the usual fashion.
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Places of Care
Home
The majority (95%) of  hospice care takes place in the home because that’s 
where patients say they want to be. Hospice team members visit the patient 
and family on an intermittent basis. Care continues as long as the patient 
remains eligible and wants the care. Medicare rules do not require a primary 
caregiver in the home.

Nursing Home or Other Long-​Term Care Facility
This is the patient’s home, and the patient’s “family” frequently includes 
the staff. Hospice care is specialty care provided in addition to usual nursing 
home care.

Hospice Inpatient Unit
Dedicated units that are free-​standing or within other facilities such as nurs-
ing homes or hospitals are sometimes available. Permitted length of  stay 
varies, as some are for residential care and others for short-​term acute care.

Hospital
Occasionally, pain and other symptoms or other conditions related to the 
terminal illness cannot be managed at home and the patient is admitted to 
an inpatient hospital or other contracted inpatient facility for more intensive 
management. The inpatient facility must have a contract with the hospice 
program.
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Payment to the Hospice
Medicare pays for covered services using a per diem capitated arrangement 
in one of  four categories:
•	 Routine home care: care at home or nursing home
•	 Inpatient respite care: care in an inpatient setting (usually a nursing home 

or inpatient hospice unit) for up to 5 days to give family caregivers 
a break
•	 General inpatient care: acute inpatient care for conditions related to the 

terminal illness (e.g., pain and symptom control, caregiver breakdown, 
impending death and the patient doesn’t want to die at home)
•	 Continuous home care: provides acute care at home with around-​the-​

clock care for a crisis that might otherwise lead to inpatient care.

Payment to Attending and Consulting Physicians
Direct patient care services by the attending physician for care related to 
the terminal illness are covered by Medicare, but not under the Medicare 
Hospice Benefit.

If  the attending physician is not associated with the hospice program, the 
physician bills Medicare Part B in the usual fashion. The bill must indicate 
that the physician is not associated with the hospice program, or the claim 
may be denied.

If  the attending physician is associated with the hospice program or is 
a consultant, the physician submits the bill to the hospice program, which 
in turn submits the claim to Medicare under Part A. The physician is reim-
bursed on the basis of  a contract with the hospice program.
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Discussing Hospice Care
One of  the biggest barriers to timely referral for hospice care is physician 
discomfort with the discussion.2–​7

Clinical Pearls
•	 Discuss hospice care in the context of  the larger goals of  care, using a 

step-​wise approach.

Establish the Setting
Ensure comfort and privacy; sit down next to the patient. Ask if  family 
members or others should be present. Introduce the subject with a phrase 
such as “I’d like to talk with you about our overall goals for your care.”

What Does the patient Understand?
Ask open-​ended questions to elicit patient understanding about his or her 
current health situation. It is important to get the patient talking; if  the doc-
tor is doing all the talking, it is unlikely that the rest of  the conversation will 
go well. Consider starting with phrases such as “What do you understand 
about your current health situation?” or “What have the doctors told you 
about your cancer?”

Listen for phrases like “I know I’m going to die of  this cancer,” or “I know 
I don’t have much time left,” or “I know the cancer is getting worse.” If  the 
patient does not know or appreciate his or her current status, this is the 
time to review that information.

What Does the Patient Expect?
Next, ask the patient to consider the future. Examples of  ways to start 
this discussion are “What do you expect in the future?” or “What goals do 
you have for the time you have left—​what is important to you?” This step 
allows you to listen while the patient describes a real or imagined future. 
Most patients with advanced cancer use this opening to voice their thoughts 
about dying—​typically mentioning comfort, family, and home as their goals 
of  care. If  there is a sharp discontinuity between what you expect and what 
the patient expects, this is the time to clarify.

Listen carefully to the patient’s responses; most patients have thought 
a lot about dying, they only need permission to talk about what they have 
been thinking. Setting up the conversation in this way allows the physician to 
respond with clarifying and confirming comments, such as, “So what you’re 
saying is, you want to be as independent as possible and stay out of  the 
hospital,” or “What you’ve said is, you don’t want to be a burden on your 
family.”

Use the opportunity to teach patients about what to expect if  they 
express inaccurate or exaggerated fears—​pain can be controlled; they can 
avoid returning to the emergency department or hospital. Consider asking 
what other experiences they have had. Some have seen (or read or heard 
about) “bad” deaths that can be prevented by modern care.

Discuss Hospice Care
Use language that the patient will understand, and give information in small 
pieces. Never say, “There’s nothing more we can do.” “Nothing” is abstract 
and easily misinterpreted. To a patient, “nothing” means abandonment.
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Consider summarizing the patient’s goals as part of  introducing a discus-
sion of  hospice care. For example: “You’ve told me you want to be as inde-
pendent and comfortable as possible. Hospice care is the best way I know 
to help you achieve those goals.”

Listen carefully to the response. Many patients have distorted views of  
hospice care. Others have never heard the term. Ask what the term means 
to them. Patients frequently describe hospice as a place to go to die or what 
you do when you give up. Respond by asking why they think that. Probe for 
previous experiences or how they developed their point of view.

Respond by describing hospice as a program that helps the patient and 
family achieve the goals the patient just described. It’s a team of  people 
that help the doctor meet the patient’s and family’s physical, psychological, 
social, and spiritual needs.

Offer to ask someone from the hospice to come by to give information. 
You don’t have to be the expert. Tell the patient you can talk again after 
they have more information.

Offer your recommendation: “From what you’ve told me, I think it would 
be best if  we got the hospice involved,” or “I always recommend the hos-
pice to get involved for my patients at this stage of  their illness.”

Reassure the patient and family that, if  they get better, or if  there is a 
new treatment discovered, they can be discharged (or graduate) from 
hospice care to receive that care. Nationally, 0% of  hospice patients are 
discharged alive.

Respond to Emotions
Strong emotions are expected when discussing death. Typically, the emo-
tional response is brief. The most profound initial response a physician can 
make is silence, providing a reassuring touch, and offering tissues. The most 
frequent mistake is to talk too much.

Establish a Plan
Clarify the plan. For example, “I’ll ask the hospice to come by to talk with 
you, and then you and I can talk again.”

Common Questions and Dilemmas
•	 My patient has end-​stage disease and wants CPR. Can I still refer him to 

hospice?
•	 Yes. A DNR order is not required to be eligible for hospice care. 

Since CPR is unlikely to be successful, however, discuss your patient’s 
goals for such treatment. If  he still wants CPR, revisit the plan after 
hospice care has been established. If  he wanted CPR because going 
to the hospital for care was his only experience, the patient may 
have different goals once he has experienced care in his home.

•	 My patient has a prognosis of  4–​6 months, but her symptoms are 
controlled. When should I make the referral to hospice?
•	 Now. Your patient and her family can get to know the hospice team, 

begin to establish trust, and be monitored for new or worsening 
symptoms before a crisis occurs. They will also receive emotional and 
spiritual support, coordination of  care and resources, and preparation 
for what to expect with disease progression.
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•	T he hospice does not cover the pain medication that my patient is 
taking unless other medication has failed him. What do I do?
•	 Call the hospice medical director and discuss the treatment plan. Tell 

him or her if  other medications were ineffective prior to hospice 
care. If  not, ask why the hospice prefers certain medications as  
first-​line therapy.

•	 If  I refer my patient to hospice, will I still be her doctor, or will the 
hospice physicians take over her care?
•	T he patient chooses the physician to manage her care. If  you are 

willing to do so, your patient can choose to have you as her attending 
physician. Some physicians prefer to have the hospice physician 
manage or co-​manage their patients. Let the hospice know if  you 
prefer that model so that your patient can make an informed choice.

•	 My patient has a prognosis of  about 6 months, but she may need 
chemotherapy or radiation therapy to help manage her symptoms. Will 
hospice cover the treatments?
•	 Hospice coverage may vary according to the goals of  care, expected 

effectiveness, and resources. Many hospices will cover treatments 
that are expected to significantly reduce symptoms. Some hospices 
will cover all treatments as long as they are unlikely to increase the 
patient’s life expectancy past 6 months. Most hospices will help 
assess if  the benefits outweigh the burdens relative to the patient’s 
life expectancy. Larger programs with more resources may be able to 
cover treatments that smaller programs cannot. If  radiation therapy 
or chemotherapy is indicated, call the hospice medical director and 
discuss the treatment plan.

•	 I want to prescribe a treatment for my patient, but the hospice does 
not cover it and recommends that he revoke the MHB. What does 
that mean?
•	 Your patient can revoke the MHB if  he wants to use his regular 

Medicare benefits to cover his care. This is not a decision to be 
taken lightly, as the patient forfeits all of  his hospice services when he 
revokes the MHB unless he re-​elects to use the MHB in the future. 
He should not revoke just for the treatments and then re-​elect the 
MHB in between, as this is inconsistent with the intent of  the MHB. 
If  you believe that the treatment should be included in the hospice 
coverage, call the hospice medical director and discuss the treatment, 
goals of  care, and reasons that it is not covered.

•	T he hospice says that my patient has an extended prognosis and no 
longer qualifies for hospice services. What happens now?
•	 If  a patient no longer has a life expectancy of  6 months or less given 

the natural course of  the disease process, he or she cannot be 
certified as eligible for the MHB. The hospice is expected to establish 
a discharge plan with the patient to ensure that care needs can be 
met in other ways.

•	 My patient has improved since she was referred to hospice. Why 
doesn’t the hospice discharge her?
•	S ome patients appear to “improve” after admission to hospice 

because symptoms are managed, support is provided, and care needs 
are met. These improvements do not change the patient’s prognosis 



Discussing Hospice Care 243

or eligibility for hospice care. Other patients have illnesses marked 
by fluctuations and exacerbations. If  the patient’s death appeared 
imminent but the patient rallied, the longer-​term prognosis may still 
be poor and consistent with eligibility.

•	 My patient lives in a nursing home. Why would he need hospice, too?
•	 Hospice care augments the care to residents living the end of  

their lives in nursing homes. Hospice provides expertise in pain 
and symptom management, coverage of  medications and other 
treatments, additional care for complex needs, and support for family 
members and other caregivers. The nurses, aides, counselors, and 
volunteers from hospice work with the staff of  the nursing home 
to provide comprehensive end-​of-​life care, increased presence to 
comfort patients and families, and support and recognition of  the 
efforts of  nursing home staff as they face the death of  a resident to 
whom they may have become attached.

•	 My patient only has days to live. Isn’t it too late for hospice care?
•	 Although patients are eligible for hospice care with a life expectancy of  

6 months or less, referral at any time has been shown to benefit patients 
and families.8,9 In addition to helping during an often difficult time, 
bereavement support will also be offered to your patient’s family.

•	 My patient is likely to die during this hospital admission. Can hospice still 
help her?
•	 Hospices are sometimes able to provide end-​of-​life care in hospitals 

as general inpatient care. Although you may be managing physical 
symptoms quite well, the additional presence of  hospice staff may be 
especially helpful to patients and families coping with death and dying 
in the hospital setting. Even if  your patient does not enroll in hospice, 
the hospice may still provide bereavement support to the family 
based on your referral.
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Common Psychological Issues 
in Palliative Care Patients
There is often a complex interplay of  medical and psycho-​sociocultural 
issues in the setting of  any chronic and/​or serious life-​limiting illness. The 
conventional biomedical model (which works very well for any acute ill-
ness) often minimizes and tends to ignore the role of  these issues in patient 
health care and well-​being. A stance that focuses narrowly on only the bio-
logical and physical aspects and ignores the underlying psycho-​sociocultural 
aspects will lead to poor care outcomes, resulting both in increased patient 
and family distress as well as clinician frustration. It can also result in con-
sumption of  ineffective and burdensome treatments that diminish quality of  
life while increasing costs of  care. This chapter will identify common psycho-​
sociocultural issues in palliative care, provide key clinical pearls regarding 
assessment and management, as well as identify resources for further self-​
directed learning.

Preparatory Grief
Preparatory grief  is the normal grief  reaction to perceived losses experi-
enced by persons who are dying. Persons who are dying prepare for their 
death by mourning the losses implicit in death. The anticipated separa-
tion from loved ones is an obvious one. Simple pleasures of  living may be 
grieved. People may reflect on their past and relive great moments and dis-
appointments, and mourn for missed opportunities. Looking to the future, 
they may grieve the loss of  much-​anticipated experiences, such as a child’s 
graduation or the birth of  a grandchild. Distinguishing–​3 between grief  and 
depression in patients who are dying can be difficult. Many of  the signs and 
symptoms traditionally used to diagnose depression are also present in 
patients who are grieving (see Figure 20.).

Normal processes Pathologic processes

Depression

Response to poorly
controlled physical

symptoms

Preparatory grief
Common symptoms

• Appetite changes
• Weight changes
• Fatigue
• Low energy
• Sleep disturbances
• Sexual dysfunction

Normal process
of dying

Figure 20.. O verlap of  processes in patients with advanced illnesses.
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Clinical Pearls
•	 Many patients with serious life-​limiting illness will experience grief.
•	 Grief  is a normal part of  the dying process and responds well to 

support.
•	 Grief  can mimic depression, and the two should be differentiated as the 

management is different.

Depression
Major depression is defined4 by persistent low mood, or anhedonia (per-
vasive loss of  interest or pleasure), that lasts for 2 weeks or more and is 
accompanied by at least four of  the following nine symptoms: sleep disrup-
tion (especially early morning insomnia), weight loss or change in appetite, 
psychomotor retardation or agitation, fatigue or loss of  energy, feelings of  
worthlessness or excessive guilt, diminished ability to think or concentrate, 
and recurrent thoughts of  death or suicidal ideation. False positives are very 
common in a palliative care setting (see Figure 20.2) as the illness per se can 
cause many of  the somatic (appetite, weight, sleep, libido, energy changes, 
etc.) and affective (sadness, fleeting thoughts of  death/​suicide crying, limit-
ing social activities, etc) symptoms.

Clinical Pearls
•	 Depression is not a normal part of  the terminal illness process.
•	 Presence of  hopelessness, helplessness, worthlessness, pervasive loss of  

pleasure (anhedonia), and persistent dysphoria are signs of  depression 
in palliative care patients, and their presence should trigger an in-​depth 
screening.
•	 Anxiety and depression often coexist in a palliative care setting.
•	 Depression is under diagnosed and under treated. Depression can and 

should be treated (see Figure 20.2) will improve the quality of  life of  
palliative care patients.
•	 Medication choice in treating depression in a palliative care setting 

is determined by patient prognosis, drug–​drug interactions, and 
medication side effects. Selective serotonic reuptake inhibitors (SSRIs) 
are the drug of  choice for depression in a palliative care setting and are 
usually well tolerated. SSRIs have a latency of  onset of  a few weeks 
and thus are not useful in patients with an anticipated life span of  hours 
to days.
•	 Common SSRIs used include citalopram 20–​60 mg/​d, escitalopram 

0–​20 mg/​d, fluoxetine 20–​60 mg/​d, fluvoxamine 50–​50 mg bid, 
paroxetine 20–​50 mg/​d and sertraline 50–​200 mg/​d. These medications 
typically take at least 4–​6 weeks for full effect and this late onset of  
action is particularly problematic in patients with advanced illness and an 
expected prognosis of  days to weeks.
•	 Common SSRI side effects include nausea, diarrhea, headache, insomnia, 

anxiety, anorexia, dizziness, tremor, sweating, and sexual dysfunction.
•	 Depressed patients with anticipated prognosis of  days to weeks can be 

treated with psychostimulants like methylphenidate.

Anxiety
About 8% of  American adults have anxiety disorders. Anxiety is a state 
of  apprehension and fear resulting from the perception of  a current or 
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future threat to oneself. At least 25% of  cancer patients and 50% of  CHF 
and COPD patients experience significant anxiety. Anxiety5, 6 is often seen 
secondary to poorly managed acute or chronic pain, dyspnea, nausea, and 
other distressing symptoms. Anxiety can also be precipitated by medica-
tions like corticosteroids, psychostimulants, and some antidepressants, as 
well as due to withdrawal of  alcohol, opioids, benzodiazepines, nicotine, 
clonidine, antidepressants, and corticosteroids. In addition, death anxiety 
and existential and psychosocial concerns about dying, disability, loss, legacy, 
family, finances, and religion/​spirituality can also precipitate anxiety. Anxiety 
is a predominant symptom of  the following psychiatric disorders, which are 
common in palliative care patients:
	.	Generalized anxiety disorder (GAD): Anxiety and fear occur commonly 

in the dying patient. However, disabling anxiety and/​or panic is not a 
normal aspect of  the dying process. Patients with generalized anxiety 

 

Dying patient in distress
(crying, sad, withdrawn, low a�ect, thoughts of suicide):

Evaluate for presence of unresolved physical symptoms.

Absent

Patient still
in distress

Preparatory grief
Depression

Mood waxes and wanes with time
Normal self-esteem
Occasional �eeting thoughts of suicide
Worries about separation from loved ones

Assess for: anhedonia, persistent
dysphonia, disturbed self-image,
hopelessness, poor sense of self-worth,
ruminative thoughts of death and
suicide, active desire for an early death

Psychosocial counseling
Grief therapy in severe cases

Patient responds No response

Ongoing therapy as
required periodic
rescreen for depression

Present

Treat symptoms
and re-evaluate.

Distress resolves

Figure 20.2.  Differentiating preparatory grief  from depression in patients with 
terminal illness.
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disorder can’t seem to shake their worries, which are usually also 
accompanied by physical symptoms, especially fatigue, headaches, 
muscle tension, muscle aches, difficulty swallowing, trembling, twitching, 
irritability, sweating, and hot flashes. It is to be further noted that panic 
disorder (PD) diagnosis in the patient’s caregiver can be associated with 
patient generalized anxiety disorder (GAD), and patient GAD can be 
associated with caregiver PD.

	2.	Panic disorder: A panic7,8 attack is defined in the DSM-​IV as a discrete 
period of  intense fear or discomfort, in which four (or more) of  
the following symptoms develop abruptly and reach a peak within 
0 minutes: palpitations, pounding heart or accelerated heart rate, 
sweating, trembling or shaking, sensations of  shortness of  breath 
or smothering, feeling of  choking, chest pain or discomfort, nausea 
or abdominal distress, feeling dizzy, unsteady, lightheaded or faint, 
derealization or depersonalization, fear of  losing control or going 
crazy, fear of  dying. Derealization is a sensation of  feeling estranged or 
detached from one’s environment. Depersonalization is an altered and 
unreal perception of  self, feelings, and/​or situation (described by one 
patient as “feeling like you are on the outside looking in”).

Clinical Pearls
•	 Panic disorder is more common in palliative care patients with chronic 

dyspnea.
•	 Medical management is influenced by anticipated life span and severity 

of  panic symptoms.
•	SSR I monotherapy or SSRI therapy augmented with low-​dose 

benzodiazepines for a period of  3–​4 weeks, followed by SSRI 
monotherapy (taper off benzodiazepines after 3 weeks), is indicated in 
patients with an anticipated life span of  at least several weeks.
•	SSR Is can exacerbate anxiety in some patients during the first few days 

of  therapy. Consider adding benzodiazepines as needed for the first few 
weeks in such cases.
•	 Benzodiazepine monotherapy should be considered in patients with 

anticipated life span of  days to weeks.

Post-​traumatic stress disorder (PTSD)
An estimated 25% of patients with past history of  traumatic life events can 
develop post-​traumatic stress disorder (PTSD). Traumatic events that trigger 
PTSD9,0 include exposure to robbery, physical assault, sexual assault, natural 
disasters, fires/​arson, or environmental hazards; tragic death of  a close friend 
or family member by means of  accident, suicide, or homicide; cancer diag-
nosis; motor vehicle crash; war combat. In DSM-​5, PTSD has been moved 
from the class of  anxiety disorders into new class of  “trauma & stress related 
disorders” PTSD can develop when a person has experienced, witnessed, or 
was confronted with an event(s) that involved actual or threatened death or 
serious injury, or a threat to the physical integrity of  self  or others. PTSD can 
manifest as anxiety, agitation, nightmares, and hyperarousal.

Clinical Pearls
•	 A simple four-​item screen helps identify PTSD (see Box 20.)
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•	SSR Is are the drug of  choice for PTSD. While the FDA has approved 
both sertraline and paroxetine for PTSD, other SSRIs like citalopram are 
effective and well tolerated.
•	SSR Is help palliate all symptom groups (re-​experiencing, avoidance, 

hyperarousal) of PTSD.
•	T CAs are second line for treatment of  PTSD and are thought to 

alleviate intrusive symptoms, anxiety, depression, and insomnia.
•	S NRI class of  antidepressants, such as venlafaxine and nefadazone, are 

effective in treating PTSD.

Advance Directives
An advance directive is a form that documents the patient’s expressed 
wishes about what kind of  care she or he would like to have if  she or 
he becomes incapable of  making medical decisions (when in a coma or 
due to dementia). The advance directive should guide the physicians and 
the family when making healthcare decisions on behalf  of  the patient. 
Advance directives can take many forms and, more important, the laws 
about advance directives are different in each state. Physicians must have a 
good understanding of  the local institutional policy as well as the state laws 
governing care.

Clinical Pearls
•	 A living will is one type of  advance directive that describes the kind of  

medical treatments or life-​sustaining treatments a patient would want if  
she or he were to become seriously or terminally ill. A living will doesn’t 
let the patient name a surrogate decision-​maker.
•	 A durable power of  attorney (DPA) for health care is another kind of  

advance directive. A DPA documents the person(s) chosen by the patient 
to make healthcare decisions on his or her behalf  in event she or he 
becomes incapable of  making such decisions. A DPA becomes active any 
time a patient is unable to make medical decisions. A DPA is generally 
more useful than a living will. But a DPA may not be a good choice if  you 
don’t have another person you trust to make these decisions for you.

Box 20.  Screening for Post-​Traumatic Stress Disorder
In your life, have you ever had any experience that was so frightening, horrible, 
or upsetting that, in the past month, you . . .
	.	Have had nightmares about it or thought about it when you did not 

want to?
	2.	Tried hard not to think about it or went out of  your way to avoid 

situations that reminded you of it?
	3.	Were constantly on guard, watchful, or easily startled?
	4.	Felt numb or detached from others, activities, or your surroundings?

Screen is positive if  patient answers “yes” to any two of these.

Prins A, Ouimette P, Kimerling R, Cameron RP, Hugelshofer DS, Shaw HJ, Thraikill A, Gussman 
FD, Sheikh JI (2009). The primary care PTSD screen (PC-​PTSD): development and operating 
characteristics. Prim Care Psychiatry 9:9–​4.
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•	 Physician Orders for Life-​Sustaining Treatment (POLST): A POLST 
form is a brightly colored, medical order form used to write orders 
indicating life-​sustaining treatment wishes for seriously ill patients. The 
POLST accomplishes two major purposes: () it turns treatment wishes 
of  an individual into actionable medical orders; (2) it is portable from 
one care setting to another.
•	T he POLST form remains with a patient if  he or she is moved between 

care settings, regardless of  whether the patient is in the hospital, at 
home, or in a nursing home. The POLST is legally used in some states 
in the United States; in these states, when a patient has a completed 
POLST form, the form must be honored by all healthcare providers.
•	T he Letter Project (http://​med.stanford.edu/​letter.html) is a simple 

tool available in multiple languages that provides a framework for 
sensitive end of  life discussions. It was created after extensive research 
with multi-​ethnic patients and families as well as with multi-​specialty 
doctors. The free App is called “Stanford Letter Project” and is 
available in the Apple Appstore (https://​itunes.apple.com/​us/​app/​
stanford-​letter-​project/​id0086774?mt=8) and Google Playstore. 
(https://​play.google.com/​store/​apps/​details?id=com.stanford.
letterproject&hl=en)
•	 Letter to Directive Tool: This tool is designed to help patients easily 

complete advance directives. Patients are asked to answer some simple 
questions in English. The tool takes their responses to auto-fill and 
advance directive that they then edit, print and sign. They can also email 
it to their doctor and their family members. This tool is available as an 
online form (http://med.stanford.edu/letter/advancedirective.html). 
It is also available as a free Stanford App called “Advance Directives” in 
the Apple Appstore and Google Playstore

http://med.stanford.edu/letter.html
http://https://itunes.apple.com/us/app/stanford-letter-project/id1010816774?mt=8
http://https://itunes.apple.com/us/app/stanford-letter-project/id1010816774?mt=8
http://https://play.google.com/store/apps/details?id=com.stanford.letterproject&hl=en
http://https://play.google.com/store/apps/details?id=com.stanford.letterproject&hl=en
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Cultural Issues
Culture has a great influence on how people make healthcare decisions, and 
their preferences for care interventions, including advance care planning as 
well as heroic life-​prolonging measures. It also has a huge influence on rituals 
related to death and dying and after-​death care.

Clinical Pearls
•	 Cultural differences persist2–​4 in all of  health care, including end-​of-​life 

care, and ethnicity has been shown to be a marker of  common cultural 
beliefs and values that, in combination, influence decision-​making at the 
end of life.
•	R eview of  ethnic variations in hospice use also indicates that minorities 

use services disproportionately less than white patients, even after 
researchers control for specific sociodemographic and clinical 
characteristics.
•	 Another recent study4 showed that compared with white patients, 

black and Hispanic patients are less likely to consider themselves 
terminally ill and more likely to want intensive treatment and less likely 
to have an advance care planning.

Explanatory Model
Sometimes patients and families from diverse cultural backgrounds may have 
very different ways of understanding their illness, its consequences, and how 
it needs to be treated, that is, a different “explanatory model of illness,” as 
described by Kleinman.5 This is especially true for recent immigrants and those 
who are not acculturated to the mainstream American culture and who are are 
still unfamiliar with Western biomedicine. Eliciting the patient’s understanding 
of his or her illness process in a culturally competent manner will help the clini-
cian better understand the patient’s stance, be better able to tailor healthcare 
interventions, avoid frustration, and promote adherence to the care plan. See 
Box 20.2 for the trigger questions that help elicit the explanatory model.

Box 20.2  The Explanatory Model of Illness: A Culturally 
Sensitive Approach to Asking about a Health Problem
•	 What do you call your problem?
•	 What do you think caused your problem?
•	 Why do you think started when it did?
•	 What does your sickness do to you? How does it work?
•	 How severe is it? How long do you think you will have it?
•	 What do you fear most about your illness?
•	 What are the chief  problems your sickness has caused you?
•	 What have you done so far to treat your illness?
•	 What treatments do you think you should receive?
•	 What important results do you hope to receive from the treatment?
•	 Who should be involved in making healthcare decisions for you?
•	 Who else can help you?
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Nondisclosure and the Concept of Protective Truthfulness
In some cultures and ethnic minorities, the family may request nondisclo-
sure of  terminal illness; that is, they may request that the physician withhold 
the diagnosis from the patient (e.g., “Doctor, please don’t tell my father that 
he has cancer. If  he finds out that he has cancer, he will lose all hope and just 
give up and die”). Requests for nondisclosure may cause clinicians consider-
able distress and ethical conflict. Some may feel that it is the patient’s right 
to know his or her diagnosis and that withholding diagnostic and prognostic 
information is ethically questionable. In addition, physicians may feel that it 
is not possible to obtain informed consent for interventions like chemother-
apy and radiation therapy if  the patient does not know her diagnosis. The 
following points will hopefully guide the clinician in dealing with requests for 
nondisclosure.

Clinical Pearls
•	R equest for nondisclosure are usually motivated by the concept of  

“protective truthfulness” (i.e., truth-​telling is thought to be an insincere 
and potentially harmful act if  a patient were to lose hope and confidence 
in life after learning of  his or her disease). Thus it is to be noted that the 
intent of  the family is to protect the patient and not to harm the patient.
•	 When the family asks you to withhold the truth, use the explanatory 

model of  open-​ended questions to elicit their concerns, as follows:
•	 Why do you want me to withhold the information?
•	 What are you concerned about?
•	 What do you think will happen if  the patient were to hear the truth?
•	 Discuss with the family about how you are going to approach the 

patient and what you are going to talk about.
•	 Approach the patient and explore the sensitive subject gently. For 

example, “Mr. Patel, I understand from your family that you do not 
want to know the details about your illness and that you want them 
to make decisions for you regarding your health care.” If  the patient 
requests “not to know” and wants the family to make decisions, this 
is ethically acceptable as she or he is exercising autonomy by choosing 
not to know.
•	R eassure the patient that anytime he or she wants to know more 

information, you are always available to discuss his or her medical 
situation.

•	 Autonomy, or the right to exercise free will, can be invoked by the 
patient in not wanting to know diagnostic and prognostic information 
related to the illness (i.e., the patient has the right to refuse to learn 
about the diagnosis and defer all decision-​making to the designated 
decision-​maker).

Working with Medical Interpreters
Communicating with patients and families with limited English proficiency 
is particularly challenging. Lack of  adequate communication could result in 
loss of  critical information, resulting in suboptimal care and poor patient 
and family satisfaction. In communicating with patients with limited English 
proficiency, physicians must use a professional medical interpreter. Such ser-
vices are and should be available in all healthcare systems (some systems 
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have interpreters on staff, and others use commercial telephone-​based 
interpreter services).

Clinical Pearls
•	 Family members should not serve as interpreters. The gold standard is 

to use a professional medical interpreter.
•	 Interpreters should be from the same culture as the patient. Interpreters 

not only translate the patients’ words but also interpret it within the 
cultural context (i.e., they should serve as cultural brokers and translate 
the concept and the meaning from the patient’s language to English).
•	T he professional medical interpreter should similarly interpret the 

physician’s explanations and proposed interventions and explain these 
to the patient and family.
•	 Professional medical interpreters are bound by the standard HIPPA 

regulations and should treat all information learned as confidential.
•	T he professional medical interpreter should not influence the opinion 

and actions of  the patient.
•	 When communicating through a professional medical interpreter, using 

short simple sentences (avoiding jargon), asking them to translate a few 
sentences at a time, frequently checking in with them, and debriefing 
with them after the interaction will help foster accuracy and collegiality.
•	 For practical resources and tips for working with medical interpreters 

please go to https://​geriatrics.stanford.edu/​medical-​interpreters.html
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Introduction
Since the inception of  hospice and the development of  palliative care, 
spirituality has been recognized as an essential element of  palliative care. 
Saunders described the concept of  “total pain” as encompassing spiritual 
distress as well as psychosocial and physical distress. Her model was even-
tually described as the biopsychosocial-​spiritual model, which is the frame-
work for palliative care.2 The model emphasizes the totality of  a patient’s 
experience in the context of  his or her illness and/​or dying.

While the primary diagnosis may be cancer, for example, the span of  
the clinician’s assessment of  that patient includes the physical signs and 
symptoms of  the cancer, the patient’s emotional response to the illness, the 
social ramifications of  the cancer on the patient and his or her family and 
friends, and, finally, the spiritual issues that may present as a result of  the 
illness. Integrating all dimensions of  a patient’s experience with illness is key 
to patient-​centered care.

Spirituality as part of  patient-​centered care, particularly in palliative care, 
is supported by ethical as well as empirical literature.3–​6 Studies have dem-
onstrated that spiritual care affects healthcare outcomes including quality of  
life,7–​9 will to live,9,0 survival,,2 and coping.3

Surveys demonstrate that patients want their spiritual issues formally 
addressed in the clinical setting4,5 and want their spiritual needs attended 
to by healthcare professionals.6,7 In hospital settings, the degree to 
which spiritual needs of  patients are attended to is the strongest predic-
tor of  patient satisfaction with care and with patient perception of  quality 
of  care.8 Studies have also indicated that spiritual or religious beliefs can 
impact end-​of-​life decision-​making.9 The Picker Institute has noted that 
respecting patients’ beliefs and values may improve patients’ healthcare out-
comes and is critical to the practice of  patient-​centered care.20

The National Consensus Project for Quality Palliative Care (NCP), 
a coalition of  leading palliative care organizations in the United States, 
represents the nation’s 4700 hospices, 9000 hospice and palliative care 
nurses, 400 hospital-​based palliative care programs, and 4000 members 
of  American Academy of  Hospice and Palliative Medicine. In 2004, the 
NCP developed guidelines to strengthen new and existing palliative care 
services.2 The guidelines were updated in 2009.22 Spiritual care is one of  
the eight distinct domains within the NCP guidelines, and spiritual and exis-
tential concerns are mentioned throughout as aspects of  pain, psychological 
concern, and grief.

The National Quality Forum (NQF), one of  the leading forces in health 
care, accepted the NCP domains and created preferred practices to opera-
tionalize the NCP guidelines.22,23 These preferred practices are all relevant 
to clinical practice (see www.nationalconsensusproject.org).

The NQF framework presents 38 best practices across the eight domains 
of  the NCP framework. These practices are evidence based or endorsed 
through expert opinion, and apply to both hospice and palliative care pro-
vided across settings.23 The NCP guidelines are a significant contribution 
in acknowledging the importance of  spiritual care in palliative medicine 
and provide a foundation for the broader integration of  spirituality into 
medical care.
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Despite these guidelines, the implementation of  spiritual care is not uni-
form in palliative or other care settings. Reasons for this include confusion 
over the definition of  spirituality, lack of  resources and tools, inadequate 
professional education, and lack of  practical implementation tools. The vari-
ability in approaches to spirituality in palliative care underscores the need 
to articulate a definition of  spirituality and to set common guidelines for 
spiritual care as a dimension of  palliative care.

In 2009, Puchalski and Ferrell co-​led a national Consensus Conference 
to develop recommendations for implementing the spiritual care domain 
of  the NCP guidelines for palliative care. The project was a collaboration 
between the George Washington Institute for Spirituality and Health and 
the City of  Hope National Medical Center. Forty leaders in palliative care 
and spiritual care who were from various disciplines were invited to develop 
specific and practical recommendations for the implementation of  interdis-
ciplinary spiritual care in palliative care, which was defined as starting from 
initial diagnosis of  a serious or chronic illness.

Specific recommendations, as well as models for spiritual care imple-
mentation and interdisciplinary spiritual care education, were developed. 
The resultant recommendations were then reviewed nationally; they were 
approved through a consensus process and were published for widespread 
dissemination as a consensus document, titled “Improving the Quality of  
Spiritual Care as a Dimension of  Palliative Care.”24 More detailed informa-
tion was published in a handbook of  spiritual care in palliative care.25

As part of  this initiative, resources for spiritual care are available on a 
national repository for spirituality and health, called SOERCE, on the web-
site of  the George Washington Institute for Spirituality and Health (www.
gwish.org). The goal of  this seminal work is to provide resources and tools 
for the increased integration of  spiritual care into palliative care and into 
medical care in general.
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Implementing Spirituality in Clinical 
Settings
The key to implementing spirituality in clinical settings is to have a prac-
tical model for implementation that allows all clinicians to recognize and 
integrate patients’ spiritual issues into the treatment or care plan. A  key 
outcome of  the Consensus Conference was the development of  a spiritual 
care implementation model (Figure 2.).

This model, which is based on a generalist–​specialist model in which 
board-​certified chaplains are recognized as the spiritual care experts, 
includes the following features:
•	 All patients receive a spiritual screening, history, and assessment by the 

appropriate healthcare professional.
•	S piritual screenings are admissions questions to screen for spiritual 

distress. Screening is limited to two questions: Is spirituality or religion 
important for you? Are your spiritual or religious beliefs helping you 
right now? A “yes/​no” combination to these questions triggers a referral 
to a board-​certified chaplain.
•	S piritual histories are more detailed and are done by clinicians who 

determine treatment or care plans. The spiritual history can be taken 
by means of  a tool, such as the FICA (Faith, Importance, Community, 
Action),26 HOPE (sources of  Hope, Organized religion, Personal 
spirituality and Practices, Effects on medical care and End-​of-​life 
issues),27 or SPIRIT (Spiritual belief  system, Personal spirituality, 
Integration with a spiritual community, Ritualized practices and 
restrictions, Implications for medical care, and Terminal events planning) 
instruments.28 All of  these tools were developed for clinicians.
•	S piritual diagnoses are made by clinicians, ideally in an interdisciplinary 

team setting with the input of  board-​certified chaplains, who will also 
integrate spirituality into the treatment and care plan.
•	T here is an ongoing follow-​up and modification of  the plan, as needed.
•	 Clinicians receive professional training in practicing spiritual care.
Once the clinician obtains the information from the history, he or she inte-
grates it into the treatment plan. This includes making a diagnosis of  spiri-
tual distress or pain, or identification of  spiritual issues or spiritual goals, if  
appropriate, and determining and implementing the appropriate spiritual 
interventions.

There are two possible pathways once a diagnosis is made:  the simple 
and the complex. For simple issues, such as a patient wanting to learn 
about yoga or meditation, the clinician can make the appropriate referral 
or course of  action.

For more complex spiritual and religious issues, such as the need for for-
giveness and/​or reconciliation of  self  or others, severe existential distress, 
or lack of  connection or love of  others or God, referral to a chaplain and 
other spiritual care professionals is critical. Each of  these elements is dis-
cussed in depth in the title report of  the Consensus Conference, which 
includes decision-​tree algorithms (Figure 2.2).
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In the final analysis, the spiritual care model is a relational model in which 
the patient and clinicians work together in a process of  discovery, collabora-
tive dialogue, treatment, and ongoing evaluation and follow-​up.

Thus, an integral part of  this model is ongoing professional develop-
ment of  the clinician in his or her ability to provide compassionate, patient-​
centered care. This would include attention to the spiritual needs of  the 
healthcare professional as related to his or her call to serve others in an 
altruistic, compassion-​based model of  professional practice.

Clinicians should also attend to their biopsychcosocial-​spiritual issues, 
with the goal of  having balance in their lives and healthy approaches to 
stress management and to the issues that arise in caring for seriously ill 
patients (Figure 2.2).
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Spiritual Issues and Diagnosis
Spirituality may be defined as that part of  the person that seeks meaning 
in life and finds coherence in the midst of  disorder and purpose in his 
or her life. Spirituality has been described as the essence of  the human 
being, the search for meaning and purpose,29 the expression of  connec-
tion to others, God, or the transcendent or sacred,24 and the basis for 
the healing relationships that clinicians form with patients.30 The definition 
agreed upon for palliative care in the Consensus Conference is as fol-
lows: “Spirituality is the aspect of  humanity that refers to the way individu-
als seek and express meaning and purpose, and the way they experience 
their connectedness to the moment, to self, to others, to nature, and to 
the significant or sacred.”24

There is some concern in the field about labeling spiritual issues as “diag-
nosis.” Spiritual or religious concerns are thought to be so integral to a 
person’s being that caution has been raised about labeling spirituality as 
pathology, as this is an aspect of  a human being, not a disorder.3

Yet spirituality and religion in the context of  illness may also present as 
distress. Religion may have negative effects on health,3 and spirituality in 
general may result in distress, pain, or suffering.32 In this context, we would 
argue that spiritual or existential issues may in some circumstances be clas-
sified as diagnosis, in those cases where patients are experiencing distress 
or where beliefs may be impacting health adversely.

Spiritual issues include the following:
•	 Despair and hopelessness
•	 Lack of  meaning and purpose
•	 Grief  and loss
•	 Guilt and shame
•	 Anger
•	 Abandonment by God or others
•	 Isolation
•	R econciliation
•	 Concerns about relationship with deity
•	 Conflicted or challenged beliefs.

Each of  these spiritual issues may present as part of  a person’s life with-
out causing distress or even affecting the illness with which the patient 
presents. For example, patients may be experiencing demoralization, find-
ing no meaning or purpose in their lives. This may be experienced as part 
of  a transition in life, such as during a divorce, illness, or as a mid-​life crisis. 
A patient may simply be questioning meaning in life as a reflective process. 
This would be identified as a spiritual issue that may or may not be affecting 
the presenting medical or health problem.

On the other hand, a patient may experience deep suffering and distress 
from a lack of  meaning in life. We would suggest that in times when mean-
ingless produces pain, suffering, or distress, it should be identified as a diag-
nosis and treated as a symptom equal to physical pain.
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Forgiveness or reconciliation might be understood as a spiritual or reli-
gious practice, but in certain contexts the inability to forgive might impact 
the illness or the person in such as a way as to cause severe distress or suf-
fering or may even be a contributing cause of  clinical depression.

It is important that clinicians be able to differentiate the full spectrum 
of  how spirituality presents in patients’ lives in the context of  their illness 
and how it presents in the clinical environment. Integral to this process of  
differentiation is working with board-​certified chaplains who are trained 
in distinguishing spiritual pathology from normal spiritual developmental 
issues.
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Spiritual Development Issues
Spiritual growth and development is a lifelong journey. Spiritual develop-
ment often parallels emotional development.33 In childhood, the main 
psychosocial tasks include development of  trust, autonomy, and initiative. 
Spiritually, children start making meaning of  a world that is new to them, a 
world that is gradually becoming part of  their life.

Religion often plays a role at this time if  the family is religious. This is a 
time of  extrinsic religiosity, a time when children are exposed to the rituals 
and religious customs of  the family. Clinically, this might be manifested as a 
clear, concrete vision of  what life after death may mean, as, for example, a 
picture of  heaven with a grandfather-​like God.

In adolescence, the primary psychosocial task is to form identity. 
Spiritually, the adolescent begins to accept conventional ways of  finding 
meaning in life but also begins to question what has been offered to him 
or her by parents and teachers. It is a time of  movement from extrinsic to 
intrinsic faith. Clinically, a dying adolescent might struggle with what she 
believes but might revert back to what the conventional beliefs are if  she 
has not determined what her own beliefs are.

Early adulthood is a time of  establishing a career and intimate relation-
ships. Spiritually, the young adult develops a personal faith or way of  making 
meaning in life by reflecting on what has been passed on to him and deter-
mining what elements of  this faith or meaning-​making he will integrate as his 
own. This is often called a time of  intrinsic faith.

A young adult who has established his or her own faith will use that as 
a foundation for dealing with illness. But many people sacrifice attention to 
spiritual development in favor of  intellectual and career development. So 
in times of  crisis they may revert back to childhood faith, sometimes called 
“foxhole faith.”

In adulthood, generativity is the key psychosocial task, one of  establishing 
oneself  securely in one’s professional and family or relational life. At this 
time, spirituality is expressed in the integration into oneself  of  much that 
was suppressed or unrecognized in the interest of  a career or family. Some 
refer to this stage as holistic spirituality. It may be a deep time of  searching 
for what is meaningful beyond the external.

Spirituality may be expressed in religious terms but also in nature, beauty, 
pets, people, or other beliefs. Clinically, illness may actually push an adult 
onto a spiritual path, especially if  the illness prevents the person from work-
ing or from doing the things that once were meaningful.

As people grow older, they often become satisfied with the achievement 
of  career goals and find a deep sense of  meaning for life in themselves and 
the world. This is also a time of  acknowledging loss and disappointments, 
of  navigating the joys as well as the sorrows of  life. Many arrive at a place 
of  peace and understanding regarding the universal value and goodness of  
life and of  all that constitutes one’s world. The adult who goes through this 
part of  spiritual growth, called gerotranscendence, comes to an acceptance 
of  the paradoxes of life.

Clinically, this journey may be intensified in illness, particularly in end-​of-​
life care, and some patients may not arrive at this peace. In this situation, 
one goal of  care would be to provide the support and environment for the 

 



Spiritual Diagnosis 267

patient to explore these deep issues of  existence and find some peace or 
acceptance of  his or her life.

Spiritual development often does not move along in a linear fashion.34 
Also, spiritual growth many times does not parallel professional or personal 
development. Illness or dying may be the triggers for deeper questioning.

But if  people have not had the opportunity to focus on spiritual devel-
opmental issues, they may experience spiritual distress in the context of  
illness and may need to revert to their childhood spirituality for support. 
The beliefs and practices they valued as children may not support them or 
help them in their time of  illness and stress.

Awe is the primary spiritual attitude that children experience. But when a 
religious dimension is added to the child’s life, it can either foster or diminish 
that spiritual awakening. Religion fosters this awakening if  ritual and dogma 
support a growing awareness of  the transcendent, so that the growth of  
awe in the life of  the child is nourished and encouraged. Religion can dimin-
ish or retard spiritual development in the childhood stage if  it is rule cen-
tered or emphasizes a punishment-​and-​reward approach to dealing with 
the transcendent.34

Neglect or abuse can also dampen or destroy a child’s enthusiasm for the 
transcendent. This can be evident in the way people handle illness, stress, 
or dying.

If  people’s sense of  the transcendent has been nurtured, they are likely to 
have positive religious coping. If  they have had a rule-​centered approach, it 
is more likely that they will experience negative religious coping. Pargament 
et al.3 have demonstrated this pattern in their work on religious coping.

People who have a partnership relationship with God or find support 
in their religious communities have better psychological coping than those 
who see the illness as a punishment from God.

Spiritual Diagnosis
While there has been some attempt to develop diagnosis codes for spiritual 
issues that impact health (e.g., National Comprehensive Cancer Network), 
this is still an area that needs further work. In the Consensus report we set 
up a potential model for framing these issues within clinical care. In general, 
a spiritual issue becomes a diagnosis if  the following criteria are met:
•	 A spiritual issue leads to distress or suffering. Examples include lack of  

meaning, conflicted religious beliefs, and inability to forgive.
•	 A spiritual issue is the cause of  psychological or physical diagnosis such 

as depression, anxiety, or acute or chronic pain. Examples include 
severe meaninglessness that leads to depression or suicidal ideation, or 
guilt that leads to chronic physical pain.
•	 A spiritual issue is a secondary cause or affects the presenting 

psychological or physical diagnosis—​for example, hypertension that 
is difficult to control because the patient refuses to take medications 
because of  religious beliefs.
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Treatment or Care Plans
Palliative care is based in the biopsychosocial-​spiritual model of  care.2 Thus, 
spiritual treatment or care plans should be developed by an interdisciplinary 
team, with the board-​certified chaplain as the expert in spiritual care, and 
should be documented in the framework of  the whole patient.

For example, if  a patient expresses a lack of  meaning and purpose in 
his or her life, the spiritual issue or diagnosis would be meaninglessness or 
demoralization. The primary care clinician would make that diagnosis and 
then would discuss the management of  that with the interdisciplinary team, 
specifically the chaplain. If  there is no team or no chaplain, as in outpatient 
settings, the clinician would determine the appropriate treatment modality.

In Table 2., possible treatment options are listed. These include 
continued presence and support from the clinician, referral to an outpa-
tient spiritual care professional such as a chaplain or pastoral counselor, 
meaning-​centered group therapy, reflection and journaling, or other spiri-
tual support group.

In diagnosing and documenting spiritual issues, it is important to also rec-
ognize that the spiritual issue may be affecting the physical, emotional, or 
social domains. So a patient who finds no meaning in life may experience 
greater physical pain, may feel unengaged from treatment and be noncom-
pliant, may have depressive symptoms, or may be isolated from his or her 
community of  support.

Table 2.  Examples of Spiritual Health Interventions

Therapeutic 
communication 
techniques

Compassionate presence
Reflective listening, query about important life events
Support patient’s sources of  spiritual strength
Open-​ended questions to illicit feelings
Inquiry about spiritual beliefs, values, and practices
Life review, listening to the patient’s story
Continued presence and follow-​up

Therapy Guided visualization for “meaningless pain”
Progressive relaxation
Breathing practice or contemplation
Meaning-​oriented therapy
Referral to spiritual care provider as indicated
Use of  storytelling
Dignity-​conserving therapy

Self-​care Massage
Reconciliation with self  or others
Support groups
Meditation
Sacred or spiritual readings or rituals
Yoga, tai chi
Exercise
Art therapy (music, art, dance), journaling
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In documentation, therefore, the assessment and plan should include the 
diagnosis and plans for all four domains, as illustrated in Table 2..

Case Example: Assessment and Plan
Mrs. M. is a 78-​year-​old female who has had a recent stroke, which has left 
her with mild cognitive impairment, as well as some loss of  motor function. 
Her source of  meaning was being a political activist and making a difference 
in people’s lives. She feels useless now and without meaning and purpose. 
Her support group consists of  other activists for the homeless.

Demonstration Projects: INSPIR
Integrating Spirituality in Hospital Settings
This successful study involved training interdisciplinary teams of  healthcare 
professionals in five hospitals. Each site had   year to develop and pilot 
spiritual care interventions specifically focused on training providers to do a 
spiritual history. Part of  the training included how to provide spiritual care.

Program evaluation included quantitative patient and provider outcome 
measurements at 3, 6, and 2 months. The pilot studies demonstrated that 
healthcare professionals find greater meaning at work and have a greater 
ability to provide compassionate care if  they address patients’ spiritual 
issues and focus on whole-​person care, and also have the opportunity to 
focus on their own spirituality and call to service within the professional 
context.

Results of  the study included culture changes in test units, improved 
patient satisfaction with care, increased staff satisfaction, lower burnout, 
and lower turnover.

These pilot studies also provide examples of  practical tools used for 
spiritual care and enhance the knowledge of  best practices in clinical 
environments.7 Some examples of  these tools are listed in Box 2..

Physical s/​p CVA, rehab, speech therapy, Plavix, resume enalapril and 
monitor blood pressure

Emotional Referral to counselor for support; however, patient declined.

Social Explore possible other work with activist group; encourage 
patient to explore options with her group. Social worker to 
record patient’s life story and help her explore themes.

Spiritual Referral to chaplain; patient willing to explore meaning issues; 
continued supportive care and listening, explore what gave 
meaning in past and how that can occur with present physical 
limitations, referral to social work for narrative medicine as 
above.
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Conclusion
Patients with chronic and serious illness have spiritual needs that can impact 
their care and affect health outcomes. While there are national guidelines 
requiring that spiritual care be provided for seriously ill patients, surveys 
demonstrate that most patients do not have their spiritual issues addressed 
in their care.

Based on a national consensus process, a model has been developed for 
the implementation of  spiritual care within a medical model that can be 
implemented in palliative care settings and in settings where seriously ill 
patients are treated. This model includes the identification or diagnosis of  
spiritual issues, as well as integration of  patients’ spirituality into the treat-
ment or care plan in conjunction with board-​certified chaplains who func-
tion as the spiritual care experts.

Integral to this model is the recognition that clinicians should also attend 
to their own spiritual needs as related to their professional work of  service. 
Examples of  practical tools in hospital settings can be used to create more 
holistic hospital and clinical settings for both the patient and clinician.
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Introduction
From its origins in the United Kingdom in the 960s and the further devel-
opment of  the field in Canada in the 970s and the United States in the 
980s, palliative care has evolved and developed a series of  principles and 
practices.

Modern palliative care programs have three major principles:
	.	Multidimensional assessment and management. This includes the presence 

of  structures, processes, and outcomes needed to address multiple 
physical symptoms, psychosocial and spiritual distress, and functional, 
financial, and family concerns.

	2.	Interdisciplinary care. Modern palliative care is recognized as a team 
effort, including not only physicians and nurses but also social workers, 
pastoral care, occupational therapy, physiotherapy, pharmacy, 
counselors, dieticians, and volunteers who work in an integrated fashion 
for the delivery of  assessment and management of  patients and families.

	3.	Emphasis on caring for patients and their families. Palliative care teams 
recognize that the overwhelming majority of  the physical and emotional 
care is delivered by the family and that delivering care at the end of  
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Figure 22.. T he palliative care team.
OT = occupational therapy.
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life to a loved one puts an enormous physical, emotional, financial, and 
existential burden on family members. Palliative care programs consider 
families the unit of care.

Figure 22. summarizes the interdisciplinary nature of  care delivered by the 
palliative care team.

The Palliative Medicine Specialist
In 2008, the United States established hospice and palliative medicine as 
a formal medical subspecialty after lengthy but ultimately highly successful 
negotiations led by the American Board of  Hospice and Palliative Medicine 
and the American Academy of  Hospice and Palliative Medicine. Palliative 
medicine was established as a medical specialty in the United Kingdom in 
987 and since then this specialty and/​or subspecialty status has been for-
mally established in Canada, Australia, a significant number of  European 
countries, and even several developing countries.

The body of  knowledge of  palliative medicine is by nature multidimen-
sional. Figure 22.2 summarizes the contribution of  different medical and 
nonmedical fields to palliative medicine.

Pioneers in the field of  palliative medicine had to search for information 
from all of  these disparate fields to acquire the necessary knowledge for 
effectively practicing as clinical and/​or academic specialists.

Fortunately, in recent years, the field has developed peer-​reviewed 
journals; national, regional, and international congresses; and a number 
of  excellent textbooks that successfully summarize aspects of  the body of  
knowledge, consisting of  different medical and nonmedical disciplines, that 
is required of  the palliative medicine specialist.

Figure 22.2.  Contributions to the body of  knowledge of  a palliative medicine 
specialist.
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The Palliative Care Team
While all the disciplines described in Figure 22. are required for the appro-
priate care of  palliative care patients and their families, not all of  these 
disciplines have the body of  knowledge and expertise to specialize in the 
delivery of  palliative care.

Palliative nursing has made considerable progress in recent years, includ-
ing some specific board certification in many countries, the publication of  
books on palliative nursing, and scientific meetings. Unfortunately, there has 
been limited success in other areas.

Therefore, the establishment and maintenance of  a palliative care team 
requires much more emphasis on initial orientation and support of  mem-
bers than in other, more established areas of  health care.

Acute Care Hospitals
All of  the disciplines are readily available in these hospitals. Therefore, 
ideally outpatient and inpatient programs should be placed geographically 
within acute care facilities in such a way as to enable allocation of  a pro-
portion of  healthcare professionals’ time to the delivery of  interdisciplinary 
palliative care.

Acute Palliative Care Units
These are the most sophisticated and effective settings for the delivery of  
palliative care to highly distressed patients and families. In this setting, it is 
mandatory that the vast majority of  patients and families receive assess-
ment and management by all the major disciplines and that all the disciplines 
meet at least once per week for the purpose of  discussing particularly com-
plex problems and continuing education and support.

Consult Teams
These teams see patients in settings where there is no palliative care 
unit. They are particularly at risk for professional burnout and for achiev-
ing less successful outcomes. This situation is aggravated when physicians 
and nurses working on these teams have no access to an interdisciplinary 
palliative care team but instead have to interact with ad hoc professionals 
from areas in the hospital (e.g., for a patient on a surgical ward, the social 
worker, chaplain, case manager, physiotherapist, and pharmacist will be 
those assigned to surgery).

These well-​intentioned professionals usually have no undergraduate or 
postgraduate palliative care training. This lack of  training complicates com-
munication and planning of  care for complex situations such as somatiza-
tion of  physical symptoms, chemical coping, emotional distress, preexisting 
psychiatric or social problems for the patient or family, advance directives, 
and conflict among different healthcare teams.

Ideally, consult teams in acute care hospitals that have no palliative care 
units should develop Internet-​based “virtual palliative care units” through 
which members of  an interdisciplinary palliative care team can visit all 
patients and participate in the necessary assessment, management, family 
conferences, and discharge planning.
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The two main limitations of  such virtual units, compared to a palliative 
care unit, are the absence of  a trained, full-​time palliative care bedside nurse 
and the absence of  administrative leadership, such as a unit manager capa-
ble of  allocating resources and inpatient policies and procedures.

Outpatient Palliative/​Supportive Care
This can be challenging when patients in severe physical and psychosocial 
distress and their primary caregivers are asked to make multiple appoint-
ments to see members of  an interdisciplinary team. Outpatient palliative 
care clinics should be capable of  delivering an assessment by many different 
disciplines in one single physical setting where patients have access to a full-​
size bed, proximity to a bathroom, and enough space in the consult room 
for some relatives to participate in the visit.

Outpatient facilities for palliative care patients should also have extra 
rooms where split visits can take place. This allows patients and relatives 
to meet separately with different members of  the palliative care team, 
thereby optimizing the visit time for both patients and families and health-
care professionals.

Home Palliative Care
This is particularly challenging for interdisciplinary teams. Newly devel-
oped techniques, including lower-​cost videoconferencing, interactive voice 
response systems, and active telephone visiting, are increasing access to 
members of  the team, such as social workers, counselors, pastoral care, 
and case management. Unfortunately, the vast majority of  patients at home 
will have very limited access to members of  an interdisciplinary team.

One of  the challenges for the visiting nurses and physicians is to deter-
mine when a patient and family are not coping well at home and when much 
more intense interdisciplinary care is required. At that point, admission to 
an acute care hospital, acute palliative care unit, or inpatient hospice facility 
may be required, depending on the severity of  the patient’s and family’s 
distress, to provide rapid and interdisciplinary resolution of  the distress. 
Home or inpatient community-​based care may be required, depending on 
the level of  patient needs and community-​based support.

In addition to formal periodic communication (such as team meetings), 
daily informal interaction among the different team members is important 
to coordinate efforts and, most important, to unify goals of  care and interac-
tions with patients, families, and primary referring healthcare professionals.

Palliative care teams are only effective when regular and consistent com-
munication and dialogue take place. This is what differentiates a successful 
interdisciplinary team from the multidisciplinary approach to patient care 
currently available in most acute care institutions and hospices.

Formal symptom assessment tools, joint charting of  findings and rec-
ommendations by different members, and a strong commitment from all 
members of  the team to communicate with other members of  the team 
at any time when they make an important observational finding are key to 
successful outcomes.

The interdisciplinary team should regularly participate in educational 
activities, ideally based on clinical cases of  difficult problems with patients, 
families, or referring healthcare teams. These joint regular educational 
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sessions are crucial to generating common understanding of  the principles 
and practice of  palliative care.

While continued review of  all principles and practice is an important 
intellectual activity for all team members, it is equally important that the 
team maintain a very consistent message in the communication with every 
individual patient and/​or family. This is the key to dramatically reducing dis-
tress and conveying to the patient and family that the team is well integrated 
and can effectively lead them through very difficult times.

Perhaps the most important member of  an interdisciplinary palliative care 
team in an acute care facility is the bedside nurse. All clinical findings relating 
to the patient and family, as well as all pharmacological and nonpharmaco-
logical interventions or investigations, should be discussed at length with the 
bedside nurse, and his or her impressions about patient and family distress 
and coping should be assessed on a daily basis.

Interdisciplinary teams spend a limited amount of  time with each admit-
ted patient. The bedside nurse is in charge of  the patient 24 hours a day, 
including off hours when no members of  the interdisciplinary team are 
present. It is therefore crucial that the bedside nurse be made a pivotal 
member of  the interdisciplinary care team for each admitted patient.
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Introduction
Family conferences can be critical events in the course of  an illness, defining 
goals of  care for the patient and shaping the experience of  the family and 
surrogate decision-​makers involved in a patient’s care. Whether in the ICU, 
medical ward, clinic, or home setting, family conferences conducted by pal-
liative care providers and other clinicians have an important role in patient 
care and family support at the end of life.

Role of Palliative Care Specialists 
in Communication at the End of Life
The presence of  palliative care specialists in the hospital and other settings 
is becoming increasingly common, and the involvement of  interdisciplinary 
palliative care teams has been associated with improved patient satisfaction 
in both the home and hospital2 setting.

Role of Families and Surrogate 
Decision-​Makers
Many patients at the end of  life are unable to participate in their own medi-
cal decision-​making, and clinicians often rely on surrogate decision-​makers 
to assist in establishing a plan of care.

Not only is it an ethical obligation for physicians to share medical and 
prognostic information with surrogates, this information is important for 
surrogate decision-​makers to be able to apply the principle of  substituted 
judgment in making decisions. In addition, even if  patients have decisional 
capacity, many may want to involve their families in decision-​making about 
end-​of-​life care. Surrogate decision-​making is a difficult task, with surrogates 
needing to balance their duty to represent the wishes of  their loved one 
with their struggle around personal feelings of  responsibility or grief  related 
to the anticipated death of  their family member, their wishes to pursue any 
treatment that might bring about clinical recovery, and their responsibility to 
promote family harmony and well-​being.3 In particular, surrogates without 
prior experience and those who have not previously discussed end-​of-​life 
preferences with their loved one may struggle most in this role and can 
especially benefit from skilled communication and support from clinicians.4
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Shared Decision-​Making Model
Shared decision-​making has several defining characteristics: () involvement 
and participation of  both a clinician and patient (and/​or surrogate decision-​
maker); (2) information shared by the clinician, specifically prognosis as well 
as treatment options and their relative risks and benefits; (3)  information 
shared by the patient and/​or surrogate decision-​maker about patient’s val-
ues and goals of  care; and (4) consensus between clinician and patient and/​
or surrogate on treatment decisions.5

Shared decision-​making is only one of  several models, others being paren-
talism, in which decisions are made unilaterally by clinicians, and autonomy 
with informed consent, in which information regarding treatment options is 
given to the patient or surrogate, and decision-​making is left entirely in their 
hands. Shared decision-​making has been advocated by many as an optimal 
way to engage patients and families in medical decisions in the critical care 
setting. That said, patients and family members vary widely in their desired 
level of  decisional control. Assessing the degree to which patients’ fami-
lies and decision-​makers want to be involved in medical decision-​making is 
critical in providing effective, appropriate, and patient-​ and family-​centered 
end-​of-​life care.
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Approach to Communication 
during Family Conferences
Evidence-​Based Approach to Family Conferences
Communication from clinicians during family conferences can have a sig-
nificant impact on medical decision-​making as well as on patient and family 
satisfaction. Specifically, statements that include affirmations of  nonaban-
donment, assurances that the patient will not suffer, and support of  families’ 
decisions have been associated with higher family satisfaction.6

Additionally, increased proportion of  family speech has been associated 
with higher degrees of  family satisfaction.7 Box 23. details recommended 
components of  effective family conferences, which were initially developed 
for the ICU, but are also useful in the acute care hospital, long-​term care, 
clinic, and home settings.

The VALUE mnemonic has been proposed as an effective method in 
communicating with families in the ICU setting and has been shown to 
reduce family member symptoms of  anxiety and depression after death of  
a loved one in an ICU.8 This approach is summarized in Figure 23..

Discussing Prognosis
Clinicians have a responsibility to share prognostic information with patients 
and families, as this information can have an important impact on medical 
decision-​making.9 Recommendations include using quantitative estimates, 
framed as information about groups of  patients, along with a description of  
the uncertainty involved in these estimates. It is also important to address 
the risk of  long-​term functional impairment and its impact on future quality 
of  life, in addition to death, when discussing prognosis. Patients and family 
members often care more about prognosis for quality of  life and functional 
status than survival.

 

 

 



Box 23.  Components of a Family Conference  
about End-​of-​Life Care

Before the Conference
•	 Plan the specifics of  location and setting: a quiet, private place.
•	 Conduct a “pre-​conference” with all interdisciplinary team members 

to review the conference, ensuring that team members share a 
similar understanding of  medical details, the prognosis, the treatment 
options, and the goals of  the discussion.

During the Conference
•	 Introduce names and roles of  the team members and the family.
•	 Ask the family for their understanding of  the current situation to 

gauge their level of  understanding.
•	 Discuss prognosis frankly in a way that is meaningful to the family.
•	 Acknowledge uncertainty in the prognosis.
•	R eview the principle of  substituted judgment: “What would the 

patient want?”
•	 Make a recommendation about treatment.
•	S upport the family’s decision.
•	 Make it clear that withholding life-​sustaining treatment is not 

withholding caring.
•	 If  life-​sustaining treatments will be withheld or withdrawn, discuss 

what the patient’s death might be like.
•	 Acknowledge strong emotions and use reflection to encourage 

patients or families to talk about these emotions.
•	T olerate silence.

Summarizing the Conference
•	S ummarize the discussion and plans.
•	 Ask what questions the family might have.
•	 Ensure a basic follow-​up plan and make sure the family knows how to 

reach you for questions.
•	 Document the discussion in the medical record.

Adapted from Curtis JR, Patrick DL, Shannon SE, et al. (200). The family conference as a focus 
to improve communication about end-​of-​life care in the intensive care unit: opportunities for 
improvement. Crit Care Med 29:26–​33.

V Value family statements
A Acknowledge family emotions
L Listen to the family
U Understand the patient as a person
E Elicit family questions

Figure 23..  VALUE: 5-​step approach to improving communication in the ICU.
Adapted from Lautrette A, Darmon M, Megarbane B, et al. (2007). A communica-
tion strategy and brochure for relatives of  patients dying in the ICU. N Engl J Med 
356:469–​478.
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Spirituality and Religion
Spiritual and religious concerns are often prominent at the end of  life, 
although many clinicians can feel uncomfortable discussing these topics. 
Because of  the distinctively personal relationship between a clinician and 
patient or family, clinicians often have a unique opportunity to explore these 
issues with patients and families.

Making appropriate referrals to spiritual care providers can improve sat-
isfaction on the part of  patients and families. The FICA0 mnemonic can 
assist clinicians in better understanding a patient’s religious or spiritual val-
ues during family conferences and how those values may influence health 
care (adapted from Puchalski):

F:  Faith and Belief“Is Mr. X a spiritual or religious person?”
I: � Importance“What importance does faith or belief  have in  

Mr. X’s life?”
C: � Community“Is Mr. X a member of  a spiritual or religious 

community?”
A: � Address in Care“How would Mr. X like us to address these  

issues in his health care?”
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Cross-​Cultural Communication
Cultural Competence in Communication  
about Palliative Care
Discussing end-​of-​life care can be additionally complex with patients or 
families from diverse cultural backgrounds. Addressing cultural differences 
directly, using medical interpreters and cultural mediators, involving the 
family in decision-​making, and reconciling issues of  a patient’s informed 
refusal to participate in decision-​making can all be helpful. Approaches to 
cultural competence can include obtaining prior knowledge about common 
values, attitudes, and perspectives within a given culture, but it is important 
not to use this information to stereotype individuals who may not subscribe 
to these cultural norms. A  more useful approach is simply to ask open-​
ended questions about what is important to patients and families and to be 
open to perspectives different from one’s own.

Use of Interpreters and Cultural Liaisons
Use of  medical interpreters is critical in facilitating communication with 
patients and families who speak different primary languages than that of  the 
clinicians. More than simply translating, interpreters can function as “cultural 
mediators,” promoting understanding on both sides, provided that their 
role in the patient–​clinician interaction is clear to all involved.

However, it is important to understand the limitations of  working with 
medical interpreters and to follow basic best practices such as speaking 
slowly, confirming the patient’s or family’s understanding, meeting with the 
interpreter before the clinical encounter to brief  the interpreter on topics 
to be discussed, and debriefing the interpreter after difficult discussions.2
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Summary
Family conferences are a critical element in medical decision-​making for 
seriously ill patients. By assessing the desired level of  involvement in medi-
cal decision-​making, and using a shared decision-​making model as a default, 
clinicians can provide effective guidance and support to patients and sur-
rogate decision-​makers.

Clinical Pearls
•	 Families often play an important role in family conferences, even if  

patients have decisional capacity.
•	 Assess patients’ and family members’ desired level of  involvement in 

medical decision-​making.
•	 Effective communication in family conferences requires clinicians to 

adapt to family needs and respond accordingly.
•	 Using affirming and supportive statements and allowing patients and 

families to speak more in family conferences increase their satisfaction.
•	S pirituality, religion, and culture should be addressed directly with open-​

ended questions.
•	 Medical interpreters, when properly trained, can also act as cultural 

mediators in family conferences.
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Introduction
The clinical practice of  palliative medicine is inherently fraught with very 
significant ethical issues. Patients suffering from incurable and/​or chronic 
physical ailments inevitably face decisions about the goals for their medical 
care that are colored by the quality of  their lives and the values that shape 
their decisions.

Every patient and family infuses their disease with meaning and constructs 
their own particular reality of  their illness. As clinicians, we often play the 
role of  journeymen as we accompany our patients along their unique path 
through suffering, not imposing our own agenda but providing a safe space in 
which our patients can construct their own meaning. Rather than construct-
ing rigid rules, bioethics attempts to provide patients and their clinicians with 
a framework that outlines the parameters of  their decision-​making.

The modern palliative care clinician is working at the sharp edge between 
modern medicine’s scientific breakthroughs and the practical concerns of  
patients to optimize the quality and quantity of  their lives. A  thorough 
understanding of  bioethical principles is crucial as our field continues to 
advocate for the interests of  our patients while optimizing the benefits of  
modern medical science.

Bioethical approaches can be broadly defined within four categories.

Principle-​Based Bioethical Approach
This (deontological) approach is sometimes described as “duty”-​ or “obligation”-​
based ethics and is founded on the principle that clearly defined ethical rules 
should bind our behaviors. This rule-​based approach has significant utility in our 
complex medical environment because it allows clinicians to clearly assess and 
communicate the ethical justification for their actions.

The clinical utility of  the four principles of  deontological ethics (auton-
omy, justice, beneficence, and nonmaleficence) are discussed in greater 
detail in the section “Four Major Principles of  Bioethics.”

Virtue-​Based Bioethical Approach
The modern term ethics is derived from the Greek word ethikos. Aristotle 
posited that positive moral virtue or intent is the most important determi-
nant in deciding ethical behavior. According to Aristotle, virtue represents 
the balanced center between two extreme behaviors, for example, pride 
represents the mean between vanity and humility. In this vein, modern pal-
liative care clinicians strive to enhance their compassion as a motivation for 
their work.

Although a virtue-​based ethical approach might have face validity within 
the context of  the private patient–​physician relationship, it is not robust 
enough to define behaviors within our complex modern medicolegal 
system.
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Utilitarianism (Consequentialism)
This approach asserts that any action should be assessed in the overall con-
text of  whether it does more harm than good for all affected by the action. 
While this approach may have utility in the context of  broad public health 
decisions, it is less useful in bedside clinical decision-​making.

Casuistry
Rather than relying on rules, rules, and theories, the casuist approach 
emphasizes the intimate understanding of  a particular clinical situation and 
uses this information to shape decisions.
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Four Major Principles of Bioethics
Respect for Autonomy
In the context of  health care, autonomy describes the patient’s right to act 
intentionally without any controlling influences that might mitigate against 
his or her free will. Respect for autonomy does not simply represent an 
attitude but requires actively acknowledging and supporting the patient’s 
right to choices and actions based on his or her personal values and beliefs.

The respect for autonomy provides the basis for the concept of  informed 
consent. In the context of  palliative care, if  the patient has decisional capac-
ity, the clinician should actively attempt to both understand and support the 
patient’s preferences—​even when these might be contrary to the recom-
mendations and/​or wishes of  healthcare professionals and family.

The Principle of Nonmaleficence
The ethical principle of  nonmaleficence requires that the clinician not inten-
tionally harm or injure a patient, through acts of  either commission or omis-
sion. This principle requires the clinician to be medically competent and able 
to meet clinical standards of care.

The legal term negligence describes harm caused by exposing the patient 
to unreasonable risk and/​or careless behavior on the part of  the clinician. 
In palliative medicine, the clinician often participates in the withholding or 
withdrawing of  treatments.

However, if  such actions are undertaken with the primary intention of  
reducing the patient’s suffering and are consistent with the patient’s stated 
preferences, then the action is not considered to be maleficent but rather 
beneficent.

In some situations, the palliative medicine clinician prescribes a treatment 
that has both a wanted and an unwanted effect—​for example, opiate anal-
gesics produce pain relief  but may also suppress respiratory drive and has-
ten the patient’s demise. The ethical construct being invoked in such cases 
is the principle of  double effect. The four characteristics of  the principle of  
double effect are as follows:
	.	The action must inherently be a neutral or beneficial act (e.g., 

prescribing an analgesic).
	2.	The primary intention for the action should be the beneficial effect, not 

the bad effect (e.g., the relief  of pain).
	3.	The harmful means must not be the means of  the good effect (shooting 

and killing a person is not an acceptable means of  treating pain).
	4.	The beneficial effect of  the action must outweigh the negative effect 

(the relief  of  the patient’s overwhelming suffering is more beneficial than 
increasing their risk of  pneumonia).

The Principle of Beneficence
The duty of  the clinician is to be of  a benefit to the patient. This principle 
applies to the patient, his or her family, and society as a whole. Palliative 
medicine clinicians often encounter situations in which there may be some 
uncertainty around what action or goal is of  most benefit to the particular 
patient.
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The clinician often has an important role in shaping and even directing 
the patient’s decision about the relative benefit (and risk) of  various medi-
cal decisions. It is imperative that the clinician strive to actively respect the 
patient’s autonomy; however, patients and their families often look to the 
clinician to provide insights into these risks and benefits.

While the principle of  autonomy would appear to prohibit “pater-
nalism” on the part of  the clinician, it is also clear that a clinician’s hon-
est and informed perspective can be of  great benefit and can minimize a 
patient’s ruminative and disabling ambivalence around ambiguous medical 
decision-​making.

In clinical situations where the patient lacks decisional capacity and in 
the absence of  a medical surrogate decision-​maker, the clinician is justified 
in assuming a paternalistic role directed by a beneficent intention for the 
patient’s well-​being. Unfortunately, palliative medicine clinicians frequently 
encounter such situations and must always remain mindful of  their respon-
sibility to act with beneficent intention.

The Principle of Justice
Justice describes the “fair” distribution of  goods in society and requires a 
“fair” method for allocating scarce resources. What constitutes a “fair” dis-
tribution is ambiguous and is largely determined by the social morality of  
a particular group. The principle of  distributive justice is therefore shaped 
by many sociopolitical and religious influences, which may include each indi-
vidual’s need, effort, contribution, merit, and influence.

Since most chronically ill and dying patients lack the ability to advocate for 
themselves, palliative medicine clinicians must frequently act as advocates 
for their patients’ needs. Issues relating to the right to avoid unnecessary 
suffering raise human rights as they pertain to end-​of-​life care and often 
necessitate that the palliative medicine clinician assume an advocacy role 
that extends far beyond the bedside and sometimes into the political arena.
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Decisional Capacity and Informed 
Consent
The assessment of  a patient’s decisional capacity is crucial to the provision 
of  effective and appropriate palliative care. Patients have the legal and ethi-
cal right to direct what happens to their bodies, and their physician has an 
ethical and legal responsibility to provide them with the information neces-
sary to make an informed decision.

Informed consent is the process whereby a fully informed patient can 
actively and voluntarily participate in decisions regarding his or her health 
care. However, given their often significant cognitive deficits, patients 
receiving palliative care frequently lack the decisional capacity to make 
such an informed decision. It is the duty of  the physician to fully ascertain 
whether the patient has the ability to become fully informed.

Although psychiatrists are frequently called upon to provide a clini-
cal opinion regarding a patient’s decisional capacity, every time clinicians 
make a clinical decision, they have de facto made the determination of  their 
patient’s decisional capacity. Unfortunately, in practice, this means that a 
patient’s decisional capacity is only questioned when he or she counters the 
recommendation of  the clinician.

A patient is deemed to possess decisional capacity when he or she is 
considered capable of  providing fully informed consent for a specific inter-
vention (i.e., decisional capacity is always task specific and is not a global 
construct).

The elements of  a clinical determination of  decisional capacity are the 
evaluation of  the patient’s ability to
•	 Understand what decision is being made
•	 Understand the alternatives to the proposed intervention
•	 Understand the relevant risks, benefits, and uncertainties related to 

each alternative. The degree of  understanding required will turn on the 
importance of  the decision to be made. Since palliative medicine often 
involves life-​and-​death decisions, the clinician should expect the patient 
(or surrogate) to exhibit a high degree of  understanding of  the risks and 
benefits.
•	 Maintain consistent reasoning based on the patient’s values and goals
•	 Clearly communicate his or her decision.
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How Much Medical Information  
Is Sufficient?
Clinicians possess far more medical information than is necessary for their 
patients to be able to make an informed decision. One question that arises 
is just how much information a patient needs in order to be considered 
informed. Most states have legislation that determines the required stan-
dard for informed consent. This standard may be subsumed under one or 
more of  three approaches:
•	 The reasonable physician standard: that is, what would a competent 

physician tell the patient about the proposed medical intervention? 
This standard is predicated on the physician’s perspective and may not 
therefore address the interests of  the patient.
•	 The reasonable patient standard: that is, what would the average patient 

need to know in order to be an informed participant in the decision? 
This standard is predicated on the “standard” patient and does not 
address the idiosyncratic needs and perspectives of  the patient who is 
making the informed decision.
•	 The specific patient standard: that is, what would this particular patient 

need to know and understand in order to make an informed decision? 
This standard is somewhat ambiguous and may sometimes be difficult 
to accomplish. However, it is likely to be the most effective strategy to 
ensuring that a patient is informed.

If  the patient is determined to be incapacitated and lacking the decisional 
capacity to make a particular medical decision, a surrogate decision-​maker 
must speak for the patient.

Different states have their own laws that define the hierarchy of  appro-
priate surrogate decision-​makers (e.g., the patient’s spouse is typically the 
first person who assumes the surrogate role). In the event of  a medical 
emergency, if  no appropriate surrogate decision-​maker can be contacted, 
the physician is expected to act in the best interest of  the patient.
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Telling the Truth and Withholding 
Information
Research indicates that the great majority of  patients want their physicians 
to tell them the truth about their diagnosis, prognosis, and all therapeu-
tic options. Any discussion of  treatment planning and goals of  care should 
always include a discussion with the patient about how much information 
he or she wishes to receive.

Only fully informed patients are able to act as autonomous agents in their 
decision-​making and make value-​based decisions about their goals of  care. 
These discussions should, however, always be sensitive to the particular 
sociocultural and religious beliefs of  the patient.

In situations where the physician is unfamiliar with the social or religious 
perspectives of  a patient, it is advisable to obtain consultation from a pro-
fessional (e.g., chaplain or religious adviser) who can provide insight and 
guidance on these issues.

It is difficult to justify the deception of  a patient under any circumstance 
unless this is in the context of  a larger social context and belief  system 
(e.g., some communities consider it damaging to tell the person information 
about the negative side effects of  an intervention).

Advance Directives and Living Wills
An advance directive (AD) is a document or recording in which a legally 
competent individual specifies his or her healthcare preferences in the event 
that he or she is unable to participate in medical decision-​making. Advance 
directives full under two broad categories: instructive (e.g., living wills, DNR 
directive) and proxy (e.g., designation of  a durable power of  attorney for 
health care).

The principle of  advance directives is recognized in all 50 states. If  the AD 
is constructed in accordance with the requirements of  that particular state, 
it is considered legally binding. Advance directives should only be invoked 
when the patient lacks decisional capacity.

Unfortunately, since the AD is frequently written in ambiguous terms, 
the healthcare team and family must frequently attempt to interpret the 
patient’s stated preferences. In situations where the patient’s family and 
decisional surrogates disagree with the patient’s AD, the clinician should 
attempt whenever possible to assist the family in understanding the ethical 
and legal weight of  the AD.

Only in situations where medical circumstances arise that were unpre-
dictable to the patient (e.g., discovery of  a new medical option) should the 
patient’s surrogate be allowed to override the AD. In situations where the 
patient’s family refuses to accept the patient’s clearly stated AD, a hospital 
ethics committee should be requested.
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Withholding and Withdrawing  
Life-​Sustaining Treatments
A patient with decisional capacity has the legal and ethical right to accept 
and/​or refuse any and all potentially life-​sustaining treatments. Patients may 
have clearly communicated their preferences regarding withdrawing or for-
going treatment in their advance directive (e.g., living will, DNR).

Physicians are not required to, and should not, prolong a patient’s stated 
wishes. It is important to recognize that the patient’s decision to withdraw 
or forgo life-​sustaining treatments does not release the physician of  the 
obligation to offer the patient effective palliative interventions.

There is no ethical distinction between withholding and withdrawing an 
intervention. Withdrawing unwanted treatment is entirely consistent with 
the four ethical principles of  beneficence, nonmaleficence, autonomy, and 
justice.

It is important to remember that medical treatments in themselves are 
ethically neutral, and their relative benefit can only be ascertained from the 
specific patient’s particular diagnosis, prognosis, quality of  life, goals of  care, 
and beliefs and values.

In palliative care, issues relating to quality of  life (rather than cure) are 
likely to frame the patient’s decision. When the patient who has undergone 
treatment eventually dies from the underlying disease process, the physician 
is not morally responsible for that patient’s death.

Concerns that an intervention will later be withdrawn should not pre-
clude time-​limited trials of  a palliative treatment, for example, treating a 
patient’s metabolic abnormality to determine if  it will enhance the patient’s 
cognitive status and enhance his or her quality of life.

Decisions about the withdrawal of  treatment are often framed by the 
patient’s religious or spiritual belief  system. In this regard, it is important 
to recognize that certain religions indicate that life be prolonged no mat-
ter what the quality. It is therefore important that the clinician clarify the 
patient’s belief  system as part of  any conversation around the withdrawal 
of  medical interventions.

Discussions with patients or their decisional surrogate on withdrawing 
and withholding treatments should include a review of  the following:
•	T he patient’s medical status and prognosis
•	 A review of  any previous advance directives
•	T he benefits and burdens of  specific interventions
•	T he patient’s beliefs and values and how they are impinged upon by the 

various treatment options
•	T he proposed treatment plan and clarification that ineffective and/​or 

unwanted interventions can be withdrawn at any time.
It is crucial that all decisions regarding the withdrawal and withholding of  
treatment be clearly documented in the chart (including DNR forms) and 
that ALL members of  the treatment team are clearly informed about the 
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patient’s preferences. Each facility or treatment team should establish effec-
tive and unambiguous methods for communicating such information (e.g., 
computer alerts, chart flags).

Clinical sites where the withdrawal of  mechanical life support is imple-
mented should establish effective and clearly defined guidelines for the 
procedures that minimize the patient’s distress and are consistent with the 
doctrine of  double effect (see discussion earlier in this chapter).

AAHPM Statement� on Withdrawal  
and Withholding of Nonbeneficial Medical Interventions
AAHPM endorses the ethically and legally accepted view that withhold-
ing and withdrawing nonbeneficial medical interventions are morally indis-
tinguishable, and are appropriate when consistent with the patient’s goals 
of  care. Withdrawing or withholding nonbeneficial medical interventions 
is acceptable throughout the course of  progressive, life-​limiting illness, 
although patients with whom these discussions are held are often close 
to death.

When considering withholding or withdrawing a nonbeneficial medical 
intervention, clinicians should systematically
•	 Assess the decision-​making capacity of  the patient. For patients lacking 

capacity, review all appropriate advance care planning documents and 
discuss decisions about withholding and withdrawing interventions with 
the designated surrogate decision-​maker, who should use substituted 
judgment. It is the responsibility of  the physician and all members of  
the care team to keep the focus of  decision-​making on the patient’s 
preferences and best interests, rather than on the surrogate’s beliefs.
•	 Identify the overall goals of  treatment and care for the patient, 

considering the current disease status and the social, familial, 
psychological, and spiritual dimensions of  the patient’s situation.
•	 Identify the intended goals of  the intervention under consideration, 

including the potential burdens and benefits of  that therapy.
•	 Assess the burdens and benefits of  starting (or withholding) or 

continuing (or withdrawing) an intervention. The assessment should 
include objective medical data, and assessment of  the likely outcome 
for the patient with the proposed intervention, as well as alternative 
interventions. When the outcome of  a proposed intervention is 
uncertain, clinicians should consider a time-​limited trial of  the specific 
intervention.
•	 Make a recommendation concerning continuing/​starting or 

withdrawing/​withholding a nonbeneficial intervention that is based on 
the patient’s values, goals, and expected likelihood of  success.
•	 Explain what treatments will be continued and what additional 

treatments will be added if  a specific medical intervention is to 
be withheld or withdrawn and emphasize the types of  support 
that can be provided to either the patient or family. Engage an 
ethics committee or other institutional committee in cases of  
disagreement.
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Withdrawing Artificial Nutrition  
and Hydration
Artificial nutrition-​hydration (ANH) is an invasive medical procedure that 
requires the placement of  a tube into the gastrointestinal tract (e.g., PEG 
tube, nasogastric tube), into the vascular system, or below the skin. ANH 
does not include simple noninvasive assisted nutrition such as assistance 
with oral feeding.

The withdrawal or withholding of  ANH remains a contentious issue. 
Patients’ families and clinicians frequently equate nutrition with nurtur-
ance and caring. With the exception of  total parenteral nutrition in cancer 
patients, there is very little empirical evidence to support the efficacy of  
ANH in improving the quality or quantity of  a patient’s life.

The absence of  any clear risk associated with ANH compounds the ambi-
guity around its utility. The issue is even more complex in patients experienc-
ing a persistent vegetative state; ANH may prolong the survival of  patients 
who are unable to communicate their quality of  life and preferences.

In response to increasing public debate and controversy over the issue of  
ANH, in 203 the American Academy of  Hospice and Palliative Medicine 
updated its position statement.2

Background
Artificial nutrition and hydration were originally developed to provide short-​
term support for patients who were acutely ill. When used in patients near 
the end of  life, the available data suggest that these measures are seldom 
effective in preventing suffering or prolonging life.

Patients with advanced, life-​limiting illness often lose the capacity to eat 
and drink and/​or the interest in food and fluids. Ethical issues may arise 
when patients, families, or caregivers request ANH even if  there is no pros-
pect of  recovery from the underlying illness.

AAHPM Statement on Artificial Nutrition  
and Hydration Near the End of Life

. . . AAHPM endorses the ethically and legally accepted view that 
ANH, whether delivered parenterally or through the gastrointestinal 
tract via a tube (including nasogastric tubes), is a medical intervention. 
Like other medical interventions, it should be evaluated by weighing 
its benefits and burdens in light of  the patient’s clinical circumstances 
and goals of  care. ANH may offer benefits when administered in 
the setting of  acute, reversible illness, or as a component of  chronic 
disease management, when the patient can appreciate the benefits 
of  the treatment and significant burdens are not disproportionate. 
Near the end of  life, some widely assumed benefits of  ANH, such 
as alleviation of  thirst, may be achieved by less invasive measures 
including good mouth care or providing ice chips. The potential 
burdens of  ANH depend on the route used and include sepsis (with 
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total parenteral nutrition) aspiration and diarrhea (with tube feeding), 
pressure sores and skin breakdown, and complications due to fluid 
overload. In addition, agitated or confused patients receiving ANH 
may need to be physically restrained to prevent them from removing 
a gastrostomy tube, nasogastric tube, or central intravenous line.2

AAHPM advocates respectful and informed discussions of  the 
effects of  ANH near the end of  life among physicians, other health 
care professionals, patients, and families, preferably before the patient 
is close to death. It is incumbent on physicians, and other healthcare 
providers to describe the options that exist when considering the 
implementation, continuation, or discontinuation of  ANH, and 
establish goals of  care with the patient and/​or surrogate decision 
maker. Before the patient or family specify their preferences, the 
physician or other palliative care provider should ensure that they 
have adequate information to make a decision. The patient and 
family should also understand that appropriate medical interventions 
would continue, even if  ANH is not implemented. Ideally, the patient 
will make his or her own decision about the use of  ANH based on 
a careful assessment of  potential benefits and burdens, consistent 
with legal and ethical norms that permit patients to accept or 
forgo specific medical interventions. Such choices are best made in 
concert with family, and should routinely be communicated to the 
patient’s health care proxy. For patients who are unable to make or 
communicate decisions, the evaluation of  benefits and burdens should 
be carried out by the patient’s designated surrogate or next of  kin, 
using substituted judgment whenever possible, in accordance with 
local laws.

AAHPM recognizes that in some faith traditions ANH is 
considered basic sustenance, and for some patients and families, 
ANH is of  symbolic importance, apart from any measurable benefits 
for the patient’s physical well-​being. Such views should be explored, 
understood, and respected, in keeping with patient and family values, 
beliefs, and culture. Good communication is necessary to allow 
caregivers to learn about patient and family fears about “starvation” 
and other frequently expressed concerns. At the same time, 
communication is essential to explain the patient’s clinical condition 
and that the inability to eat and drink can be a natural part of  dying 
that is generally not associated with suffering. Judicious hand feeding 
and, in some situations, particularly if  there is uncertainty about 
whether a patient will benefit from ANH, a time-​limited trial of  ANH 
may be useful. When a time-​limited trial of  ANH is pursued, clear, 
measurable end points should be determined at the beginning of  the 
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trial. The caregiving team should explain that, as with other medical 
therapies, ANH can be withdrawn if  it is not achieving its desired 
purpose.

Key Elements
•	R ecognize that ANH is a form of  medical therapy that, like other 

medical interventions, should be evaluated by weighing its benefits and 
burdens in light of  the patient’s goals of  care and clinical circumstances.
•	 Acknowledge that ANH, like other medical interventions, can ethically 

be withheld or withdrawn, consistent with the patient’s wishes and the 
clinical situation.
•	 Establish open communication between patients/​families and caregivers, 

to assure that their concerns are heard and that the natural history of  
advanced disease is clarified.
•	R espect patient’s preferences for treatment, once the prognosis and 

anticipated trajectory with and without ANH have been explained.
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Sedation at the End of Life
Unfortunately, a significant percentage of  patients experience severe or 
unbearable symptoms at the end of  their lives. Therapeutic sedation (the 
term terminal sedation is discouraged) refers to the last-​resort use of  high-​
dose sedatives specifically to relieve the patient’s extreme suffering.

Therapeutic sedation is limited to patients with a terminal prognosis 
(i.e., usually days to weeks) for whom other therapeutic interventions 
have proved ineffective in relieving their severe symptoms. Whenever the 
clinician is considering therapeutic sedation, it is important to include the 
family and surrogate decision-​makers and to obtain a second opinion from 
another palliative medicine physician and relevant specialist.

It is also important to obtain the input from clinical staff involved in the 
immediate care of  the patient and to obtain consent for their participation 
in this form of care.

In 2006, the American Academy of  Hospice and Palliative Medicine pub-
lished their statement on palliative sedation.3

Background
Palliative care seeks to relieve suffering associated with disease. 
Unfortunately, not all symptoms associated with advanced illness can be 
controlled with pharmacological or other interventions. Patients need and 
deserve assurance that suffering will be effectively addressed, as both the 
fear of  severe suffering and the suffering itself  add to the burden of  terminal 
illness.

AAHPM Statement on Palliative Sedation
The AAHPM believes that distinctions must be made among the following 
uses of  sedatives in medical practice.3

Healthcare providers serving patients near the end of  life have a respon-
sibility to offer sedatives in appropriate circumstances, usually targeted at 
specific symptoms (“ordinary sedation”). Palliative sedation (PS) is occa-
sionally necessary to relieve otherwise intractable suffering, with the degree 
of  sedation proportionate to the severity of  the target symptom.

PS to unconsciousness should only be considered in the rare circumstance 
that thorough interdisciplinary assessment and treatment of  a patient’s suf-
fering has not resulted in sufficient relief  (or is associated with unacceptable 
side effects), and when sedation to unconsciousness is needed to meet the 
patient’s goal of  relief  from suffering.

As with all treatment, the use of  PS requires informed consent. Treatment 
of  pain and other symptoms should be continued with PS, as sedation may 
decrease the patient’s ability to communicate symptoms.

Ethical principles and legal rulings support the use of  palliative sedation 
even to the level of  unconsciousness to relieve otherwise refractory suf-
fering. With regard to PS, the AAHPM position statement states that PS is 
ethically defensible when used:3

•	 After careful interdisciplinary evaluation and treatment of  the patient.
•	 When palliative treatments that are not intended to affect consciousness 

have failed or, in the judgment of  the clinician, are very likely to fail.
•	 Where its use is not expected to shorten the patient's time to death.
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•	O nly for the actual or expected duration of  symptoms.
In clinical practice, PS usually does not alter the timing or mechanism of  a 
patient’s death, as refractory symptoms are most often associated with very 
advanced terminal illness. The possibility that PS might hasten death as an 
unintended consequence should be assessed by the healthcare team in its 
consideration of  PS, and then addressed directly in the process of  obtaining 
informed consent.

Institutional bioethics committees may be consulted in cases where there 
is disagreement regarding the provision of PS.
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Medical Futility
Although the term is frequently invoked in medical discussions about goals 
of  care, there is currently no universally accepted definition of  the term 
medical futility. The ethical authority to render a medical intervention as 
medically futile rests with the medical profession as a whole and not with 
individual patients and/​or clinicians.

Any discussion around medical futility must therefore be cognizant of  
generally accepted standards of  medical care. Although the ethical principle 
of  autonomy states that a patient has the right to choose from the available 
medical interventions, it does not entitle the patient (or his or her surro-
gate) to receive medical interventions that are considered by acceptable 
standards of  medical care to be futile. It is important to remember that 
medical futility is not equivalent to rationing.

When considering the definition of  medical futility, two approaches are 
employed:
•	 Quantitative futility applies to an intervention that has a very low 

likelihood of  being effective (usually defined as less than %).
•	 Qualitative futility is where the intervention will not result in any 

improvement in the quality of  a patient’s life (e.g., improving the 
patient’s physiological parameters without addressing the larger aspects 
of  the patient’s suffering).

When a patient and/​or family members request a medical intervention 
that the physician considers to be futile, that physician should make every 
attempt to clearly communicate the treatment options available and their 
utility.

Language such as “giving up” and “a waste of  time” should be avoided, 
and attempts to define the goals of  care in terms of  quality rather than 
quantity should be stressed. In situations where agreement cannot be 
reached, the physician should obtain a second opinion from an appropriate 
medical specialist and request a consultation from the ethics committee.
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Physician-​Assisted Suicide
The issue of  physician-​assisted suicide is controversial and complex, with 
opponents and proponents for the concept both presenting valid justifica-
tions for their position.

A meaningful review of  these issues is beyond the scope of  this brief  
text; however, the recent position statement by the American Academy of  
Hospice and Palliative Medicine includes the key principles.4

Background
Suffering near the end of  life arises from many sources, including relentless 
pain, depression, loss of  sense of  self, loss of  control and dignity, fear of  
the future, and/​or fear of  being a burden on others. A primary goal of  the 
American Academy of  Hospice and Palliative Medicine is to promote the 
development, use, and availability of  palliative care to relieve patient suffer-
ing and to enhance quality of  life while upholding respect for patients’ and 
families’ values and goals.

Excellent medical care, including state-​of-​the-​art palliative care, can control 
most symptoms and augment patients’ psychosocial and spiritual resources 
to relieve most suffering near the end of  life. On occasion, however, severe 
suffering persists; in such a circumstance, a patient may ask his physician for 
assistance in ending his life by providing physician-​assisted death (PAD).

PAD is defined as a physician providing, at the patient’s request, a lethal 
medication that the patient can take by his or her own hand to end oth-
erwise intolerable suffering. The term PAD is used in this document with 
the belief  that it captures the essence of  the process in a more accu-
rately descriptive fashion than the more emotionally charged designation 
physician-​assisted suicide.

Subject to safeguards, PAD has been legal and carefully studied in Oregon 
since 997. Washington, Vermont and California have also very recently 
recently passed legislation legalizing PAD.

Situations in which PAD is requested are particularly challenging for physi-
cians and other healthcare practitioners because they raise significant clini-
cal, ethical, and legal issues.

AAHPM Statement on Physician-​Assisted Death
. . . When a request for assistance in hastening death is made by a 
patient, the AAHPM strongly recommends that medical practitioners 
carefully scrutinize the sources of  fear and suffering leading to 
the request with the goal of  addressing these sources without 
hastening death.

A systematic approach is essential.
Evaluation of  requests includes the following elements.

Determine the Nature of the Request
Is the patient seeking assistance right now? Is he or she seriously 
exploring the clinician’s openness to the possibility of  a hastened 
death in the future? Is he or she simply airing vague thoughts about 
ending life?
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Clarify the Cause(s) of Intractable Suffering
Is there severe pain or another unrelieved physical symptom? Is the 
distress mainly emotional or spiritual? Does the patient feel he or she 
is a burden? Has the patient grown tired of  a prolonged dying?

Evaluate the Patient’s Decision-​Making Capacity
Does the patient have cognitive impairment that would affect 
their judgment? Does the patient’s request seem rational and 
proportionate to the clinical situation? Is their request consistent with 
the patient’s past values?

Explore Emotional Factors
Do feelings of  depression, worthlessness, excessive guilt, or fear 
substantially interfere with the patient’s judgment?

Initial responses to requests for hastened death include the following:
•	R espond empathically to the patient’s emotions.
•	 Intensify treatment of  pain and other physical symptoms.
•	 Identify and treat depression, anxiety, and/​or spiritual suffering 

when present.
•	 Consult with specialists in palliative care and/​or hospice.
•	 Consult with experts in spiritual or psychological suffering, or 

other specialty areas depending on the patient’s circumstances.
•	 Use a caring and understanding approach to encourage dialogue 

and trust and to ensure the best chance of  relieving distress.
•	 Commit to the patient to work toward a mutually acceptable 

solution for his suffering.
When unacceptable suffering persists, despite thorough evaluation, 
exploration, and provision of  standard palliative care interventions 
as outlined above, a search for common ground is essential. In these 
situations, the benefits and burdens of  the following alternatives 
should be considered:
•	 Discontinuation of  potentially life-​prolonging treatments, including 

corticosteroids, insulin, dialysis, oxygen, or artificial hydration or 
nutrition
•	 Voluntary cessation of  eating and drinking as an acceptable 

strategy for the patient, family, and treating practitioners
•	 Palliative sedation, even potentially to unconsciousness, if  

suffering is intractable and of  sufficient severity (AAHPM 
Statement on Palliative Sedation)

Despite all potential alternatives, some patients may persist in their 
request specifically for PAD. The AAHPM recognizes that deep 
disagreement persists regarding the morality of PAD.

Sincere, compassionate, morally conscientious individuals stand on 
either side of  this debate. The AAHPM takes a position of  “studied 
neutrality” on the subject of  whether PAD should be legally regulated 
or prohibited, believing its members should instead continue to 
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strive to find the proper response to those patients whose suffering 
becomes intolerable despite the best possible palliative care. 
Whether or not legalization occurs, AAHPM supports intense efforts 
to alleviate suffering and to reduce any perceived need for PAD.

For physicians practicing in regions where PAD is legal, the AAHPM 
advises great caution before instituting PAD, including assurance that
•	T he patient has received the best possible palliative care. The 

permissibility of  PAD is dependent upon access to excellent 
palliative care. No patient should be indirectly coerced to hasten 
their death because he or she lacks the best possible medical and 
palliative care.
•	R equests for PAD emanate from a patient with full decision-​

making capacity.
•	 All reasonable alternatives to PAD have been considered and 

implemented if  acceptable to the patient
•	T he request is voluntary. Safeguards should focus in particular on 

protection of  vulnerable groups, including the elderly, frail, poor, 
or physically and/​or mentally handicapped. Coercive influences 
from family or financial pressure from payers cannot be allowed 
to play any role.
•	T he practitioner is willing to participate in PAD, never being 

pressured to act against his or her own conscience if  asked to 
assist a patient in dying.

Whenever PAD is being considered by a patient with his or her 
physician, patients should continue to receive the best possible 
palliative care. Although many hospice and palliative care practitioners 
find it morally unacceptable to participate in PAD even where legal, 
neither a person requesting PAD nor the family should be deprived of  
any other measure of  ongoing palliative care during the dying process 
and period of  bereavement.

The most essential response to the request for PAD in the practice 
of  palliative care is to attempt to clearly understand the request, to 
intensify palliative care treatments with the intent to relieve suffering, 
and to search with the patient for mutually acceptable approaches 
without violating any party’s fundamental values.
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Ethics Committees and Ethics 
Consultations
Most hospitals in the United States have an ethics committee that should 
provide an invaluable resource to clinicians who are dealing with challenging 
ethical situations. The ethics committee should include a diverse group of  
healthcare professionals and community representatives whose goal is to 
support patients and staff in understanding and applying ethical principles 
to health care.

The ethics committee performs clinical consultations at the request of  
clinicians and/​or patients. These consultations may be performed by one 
individual (typically an ethics consultant with professional credentials in clini-
cal ethics) or a team consisting of  members of  the committee.

Ethics consultations should be considered when there is a perceived ethi-
cal problem in the care of  a patient that cannot be resolved by the parties 
concerned. Most so-​called ethical problems are usually a breakdown in 
communication and can be resolved through facilitated meetings involving 
the consultation team.

Clinicians and patients should be encouraged to request ethics consulta-
tions without any fear of  negative repercussions.

Clinical Pearls
•	T he four principles of  bioethics are autonomy, nonmaleficence, 

beneficence, and justice.
•	 Withdrawing unwanted treatment is consistent with the principles of  

bioethics.
•	 Every time we enter into a treatment contract with a patient, we are 

making a de facto determination of  his or her decisional capacity.
•	T he physician’s intent is the key to the doctrine of  double effect.
•	 Most “ethical problems” can be resolved through better communication 

among the parties involved.
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Introduction
Prognostication, an underused clinical skill, is an essential component of  
patient management, along with diagnosis and therapeutics. Patients’ pre-
dicted survival has a significant impact on many medical decisions, including 
the initiation of  specific medications, avoidance of  aggressive therapies, and 
palliative care and hospice referral. As patients progress over the course 
of  their disease, knowing what to expect can provide them with a sense of  
control and can facilitate the process of  advance care planning.

Prognostication consists of  two parts: foreseeing (estimating prognosis) 
and foretelling (discussing prognosis). Foreseeing requires knowledge of  the 
natural history of  disease (Figure 25.), an understanding of  how treatment 
could modify survival, and an appreciation of  individual patient-​related fac-
tors such as comorbidities. Foretelling entails the delivery of  prognostic 
information in a clear, sensitive, and compassionate manner and represents 
a longitudinal process of  communication rather than a single discussion.

In this chapter, we discuss the science and art of  prognostication, spe-
cifically related to patients with advanced cancer, congestive heart failure 
(CHF), chronic obstructive pulmonary disease (COPD), and dementia.

Clinical Pearl
•	 Clinicians generally tend to overestimate prognosis. Use of  prognostic 

tools such as the Palliative Prognostic Score for cancer patients can help 
improve accuracy (Figure 25.).

A

Fu
nc

tio
na

l s
ta

tu
s

Time

B

Fu
nc

tio
na

l s
ta

tu
s

Time

C

Fu
nc

tio
na

l s
ta

tu
s

Time

Figure 25.. T rajectories of  advanced disease. (A) The trajectory for cancer 
patients tends to be predictable, with a rapid decline in function close to the end of  
life. (B) This is in contrast to COPD and CHF, with multiple acute exacerbations and 
a higher chance of  sudden death. (C) Patients with dementia generally experience a 
slow and steady decline over time.
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Prognostication in General Palliative Care� 
and Advanced-​Cancer Patients
Much of  the literature regarding prognostication is derived from patients 
with advanced cancer. However, many of  the key principles of  survival pre-
dictions can be applied to other palliative care populations.

Clinician predicted survival (CPS) is formulated solely on the basis of  the 
clinician’s knowledge and experience. While this intuitive estimation cor-
relates with survival to a certain extent, clinicians tend to be overly opti-
mistic in their estimations and even more generous when communicating 
prognosis.

Clinicians who are more experienced and who have not yet established 
a strong relationship with the patient are more likely to be accurate with 
their predictions.

Prognostic Factors
A number of  signs and symptoms have been found to confer a poor prog-
nosis in advanced-​cancer patients:
•	 Performance status—​ECOG performance status, Karnofsky 

Performance Status (KPS), Palliative Performance Scale (PPS) 
(Table 25.)
•	 Delirium
•	 Dyspnea
•	 Cachexia–​anorexia–​dysphagia.
The following laboratory variables are also associated with a shorter 
survival:
•	 Leukocytosis
•	 Lymphocytopenia
•	 Hypoalbuminemia
•	 Elevated lactate dehydrogenase (LDH)
•	 Elevated C-​reactive protein (CRP).

Prognostic Models
A number of  prognostic models are available for predicting survival in 
general palliative care and advanced-​cancer patients, with the Palliative 
Prognostic Score (PaP Score)2 being the most validated (Table 25.2).

A web-​based prognostic model is also available at http://​web.his. uvic.ca/​
research/​NET/​tools/​PrognosticTools/​. It provides an estimated survival based 
on patient’s age, gender, cancer diagnosis, and Palliative Performance Scale.

 

 

 

 



Table 25.  Palliative Performance Scale (PPS)

PPS Level Ambulation Activity and Evidence of  Disease Self-​Care Intake Conscious Level

00% Full Normal activity and work; no 
evidence of  disease

Full Normal Full

90% Full Normal activity and work; some 
evidence of  disease

Full Normal Full

80% Full Normal activity with effort; some 
evidence of  disease

Full Normal or reduced Full

70% Reduced Unable to do normal job/​work; 
significant disease

Full Normal or reduced Full

60% Reduced Unable to do hobby/​housework; 
significant disease

Occasional assistance 
necessary

Normal or reduced Full or confusion

50% Mainly sit/​lie Unable to do any work; extensive 
disease

Considerable 
assistance required

Normal or reduced Full or confusion

40% Mainly in bed Unable to do most activity; 
extensive disease

Mainly assistance Normal or reduced Full or drowsy ± 
confusion

30% Totally bed bound Unable to do any activity; extensive 
disease

Total care Normal or reduced Full or drowsy ± 
confusion

20% Totally bed bound Unable to do any activity; extensive 
disease

Total care Minimal to sips Full or drowsy ± 
confusion

0% Totally bed bound Unable to do any activity; extensive 
disease

Total care Mouth care only Drowsy or coma 
± confusion

0% Death –​ –​ –​ –​

Median survival periods for PPS of  60%–​70%, 30%–​50%, and 0%–​20% are 08 days, 4 days, and 6 days, respectively.
Reprinted with permission © Victoria Hospice Society, BC, Canada (200) www.victoriahospice.org.



Table 25.2  Palliative Prognostic Score (PaP)

Scoring

Clinician prediction of  survival (weeks)

> 2
–​2
7–​0
5–​6
3–​4
–​2

0
2
2.5
4.5
6
8.5

Dyspnea 

Anorexia .5

Karnofsky 
performance  
status 0–​40

2.5

Total WBC count

850–​000 cells/​mm3

> 000 cells/​mm3

0.5
.5

Lymphocyte percentage

2%–​9.9%
0%–​.9%


2.5

Interpretation of  PaP Score*

Total Score Advanced-​  
Cancer  
Patients (Out/​
Inpatients)

Advanced-​  
Cancer  
Patients  
(Inpatients  
Only)

Cancer and  
Noncancer  
Patients  
(Consult  
Service)

0–​5.5 87%
76 days

97%
7 weeks

66%
60 days

5.6–​ 52%
32 days

59%
7 weeks

55%
34 days

.–​7.5 7%
4 days

25%
≤  week

5%
8 days

* The percentage on the top row represents 30-​day survival, while the number below it 
represents median survival.
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Prognostication in Patients  
with Heart Failure
Predicting survival in patients with CHF is more challenging than for cancer 
patients because of  the relatively unpredictable disease trajectory, with a 
25%–​50% chance of  sudden death.3

Prognostic Factors
Functional capacity indicated by New  York Heart Association (NYHA) 
Class is the most important indicator of  prognosis:
•	 Class II (dyspnea with normal activity): -​year survival: 90%–​95%
•	 Class III (dyspnea with mild activity): -​year survival: 85%–​90%
•	 Class IV (dyspnea at rest): -​year survival: 30%–​40%.
Other clinical prognostic factors include the following:
•	 Decreased left ventricular ejection fraction
•	 Ventricular arrhythmia
•	 Hospitalization for cardiac reasons
•	 Cachexia
•	 Comorbidities such as diabetes, COPD, cirrhosis, cerebrovascular 

disease, cancer, and HIV.
Laboratory variables associated with poor prognosis are as follows:
	•	 Anemia
	•	 Hyponatremia
	•	 High creatinine (> .4 mg/​dL) or urea (above upper normal limit).

Prognostic Models
For hospitalized patients with acutely decompensated heart failure, a three-​
risk factor model based on admission characteristics provides the probabil-
ity of  in-​hospital mortality (Table 25.3).

For longer-​term prognostication, the Seattle Heart Failure Model 
(http://​www.SeattleHeartFailureModel.org) includes 24 variables related 
to demographics, medications, laboratory data, and devices and provides 
an estimate of  -​, 2-​, and 3-​year survival with or without interventions.

Table 25.3  Prognostic Model for Inpatient Mortality in Heart Failure

Urea  
(+43 mg/​dL)

Systolic Blood  
Pressure  
(< 5 mmHg)

Creatinine 
(+2.75 mg/​dL)

In-​Hospital  
Mortality  
Predictions

(−) (−) 2.%

(−) (+) 5.5%

(+) (−) 6.4%

(+) (+) (−) 2.4%

(+) (+) (+) 2.9%
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Prognostication in Patients with COPD
The disease course of  COPD is similar to that for CHF, with a gradual 
deterioration of  organ function and increasing frequency of  exacerbations 
over time.4

Clinical Prognostic Factors
Forced expiratory volume in  second (FEV


) is the most important indica-

tor of  prognosis. Specifically, FEV

 < 35% is associated with a 2-​year survival 

of  75% and 4-​year survival of  45%. Other factors associated with decreased 
survival include old age, weight loss, and poor functional status.

Clinical prognostic factors for in-​hospital mortality are as follows:
•	 PaCO

2
 level > 50 mmH 2 O

•	 Prolonged (> 72 hours) or recurrent mechanical ventilation
•	 Comorbidities
•	 Hypoalbuminemia
•	 Anemia.

Prognostic Models
The BODE Index is a prognostic model developed and validated for COPD 
patients (Table 25.4).

For critically ill COPD patients requiring admission to the intensive care 
unit, the APACHE IV score is a reliable tool for prediction of  in-​hospital 
mortality (www.icumedicus.com/​icu_​scores/​apacheIV.php).

 

 

 

 



Table 25.4  BODE Index

Scoring

Body mass index (BMI)

0 = > 2
 = ≤ 2

0


Obstruction (post-​bronchodilator FEV

)

≥ 65% predicted
50%–​64%
36%–​49%
≤ 35%

0

2
3

Distance walked in 6 minutes
≥ 350 m
250–​349 m
50–​249 m
≤ 49 m

0

2
3

Exercise MMRC dyspnea

2
3
4

0

2
3

Interpretation of BODE Score*

Total Score -​Year 
Mortality

2-​Year 
Mortality

52-​Mo. 
Mortality

0–​2 2% 6% 9%

3–​4 2% 8% 32%

5–​6 2% 4% 40%

7–​0 5% 3% 80%

* Hazard ratio for death from any cause per one-​point increase in BODE score is .34.

Reprinted with permission from Celli BR, Cote CG, Marin JM, et al. (2004). The body-​mass 
index, airflow obstruction, dyspnea, and exercise capacity index. N Engl J Med 350(0):005–​2. 
Copyright © 2004 Massachusetts Medical Society. All rights reserved.
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Prognostication in Patients 
with Dementia
Dementia is a neurocognitive syndrome with persistent intellectual and func-
tional decline.5 The different stages of  dementia are shown in Table 25.5.

Prognostic Factors
A number of  signs and symptoms are associated with poor prognosis in 
patients with dementia6:
•	O lder age
•	 Male sex
•	 CNS: altered level of  consciousness
•	R espiratory: dyspnea, supplemental oxygen
•	 GI: dysphagia, aspiration, anorexia, weight loss, bowel incontinence
•	 Comorbidities: diabetes, CHF, COPD, cancer
•	R ecent hospitalization.

Prognostic Models
The Mortality Risk Index (MRI) is a 2-​factor prognostic model developed 
in nursing home residents with advanced dementia and has been validated 
for this purpose (Table 25.6).

 

 

 

 



Table 25.5  Functional Assessment Staging

Stages Functional level

 No difficulty either subjectively or objectively

2 Complains of  forgetting location of  objects. Subjective work 
difficulties

3* Decreased job functioning evident to coworkers. Difficulty in 
traveling to new locations. Decreased organizational capacity

4* Decreased ability to perform complex tasks, e.g., planning dinner 
for guests, handling personal finances (such as forgetting to pay 
bills), difficulty marketing, etc.

5* Requires assistance in choosing proper clothing to wear for the 
day, season, or occasion, e.g., patient may wear the same clothing 
repeatedly unless supervised

6* 	(A) Improperly putting on clothes without assistance or cueing  
(e.g., may put street clothes on over night clothes, or put shoes on 
wrong feet, or have difficulty buttoning clothing) occasionally or  
more frequently over the past weeks
	(B) Unable to bathe properly (e.g., difficulty adjusting the bath-​water 
temperature) occasionally or more frequently in the past weeks
	(C) Inability to handle mechanics of  toileting (e.g., forgets to flush  
the toilet, does not wipe properly or properly dispose of  toilet tissue) 
occasionally or more frequently over the past weeks
	(D) Urinary incontinence (occasionally or more frequently over the 
past weeks)
	(E) Fecal incontinence (occasionally or more frequently over the  
past weeks)

7 	(A) Ability to speak limited to approximately a half  a dozen  
intelligible words or fewer, in the course of  an average day or in the 
course of  an intensive interview
	(B) Speech ability is limited to the use of  a single intelligible word in  
an average day or in the course of  an intensive interview (the person 
may repeat the word over and over)
	(C) Ambulatory ability is lost (cannot walk without personal  
assistance)
	(D) Cannot sit up without assistance (e.g., the individual will fall over  
if  there are not lateral rests [arms] on the chair)
	(E) Loss of  ability to smile
	(F) Loss of  ability to hold head up independently

*Scored primarily on the basis of  information obtained from knowledgeable informant.
Reisberg B (998). Functional assessment staging (FAST). Psychopharmacol Bull 24(4):653–​9.



Table 25.6  Mortality Risk Index (MRI)

Score Sheet to Estimate 6-​Month Prognosis in Nursing Home Residents with 
Advanced Dementia

Risk Factor from Minimum Date Set Points Score

Activites of  Daily Living Scale = 28* .9 —​

Male Sex .9 —​

Cancer .7 —​

Congestive Heart Failure .6 —​

Oxygen Therapy Needed in Prior 4 Days .6 —​

Shortness of  Breath .5 —​

< 25% of  Food Eaten at Most Meals .5 —​

Unstable Medical Condition .5 —​

Bowel Incontinence .5 —​

Bedfast .5 —​

Age > 83 y .4 —​

Not Awake Most of  the Day .4 —​

Total Risk Score, Rounded to Nearest Integer 
Possible Range, 0–​9

* The Activities of  Daily Living Scale is obtained by summing the resident’s self-​performance 
ratings on the Minimum Date Set for the following 7 functional activities: bed mobility, dressing, 
toileting, transfer, eating, grooming, and locomotion. In the Minimum Date Set, functional ability 
is rated on 5-​point scale for each activity (0, independent; , supervision; 2, limited assistance; 
3, extensive assistance; and 4, total dependence). A total score of  28 represents complete 
functional dependence.

If Total Risk Score is . . . Risk Estimate of Death 
Within 6 Months, %

0 8.9

 or 2 0.8

 or 2 23.2

3, 4, or 5 40.4

6, 7, or 8 57.0

9, 0, or  70.0

≥ 2

Adapted with permission from Mitchell et al. (2004). JAMA 29(22):2734–​40. Copyright © 
(2009). American Medical Association. All rights reserved.



Table 25.7  General Strategies for Discussing Prognosis

Key Element Comments

Context Ensure a quiet, comfortable, and safe  
environment.
Sit down and speak to the patient at eye level.
Ask the patient if  he or she wants to be 
accompanied by family or friends during the 
discussion.

How much does the 
patient know?

Explore the patient’s understanding of  his or 
her illness and expectations.

How would learning about 
prognosis help the patient?

A clear understanding of  the patient’s  
reasons to explore prognosis can help 
clinicians to shape their discussion to  
address the patient’s goals and to provide  
a personalized management plan.

Deliver information Emphasize the uncertainties in  
prognostication.
Discuss prognosis in terms of  days, weeks,  
and months, rather than providing specific 
numbers or median survivals. Information 
should be related such that it is measured to 
the perceptions of  the patient’s intellectual 
comprehension and emotional resilience.

Empathic response Simple remarks such as “This is a difficult 
time for you” can be helpful. Be prepared to 
acknowledge and grieve losses.

Empowering Take this opportunity to help patients define 
achievable goals and remain hopeful. Initiate 
discussions about important advance care 
planning issues such as philosophy of  care, 
living will, and code status.

Provide follow-​up and 
support resources

Reassure patients regarding non-​  
abandonment and symptom control.
Introduce other members of  the  
interprofessional team, such as the chaplain  
and social worker, who will be able to  
provide further counseling.

Back AL, Anderson WG, Bunch L, Marr LA, Wallace JA, Yang HB, Arnold RM (2008). 
Communication about cancer near the end of  life. Cancer 3(7 Suppl):897–​90.
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Communicating Prognosis
Even with the most sophisticated prognostic model, it is important to rec-
ognize that there will always be uncertainty in survival predictions given the 
inherent nature of  death, mediated by acute complications such as infec-
tions and thromboembolism. Thus, it is imperative for clinicians to not only 
polish the science of  prognostication but also further the art of  communica-
tion, gently guiding patients and families through times of  uncertainty.

Instead of  avoiding bad news, most patients prefer to receive honest, 
realistic, and accurate information regarding their prognosis. At the same 
time, they want to have control over what, when, and how much informa-
tion is given.

Physicians tend to underestimate patients’ need for information yet at the 
same time overestimate patients’ appreciation of  their prognosis.7 Thus, it 
is important for clinicians to find out about patients’ preferences in commu-
nication prior to prognostic disclosure, to frequently assess patients’ under-
standing, and to provide ample opportunities for questions.

With disease progression, patients tend to want more discussions around 
their psychosocial needs rather than biomedical issues. In fact, patients gen-
erally want less information as they get closer to the end of  life, whereas 
caregivers tend to need more. Thus, separate discussions with patients and 
caregivers may be useful for some situations.

Discussing prognosis can be a challenging task, trying to strike a balance 
between honesty, hope, and empathy. Rather than destroying hope, prog-
nostic information should be framed in such a way to sustain existing goals 
and/​or to create new ones.

While each patient–​physician interaction should be individualized,  
Table 25.7 lists a number of  communication strategies that may be helpful 
for clinicians when sharing prognosis.

Clinical Pearl
•	 Patients generally want to know how long they have to live. The art of  

prognostication is in delivering the appropriate amount of  information 
at the right time, in the proper setting, and in a manner tailored to the 
patient’s level of  comprehension and emotional state.
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Medications are indispensable in managing symptoms associated with 
advanced illness. According to the Kaiser Foundation, the average US resi-
dent acquired 2. prescription medications for acute or chronic condi-
tions in 20. The risk for experiencing an adverse drug-​related outcome is 
increased by patient fragility, comorbid conditions, and increased age. These 
patients also take more medications. On average, US residents 65 years or 
older were prescribed 28 medications per person in 20. Patients enter-
ing hospice also have a high medication burden, with one report showing an 
average of  8 medication orders at admission.2 Palliative care practitioners 
frequently add medications to the patient’s regimen to control symptoms as 
a disease progresses, but we should also take away medications as a patient 
declines and therapeutic goals change. It is imperative that palliative care 
practitioners understand the clinical effects of  both adding and taking away 
medications from a patient’s medication regimen.

A drug interaction is defined as “a measurable modification (in magnitude 
or duration) of  the action of  one drug by prior or concomitant admin-
istration of  another substance (including prescription and nonprescription 
drugs, food, or alcohol).”3 This includes drug–​drug (prescription or non-
prescription), drug–​food, drug–​herbal, drug–​lab, drug–​disease, and drug–​
chemical interactions. In this chapter we will focus on interactions between 
drugs (known as drug–​drug interactions). Drug–​drug interactions primarily 
fall into two categories: pharmacodynamic and pharmacokinetic.
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Pharmacodynamic Drug Interactions
Pharmacodynamics describes the study of  the action and effects of  medi-
cations on physiologic function. Therefore, drug interactions that are said 
to be pharmacodynamic in nature result in either an additive, synergistic, 
or antagonistic pharmacologic effect. Pharmacodynamic drug interactions 
can affect either the intended pharmacologic effect of  a medication, or the 
adverse effect. An example of  an antagonistic pharmacodynamic drug inter-
action would be using dexamethasone and glyburide in the same drug regi-
men. Dexamethasone increases blood glucose, while glyburide is used to 
decrease blood glucose. Frequently we use this type of  “interaction” to our 
advantage; one example is using a stimulant laxative to increase peristalsis 
to combat opioid-​induced slowed peristalsis.

Additive pharmacodynamic drug interactions can also have a beneficial 
effect, such as using a combination of  medications with different mecha-
nisms of  action to achieve better blood-​pressure lowering effects, or to 
achieve better analgesia. Conversely, there are several examples of  com-
mon adverse additive or synergistic pharmacodynamic drug interactions 
seen in palliative are practice. Some examples include the following:
•	 Central nervous system (CNS) depression: patients receiving one or more 

CNS depressant medication(s) may experience sedation, agitation, and/​or 
confusion, and may progress to respiratory depression. Examples include 
opioids, benzodiazepines, nonbenzodiazepine sedative-​hypnotic agents, 
barbiturates, alcohol, antipsychotic agents, antidepressants, antihistamines 
(especially the first-​generation agents such as diphenhydramine), anti-​
emetics, anticonvulsants, and illicit drugs. Less obvious CNS depressants 
include medications such as cimetidine, anticholinergic agents, and drugs 
that reduce glomerular filtration, such as nonsteroidal anti-​inflammatory 
drugs and angiotension converting-​enzyme inhibitors.
•	 Anticholinergic (or, more correctly, antimuscarinic) adverse effects 

commonly include constipation, urinary retention, blurred vision, 
dry mouth, and cognitive impairment. Medications that may cause 
anticholinergic effects include tricyclic antidepressants, antipsychotics, 
antihistamines, paroxetine, atropine, scopolamine, and hyoscyamine, 
among others. The Anticholinergic Risk Scale can be used to calculate 
anticholinergic burden for patients on multiple medications with 
anticholinergic side effects.4 Elderly patients are particulary adversely 
affected by this drug–​drug interaction.
•	 Constipation may be related to anticholinergic drug use as well as 

a variety of  other medications such as opioids, iron and calcium 
supplements, and many medications for chronic disease states (e.g., 
antihypertensives and diuretics).
•	 QTc prolongation: palliative care practitioners think of  methadone as 

one medication associated with long QT syndrome and the associated 
life-​threatening arrhythmia, torsades de pointes. This is just one 
medication that may cause this effect. Common examples include 
anti-​arrhythmic agents (such as quinidine, procainamide, dofetilide, 
sotalol, and amiodarone), antihistamines, antibiotics, anti-​emetics, 
gastrointestinal prokinetic agents, antidepressants, and antipsychotic 
agents. For a more complete listing of  medications that can prolong 
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the QTc, refer to the website www.crediblemeds.org. In this database, 
medications are identified as having known risk versus possible or 
conditional risk.5

•	S erotonin syndrome is a potentially life-​threatening condition caused 
by excess serotonergic stimulation of  the central nervous system. 
Clinical findings range from mild symptoms to life-​threatening 
toxicity and include akathisia, tremor, altered mental status, clonus, 
muscular hypertonicity, and hyperthermia. Drugs known to cause 
serotonin syndrome include antidepressants, valproic acid, analgesics 
(meperidine, fentanyl, tramadol, pentazocine, methadone), anti-​emetics 
(ondansetron, granisetron, metoclopramide), sumatriptan, zolmitriptan 
sibutramine, linezolid, ritonavir, dextromethorphan, some drugs of  
abuse, some dietary supplements (e.g., tryptophan, St. John’s wort, 
ginseng), and lithium.6

•	S ome medications can lower the seizure threshold, including 
meperidine, tramadol, phenothiazines (such as chlorpromazine 
and haloperidol), tricyclic antidepressants, venlafaxine, propofol, 
and bupropion. Abrupt discontinuation of  antiepileptic agents and 
benzodiazepines can also increase the risk for seizures.
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Pharmacokinetic Drug Interactions
Pharmacokinetics describes the process of  what the body does to a drug 
after administration:  absorption, distribution, metabolism, and excretion. 
While there is little consistent information available regarding pharmaco-
kinetic changes associated with terminal illness, some predictable changes 
have been shown with aging. Examples of  these changes and their impact 
on drug therapy are as follows:7

•	 Absorption
•	 Decrease gastrointestinal acidity (decreased absorption of  

some drugs)
•	 Decreased surface area of  small bowel (may reduce absorption of  

some sustained-​release drug products)
•	 Distribution
•	 Increase in adipose tissue (may increase half-​life of  lipid-​soluble drugs)
•	 Decrease in lean body mass (may increase serum concentration of  

water-​soluble drugs)
•	R educed serum albumin (increased free fraction of  highly 

albumin-​bound drugs)
•	 Metabolism
•	R educed phase I metabolism (prolonged half-​life of  drugs metabolized 

by this route)
•	 Phase II metabolism largely unchanged
•	 Elimination
•	R educed glomerular filtration ratio (prolonged half-​life of  drugs that 

are renally excreted)
•	R educed renal plasma flow.

In addition to age-​related changes affecting the pharmacokinetics of  drug 
therapy, pharmacogenetic variability may influence drug metabolism, and 
drug interactions may affect all four phases of  pharmacokinetics (absorp-
tion, distribution, metabolism, and excretion). A discussion and example of  
the impact on each phase follows, with an emphasis on the role of  drug-​
metabolizing enzymes in the liver and other organ sites.
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Absorption
After administration, most medications must be absorbed into the systemic 
circulation to be effective (obviously some medications are intended for a 
local or topical effect at the site of  application). Drugs given by the intra-
venous route of  administration are not subject to most variables that may 
adversely affect absorption because the drug is placed into the systemic 
circulation. Similarly, medications given by the intramuscular and subcutane-
ous routes generally have a high degree of  absorption. Oral medication 
administration is subject to variability in gastric emptying, absorption via 
passive diffusion or an uptake transporter, and presystemic elimination, 
including transporter-​mediated efflux.8 Examples of  drug interactions sub-
ject to these variables are as follows:
•	 Antacids, anticholinergic drugs, and opioids may slow gastric emptying; 

this may slow the onset of  action of  co-​administered medications.
•	S ome medications may be inactivated in the acidic environment of  the 

stomach, such as penicillin G and levodopa. Delayed gastric emptying 
may decrease bioavailability of  these agents.
•	 Metoclopramide enhances gastric emptying and may cause earlier and 

higher peak concentration of  some drugs.
•	S ome medications require an acidic environment for absorption (such 

as griseofulvin, itraconazole, ketoconazole, posaconazole, gabapentin, 
erlotinib, dasatinib, nilotinib, and bosutinib); enhanced gastric emptying 
may reduce absorption of  these medications. Acid suppression by 
proton pump inhibitors, histamine-​2-​receptor antagonists, or antacids 
may also reduce the absorption of  these medications.
•	S ucralfate, aluminum-​ and magnesium-​containing antacids, calcium, 

iron, or zinc may reduce the absorption of  quinolone antibiotics (e.g., 
levofloxacin and ciprofloxacin), tetracycline, minocycline, azithromycin, 
and dolutegravir.
•	 Cyclosporine, ritonavir, clarithromycin, and verapamil are inhbitors 

of  the efflux transporter P-​glycoprotein (P-​gp). They may increase 
the absorption and bioavailability of  atorvastatin, dabigatran, digoxin, 
apixaban, and rivaroxaban, which are P-​gp substrates.8,9

Distribution
Medications such as phenytoin, diazepam, warfarin, and others are highly 
bound to serum protein such as albumin or alpha-​-​acid glycoprotein 
(AAG). When combined, some drugs can “bump” other drugs off proteins 
in the plasma, increasing the free fraction of  drug (which is the portion of  
the drug that causes the pharmacologic and potentially toxic effect). These 
drug interactions are rarely clinically significant because this effect is tran-
sient and results in a compensatory increase in drug elimination.
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Metabolism
Variables that can affect the metabolism of  medications include rates of  
metabolism, diet, age, race, genetics, disease states, and drug dosage. Most 
pharmacokinetic drug interactions are due to altered drug metabolism via 
the cytochrome P450 (CYP450) enzyme system. Drug metabolism occurs 
primarily in the liver, but also in the intestinal mucosa and other parts of  the 
body. Generally speaking, drug metabolism converts an active, nonpolar 
drug to one or more polar metabolites (that may or may not be phar-
macologically active). These polar metabolites are generally cleared by the 
kidneys. Sometimes, drug metabolism converts an inactive “prodrug” into 
an active metabolite. Prodrugs require drug metabolism to occur in order 
to exert a therapeutic effect. Clopidogrel is an example of  a prodrug.

The CYP system consists of more than 20 families of isoenzymes; the 
enzymes most important in drug metabolism are CYPA2, 2B6, 2C9, 2C9, 
2D6, and 3A4. The CYP3A4 group accounts for about 40%–​60% of all hepatic 
CYP isoenzymes and is most frequently implicated in drug–​drug interactions. 
Many medications commonly used in palliative care are metabolized by the 
3A4 enzyme, such as dexamethasone, prednisone, midazolam, triazolam, 
alprazolam, methadone, fentanyl, and haloperidol.0 In addition to being 
affected by drug–​drug interactions, some patient populations may be defi-
cient in CYP2D6 enzyme activity, which is responsible for the metabolism of  
codeine to morphine. This variation in activity is largely due to polymorphisms 
in the CYP2D6 allele. CYP2B6 and CYP2C9 are also highly polymorphic 
metabolizing enzymes. In addition to CYP3A4, methadone is also metabo-
lized by the polymorphic enzymes CYP2B6, CYP2C9, and CYP2D6.2

When we consider drug interactions resulting from drug metabolism, the 
drug or substance being acted upon is known as a “substrate.” Some medi-
cations act as “enzyme inhibitors,” inhibiting the activity of  one or more 
specific enzymes. Enzyme-​inhibiting drugs reduce the metabolism of  the 
substrate drug, resulting in an increased serum concentration. For example, 
when fluconazole, a potent 3A4 inhibitor, is added to an established metha-
done regimen (methadone is the substrate in this case), the metabolism of  
methadone is inhibited, increasing the serum methadone concentration and 
potentially resulting in sedation or respiratory depression.

Conversely, some medications act as “enzyme inducers,” increasing the lev-
els, and subsequently the activity, of  one or more enzymes. When an enzyme 
inducer is introduced, metabolism of the substrate drug is enhanced, result-
ing in a lower serum concentration, possibly causing a loss of  effectiveness. 
Using methadone as an example again, if  phenytoin is added to an established 
methadone regimen, methadone will be metabolized to a greater extent, with 
a likely loss of  analgesia.

Common symptoms experienced by patients with advanced illness include 
pain, constipation, diarrhea, anorexia, cachexia, nausea, vomiting, dyspnea, 
confusion, anxiety, depression, insomnia, and fatigue. The International 
Association for Hospice and Palliative Care (IAHPC) collaborated with other 
organizations to develop a list of  “essential” palliative care drugs.3 Table 26. 
is a listing of  selected moderately severe and severe drug interactions asso-
ciated with the medications on this list 13, 14. Practitioners are encouraged 
to consult a more comprehensive description of  these drug interactions as 
needed for patient care activities.4

 



Table 26.  Selected Moderate and Major Pharmacokinetic Drug Interactions Affecting Metabolism of Sample IAHPC Essential 
Palliative Care Drugs

Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Antidepressants

Amitriptyline Carbamazepine Decreased amitriptyline 
effectiveness

Increased amitriptyline 
metabolism

Mod Monitor for clinical 
efficacy of  amitriptyline 
and for signs of  
carbamazepine toxicity

Duloxetine Increased amitriptyline 
serum concentration

Duloxetine-​induced 
inhibition of  CYP2D6 
metabolism of  
amitriptyline

Mod Use caution with 
combination; monitor 
amitriptyline serum 
concentration.

Fluconazole Increased risk of  
amitriptyline toxicity

Inhibition of  amitriptyline 
metabolism by CYP 
enzymes

Maj Use caution with 
combination

Fluoxetine Increased amitriptyline 
toxicity

Decreased amitriptyline 
metabolism

Maj Concurrent use is not 
recommended

Phenytoin Increased risk of  phenytoin 
toxicity

Inhibition of  phenytoin 
metabolism

Mod Monitor serum levels of  
both drugs

Sertraline Increased amitriptyline 
serum level

Inhibition of  amitriptyline 
metabolism

Maj Use caution with 
concurrent administration

St. John’s wort Decreased effect of  
amitriptyline

Induction of  metabolizing 
enzymes

Mod Avoid concurrent use

Valproic acid Increased serum 
concentrations of  
amitriptyline

Decreased amitriptyline 
plasma clearance

Mod Monitor serum level of  
amitriptyline

Warfarin Increased risk of  bleeding Reduced warfarin 
metabolism and 
increased absorption

Mod Monitor INR closely

Citalopram Bupropion Increased plasma level of  
citalopram

Inhibition of  CYP2D6-​
mediated citalopram 
metabolism by 
bupropion

Mod Use combination with 
caution and monitor for 
excessive citalopram 
adverse effects

Desipramine Increased desipramine 
serum concentration

Inhibition of  desipramine 
metabolism

Mod Use combination with 
caution and monitor 
patient response

Fluconazole Increased risk of  serotonin 
syndrome and QT 
prolongation

Inhibition of  CYP2C9-​
mediated citalopram 
metabolism by 
fluconazole

Maj Use combination with 
caution and monitor 
patient for signs and 
symptoms of  serotonin 
syndrome or other 
adverse effects from 
citalopram

Imipramine Increase in bioavailability 
and half-​life of  desipramine, 
major metabolite of  
imipramine

Inhibition of  desipramine 
metabolism, the major 
metabolite of  imipramine

Mod Use combination with 
caution and adjust dosing 
as clinically indicated



Table 26.  Selected Moderate and Major Pharmacokinetic Drug Interactions Affecting Metabolism of Sample IAHPC Essential 
Palliative Care Drugs

Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Antidepressants

Amitriptyline Carbamazepine Decreased amitriptyline 
effectiveness

Increased amitriptyline 
metabolism

Mod Monitor for clinical 
efficacy of  amitriptyline 
and for signs of  
carbamazepine toxicity

Duloxetine Increased amitriptyline 
serum concentration

Duloxetine-​induced 
inhibition of  CYP2D6 
metabolism of  
amitriptyline

Mod Use caution with 
combination; monitor 
amitriptyline serum 
concentration.

Fluconazole Increased risk of  
amitriptyline toxicity

Inhibition of  amitriptyline 
metabolism by CYP 
enzymes

Maj Use caution with 
combination

Fluoxetine Increased amitriptyline 
toxicity

Decreased amitriptyline 
metabolism

Maj Concurrent use is not 
recommended

Phenytoin Increased risk of  phenytoin 
toxicity

Inhibition of  phenytoin 
metabolism

Mod Monitor serum levels of  
both drugs

Sertraline Increased amitriptyline 
serum level

Inhibition of  amitriptyline 
metabolism

Maj Use caution with 
concurrent administration

St. John’s wort Decreased effect of  
amitriptyline

Induction of  metabolizing 
enzymes

Mod Avoid concurrent use

Valproic acid Increased serum 
concentrations of  
amitriptyline

Decreased amitriptyline 
plasma clearance

Mod Monitor serum level of  
amitriptyline

Warfarin Increased risk of  bleeding Reduced warfarin 
metabolism and 
increased absorption

Mod Monitor INR closely

Citalopram Bupropion Increased plasma level of  
citalopram

Inhibition of  CYP2D6-​
mediated citalopram 
metabolism by 
bupropion

Mod Use combination with 
caution and monitor for 
excessive citalopram 
adverse effects

Desipramine Increased desipramine 
serum concentration

Inhibition of  desipramine 
metabolism

Mod Use combination with 
caution and monitor 
patient response

Fluconazole Increased risk of  serotonin 
syndrome and QT 
prolongation

Inhibition of  CYP2C9-​
mediated citalopram 
metabolism by 
fluconazole

Maj Use combination with 
caution and monitor 
patient for signs and 
symptoms of  serotonin 
syndrome or other 
adverse effects from 
citalopram

Imipramine Increase in bioavailability 
and half-​life of  desipramine, 
major metabolite of  
imipramine

Inhibition of  desipramine 
metabolism, the major 
metabolite of  imipramine

Mod Use combination with 
caution and adjust dosing 
as clinically indicated

(continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Omeprazole Increased plasma level of  
citalopram and risk of  QT 
prolongation

Inhibition of  CYP2C9-​
mediated citalopram 
metabolism by 
omeprazole

Maj Use maximum of  20 mg 
citalopram daily

Gastrointestinal Agents

Loperamide Gemfibrozil Inhibition of  CYP2C8-​
mediated loperamide 
metabolism

Mod Use with caution, 
especially with high 
loperamide doses. 
Monitor for loperamide 
AE including nausea, 
vomiting, dry mouth, 
dizziness, or drowsiness.

St. John’s wort Delirium with symptoms 
of  confusion, agitation, and 
disorientation

Unknown Mod Use with caution, monitor 
for signs of  altered mental 
status

Valerian Delrium with symptoms of  
confusion, agitation, and 
disorientation

Unknown Mod

Mineral oil enema Docusate Inflammation of  intestinal 
mucosa, liver, spleen, and 
lymph nodes

Enhanced mineral oil 
absorption (shown with 
mineral oil liquid paraffin)

Mod Avoid concurrent 
oral administration 
of  docusate salts and 
mineral oil

Senna Digoxin Increased risk of  digoxin 
toxicity

Senna may cause 
potassium loss with 
excessive or prolonged 
use

Mod Avoid concurrent use, or 
monitor potassium serum 
concentration

Droperidol Increased risk of  
cardiotoxicity (QT 
prolongation, torsades de 
pointes, cardiac arrest)

Senna may cause 
potassium and 
magnesium loss with 
excessive or prolonged 
use; may precipitate QT 
prolongation

Maj Droperidol should be 
used with extreme 
caution with laxatives

Anticonvulsants

Gabapentin Aluminum, and 
magnesium salts

Reduces gabapentin 
bioavailability by 20%

Decreased gabapentin 
bioavailability

Mod Avoid antacid use 
within 2 hours of  taking 
gabapentin

Opioids

Fentanyl Carbamazepine Decreased plasma fentanyl 
concentrations

Induction of  CYP 
enzymes, increasing 
clearance of  fentanyl

Mod Monitor response to 
fentanyl and increase dose 
as appropriate

Clarithromycin
Erythromycin

Increased fentanyl toxicity 
(CNS and respiratory 
depression)

Inhibition of  CYP3A4-​
mediated fentanyl 
metabolism

Maj Monitor patient and 
reduce fentanyl dose

Diltiazem Severe hypotension and 
increased risk of  fentanyl 
toxicity (respiratory 
depression)

Inhibition of  CYP3A4-​
mediated fentanyl 
metabolism

Maj Monitor blood 
pressure and reduce/​
adjust fentanyl dose as 
appropriate

Table 26.  (Continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Omeprazole Increased plasma level of  
citalopram and risk of  QT 
prolongation

Inhibition of  CYP2C9-​
mediated citalopram 
metabolism by 
omeprazole

Maj Use maximum of  20 mg 
citalopram daily

Gastrointestinal Agents

Loperamide Gemfibrozil Inhibition of  CYP2C8-​
mediated loperamide 
metabolism

Mod Use with caution, 
especially with high 
loperamide doses. 
Monitor for loperamide 
AE including nausea, 
vomiting, dry mouth, 
dizziness, or drowsiness.

St. John’s wort Delirium with symptoms 
of  confusion, agitation, and 
disorientation

Unknown Mod Use with caution, monitor 
for signs of  altered mental 
status

Valerian Delrium with symptoms of  
confusion, agitation, and 
disorientation

Unknown Mod

Mineral oil enema Docusate Inflammation of  intestinal 
mucosa, liver, spleen, and 
lymph nodes

Enhanced mineral oil 
absorption (shown with 
mineral oil liquid paraffin)

Mod Avoid concurrent 
oral administration 
of  docusate salts and 
mineral oil

Senna Digoxin Increased risk of  digoxin 
toxicity

Senna may cause 
potassium loss with 
excessive or prolonged 
use

Mod Avoid concurrent use, or 
monitor potassium serum 
concentration

Droperidol Increased risk of  
cardiotoxicity (QT 
prolongation, torsades de 
pointes, cardiac arrest)

Senna may cause 
potassium and 
magnesium loss with 
excessive or prolonged 
use; may precipitate QT 
prolongation

Maj Droperidol should be 
used with extreme 
caution with laxatives

Anticonvulsants

Gabapentin Aluminum, and 
magnesium salts

Reduces gabapentin 
bioavailability by 20%

Decreased gabapentin 
bioavailability

Mod Avoid antacid use 
within 2 hours of  taking 
gabapentin

Opioids

Fentanyl Carbamazepine Decreased plasma fentanyl 
concentrations

Induction of  CYP 
enzymes, increasing 
clearance of  fentanyl

Mod Monitor response to 
fentanyl and increase dose 
as appropriate

Clarithromycin
Erythromycin

Increased fentanyl toxicity 
(CNS and respiratory 
depression)

Inhibition of  CYP3A4-​
mediated fentanyl 
metabolism

Maj Monitor patient and 
reduce fentanyl dose

Diltiazem Severe hypotension and 
increased risk of  fentanyl 
toxicity (respiratory 
depression)

Inhibition of  CYP3A4-​
mediated fentanyl 
metabolism

Maj Monitor blood 
pressure and reduce/​
adjust fentanyl dose as 
appropriate

(continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Fluconazole
Ketoconazole
Posaconazole
Voriconazole

Increased fentanyl toxicity Inhibition of  CYP3A4-​
mediated fentanyl 
metabolism

Maj Monitor patient and 
reduce fentanyl dose

Phenytoin Decreased fentanyl serum 
concentrations

Induction of  fentanyl 
metabolism by phenytoin

Mod Adjust fentanyl dose as 
appropriate

Methadone Clarithromycin
Erythromycin

Increased serum methadone 
concentrations

Inhibition of  CYP3A4-​
mediated methadone 
metabolism

Mod Use caution with 
combination; consider 
lowering methadone dose

Fluconazole
Ketoconazole
Posaconazole
Voriconazole

Increased plasma 
methadone levels

Inhibition of  CYP3A4-​
mediated methadone 
metabolism

Mod Monitor therapy closely; 
consider lowering 
methadone dose 
empirically

Phenobarbital Decreased methadone 
effectiveness

Induction of  CYP3A4-​
mediated methadone 
metabolism

Mod Combination may result in 
lower methadone serum 
concentration; Monitor 
closely and increase dose 
as required

Ritonavir Decreased methadone levels 
and effectiveness

Mechanism unknown; 
possibly through 
induction of  CYP2B6-​
mediated methadone 
metabolism

Mod Combination may result in 
lower methadone serum 
concentration; Monitor 
closely and increase dose 
as required

Morphine Cimetidine Increased morphine toxicity Unclear, possibly 
decreased metabolism

Maj Use caution with 
combination, start with 
lower dose of  morphine 
and titrate as appropriate

Tramadol Amitriptyline Increased tramadol levels 
and decreased levels of  the 
active metabolite (M) of  
tramadol, increasing risk of  
seizure while diminishing 
analgesic effect (M is more 
potent than the parent drug 
at the mu opioid receptor); 
increased risk of  serotonin 
syndrome

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

Bupropion Increased tramadol levels 
and decreased levels of  the 
active metabolite (M) of  
tramadol, increasing seizure 
risk

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

Carbamazepine Decreased tramadol efficacy Induction of  CYP3A4 
metabolism of  tramadol 
by carbamazepine

Maj Concurrent 
administration is not 
recommended

Erythromycin Increased tramadol serum 
level

Inhibition of  CYP3A4 
metabolism of  tramadol 
by erythromycin

Mod Monitor patient for 
signs and symptoms of  
tramadol overdose
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Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Fluconazole
Ketoconazole
Posaconazole
Voriconazole

Increased fentanyl toxicity Inhibition of  CYP3A4-​
mediated fentanyl 
metabolism

Maj Monitor patient and 
reduce fentanyl dose

Phenytoin Decreased fentanyl serum 
concentrations

Induction of  fentanyl 
metabolism by phenytoin

Mod Adjust fentanyl dose as 
appropriate

Methadone Clarithromycin
Erythromycin

Increased serum methadone 
concentrations

Inhibition of  CYP3A4-​
mediated methadone 
metabolism

Mod Use caution with 
combination; consider 
lowering methadone dose

Fluconazole
Ketoconazole
Posaconazole
Voriconazole

Increased plasma 
methadone levels

Inhibition of  CYP3A4-​
mediated methadone 
metabolism

Mod Monitor therapy closely; 
consider lowering 
methadone dose 
empirically

Phenobarbital Decreased methadone 
effectiveness

Induction of  CYP3A4-​
mediated methadone 
metabolism

Mod Combination may result in 
lower methadone serum 
concentration; Monitor 
closely and increase dose 
as required

Ritonavir Decreased methadone levels 
and effectiveness

Mechanism unknown; 
possibly through 
induction of  CYP2B6-​
mediated methadone 
metabolism

Mod Combination may result in 
lower methadone serum 
concentration; Monitor 
closely and increase dose 
as required

Morphine Cimetidine Increased morphine toxicity Unclear, possibly 
decreased metabolism

Maj Use caution with 
combination, start with 
lower dose of  morphine 
and titrate as appropriate

Tramadol Amitriptyline Increased tramadol levels 
and decreased levels of  the 
active metabolite (M) of  
tramadol, increasing risk of  
seizure while diminishing 
analgesic effect (M is more 
potent than the parent drug 
at the mu opioid receptor); 
increased risk of  serotonin 
syndrome

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

Bupropion Increased tramadol levels 
and decreased levels of  the 
active metabolite (M) of  
tramadol, increasing seizure 
risk

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

Carbamazepine Decreased tramadol efficacy Induction of  CYP3A4 
metabolism of  tramadol 
by carbamazepine

Maj Concurrent 
administration is not 
recommended

Erythromycin Increased tramadol serum 
level

Inhibition of  CYP3A4 
metabolism of  tramadol 
by erythromycin

Mod Monitor patient for 
signs and symptoms of  
tramadol overdose
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Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Fluconazole
Ketoconazole
Posaconazole
Voriconazole

Increased tramadol serum 
level

Inhibition of  CYP3A4 
metabolism of  tramadol

Mod Monitor patient for 
signs and symptoms of  
tramadol overdose

Methadone Increased tramadol levels 
and decreased levels of  
the active metabolite (M) 
of  tramadol; decreased 
tramadol effectiveness and 
increased risk of  seizures; 
increased risk of  serotonin 
syndrome

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

Paroxetine Increased tramadol levels 
and decreased levels of  the 
active metabolite (M) of  
tramadol, increasing risk of  
seizure while diminishing 
analgesic effect (M is more 
potent than the parent drug 
at the mu opioid receptor); 
increased risk of  serotonin 
syndrome

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

St. John’s wort Decreased tramadol serum 
level

Induction of  CYP3A4 
metabolism of  tramadol 
by St. John’s wort

Mod Monitor for tramadol 
efficacy

Non-​Opioid Analgesics

Acetaminophen Carbamazepine Increased risk of  
acetaminophen toxicity

Carbamazepine may 
induce metabolism of  
acetaminophen, resulting 
in an increased level of  
hepatotoxic metabolites

Mod At usual therapeutic oral 
doses of  acetaminophen 
and carbamazepine, no 
special monitoring is 
required

Phenytoin Decreased acetaminophen 
effectiveness and increased 
risk of  hepatotoxicity

Phenytoin increases 
metabolism of  
acetaminophen by more 
than 40% and decreases 
acetaminophen half-​
life by about 25%. 
Increases production 
of  toxic acetaminophen 
metabolites.

Mod Avoid large or chronic 
doses of  acetaminophen. 
Monitor patient for 
signs or symptoms of  
hepatotoxicity.

Warfarin Increased risk of  bleeding 
due to increased 
hypoprothrombinemic 
effect of  warfarin. Two 
to 4 grams/​day of  
acetaminophen increase INR 
within –​2 weeks.

Acetaminophen may 
inhibit metabolism 
of  warfarin or 
acetaminophen may 
interfere with formation 
of  clotting factors

Mod Limit intake of  
acetaminophen. Monitor 
INR for several weeks 
when acetaminophen 
added or discontinued in 
patients taking warfarin.

Imatinib Increased risk of  
acetaminophen toxicity

Imatinib likely inhibits 
glucoronidation of  
acetaminophen

Maj No pharmacokinetic 
impact of  single 000 
mg acetaminophen 
dose with 400 mg daily 
imatinib. Avoid chronic 
acetaminophen use.
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Fluconazole
Ketoconazole
Posaconazole
Voriconazole

Increased tramadol serum 
level

Inhibition of  CYP3A4 
metabolism of  tramadol

Mod Monitor patient for 
signs and symptoms of  
tramadol overdose

Methadone Increased tramadol levels 
and decreased levels of  
the active metabolite (M) 
of  tramadol; decreased 
tramadol effectiveness and 
increased risk of  seizures; 
increased risk of  serotonin 
syndrome

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

Paroxetine Increased tramadol levels 
and decreased levels of  the 
active metabolite (M) of  
tramadol, increasing risk of  
seizure while diminishing 
analgesic effect (M is more 
potent than the parent drug 
at the mu opioid receptor); 
increased risk of  serotonin 
syndrome

Inhibition of  CYP2D6-​
mediated tramadol 
metabolism

Maj Use caution with 
combination; monitor 
patient for signs 
and symptoms of  
tramadol overdose and 
uncontrolled pain

St. John’s wort Decreased tramadol serum 
level

Induction of  CYP3A4 
metabolism of  tramadol 
by St. John’s wort

Mod Monitor for tramadol 
efficacy

Non-​Opioid Analgesics

Acetaminophen Carbamazepine Increased risk of  
acetaminophen toxicity

Carbamazepine may 
induce metabolism of  
acetaminophen, resulting 
in an increased level of  
hepatotoxic metabolites

Mod At usual therapeutic oral 
doses of  acetaminophen 
and carbamazepine, no 
special monitoring is 
required

Phenytoin Decreased acetaminophen 
effectiveness and increased 
risk of  hepatotoxicity

Phenytoin increases 
metabolism of  
acetaminophen by more 
than 40% and decreases 
acetaminophen half-​
life by about 25%. 
Increases production 
of  toxic acetaminophen 
metabolites.

Mod Avoid large or chronic 
doses of  acetaminophen. 
Monitor patient for 
signs or symptoms of  
hepatotoxicity.

Warfarin Increased risk of  bleeding 
due to increased 
hypoprothrombinemic 
effect of  warfarin. Two 
to 4 grams/​day of  
acetaminophen increase INR 
within –​2 weeks.

Acetaminophen may 
inhibit metabolism 
of  warfarin or 
acetaminophen may 
interfere with formation 
of  clotting factors

Mod Limit intake of  
acetaminophen. Monitor 
INR for several weeks 
when acetaminophen 
added or discontinued in 
patients taking warfarin.

Imatinib Increased risk of  
acetaminophen toxicity

Imatinib likely inhibits 
glucoronidation of  
acetaminophen

Maj No pharmacokinetic 
impact of  single 000 
mg acetaminophen 
dose with 400 mg daily 
imatinib. Avoid chronic 
acetaminophen use.
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Medication
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Ibuprofen Desipramine Increased risk of  
desipramine toxicity

Inhibition of  desipramine 
metabolism by ibuprofen

Mod Monitor desipramine 
concentration and 
monitor for adverse 
effects

Lithium Increased risk of  lithium 
toxicity

Decreased lithium 
clearance

Mod Monitor for signs of  
lithium toxicity; lithium 
dosage reduction may be 
necessary

Phenytoin Increased risk of  phenytoin 
toxicity

Increased free phenytoin 
serum concentration 
and/​or altered 
metabolism of  either 
phenytoin or ibuprofen

Mod Monitor patients receiving 
this combination for signs 
of  phenytoin toxicity and 
monitor serum levels 
(free and total phenytoin)

Corticosteroids

Dexamethasone Carbamazepine Decreased dexamethasone 
effectiveness

Increased 
dexamethasone 
metabolism

Mod Monitor response to 
dexamethasone and 
increase dose as clinically 
indicated

Phenobarbital Decreased dexamethasone 
effectiveness

Increased 
dexamethasone 
metabolism

Mod Monitor response to 
dexamethasone and 
increase dose as clinically 
indicated

Phenytoin Decreased dexamethasone 
effectiveness

Increased 
dexamethasone 
metabolism

Mod Monitor therapeutic 
response to 
dexamethasone and 
increase dose as clinically 
indicated

Benzodiazepines

Diazepam Erythromycin, 
Clarithromycin

Increased benzodiazepine 
toxicity

Decreased hepatic 
metabolism

Mod Monitor patient for 
excessive benzodiazepine 
effects and adjust therapy 
as appropriate

St. John’s wort Reduced diazepam 
effectiveness

Induction of  CYP3A4-​
mediated metabolism of  
diazepam

Mod Monitor for altered 
therapeutic and adverse 
effects of  diazepam

Lorazepam Valproic acid Increased lorazepam 
concentration

Decreased rate of  
lorazepam metabolism 
(glucuronidation)

Mod Reduce lorazepam dose 
by 50% and monitor for 
increased adverse effects

Midazolam Carbamazepine Decreased efficacy of  
midazolam

Induction of  
CYP3A enzymes by 
carbamazepines

Mod Larger doses of  
midazolam may be 
required to achieve 
desired response

Clarithromycin Increased midazolam toxicity Inhibition of  CYP3A4-​
mediated midazolam 
metabolism

Mod Monitor patient and 
reduce midazolam dose 
empirically
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Ibuprofen Desipramine Increased risk of  
desipramine toxicity

Inhibition of  desipramine 
metabolism by ibuprofen

Mod Monitor desipramine 
concentration and 
monitor for adverse 
effects

Lithium Increased risk of  lithium 
toxicity

Decreased lithium 
clearance

Mod Monitor for signs of  
lithium toxicity; lithium 
dosage reduction may be 
necessary

Phenytoin Increased risk of  phenytoin 
toxicity

Increased free phenytoin 
serum concentration 
and/​or altered 
metabolism of  either 
phenytoin or ibuprofen

Mod Monitor patients receiving 
this combination for signs 
of  phenytoin toxicity and 
monitor serum levels 
(free and total phenytoin)

Corticosteroids

Dexamethasone Carbamazepine Decreased dexamethasone 
effectiveness

Increased 
dexamethasone 
metabolism

Mod Monitor response to 
dexamethasone and 
increase dose as clinically 
indicated

Phenobarbital Decreased dexamethasone 
effectiveness

Increased 
dexamethasone 
metabolism

Mod Monitor response to 
dexamethasone and 
increase dose as clinically 
indicated

Phenytoin Decreased dexamethasone 
effectiveness

Increased 
dexamethasone 
metabolism

Mod Monitor therapeutic 
response to 
dexamethasone and 
increase dose as clinically 
indicated

Benzodiazepines

Diazepam Erythromycin, 
Clarithromycin

Increased benzodiazepine 
toxicity

Decreased hepatic 
metabolism

Mod Monitor patient for 
excessive benzodiazepine 
effects and adjust therapy 
as appropriate

St. John’s wort Reduced diazepam 
effectiveness

Induction of  CYP3A4-​
mediated metabolism of  
diazepam

Mod Monitor for altered 
therapeutic and adverse 
effects of  diazepam

Lorazepam Valproic acid Increased lorazepam 
concentration

Decreased rate of  
lorazepam metabolism 
(glucuronidation)

Mod Reduce lorazepam dose 
by 50% and monitor for 
increased adverse effects

Midazolam Carbamazepine Decreased efficacy of  
midazolam

Induction of  
CYP3A enzymes by 
carbamazepines

Mod Larger doses of  
midazolam may be 
required to achieve 
desired response

Clarithromycin Increased midazolam toxicity Inhibition of  CYP3A4-​
mediated midazolam 
metabolism

Mod Monitor patient and 
reduce midazolam dose 
empirically

(continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Erythromycin Increased midazolam 
sedation

Inhibition of  CYP3A4-​
mediated midazolam 
metabolism

Mod Monitor patient and 
reduce midazolam dose 
empirically

Fluconazole Increased midazolam serum 
concentration and toxicity

Inhibition of  CYP3A4-​
mediated midazolam 
metabolism

Mod Monitor patient 
and reduce dose of  
midazolam

Ketoconazole Increased midazolam serum 
concentration and toxicity

Inhibition of  CYP3A4-​
mediated metabolism of  
midazolam

Maj Combination not 
recommended

Phenytoin Decreased efficacy of  
midazolam

Induction of  CYP3A4-​
mediated metabolism of  
midazolam

Mod Larger doses of  
midazolam may be 
required

St. John’s wort Reduced midazolam 
effectiveness

Induction of  CYP3A4-​
mediated metabolism of  
midazolam

Mod Monitor response and 
increase midazolam dose 
as required

Non-​benzodiazepine Sedatives/​Hypnotics

Trazodone Amiodarone Amiodarone and trazodone 
are both metabolized by 
CYP3A4, and amiodarone 
inhibits this enzyme. 
Combination increases risk 
of  QT interval prolongation 
and torsade de pointes.

Unknown Maj Use caution if  these drugs 
are used in combination 
and monitor cardiac 
function.

Carbamazepine Decreased trazodone 
plasma concentration.

Induction of  CYP3A4 
metabolism

Maj Monitor trazodone 
serum concentration and 
response; adjust therapy 
as needed.

Clarithromycin An increase in trazodone 
plasma levels

Inhibition of  CYP3A4 
metabolism

Mod Use a lower dose of  
trazodone in patients 
receiving clarithromycin 
and monitor for adverse 
effects

Digoxin Increased serum digoxin 
concentration and possible 
toxicity

Unknown Mod Monitor serum digoxin 
concentration with 
combination

Fluoxetine Increased trazodone toxicity 
and/​or serotonin syndrome 
and/​or QT interval 
prolongation

Decreased trazodone 
metabolism by CYP2D6

Maj Monitor for trazodone 
toxicity and adjust dose as 
necessary

Itraconazole, 
Ketoconazole

Increased trazodone 
serum concentrations. 
Combination increases risk 
of  QT interval prolongation 
and torsades de pointes.

Inhibition of  CYP3A4-​
mediated trazodone 
metabolism

Mod Use a lower dose of  
trazodone and monitor 
adverse effects

Phenytoin Increased phenytoin 
serum concentrations and 
increased risk of  toxicity

Unknown, possibly 
due to competitive 
inhibition of  phenytoin 
metabolism, protein 
binding or excretion

Mod Monitor serum phenytoin 
concentration

Table 26.  (Continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Erythromycin Increased midazolam 
sedation

Inhibition of  CYP3A4-​
mediated midazolam 
metabolism

Mod Monitor patient and 
reduce midazolam dose 
empirically

Fluconazole Increased midazolam serum 
concentration and toxicity

Inhibition of  CYP3A4-​
mediated midazolam 
metabolism

Mod Monitor patient 
and reduce dose of  
midazolam

Ketoconazole Increased midazolam serum 
concentration and toxicity

Inhibition of  CYP3A4-​
mediated metabolism of  
midazolam

Maj Combination not 
recommended

Phenytoin Decreased efficacy of  
midazolam

Induction of  CYP3A4-​
mediated metabolism of  
midazolam

Mod Larger doses of  
midazolam may be 
required

St. John’s wort Reduced midazolam 
effectiveness

Induction of  CYP3A4-​
mediated metabolism of  
midazolam

Mod Monitor response and 
increase midazolam dose 
as required

Non-​benzodiazepine Sedatives/​Hypnotics

Trazodone Amiodarone Amiodarone and trazodone 
are both metabolized by 
CYP3A4, and amiodarone 
inhibits this enzyme. 
Combination increases risk 
of  QT interval prolongation 
and torsade de pointes.

Unknown Maj Use caution if  these drugs 
are used in combination 
and monitor cardiac 
function.

Carbamazepine Decreased trazodone 
plasma concentration.

Induction of  CYP3A4 
metabolism

Maj Monitor trazodone 
serum concentration and 
response; adjust therapy 
as needed.

Clarithromycin An increase in trazodone 
plasma levels

Inhibition of  CYP3A4 
metabolism

Mod Use a lower dose of  
trazodone in patients 
receiving clarithromycin 
and monitor for adverse 
effects

Digoxin Increased serum digoxin 
concentration and possible 
toxicity

Unknown Mod Monitor serum digoxin 
concentration with 
combination

Fluoxetine Increased trazodone toxicity 
and/​or serotonin syndrome 
and/​or QT interval 
prolongation

Decreased trazodone 
metabolism by CYP2D6

Maj Monitor for trazodone 
toxicity and adjust dose as 
necessary

Itraconazole, 
Ketoconazole

Increased trazodone 
serum concentrations. 
Combination increases risk 
of  QT interval prolongation 
and torsades de pointes.

Inhibition of  CYP3A4-​
mediated trazodone 
metabolism

Mod Use a lower dose of  
trazodone and monitor 
adverse effects

Phenytoin Increased phenytoin 
serum concentrations and 
increased risk of  toxicity

Unknown, possibly 
due to competitive 
inhibition of  phenytoin 
metabolism, protein 
binding or excretion

Mod Monitor serum phenytoin 
concentration

(continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Ritonavir Increased trazodone plasma 
level and increased risk of  
adverse effects

Inhibition of  CYP3A-​
mediated trazodone 
metabolism by ritonavir

Mod Monitor patient for 
increased sedative effects 
and hypotension. May 
require trazodone dosage 
reduction.

Zolpidem Ketoconazole Increased zolpidem plasma 
level and increased risk of  
adverse effects

Impaired metabolism of  
zolpidem

Mod If  used together, 
monitor for decreased 
concentration and 
increased somnolence

Dopamine Antagonists

Haloperidol Bupropion Increased plasma levels of  
haloperidol

Inhibition of  CPY2D6-​
mediated haloperidol 
metabolism

Mod Use combination with 
caution, and start with 
lower dose of  haloperidol

Carbamazepine Decreased haloperidol 
effectiveness

Increased CYP 2D6 
and 3A4-​mediated 
haloperidol metabolism

Mod Monitor effectiveness of  
haloperidol and increase 
dosage as appropriate

Antihistamines/​Anticholinergics

Diphenhydramine Metoprolol Increased metoprolol 
plasma concentrations 
with prolonged negative 
chronotropic and inotropic 
effects of  metoprolol, 
especially in poor CYP2D6 
metabolizers

Diphenhydramine inhibits 
CYP2D6 enzyme, which 
reduces metoprolol 
metabolism

Mod Use combination with 
caution; monitor for 
increased metoprolol 
adverse effects

*Severity: Mod = moderate; Maj = major; CI = contraindicated

Table 26.  (Continued)



Interacting 
Medication

Interaction Effect Probable Mechanism Severity* Clinical Management

Ritonavir Increased trazodone plasma 
level and increased risk of  
adverse effects

Inhibition of  CYP3A-​
mediated trazodone 
metabolism by ritonavir

Mod Monitor patient for 
increased sedative effects 
and hypotension. May 
require trazodone dosage 
reduction.

Zolpidem Ketoconazole Increased zolpidem plasma 
level and increased risk of  
adverse effects

Impaired metabolism of  
zolpidem

Mod If  used together, 
monitor for decreased 
concentration and 
increased somnolence

Dopamine Antagonists

Haloperidol Bupropion Increased plasma levels of  
haloperidol

Inhibition of  CPY2D6-​
mediated haloperidol 
metabolism

Mod Use combination with 
caution, and start with 
lower dose of  haloperidol

Carbamazepine Decreased haloperidol 
effectiveness

Increased CYP 2D6 
and 3A4-​mediated 
haloperidol metabolism

Mod Monitor effectiveness of  
haloperidol and increase 
dosage as appropriate

Antihistamines/​Anticholinergics

Diphenhydramine Metoprolol Increased metoprolol 
plasma concentrations 
with prolonged negative 
chronotropic and inotropic 
effects of  metoprolol, 
especially in poor CYP2D6 
metabolizers

Diphenhydramine inhibits 
CYP2D6 enzyme, which 
reduces metoprolol 
metabolism

Mod Use combination with 
caution; monitor for 
increased metoprolol 
adverse effects

*Severity: Mod = moderate; Maj = major; CI = contraindicated
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Elimination
There are few pharmacokinetic interactions caused by alterations in drug 
elimination because most drugs have multiple mechanisms of  elimination 
(e.g., biliary, renal). Probenecid has been shown to affect drug secretion in 
the kidney, prolonging the elimination of  methotrexate and penicillin and 
other β-​lactam antibiotics. Drug–​disease interaction is more likely to cause 
drug toxicity, specifically renal and/​or hepatic impairment.

Conclusion
Medications are commonly used to palliate symptoms associated with 
advanced illness. Practitioners must be vigilant in monitoring this frail patient 
population for drug-​induced illnesses, including those caused by drug–​drug 
interactions.
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What Is Pediatric Palliative Care�  
and Whom Does It Involve?
Definition of Pediatric Palliative Care
Pediatric palliative care (PPC) is a family-​centered approach to care for chil-
dren living with life-​threatening illness and their families. The goal of  PPC 
is to manage pain and other physical symptoms while addressing the psy-
chological, social, and spiritual problems of  the child and the child’s family.

As defined by the World Health Organization, effective palliative care 
for children
•	 Involves giving active total care of  the child’s body, mind, and spirit as 

well as support to the family;
•	 Begins when illness is diagnosed and continues whether or not a child 

receives treatment directed at the disease;
•	R equires that the healthcare provider evaluate and alleviate the child’s 

physical, psychological, and social distress;
•	R equires a broad multidisciplinary approach that includes the family and 

effectively uses available community resources;
•	 Can be provided in tertiary-​care facilities, community health centers, 

and the child’s home.

Who Are the Affected Children?
Typically, people think of  children diagnosed with cancer and other life-​
limiting illnesses as the exclusive recipients of  PPC. However, their siblings 
are also important beneficiaries, as are the child’s community of  friends, 
peers, and classmates and children of  adult cancer patients, an expanding 
group due to childbirth into later years.

Affected siblings are often overlooked by healthcare professionals and 
receive less attention from their parents than the ill child in part because of  
the care-​giving needs and the emotional distress associated with parenting 
a seriously ill child.

Clinical Pearl
•	 Pediatric palliative care is not limited to child and adolescent patients. 

All children whose lives are affected by serious medical illness in a loved 
one are potential beneficiaries: pediatric patients, their siblings and 
peers, as well as children and grandchildren of  adult patients.

Box 27.  Pediatric Palliative Care: Differences from Care 
of Adult Patients
•	 Child’s developmental stage
•	 Family life cycle stage
•	 Disease spectrum
•	 Illness trajectories
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Differences from Palliative Care for Adults
While the overall approach to palliative care for children is similar to that 
provided for adults, there are several differences that influence the provi-
sion of  care (Box 27.).2

Child’s Developmental Stage
In addition to physiological and pharmacokinetic differences that influence 
pharmacotherapy, developmental factors that impact communication, as 
well as the understanding of  illness and death, distinguish care of  the child 
from that of  adults. Healthcare providers must be familiar with these differ-
ences in order to provide effective and compassionate care.

Family Life Cycle
Parents or adult siblings function as proxy reporters and decision-​makers. 
When children are very young or ill, these proxies may be the only source 
of  input. Assuming these new roles and responsibilities is emotionally taxing 
on parents and siblings, and they need additional emotional support.

For older children who are healthy enough to provide self-​report and 
participate in decision-​making, both parents and patients often participate 
in reporting and decision-​making. Differences in parent and patient wishes 
may result in ethical dilemmas.

Disease Spectrum
Death is an uncommon phenomenon in children. In 200, 29,38 deaths 
occurred during the first year of  life, with congenital defects, prematurity, 
and sudden infant death syndrome representing the most common causes.3 
Somewhat less than this number occurred from ages –​9, where the over-
whelming causes of  death result from traumatic accidents and injuries. This 
type of  death raises the need for acute palliative care for bereaved families 
that may have no or very little time to adjust to the threat of  premature 
mortality.3

In the –​9-​year-​old group, cancer is the most common medical cause of  
death at 2,000 annually in the United States,4 followed by cardiac diseases, 
congenital anomalies, and multiple other uncommon diseases. The relative 
rarity of  pediatric death and the limited availability of  disease-​specific exper-
tise often require medical care in locations distant from the family’s home.3

Illness Trajectories
The spectrum of  illness trajectories that accompany life-​limiting illness is dif-
ferent from those associated with adult causes of  mortality, some without 
the predictable decline that is common to adults:5

•	 Potentially curable conditions, such as cancer (over 70% of  children with 
cancer are cured)
•	 Progressive conditions for which intensive therapy prolongs and 

enhances life, such as cystic fibrosis
•	 Progressive conditions for which curative or disease-​altering therapy is 

not available, such as a variety of  neurodegenerative conditions
•	 Nonprogressive conditions for which death before adulthood is likely 

from complications, such as prolonged seizures or respiratory failure 
with cerebral palsy.
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The Role of Family-​Centered Care
Family-​centered care, integral to the definition of  palliative care in 
general, plays an especially strong role in caring for children living with 
life-​limiting illness and their families. In pediatrics, family-​centered care 
recognizes that parents are the true experts regarding their own children 
and that they are the primary source of  information, strength, and sup-
port for each child.6

To provide for a true partnership, healthcare professionals must step back 
from their customary roles as experts to realize that families are experts in 
their own right and must be involved at all levels of  healthcare delivery, 
including development and execution of  treatment plans.
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Table 27.  Treatment-​Related Pain in Children with Cancer

Chemotherapy Surgery

Myalgias Postoperative
Mucositis Phantom limb
Extravasation (preoperative analgesia)
Neuropathy Radiation
GVHD (allogeneic BMT) Mucositis

Dermatitis

BMT = bone marrow transplantation; GVHD = graft-​versus-​host disease.

Symptom Assessment and Management
Symptom Epidemiology
Available data, while limited, suggest that children living with life-​limiting ill-
nesses experience a high symptom burden. The data are best described in 
cancer patients.7,8

Almost two-​thirds of  children with non-​CNS tumors have symptoms 
at diagnosis, which typically resolve with initiation of  treatment. However, 
multiple symptoms are common throughout the course, with inpa-
tients and those receiving chemotherapy reporting more symptoms than 
outpatients.9,0

Unrelieved symptoms are also prevalent at the end of  life, with pain, 
fatigue, dyspnea, and anorexia being the most common. In addition to the 
cancer, symptoms may occur as a result of  the treatment or procedures or 
from noncancer etiologies.

Causes of  treatment-​ and procedure-​related pain are noted in Table 27. 
and Box 27.2. These can often be anticipated and prevented. In noncancer 
illnesses, symptoms vary depending on the diagnosis, but often reflect respi-
ratory, neurological, or feeding problems.

Paradigm for Symptom Assessment and Management
As for adults, optimal management of  pain and other disease-​associated 
symptoms is predicated on an understanding of  the multidimensional nature 
of  the symptom experience. Contributing to symptom expression are medi-
cal factors, including underlying pathophysiological mechanisms and comor-
bid medical conditions, as well as psychological, social, and spiritual factors.

Box 27.2  Procedure-​Related Pain in Children with Cancer
•	 Needles
•	 Bone marrow
•	 Aspiration and biopsy
•	 Central line removal
•	 Diagnostic procedures
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Symptom assessment includes a systematic symptom survey, a symptom-​
specific history, oncological history, including disease-​directed therapies, 
general medical history, spiritual review, and psychosocial and family his-
tory that includes screening for substance abuse. When available, validated 
age-​ and developmentally appropriate symptom screening batteries such 
as the pediatric versions of  the Memorial Symptom Assessment Scale9,0 
and symptom-​specific scales should routinely be incorporated into the 
clinical history.

Optimal management is contingent upon ongoing assessment of  the 
symptom experience, physical examination, and indicated diagnostic test-
ing, as expert assessment is the basis for a working diagnosis and treatment 
plan in keeping with the goals of care.

Pain Assessment Tools
Types of  assessment tools include behavioral, numeric rating, categorical, 
and visual analog scales. For pain, behavioral observation scales are the pri-
mary assessment method for neonates, infants, children under 4 years of  
age, and those with developmental disabilities.

Children aged 3–​8 years are usually able to use faces scales, with a series 
of  photographs or drawings depicting varying degrees of  distress. Children 
aged 8 years and older can generally also use verbal rating scales (no pain, 
mild, moderate, severe) and horizontal versions of  adult visual analog 
scales, for example, measuring pain against a horizontal ruler.

Examples of  age-​appropriate pain assessment scales are noted in 
Box 27.3.

Assessment of Psychological Distress
Assessment of  psychological distress should be an early and ongoing com-
ponent of  care for persons with a life-​threatening illness. Learning of  and 

Box 27.3  Pain Assessment: Examples of Age-​  
and Developmentally Appropriate Scales

Children < 4 Years or with Developmental Disabilities
•	 Behavioral observation scales
•	 FLACCS (Face, Legs, Activity, Cry, Consolability)
•	 Children’s Hospital of  Eastern Ontario Pain Scale (CHEOPS)
•	 Gustave Roussy pain scale

Children 3–​7 Years
•	 Faces scales (e.g., Oucher, revised Bieri, Baker–​Wong)
•	 Color analog scale (e.g., pain thermometer)
•	 Poker chip tool
•	 Body maps

Children ≥ 8 Years
•	 Verbal rating scales
•	 Numeric rating scales
•	 Visual analog scales (horizontal)
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living with the illness are both initially and intermittently distressing and 
often relate to losses.

Acutely, losses may include disruption of  daily life and loss of  physical 
well-​being. Progressive losses may include deaths of  friends at the same 
treatment center and health decline from advanced disease or treatment 
side effects. Examples of  anticipated losses include independence from 
caregiver or career options.

With most life-​threatening or life-​limiting illnesses, persons are at risk for 
symptoms of  depression and anxiety, including traumatic stress. A source 
for reviewing the symptoms of  possible diagnoses is the Diagnostic and 
Statistical Manual of  Mental Disorders (DSM), published by the American 
Psychiatric Association. Portions of  the DSM are available online at www.
psyweb.com.

Given that depression, anxiety, and traumatic stress need to be evalu-
ated, assessing sleep quality is a nonthreatening way to begin screening for 
these conditions. Sleep has behavioral qualities and concrete descriptors, is 
usually not stigmatizing to discuss, and involves personal disclosure. Easily 
disrupted by emotional distress, sleep patterns provide some transparency 
regarding a person’s emotional state.

A possible questioning sequence may be “How have you been sleeping? 
How long do you take to fall asleep? Once you are asleep, do you awaken 
prematurely? If  so, what causes you to awaken? What is on your mind when 
you awaken? How are you feeling when you awaken?”

Questions about feeling states such as worry and sadness are a natu-
ral progression. When assessing concerns, normalizing the experience is 
important before asking questions:  “Many people have new worries and 
concerns when they are feeling sick. Some people have never been to 
a hospital before, and others have never spent a night away from home 
before. I would like to know how you feel.”

The fear thermometer is a single-​item numeric rating scale that can be 
used to simplify assessment of  worry.2,3 Similar to a pain thermometer, it 
is a type of  tool with which many children are already familiar.

Online screening tools and resources developed for assessing depression 
and anxiety are available from the International Psycho-​oncology Society 
(www.ipos-​society.org), the American Psychosocial Oncology Society (www.
apos-​society.org), and the National Child Traumatic Stress Network (www.
NCTSNet.org).

Clinical Pearl
•	 Asking about sleep is a nonthreatening way to begin screening for 

depression and anxiety.

Synthesis of Symptom Diagnosis and Management Plan
Once a working diagnosis is established, treatment is directed at modifying 
the underlying causes as well as palliation of  the symptom itself. Symptom-​
directed therapy (i.e., analgesics for pain) is often an integral component of  
the treatment plan while awaiting the benefit of  disease-​directed therapy or 
when primary therapy is ineffective.

Psychological, social, and spiritual concerns often exacerbate the symp-
tom and necessitate corresponding interventions for optimal symptom 
management and to avoid unnecessary drug toxicity.
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Modalities of Symptom Control
Modalities of  symptom control, reviewed elsewhere in this book, are 
numerous and include disease-​specific, pharmacological, anesthetic, surgical, 
psychiatric, psychological, spiritual, and integrative-​medicine interventions.

Optimal management is often multimodal and is best configured with 
the interdisciplinary input of  team members working closely together. 
Understanding the impact of  illness and associated symptoms on the child 
is essential. If  barriers are present, psychosocial staff, including a child-​life 
specialist when available, can foster communication about these issues.

Principles of Pharmacotherapy
Pharmacotherapy is a mainstay of  treatment for most children. There is a 
paucity of  studies conducted in children; thus use is largely based on clinical 
experience. The principles of  management are noted in Box 27.4.

Indications for most medications and medication side effects are similar 
to those for adults in most cases.

Given the variation in starting doses and dose range due to developmen-
tal issues (see the following section, “Developmental Issues in Drug Use”), 
specific dose recommendations are beyond the scope of  this text.

Developmental Issues in Drug Use
Factors that influence drug management include ratio of  body compart-
ments, differences in plasma protein binding, development of  hepatic 
enzyme systems for drug metabolism, extent of  renal filtration and excre-
tion of  drugs and their metabolites, metabolic rate, oxygen consumption, 
and degree of  maturation of  respiratory function.

For individuals not experienced in working with premature infants or 
children of  different developmental stages, close coordination with pedia-
tricians and pediatric pharmacists is essential to providing safe and expert 
pharmacotherapy, and use of  pediatric-​specific resources is advised.

Box 27.4  Principles of Pharmacotherapy for Symptom 
Management
•	S tart one drug at a time and allow an adequate trial to assess benefit 

and side effects.
•	 Choose the appropriate route of  administration.
•	 Use the oral route whenever possible.
•	 Avoid the intramuscular route.
•	 Provide regularly scheduled medication for continuous pain.
•	 Use PRN or “breakthrough” doses for prevention of  predictable 

incident pain and treatment of  pain exacerbations.
•	 Anticipate and manage side effects, for example, bowel management 

with opioids.
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Communication Issues in Pediatric 
Palliative Care
Communication: The Principal Determinant 
of High-​Quality Care
The literature consistently demonstrates that parents value direct, clear, 
and caring communication about what to expect, and that this is the prin-
cipal determinant of  quality pediatric palliative care.4 Involvement of  the 
child, when considered age-​ and culturally appropriate by the parents, is key 
to satisfaction with care.

Furthermore, most children adjust best to death, be it their own, their 
sibling’s, or their parent’s, when provided with a safe and permissive envi-
ronment in which they are allowed to openly ask questions, voice concerns, 
and participate in care.

Clinical Pearl
•	 Parents value direct, clear, and caring communication about what to 

expect; this is the principal determinant of  quality of care.
•	 Involvement of  the child in discussions about the illness and care plans, 

when considered age-​ and culturally appropriate by the parents, is key 
to parents’ satisfaction with care.

Formats for Medical Conversations
The format of  medical conversations may be () patient only; (2) patient 
and parent simultaneously; (3) parent first, followed by parent and patient 
simultaneously; or (4) parent only. Problems commonly arise when negotia-
tion of  the format does not occur, for example:
•	 Patient: “The worst part was waiting in the lobby when my parents and 

doctor were talking about me.”
•	 Parent: “The doctor just said the diagnosis. I was not prepared. I was so 

upset. I wished I had been able to support my child.”
The medical-​conversation formats used in these examples are reasonable 
but not suited to the participants’ needs. Once the conversations have 
taken place, fit of  the conversation should be reassessed: What about the 
format worked? What did not work? What modifications should be made?

As participants gain treatment experience, the format may need to be 
changed. Optimally initiated at the beginning of  the patient–​professional 
caregiver relationship, these conversations should continue throughout the 
course of  care and provide the opportunity for the medical professional to 
learn what is important to both the parent and child.

Empathic Listening
Communication requires both an empathic listening component and a 
treatment leadership component. Most often, the empathic listening com-
ponent is omitted and communication is limited to biomedical information.

The patient needs permission and invitation to be heard; the medical 
professional can extend this invitation by asking open-​ended questions. 
Open-​ended questions are an invitation for the recipient to reflect, feel, 
and self-​disclose.
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Mack and Wolfe offer suggestions for best practice in this area, including 
how to initiate medical conversations, introduce the possibility of  death, 
elicit care goals, introduce palliation, talk about expectations, and address 
children directly.5

Transitioning Between or Participating in Simultaneous 
Curative and Palliative Care Services
Communicating during transitions in care can be challenging. Language may 
become vague, euphemistic, autocratic, and/​or complex biomedical speak, 
resulting in confusing communications.

Clear language, support, and commitment from the medical team, along 
with active engagement with the family in decision-​making, are the ideal; 
for example: “It is time to rethink our goals and plans. We had each hoped 
that the treatment would cure the disease, but we now know the disease 
is worsening. Our goal is to help you in the best way possible. Do you have 
ideas regarding what is best for you? Would examples of  goals, options, or 
plans help us start the conversation?”

Core Concepts to Complete Understanding of Death
Core concepts to a mature understanding of  illness and death develop dur-
ing childhood.6 The first concept to develop is the irreversibility of  death. 
Dead people do not come back to life the way that cartoon characters do.

Finality signifies that all body functions cease. When the concept of  final-
ity has not yet been grasped, children will ask how the deceased will eat 
or breathe, once buried. Failure to address these developmentally appro-
priate concerns can lead to misperceptions, which can be traumatic if  not 
corrected.

Universality implies that death happens to all living things and that, one 
day, death will happen to the child.

Causality is the understanding that death occurs for a proximate reason 
independent of  oneself. Younger children commonly blame themselves for 
the death, rather than a cause independent of  themselves. This misattribu-
tion of  cause and effect is labeled “magical thinking.” Young children may 
believe that they have “wished” somebody dead; their misbehavior caused 
the death; or that death is contagious. Given the likelihood that these beliefs 
will occur, it is important to identify and rectify misattributions.

Age-​Specific Recommendations Regarding Care of Children 
Exposed to Life-​Threatening Illness and Death
Preschool-​age children understand physical discomfort. Parents’ presence 
and soothing of  the child are the focal parenting tasks. Preschool-​age chil-
dren live in the present. They do not have “issues” to resolve or need “clo-
sure” before death.

Young school-​age children need help with magical thinking, as discussed in 
the preceding section. A sample script is as follows: “The (name of  illness) 
is stronger, and the medicines are not able to help as much as they had. You 
worked hard and followed the prescriptions. We are very proud of  you. 
You did not cause the (illness), nor did you do anything to make it stronger. 
No one knows why this happened. We will do everything possible to help 
you and one another.”
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Older school-​age children and adolescents have a broad range of  con-
cerns and need for information. Commonly reported concerns include the 
following:
•	 What dying feels like, including whether dying will be painful
•	S eparation from loved ones
•	 How others will fare after the child dies
•	 What happens to the child after death.
School-​age children and adolescents need permission to voice concerns. 
Some may need to hear examples of  commonly experienced concerns, as 
most are apprehensive to disclose private thoughts about death. They may 
need a neutral party with whom to disclose concerns, wanting to protect 
loved ones from sadness.
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Grief and Bereavement in Pediatric 
Palliative Care
Children may cross many milestones during the course of  an illness. 
Normalizing life as much as possible by facilitating participation in mile-
stones important to the child is necessary. If  this is not done, treatment 
adherence and psychological adjustment may both deteriorate.

The Child Patient: Disclosure of Impending Death
Parental Grief
Parents may need to grieve the anticipated death of  their child, spouse, or 
other beloved individual before they are able to assist their child or children 
in the grieving process. This timing may conflict with the healthcare profes-
sional’s readiness to discuss dying with the child. The healthcare profes-
sional should discuss timing of  disclosure with the parent.

Negotiating a balance between the parents’ needs and the child’s needs is 
the goal. In addition to reflective listening and empathic responses from the 
medical professional, the parent(s) may benefit from additional services to 
work through their grief.

Describing the role and accessibility of  expert assistance and offering to 
facilitate the connection are ideal. If  such an expert is not available within 
the institution, a member of  the treatment team should assume the respon-
sibility of  making a community-​based referral.

A national locator for licensed psychologists is provided by the National 
Registry of  Health Service Providers at www.findapsychologist.org. State 
licensing boards provide online rosters of  licensees by city or zip code. The 
key search words are “state board of  examiners of  (psychologists, psychia-
trists, licensed professional counselors, or social workers).”

Parental Role in Protecting the Child from Harm
Parents’ jobs involve protection of  their child from harm; accordingly, they 
may want to protect their child by avoiding discussion of  death. However, 
one cannot be protected from one’s own death. Parents may need input, 
discussion, and suggestions as to how to help their dying child with develop-
mentally appropriate information.

When a child does not have adequate, age-​appropriate information, what 
the child imagines is likely worse than the truth. With information, the child 
can trust in others, know what to expect, and be part of  the family experi-
ence. By modeling how persons are helped, regardless of  circumstances, 
death need not be feared.

Parents may benefit from opportunities to plan and rehearse ways to 
discuss the possibility and likelihood of  the child’s dying with the treatment 
team or community experts.

Clinical Pearl
•	 Giving children permission to talk about the impending death of  

themselves or of  a loved one is important, as it demonstrates 
confidence in their ability to cope and allows for correction of  
potentially distressing misperceptions.
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Psychosocial Support of Parents and Siblings of a Child 
with Life-​Limiting Illness
During Illness
Healthy siblings need to maintain normalcy. Maintaining contact with the 
familiar is important. Routines such as school-​ and peer-​based activities 
need to continue. When parents are unable to sustain these routines, sur-
rogate caregivers should be identified to help.

In addition, the healthy sibling needs consistent, trustworthy information 
regarding the ill sibling, as well as contact with parents and the ill sibling dur-
ing the course of  medical care. To foster contact, sibling-​oriented services 
are often available, for example, sibling support groups and summer camps 
that include healthy and ill sibling groups.

Parents may need suggestions of  how best to parent a healthy child when 
another child in the family is ill. National organizations, such as American 
Childhood Cancer Organization (www.acco.org), provide parent support, 
and Supersibs (www.alexslemonade.org) provides sibling support and par-
enting information.

During Bereavement
Psychosocial support and intervention subsequent to the death of  a patient 
is also an important and often neglected aspect of  care. Brief  contact by 
phone or mail by the primary medical team members provides both the 
opportunity for the shared loss to be recognized and an offer to locate local 
bereavement resources.

Bereaved parents often do not fit into generic, community grief  support 
groups because of  the rarity of  and aspects unique to a child’s death.

National organizations available to facilitate identification of  local 
bereavement resources include the following:
•	 Compassionate Friends (www.compassionatefriends.org) is a national 

organization for bereaved parents, with local chapters that provide 
parent support groups.
•	 Dougy Center (www.dougy.org) provides sibling bereavement services 

and an international listing of  similar organizations.

Palliative Care for the Child Whose Parent Is Dying
A child whose parent is at the end of  life can be an important beneficiary 
of  palliative care services, either directly or through the proxy of  his or her 
parent. Like parents of  seriously ill children, parents affected by a terminal 
illness may need help in learning how to talk with a child about their own or 
the other parent’s illness.

Assistance in talking with their children about the illness should be offered 
at the beginning of  treatment and whenever health status changes signifi-
cantly. Parents are encouraged to do the following:
•	O penly discuss the illness
•	 Involve the treatment team expert as needed
•	 Use the proper name of  the illness
•	 Clarify whether or not the illness is contagious
•	 Dispel magical thinking regarding causality
•	 Bring the child to an appointment
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•	 Encourage visitation during hospitalizations; though most children wish 
to visit, visitation is the child’s choice
•	 Prepare the child before the visit; explain the parent’s status, the medical 

equipment being used, treatment of  the disease, and treatment for 
comfort
•	 Foster discussions about dying; ensure an age-​appropriate understanding 

of  what dying means, e.g., the body stops working
•	R eassure the child regarding who and how the child will be cared for 

during end of  life and after the parent’s death
•	 Inform and update school counselors and other involved adults
•	 Maintain normalcy as much as possible
Kathleen McCue provides more detailed guidance in her book How to Help 
Children Through a Parent’s Serious Illness (994), published by St. Martin’s 
Press, New York.

Grieving Children: How Do They Differ from Adults?
Whenever possible, children should be offered the opportunity to be pres-
ent with the ill individual and to participate in death rituals such as funerals 
to the extent that they would like. Explanations of  what to expect and pro-
vision of  an adult dedicated to that child in the event that the child’s needs 
change is integral to a successful bereavement outcome.

Unlike most adults, children do not exhibit intense emotional and behav-
ioral expressions of  grief  in a continuous fashion. For example, a typical 
developmental response for a school-​age child might be to exhibit intense 
signs of  grief, followed by a request to play at the neighbor’s house. While 
grief  may not be continuous, it can last longer than the grief  of  adults, with 
the need to repeat the work of  mourning at developmental and chronologi-
cal milestones.

The bereavement process itself  is affected by many factors, including 
closeness of  relationship with the deceased, family functioning, and family 
style of  communication.

Pediatric Palliative Care: What Do 
Parents Need?
Consistent themes include:
•	 Effective pain and symptom control for their child
•	 Direct, sensitive, and clear communication, as influenced by culture and 

personal preferences
•	 Collaborative, caring relationships between the child, family, and 

healthcare team members
•	 Parent and child involvement in treatment and end of  life decision-​

making, as suited to the child’s age and health status
•	R eadily available healthcare services, which may be continuous proximal 

to the end of  the child’s life
•	 Continued relationships with healthcare professionals in the form of  

bereavement services
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Aging with Chronic Disease
Older adults are living longer with multiple chronic conditions. The number 
of  adults over the age of  65 numbered 43. million in 202, representing 
3.7% of  the US population. Persons reaching age 65 in the United States 
have an average life expectancy of  an additional 9.2 years (20.4 years for 
females and 7.8 years for males. Also in 20, approximately two-​thirds 
(67.3%) of  Medicare beneficiaries had two or more chronic conditions 
(MCC2+), and 4% had six or more.2

Given that older adults are surviving into advanced age, many with 
chronic disease, the majority of  hospice diagnoses are now non-​cancer-​
related, for example, congestive heart failure (CHF), chronic obstructive 
pulmonary disease (COPD), or dementia.

Primary care and palliative care providers need to become familiar with 
managing the symptoms of  chronic disease, as well as prognosticating in the 
setting of  variable chronic disease courses.

Palliative Care Needs in Older Adults
The symptom burden of  chronic serious illness is frequently under-​
recognized and undertreated. In a study of  community-​dwelling elders age 
60 or older with advanced COPD, heart failure, or cancer, 86% reported 
at least one symptom rated as moderate or severe, and 69% had at least 
two such symptoms. The most commonly reported symptoms were limited 
activity (6%), fatigue (47%), and physical discomfort (38%).3

Cognitive, motor, visual, or auditory impairments can complicate symp-
tom ascertainment and decision-​making in older adults. Furthermore, func-
tional and mobility decline may complicate symptom management in this 
population—​for example, ambulatory function and the ability to get to the 
bathroom while using diuretics or laxatives, or fall-​risk management for frail 
elders on psychoactive medication who live in multistory housing.

Psychosocial and caregiver support can be tenuous because of  spousal 
loss, social isolation, and geographically dispersed extended families.

Generational and cultural factors may affect a patient’s comfort level with 
caregiving dependence on others. This can be very challenging for patients 
who embrace a traditionally Western approach to autonomy and indepen-
dence but are no longer able to function independently because of  illness 
and physical decline.
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Settings of Palliative Care and Hospice
Palliative care services, including but not limited to hospice, can be pro-
vided in multiple settings, including inpatient, outpatient, and long-​term care 
facilities (Table 28.). The range and breath of  palliative care services in the 
United States are expanding as our healthcare delivery system and financ-
ing evolve.

Outpatient palliative care, including clinic-​ and home-​based palliative 
care, are covered by Medicare Part B and private insurance companies. 
Medicare Part A covers the hospice benefit for hospice-​eligible patients.

Increasingly, nursing homes have become the site of  death for frail, older 
adults. Unfortunately, older adults who may benefit from both skilled nurs-
ing home care for rehabilitation or a skilled need (as opposed to nonskilled 
institutional care) and hospice care are typically unable to receive both ser-
vices simultaneously. Medicare Part A will only cover one of  these services 
at a time. Perhaps in part for this reason, there is great opportunity for 
improving palliative care in nursing homes.

 



Table 28.  Settings of Palliative Care and Hospice for Older Adults

Benefit Goals Location Services Services 
Excluded

Eligibility Payer

Inpatient  
palliative care

Provides palliation of   
symptoms, spiritual and  
psychosocial support during a 
hospitalization with expectation  
for survival or at the end of  life

Hospital Interprofessional  
palliative care  
team including  
medicine, nursing,  
social work, and  
spiritual care

Anyone 
hospitalized  
with palliative 
care needs

Medicare  
Part A or 
private 
insurance

Community-​based 
palliative care

Provides palliation of   
symptoms, spiritual and  
psychosocial support in a clinic 
setting or in the patient’s home

Clinic or  
patient’s home

Medical and/​or  
nursing care; team  
composition is  
variable

Anyone in  
the community 
with palliative 
care needs

Medicare  
Part B or 
private 
insurance

Skilled nursing
facilities

Rehabilitation of  physical 
deconditioning to achieve optimal 
health and functional autonomy

Long-​term care 
facilities

Physical therapy,  
occupational therapy,  
speech therapy, and  
skilled nursing care.  
Room and board,  
medications, and  
medical supplies are 
covered.

Prohibits 
simultaneous 
enrollment in 
hospice

Meet skill  
needs in 3 
therapy areas,  
or have at  
least one  
skilled nursing 
need (e.g., 
wound care,  
IV antibiotics, 
tube feeding, 
catheter care)

Medicare  
Part A or 
private 
insurance 
(if  under 
65 years of  
age)

Hospice Provides palliation of  symptoms, 
spiritual and psychosocial support  
at the end of  life

Can provide  
services at long-​ 
term care  
facilities,  
residential  
hospices,  
inpatient  
hospices, and at 
home

Nursing care,  
medications, supplies,  
durable medical  
equipment, pastoral  
care, social work,  
personal aid and  
attendance,  
bereavement support

Does not pay  
for room and 
board in long-​  
term care  
facilities.  
Cannot receive  
Medicare-​
reimbursed 
rehabilitation 
services 
simultaneously 
while on hospice

Physician-​
documented 
life-​limiting  
illness with a 
prognosis  
of  6 months 
or less

Medicare  
Part A or 
private 
insurance
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Barriers to Hospice for Older Adults
The number of  adults over age 65 who enroll in hospice services has been 
rising over time.4 However, a number of  barriers that prevent older adults 
from accessing hospice services still exist, including the following:
•	 Absence of  caregiver support at home, especially for widowed, older 

females
•	 Inability of  patient or family to pay for custodial care at a long-​term care 

facility
•	 Patients’ fears of  medical abandonment once on hospice.

Goals of Care Discussions
Key considerations when having goals of  care discussions with older adults 
and their families include the following:
•	 Ageism bias occurs when healthcare providers withhold more aggressive 

treatments or interventions because of  consideration of  age alone 
rather than patient preferences, functional and cognitive abilities, or 
anticipated survival. People desire prolonged life at all ages. We cannot 
assume that people of  advanced age will necessarily choose against life-​
prolonging therapy.
•	 Quality of  life, even in the cognitively impaired, is best assessed by the 

patient, not by proxies or healthcare providers.5,6 A person’s functional 
capacity and quality of  life influence the decision to endure procedures 
or treatments.7

•	 Prognostication can be challenging as the population lives longer with 
chronic diseases with variable survival courses (e.g., CHF, COPD, and 
Alzheimer’s disease).
•	 Patients and families may feel strongly about the continued use of  

medications for chronic conditions unrelated to terminal illness (e.g., 
cholesterol medication). The healthcare provider needs to balance 
the need for rapport-​building and trust with reducing unnecessary 
medications.
•	 Despite the tendency to approach dementia as if  it were a single 

entity, it is important to recognize that different types of  dementia 
present with different symptoms, clinical courses, and prognoses. Lewy 
body, vascular, and Alzheimer’s dementia all have different clinical 
presentations and prognoses, necessitating nuanced, disease-​specific 
care planning.

Clinical Pearl
•	 Age alone should not dictate treatment choices; rather, functional status, 

expected survival, and patient preferences should be the determining 
factors.
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Biology of Aging and Pharmacokinetics
Decreased renal function, liver size, and hepatic blood flow occur with 
aging, leading to altered drug metabolism. Body composition also changes 
with aging, with a greater proportion of  body mass composed of  fat mass 
than fat-​free mass.

Hydrophilic drugs have a lower volume of  distribution due to decreased 
total body water (fat-​free mass) in geriatric patients, leading to an increased 
risk of  toxicity secondary to increased concentration of  these medications. 
Such drugs include ethanol, lithium, and digoxin.

Lipophilic drugs (e.g. benzodiazepines, barbiturates, trazodone) take lon-
ger to reach steady state and eliminate because of  increased fat stores.

Decreased albumin levels commonly seen in older adults cause increased 
unbound drug fractions, risking greater drug toxicity, for example, with phe-
nytoin, valproate, benzodiazepines, and warfarin.

Drugs using hepatic phase I pathways (diazepam, propoxyphene, miperi-
dine, tricyclic antidepressants, carisoprodol) produce active metabolites 
that result in prolonged clinical effects and toxicity. Drugs using phase II 
pathways (lorazepam) result in inactive metabolites and are preferred in 
geriatric care.

Given age-​related changes in drug metabolism and excretion, psychoac-
tive medications (opioids, sedatives, tricyclic antidepressants) can cause 
central nervous system toxicity and delirium in older adults.

The general guideline when starting a medication in an older adult is to 
“start low and go slow,” with frequent reassessments for efficacy and side 
effects.

Clinical Pearl
•	 Psychoactive medications commonly used in palliative care increase risk 

for delirium in older adults.
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Symptom Management in Geriatric 
Populations
As noted previously, cognitive, motor, visual, or auditory impairments in 
older adults can make symptom assessment and management challenging. 
The side effects from medications and drug–​drug/​drug–​disease interactions 
in older adults can further complicate this important task.

Infection
Prolonged or recurrent antibiotic use can cause side effects (nausea, 
decreased appetite, diarrhea, infectious colitis, yeast infections) and drug 
resistance. However, antibiotic use at the end of  life may decrease symptom 
burden and therefore improve quality of  life, even when it does not prolong 
survival.8

Pressure Ulcers
Despite excellent skin care and pressure relief, pressure ulcers can be dif-
ficult to avoid at the end of  life. Pressures ulcers tend to heal poorly in 
malnourished, frail older adults, particularly those with mobility limitations 
and incontinence.

Pressure ulcers are easier to prevent than to heal. Prevention measures 
include pressure-​relieving mattresses, frequent turning, and good perineal 
hygiene.

In patients who are actively dying, the goal is to effectively manage symp-
toms. Metronidazole gel and frequent dressing changes help odor control 
and drainage. Patients should be premedicated as needed for incident pain 
from dressing changes.

Pain
Many providers erroneously assume that older adults do not experience 
pain as intensely as younger patient populations.

Pain from a terminal illness may be complicated by pain from chronic 
underlying conditions, such as osteoarthritis, which are frequently unrecog-
nized and undertreated.

Pain assessment in cognitively impaired adults may require observation 
for nonverbal pain behaviors (grimacing, crying, withdrawing, behavioral 
and sleep disturbances, diminished appetite).

Acetaminophen is a good first-​line agent for mild to moderate pain in 
older adults, at appropriate dosing for liver function.

Any pain complaint that affects physical function or quality of  life should 
be recognized as a significant problem. Pharmacologic therapy, including but 
not limited to carefully titrated opioids, should be considered for patients 
who experience functional impairment or a reduction in quality of  life from 
their pain.

Avoid use of  medications such as NSAIDs (risk of  GI upset, GI bleeding, 
and renal toxicity), opioids with toxic metabolites (miperidine, propoxy-
phene), and tricyclic antidepressants for neuropathic pain.

Exercise caution with sustained-​release opioid preparations in patients 
with renal impairment because of  the risk of  increased neurotoxicity. In 
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such circumstances, it is safer to use cleaner metabolizing, short-​acting opi-
oids, such as oxycodone.

Nausea and Vomiting
Use caution when initiating antiemetics in older adults.
•	 Metoclopramide can cause extrapyramidal side effects.
•	 Promethazine and benzodiazepines increase the risk of  falls and can 

cause delirium.
•	S teroids can precipitate delirium.
•	 Anti-​emetics, including ondansetron and prochlorperazine, can worsen 

constipation.

Constipation
Many geriatric patients do not drink adequate fluids or have fluid restrictions 
placed for cardiac or renal conditions.

Ensure adequate fluid intake—​a mainstay of  constipation management.
Older patients should avoid fiber and bulking agents in opioid-​induced 

constipation because of  prolonged gut transit time, resulting in increased 
water reabsorption and risk for obstruction.

Anticholinergic medications (bladder antispasmodics, antihistamines, 
tricyclic antidepressants) and calcium channel blockers all worsen consti-
pation. Bowel stimulants and osmotic agents are both effective in the treat-
ment of  constipation in older adults.

Diarrhea
Consider medication-​induced causes (recent antibiotic use, chemotherapy) 
or infectious causes (Clostridium difficile colitis) of  diarrhea.

Rule out infection before empirically using an antidiarrheal agent in 
patients who have recently taken antibiotics or who live in an institutional 
facility.

Consider using loperamide rather than diphenoxylate as it crosses the 
blood-​brain barrier less and therefore induces fewer CNS side effects.

Cough
Some medications, such as calcium channel blockers and angiotensin-​
converting enzyme (ACE) inhibitors, can induce chronic cough weeks to 
months after initiation of  the medication.

Gastric reflux can cause coughing and should be considered in patients 
who are tube fed.

Oral Complaints
Poor dentition, ill-​fitting dentures from weight loss, oral candidiasis, and oral 
ulcerations can cause discomfort, resulting in decreased oral intake. A care-
ful oral examination can identify these conditions and foster appropriate 
management.

Depression and Anxiety
Depression is often under-​recognized in older adults, as they may not 
acknowledge “feeling depressed” because of  perceived social stigmas asso-
ciated with depression. The Geriatric Depression Scale (GDS) is a good 
clinical tool for capturing unrecognized depressive behaviors.
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Stimulants, such as methylphenidate, can quickly improve depressive 
symptoms in advanced terminal illness. Guided by the patient’s goals of  
care, the decision to prescribe stimulants should be considered carefully 
in patients with a history of  cardiac arrhythmia, coronary artery disease, 
CHF, or stroke.

SSRIs, such as citalopram and sertraline, are generally well tolerated in 
older adults. They can, however, contribute to hyponatremia, particularly in 
patients who are at risk for hyponatremia from volume overload conditions.

Incontinence
Fecal and urinary incontinence are common in older adults with mobility, 
cognitive, and neurogenic impairments. Incontinence is an important cause 
of  institutionalization.

Strategies for treating functional urinary incontinence include rearranging 
furniture to optimize safe navigation to the toilet, arranging for assistance, 
bedside commodes, eliminating restraints, scheduling voids, limiting fluid 
intake before bed, and treating depression.

Kegel exercises, timed voiding, and, after these strategies are tried, anti-
cholinergics can help with urge incontinence. Of  note, anticholinergics can 
cause delirium, severe bladder retention, constipation, and dry mouth, 
requiring close monitoring for tolerance.

Long-​term in-​dwelling Foley catheters promote recurrent urinary tract 
infection and antibiotic resistance, so risks and benefits should be carefully 
considered.

Long-​term use of  rectal tubes is not advised.

Mobility and Sensory Impairment
Both mobility and sensory impairment increase the risk of  falls, particularly 
if  psychoactive medications are being used.

Decreased propioception and hand coordination make self-​care and 
medication administration difficult (e.g., glucose monitoring, shot adminis-
tration, and opening pill bottles). Such impairments challenge patients and 
caregivers, contributing to the decision to institutionalize.

Insomnia
Insomnia results from sleep-​cycle changes, medication use (some antide-
pressants, chemotherapy, steroids, sedatives/​somniferents), day and night-
time inversion in dementia, occult alcohol use, and poor sleep hygiene.

A thorough assessment for the cause of  insomnia should be undertaken, 
including addressing behavioral issues and uncontrolled symptoms. If  medi-
cation is needed, low-​dose trazodone is recommended as a safe first choice. 
Low-​dose mirtazapine may improve both insomnia and appetite stimulation 
in patients suffering from anorexia.

Tricyclic antidepressants should be avoided because of  anticholinergic 
side effects, causing delirium and falls.

Use caution when prescribing benzodiazepines and zolpidem because of  
the risk of  delirium and falls. In geriatric populations, lorazepam is the pre-
ferred benzodiazepine.
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Nutrition
Taste and smell diminish as we age, lowering appetite. In dementia, dietary 
modification using salty, sweet, and sour flavors can improve appetite, as 
can temperature adjustment (hot instead of  cold dishes).

Modified consistencies, such as pureed foods, and tube feeding are often 
less appealing to patients, even though they may be safer in the setting of  
dysphagia. Value judgments weighing quality of  life versus swallowing safety 
need to be assessed by the care team, patient, and family.

Cognitive Impairment and Delirium
Regardless of  whether cognitive impairment is mild or severe, patients are 
at increased risk for delirium. Delirium in cognitively impaired individuals 
may last as long as weeks to months following the precipitating event(s).

Delirium is often multifactorial, resulting from the underlying terminal 
illness, drugs, infection, dehydration, or change in environmental circum-
stances (e.g., hospitalization).

In addition to treating the underlying causes, short-​term use of  haloperi-
dol for behavioral disturbances is helpful.

If  antipsychotic use is anticipated to last for months, atypical neuroleptics 
(quetiapine, risperdal, olanzapine) usually result in fewer extrapyramidal 
side effects. However, the practitioner must weigh the increased risk of  
cerebrovascular events and mortality in patients with dementia who take 
these medications for extended periods of time.9

Quetiapine is usually the antipsychotic of  choice in the setting of  
Parkinsonism.
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Ethical and Social Issues
Artificial Hydration and Nutrition
There is no clear evidence that tube feeding of  institutionalized patients 
with dementia prolongs survival. Since different types of  dementia have dif-
ferent clinical presentations and survival courses, we cannot assume that 
tube feeding uniformly provides the same survival benefits.0

The American Geriatrics Society (AGS) recommends careful hand feed-
ing for older adults with advanced dementia who can no longer feed them-
selves over feeding tube placement.

Proxy and Decision-​Making
Patients with mild to moderate cognitive impairment are able to express 
preferences for treatments and interventions, even when they cannot pro-
vide formal consent. A common dilemma is when a patient’s prior living will 
or advance directive does not coincide with expressed preferences once 
the person is cognitively impaired.

While this predicament involves value judgments, it is important for 
patient proxies and healthcare providers to be sensitive to the patient’s 
preferences, since cooperation is necessary for successful treatment and 
care planning.

Financial Interdependence
It is not uncommon for spouses and family members to resist the institu-
tionalization of  a loved one if  they are still dependent on the patient for 
housing or financial support.

Medicaid protects spouses against losing their homes in the setting of  a 
Medicaid spend-​down but does not extend the same benefit to adult chil-
dren or other family members living in the patient’s home. This dilemma is 
ethically challenging if  the healthcare provider feels that the patient is not 
getting adequate care or supervision at home and needs institutionalization.

Existential Suffering
Many older adults endure the loss of  a spouse, face marginal caregiving 
support, and shoulder economic worries due to constrained income. 
Autonomy may be tenuous at best, only to become logistically and func-
tionally compromised after the diagnosis of  a life-​limiting illness.

The way in which older adults face these challenges is often framed 
through cultural and religious lenses. These concerns lead to fears of  insti-
tutionalization and abandonment for many elders. Such fears can compro-
mise the fluid communication of  needs between patients and healthcare 
providers, underscoring the importance of  a “whole-​patient assessment” 
of needs.

Proper use of  the interdisciplinary team model, through social work 
assistance, pastoral care, and psychology support services, can improve 
resource access and help patients cope with anxiety and stress.
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Care of the Caregiver
Compared to younger patients, older patients are frequently more depen-
dent in activities of  daily living (bathing, dressing, toileting, eating, transfer-
ring) and instrumental activities of  daily living (banking, shopping, cleaning). 
This dependency may be physically and emotionally challenging for caregiv-
ers of  all ages.

Older, frail spouses or siblings often care for their loved ones at home, 
potentially jeopardizing caregiver well-​being. This makes the patient vulner-
able to institutionalization if  the caregiver falls ill or dies.

Working-​age caregivers frequently forego employment to provide infor-
mal care for a loved one, resulting in economic losses for the caregiver. 
In 200, in the United States, the individual economic losses of  caregiving 
were estimated to be $324,044 for women, and $283,76 for men.2 Social 
work services can help families identify and maximize available resources to 
help reduce caregiving strain.

When institutionalization does occur, it can produce feelings of  guilt in 
caregivers of  all ages.

When an older spouse, sibling, or adult child cares for a patient during a 
protracted illness, the caregiver is at risk for complicated grief  and depres-
sion after the caregiving role is lost, particularly in families with enmeshed 
emotional dynamics. The risk for complicated grief  should be explored 
by the interdisciplinary team prior to the patient’s death. Team members 
should probe for suicidal ideation.

Palliative psychology support services and contact with caregiver support 
groups can help surviving family members cope with loss.

Clinical Pearl
•	 Caregivers are at higher risk for depression, mortality, and complicated 

grief  when their care recipient dies.
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Introduction
The syndrome of  heart failure is one of  the most common constellation 
findings encountered in medicine today. It accounts for at least 20% of  
medical admissions to all hospitals for patients older than 65 years of  age. It 
is, of  course, quite prevalent in terminally ill patients, not only as a primary 
diagnosis but also as a complication of  other disease processes. It is impor-
tant to recognize this syndrome and some of  its most common causes in 
order to be an effective palliative care team.

The definition of  heart failure can be summarized as () the inability of  
the heart to deal with the metabolic demands of  the body, and (2)  the 
constellation of  symptoms associated with this phenomena. In essence, 
this syndrome has different stages that can roughly be divided into acute 
decompensation and chronic disease.

The acute syndrome of  heart failure, better known as congestive heart 
failure (CHF), is not a specific disease but rather a collection of  symp-
toms, physical findings, and classic laboratory findings that help the clinician 
develop a differential diagnosis of  more specific disease entities.

Very much like a fever, which can help the clinician narrow the differential 
diagnosis, it is best to think of  the phenomena of  CHF as a symptom or 
problem, rather than a specific disease process. In contrast, the patient with 
chronic heart failure has some, but certainly not all, of  the many characteris-
tic findings of  congestive heart failure.

One of  the most challenging aspects is diagnosis, as many other diseases 
can mimic the syndrome.

Epidemiology
Cardiac disease was listed as the most common cause of  death in the 
United States in 200. With life expectancy hitting a record high in 200 and 
Centers for Disease Prevention and Control (CDC) data showing the aver-
age life expectancy of  white males to be 76.5 years, black males 7.8 years, 
white females 8.3 years, and black females 78.0 years, it is likely that most 
of  us will develop some sort of  cardiac issues before our death. In 200, 
57,757 deaths were caused by heart failure in the United States.

The physical and psychological symptom burden in patients dying from 
heart failure is similar to that in patients dying from terminal cancer. Table 29.  
illustrates some of  the common symptomatology suffered by patients with 
heart failure.

Fatigue, difficulty ambulating, and edema are other common symptoms that 
can at times be alleviated with maximal medical management, which should 
be continued until the burden of  administration outweighs the benefits.

 

 



Table 29.  Common Symptoms Experienced by Patients with Heart 
Failure and Common Interventions

Symptom Affected Intervention

Pain 78% Identify etiology, if  possible

Consider opioids for angina

Dyspnea 6% Optimize medication

Treat reversible causes—​effusions, 
dysrhythmias, COPD

Depression 59% Screen for hypoactive delirium, screen for 
chemical coping, CAGE*

Consider SSRI, use psychostimulants with 
caution**

Insomnia 45% Screen for delirium

Screen for depression

Treat reversible causes, i.e., pain or dyspnea

Anorexia 43% Screen for treatable causes—​depression, 
delirium, constipation

Anxiety 30% Screen for delirium, depression, spiritual, or 
emotional suffering

Consider SSRI

Constipation 37% Monitor fluid balance

Nausea/​
Vomiting

32% Appropriate bowel program when using 
opioids

Optimize anti-​emetic regimen
Naso-​gastric tube for decompression

* CAGE = Cut back, Annoyed, Guilt, Eye opener.

** The drugs of  choice are still the SSRIs because they preserve ejection fraction, lack hypotensive 
and dysrhythmogenic effects, and have few drug interactions. There are no data documenting 
the safety of  psychostimulants in heart failure, thus they should be initiated with caution.
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Medical Management
Medical management of  CHF has been refined over the past 0 years. The 
efforts at medical management are to improve the symptoms suffered 
by those with the disease. In palliative care, all efforts should be made to 
ensure that patients are receiving evidence-​based medical management.

Systolic Dysfunction versus Diastolic Dysfunction
The causes of  heart failure are many, and an exhaustive list is beyond the 
scope of  this chapter. The palliative care team should be aware of  the most 
common types of  heart failure.

Roughly, patients should be divided into two groups: those with systolic 
dysfunction and those with diastolic dysfunction (sometimes referred to a 
congestive heart failure with normal left ventricular systolic function). The 
2D echocardiogram is the most reliable and widely available diagnostic test 
used for this purpose. Most patients will have this information available 
before a palliative medicine consult is called.

Patients with predominantly diastolic heart failure are typically less com-
plicated to treat. Most of  these patients will have hypertensive heart dis-
ease. Treatment for these patients is usually directed at blood pressure 
management with a variety of  agents (i.e., β-​blockers, ACE inhibitors, angio-
tensin II receptor blockers [ARBs], calcium channel blockers, hydralazine, 
nitroglycerin [NTG], etc.). However, diuretics are also frequently employed 
in the management of  this syndrome.

In the patient whose pain is being managed, careful review of  medications 
must be done to identify medications that may antagonize the effects of  
diuretics or affect renal function (e.g., NSAIDs).

Patients with systolic dysfunction usually present a more difficult task to 
the clinician. While the mainstay of  treatment is with similar agents, as with 
the previous syndrome, symptoms can be significantly more refractory to 
treatment. These patients tend to have multi-​organ failure by the time they 
are referred to palliative care, so special care must be taken with the use of  
certain drugs that may exacerbate end-​organ damage.

Changing oral diuretics to the intravenous or subcutaneous route can 
produce symptom relief  within minutes. Furosemide is the mainstay of  
treatment and usually is used in incremental doses until symptoms subside 
or improve. Significant renal toxicity can result from aggressive use of  these 
agents.

Because of  this risk of  renal toxicity and, ultimately, failure, patients on 
opioids, particularly morphine, should be opioid rotated to an agent that is 
not primarily cleared by the kidneys.

Intravenous Inotrope Therapy
Agents such as dobutamine, milrinone, and dopamine have a substantial 
record of  use but lack data on their use in the home setting. While these 
agents may help to improve symptoms, the data show an increased risk 
of  death. Intravenous inotrope therapy may allow hospitalized inotrope-​
dependent heart failure patients to be transferred to die at home.

The cost of  these agents may be prohibitive to some hospices because 
of  the capitated reimbursement system. They may be more feasible in the 
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home health setting with the addition of  hospice once the infusions are 
stopped.

Device Therapies
Cardiac Pacemakers in Advanced Heart Failure and at End of Life
Patients with congestive heart failure have been known to benefit from 
biventricular pacemakers for palliating and improving symptoms. This sec-
tion will focus not on the selection of  patients for a pacemaker but rather 
on the pacer’s function at the time of  death, indications for deactivation, 
and other end-​of-​life issues.

Each year over  million new pacemakers are implanted, and the major-
ity are implanted in the United States (> 235,000 implants) and in patients 
over the age of 60.

Do Pacemakers Prolong the Dying Process?
Pacemakers do not prolong the dying process, as they are not resuscitative 
devices. When the patient is in the active stages of  dying, the myocardium is 
usually too sick to respond to the pacemaker-​generated signals.

When Is Pacer Deactivation Indicated?
Most patients are not pacer-​dependent, particularly during the active stages 
of  dying, when the most common rhythm is tachycardia. When a pace-
maker’s role is not meeting the goals of  care, a family meeting to discuss 
expectations on its role should take place with the patient, family, primary 
medical team, and interdisciplinary team.

Routine deactivation is not recommended, as this can lead to bradycar-
dia, which can produce worsening symptoms of  heart failure such as dys-
pnea and fatigue. Family education should focus on what the pacemaker 
does not do, which is to prolong the dying stage and thus prolong suffering.

If  an interdisciplinary discussion leads to the decision to deactivate the 
pacemaker, the cardiology team and pacemaker service should be informed 
of  the decision. A  patient’s right to request withdrawal of  life-​sustaining 
medical interventions, including pacemakers, is legal and ethical.

During this time, advance directives and code status should be discussed 
with the patient and family and documented.

Implantable Cardioverter Defibrillator (ICD) at the End of Life
The purpose of  an implantable cardioverter defibrillator (ICD) is to monitor 
cardiac rhythm and deliver electric cardioversion when ventricular tachycar-
dias are detected. It has been shown that ICD therapy significantly prolongs 
life in patients at increased risk for sudden cardiac death from depressed left 
ventricular function. However, whether this increased longevity is accompa-
nied by deterioration in the quality of  life is unclear.

ICDs can also deliver pacing therapy aimed at increasing the heart rate 
when slow rhythms are detected by the device. The pacing and shocking 
capabilities of  an ICD can be managed independently of  each other.

ICDs and Quality of Life
In a randomized trial, ICD therapy or amiodarone was compared with 
state-​of-​the-​art medical therapy alone in 252 patients who had stable 
heart failure with depressed left ventricular function. Quality of  life was 
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retrospectively measured at baseline and at 3, 2, and 30 months after the 
ICD was implanted. No clinically or statistically significant differences in 
physical functioning between the study groups were observed.

Psychological well-​being in the ICD group, as compared with medical 
therapy alone, was significantly improved at 3 months (p = 0.0) and at 
2 months (p = 0.003) but not at 30 months. Additional quality-​of-​life mea-
sures were improved in the ICD group at 3 months, 2 months, or both, 
but there was no significant difference at 30  months. ICD shocks in the 
month preceding a scheduled assessment were associated with a decreased 
quality of life.

The use of  amiodarone had no significant effects on the primary quality-​
of-​life outcomes.

Turning Off an ICD
Indications
When a patient or family requests the deactivation of  an ICD, this is 
acceptable both legally and ethically. This is done when an ICD is incon-
sistent with the patient’s goals of  care, when an antiarrhythmic medica-
tion is withdrawn and there is concern of  impending arrhythmias, when 
death is imminent, or when the patient and family are concerned about 
the inconsistencies of  having a functioning ICD and a DNR or AND 
(allow for natural death) directive. Turning off  the ICD also prevents 
the patient from the discomfort of  having unwanted therapeutic shocks 
whose therapeutic effects are not in line with the current goals of  care, 
and saves the family from the distress of  seeing their loved one convuls-
ing in front of them.

Family and Patient Discussion
The physician primarily responsible for the ICD and the device company 
that has been monitoring the ICD should be informed of  the patient’s deci-
sion to deactivate the ICD. This can provide a level of  comfort and closure 
for the patient and family and involve the ICD’s primary medical team in the 
decision-​making and goals of care.

At this point, it is important to discuss expectations once the ICD is deac-
tivated and to answer any related questions or concerns. With an actively 
dying patient, families often expect that the patient will expire immedi-
ately after the ICD is deactivated. Families should be educated on what to 
expect; most patients do not expire immediately after deactivation. Rather, 
the disease must continue to follow its normal course. The majority of  
patients die within  month of  device deactivation, and this may reflect the 
gravity of  the underlying illness.

Deactivation
The cardiologist or electrophysiologist and device company are contacted, 
and arrangements are made for deactivation. Advance directives should be 
discussed and documented, and the patient and family must understand that 
the goal of  deactivation is to allow for natural death.
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If  a patient and family expect heroics at the time of  death, the goals of  
care must be discussed to clarify the purpose of  deactivation of  the ICD. 
It is important to note that most device manufacturers will not send repre-
sentatives to a patient’s home for the purpose of  deactivating the device. 
These issues are best handled before the patient is discharged from the 
hospital.

Left Ventricular Assist Devices (LVADs)
Many types of  LVADs have been developed to assist patients with advanced 
heart disease. Most devices consist of  an axial flow pump that provides a 
significant amount of  blood flow to the body in the setting of  severe systolic 
left ventricular heart failure.

The original intent of  these devices was to provide a bridge to transplant; 
however, with the advent of  smaller, easier-​to-​insert devices, they are now 
used for a variety of  purposes, from destination therapy to ultra high-​risk 
percutaneous revascularization.

The lack of  heart donors and the prolonged survival of  heart fail-
ure patients have led to applications of  LVADs that were not previously 
expected. Patients previously too sick to undergo revascularization can now 
be treated effectively with the aid of  these devices.

The palliative care team must collaborate closely with the cardiovascular 
team and must be aware of  this very dynamic area of  medicine.

Mortality after LVAD Implantation
The -​year survival after LVAD implantation was up to 85%. The in-​hospital 
mortality after LVAD surgery has improved to 34.% with a range of  
6.9%–​44.5% depending on the volume of  experience of  the care team. 
Main causes of  death included sepsis, right heart failure, and multi-​organ 
failure. The most important determinants of  in-​hospital mortality were 
poor nutrition, hematological abnormalities, markers of  end-​organ or right 
ventricular dysfunction, and lack of  inotropic support.

The appropriate selection of  candidates and the timing of  LVAD implan-
tation are critical for improved outcomes of  destination therapy.

Quality of Life after LVAD Implantation
The overall quality of  life of  patients with LVAD implantation as a destina-
tion therapy can be adversely affected in some cases by serious infections, 
neurological complications, and device malfunction. LVADs alter end-​of-​
life trajectories, and caregivers of  recipients may experience significant 
caregiver burden and financial strain. Thus, appropriate informed consent 
is vital.

Ethical Challenges with LVADs as Destination Therapy
Because LVADs can prolong the survival of  average recipients over that 
with optimal medical management of  chronic end-​stage heart failure, which 
affects quality of  life and increases caregiver burden, it is vital that recipients 
and their caregivers receive adequate informed consent.

 

 

 

 

 



382 Chapter 29  Palliative Care in End-Stage Heart Failure 

Early use of  a palliative care approach is recommended when use of  an 
LVAD as a destination therapy is being considered, as this approach will help 
make the process a well-​informed one.

Recommendations regarding a palliative care approach to LVAD use 
include, but are not limited to, the following:
•	 Participation of  a multidisciplinary care team, including palliative care 

specialists
•	 A concise plan of  care for anticipated device-​related complications
•	 Careful surveillance, counseling, and community support for caregivers, 

to minimize caregiver burden
•	 Advance care planning for anticipated end-​of-​life trajectories and timing 

of  device deactivation when it no longer benefits or supports the 
patient’s goals of care
•	 A plan to address the long-​term financial burden on patients, families, 

and caregivers
•	 Appropriate spiritual and emotional support for recipients as their 

devices alter end-​of-​life trajectories.
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Table 29.2  Factors Associated with a Limited Prognosis in Heart 
Failure

Factor Effect on Prognosis

Recent cardiac hospitalization Triples -​year mortality

SBP < 00 mmHG and/​or pulse 
>00 bpm

Each doubles -​year mortality

Hospitalized heart failure patient with 
acute decompensation

In-​hospital mortality rates

BUN > 43 mg/​dL 2% for 0/​3 risk factors
Creatinine > 2.75 mg/​dL 20% for 3/​3 risk factors
SBP < 5 mmHg

Anemia Each  g/​dL reduction associated 
with a 6% increase in mortality

Prognostication
Providing accurate prognostic data for 6-​ to 2-​month morality in heart 
failure is nearly impossible. Many factors are involved, including the unpre-
dictability of  disease trajectory, high risk of  sudden death, disparities in the 
application of  evidence-​based guidelines, and other issues.

Based on data from the SUPPORT study, Framingham study, and 
IMPROVEMENT, -​year mortality estimates are as follows:
•	 Class II (mild symptoms):	 5%–​0% mortality
•	 Class III (moderate symptoms): 0%–​5% mortality
•	 Class IV (severe symptoms):    30%–​40% mortality.
Other factors associated with a limited prognosis are listed in Table 29.2.

Appropriate Referrals to Hospice
Given the difficulty in prognosticating the last 6 months of  life in heart fail-
ure patients, hospice referrals are usually made very late in the course of  
the illness. The 996 National Hospice and Palliative Care Organization 
(NHPCO) criteria are not predictors of  a 6-​ to 2-​month mortality. These 
criteria can, however, serve as guidelines to aid clinicians in identifying the 
decline of  a patient and helping hospice staff focus their documentation 
when re-​certifying a patient for hospice benefits.

A clinician should simply ask the question, “Would I be surprised if this patient 
died in the next 6 months?” If the answer is “no,” the patient would be best served 
by being referred to hospice. This decision should also involve the cardiovascular 
specialist because of the complexity of therapies and prognostic trajectories.

NHPCO criteria include the following:
	.	Symptoms of  recurrent heart failure at rest NYHA class IV
	2.	Optimal medical management
	3.	Ejection fraction of < 20%
	4.	Treatment-​resistant ventricular or supraventricular arrhythmias
	5.	History of  cardiac arrest in any setting
	6.	History of  unexplained syncope
	7.	Cardiogenic brain embolism
	8.	Concomitant HIV disease.
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End-​stage liver disease (ESLD) is characterized by significant physical and 
emotional suffering. Patients with ESLD should receive intensive palliative 
care, to a degree that increases as the disease progresses; this care should 
be responsive to patient and family needs, and should include timely hos-
pice referral. In addition, hospice referral and liver transplant evaluation 
should be considered simultaneously in patients with ESLD. When patients 
with ESLD are removed from the liver transplant waiting list, they often are 
not considered for palliative care, and the goals of  care are infrequently 
discussed.
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Definition, Prevalence,  
and Consequences
End-​stage liver disease (ESLD) is the final result of  various pathophysiologi-
cal disturbances that underlie chronic liver diseases (Table 30.).

All of  these chronic processes end in the histologic finding of  cirrhosis, 
characterized by diffuse fibrosis and abnormal regenerative nodules of  
hepatocytes. This architecture leads to portal hypertension.

Signs of  the increased portal pressure include esophageal and gastric 
varices, ascites, splenomegaly, and peripheral edema, whereas hepatocyte 
dysfunction leads to hepatic encephalopathy, coagulopathy, hypersplenism 
with pancytopenia, renal failure, malnutrition, and hepatocellular carcinoma.

Prevalence and Mortality
About 5.5 million people (2% of  the US population) are affected by cirrho-
sis, with approximately 26,000 deaths each year, making this condition one 
of  the leading cause of  terminal illness among people aged 25–​65.2

In the United States, 20,000 patients with advanced ESLD are waiting for 
liver transplantation, but with the scarcity of  living and cadaveric donors 
(about 5000 yearly), most ESLD patients will not receive a graft and will 
need medical management (Table 30.2). All will require palliation.

Table 30.  Etiologies of Chronic Liver Disease

Chronic hepatitis related to 
infectious agents

HCV
HBV/​HDV
HIV-​associated hepatobiliary disease
Protozoan amoebiasis
Malaria
Toxoplasmosis

Toxic injury-​related liver diseases Alcohol
Nonalcoholic fatty liver disease and 
nonalcoholic steatohepatitis
Drug-​induced liver diseases

Immune system-​related diseases Autoimmune hepatitis
Primary biliary cirrhosis
Primary sclerosis cholangitis

Genetic diseases Hemochromatosis
Wilson disease
α-​Antitrypsin deficiency

Other Amyloidosis
Budd–​Chiari syndrome

 

 

 



Table 30.2  Management of the Most Common Signs and Symptoms of End-​Stage Liver Disease

Sign/​Symptom Treatment Dose Note

Ascites Sodium restriction  
(2 g/​daily)

Increase the diuretics dose once a week, checking 
electrolytes levels.

Spironolactone 50–​400 mg daily
Fursomide 20–​50 mg daily TIPS frequently induces encephalopathy.
Paracentesis if  > 4 liters with IV albumin
TIPS

Spontaneous bacterial 
peritonitis (SBP)

Cefotaxime 2 g every 8 hours After SBP resolution with IV antibiotics, prophylactic 
therapy with norfloxacin 400 mg daily for an indefinite 
time is recommended.

Albumin .5 g/​kg of  body weight at diagnosis 
followed by  g/​kg of  body weight  
on day 3

Oral treatment can be considered in inpatients without 
vomiting, shock, encephalopathy ≥ grade 2, with 
creatinine < 3 mg/​dL.

Ofloxacin 400 mg twice daily

Hyponatriemia Recommend water 
restriction when  
Na+ ≤ 20 mmol/​L

Volume expansion with colloid or saline might be 
recommended.

Avoid increasing serum sodium by 2 mmol/​L  
per 24 hours.

Hyperkaliemia Stop spironolactone;  
start kayexalate

5 g –​4 times daily In case of  severe hyperkalemia

Hepatic encephalopathy Lactulose Titrated to 3–​4 bowel movements daily Protein restriction is recommended only at the onset of  
severe hepatic encephalopathy.

Rifaximin 550 mg two times daily

Esophageal varices β-​blockers: β-​blockers can induce fatigue and dizziness.
Propranolol 20 mg twice daily Relative contraindications are peripheral vasculopathy  

and insulin-​dependent diabetes with recurrent 
hypoglycemia.

Nadolol 40 mg daily
Endoscopic variceal 
ligation

Nadolol might be associated with fewer side effects.

TIPS

Pruritus Cholestyramine 4 g 3–​4 times daily
Ursodiol 5–​30 mg/​kg daily
Rifampin 50–​300 mg twice daily

Hepatorenal  
syndrome

Octreotide 00–​200 mg SC three times daily Maximum of  2 months
Midodrine 7.5–​2.5 mg orally three times daily
Albumin 20% 20–​40 g IV daily 3 days
Ornipressin 2–​6 IU/​h IV 3 days
Albumin 20% 2–​6 IU/​h IV 3 days
Terlipressin 0.5–​2 mg IV every 4 hours Maximum of  5 days
Albumin 20%
20–​40 g IV daily

TIPS = transjugular intrahepaic portosystemic shunt.
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Complications of End-​Stage  
Liver Disease
Ascites
Ascites, or fluid collection in the peritoneal cavity, is the most common 
complication of  ESLD. Abdominal distension often leads to pain and dys-
pnea. The diagnosis is based on the physical examination or by abdominal 
ultrasound.

Primary management includes sodium restriction (maximum 2 g/​day) 
and diuretic therapy, with the combination of  spironolactone and furo-
semide achieving the best control of  fluid retention and least electrolytes 
imbalances.

When diuretics are not sufficient, repeated paracentesis may be effective 
and safe, provided that it is associated with intravenous albumin infusion,  
8 g/​L removed, during or just after the end of  any large-​volume paracen-
tesis (> 4 L).

The control of  refractory ascites may also be accomplished using the 
transjugular intrahepaic portosystemic shunt (TIPS), which is superior to 
repeated paracentesis in controlling ascites but is complicated by worsening 
hepatic encephalopathy.3

Nevertheless, ascites often becomes refractory to medical manage-
ment, and is an indication for opioids and sedatives to relieve the severe 
discomfort.

Spontaneous Bacterial Peritonitis
Spontaneous bacterial peritonitis (SBP), or ascitic fluid infection, possibly sec-
ondary to bacterial translocation from the intestinal lumen, is a common com-
plication of  ascites. The diagnosis is made when there is a positive ascitic fluid 
bacterial culture and/​or an elevated ascitic fluid absolute PMN count (i.e., ≥ 
250 cells/​mm3) without an evident intra-​abdominal source of  infection.

IV cefotaxime or a similar third-​generation cephalosporin is the first-​line 
treatment for suspected SBP. Normally, the results of  the ascitic fluid cul-
ture are not required to start the antibiotic treatment. The concomitant 
administration of  intravenous albumin can prevent the development of  
hepatorenal syndrome and reduce mortality.3

Oral ofloxacin has been reported to be as effective as intravenous cefo-
taxime in patients without vomiting, shock, grade II (or higher) hepatic 
encephalopathy, or serum creatinine < 3 mg/​dL.4 After one episode of  
SBP, patients should receive long-​term prophylaxis with daily norfloxacin or 
trimethoprim/​sulfamethoxazole.

Electrolytes Imbalances
Most patients with ESLD develop and tolerate relatively low sodium levels. 
The best treatment when the sodium level is below 20 mmol/​L is water 
restriction and temporary cessation of  diuretics.

Hepatic Encephalopathy
Hepatic encephalopathy is characterized by several neuropsychiatric distur-
bances from insomnia and tremor to stupor and coma. The preferred treat-
ment is a cathartic, nonabsorbable disaccharide, typically lactulose, which 
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will acidify the luminal contents that promote the formation of  ammonia, 
with consequent increased excretion with the stool. Rifaximin, a minimally 
absorbed antibiotic, has been shown to maintain remission of  hepatic 
encephalopathy more effectively than placebo over a 6-​month period.5 
Dietary protein restriction can worsen the risk of  malnutrition.6

Esophageal Varices
A frequent complication, up to 50%, of  portal hypertension is esophageal 
varices. Their rupture, often worsened by coagulopathy and thrombocyto-
penia, results in variceal hemorrhage.

Variceal hemorrhage occurs at a yearly rate of  5%–​5%. The most impor-
tant predictor of  hemorrhage is the size of  varices, which is determined by 
the esophagogastroduodenoscopy (EGD).

Pharmacological therapy consists of  nonselective β-​blockers (proprano-
lol and nadolol) and endoscopic therapy using variceal banding ligation or 
sclerotherapy.7 Of  note, recent evidence points to the fact that propranolol 
should be stopped in the presence of  refractory ascites, as it has been asso-
ciated with reduced survival.8

Pruritus
Pruritus in ESLD is multifactorial. It is more frequently associated with cho-
lestasis; opioids are also associated with pruritus. The most common but 
relatively ineffective treatment is oral antihistamines, which have a nonspe-
cific sedating effect.

Cholestyramine is used for its effect in preventing bile acid uptake in the 
terminal ileum; however, it can interfere with the absorption of  other medi-
cations. Other options in patients with ESLD are ursodiol and rifampin.

Hepatorenal Syndrome
Hepatorenal syndrome (HRS) is a marker of  extremely poor prognosis and 
is irreversible in the absence of  liver transplant. HRS is defined as renal 
failure associated with advanced hepatic failure and is characterized by 
impaired renal function and marked abnormalities in the arterial circulation 
and in the activation of  the endogenous vasoactive systems. The major cri-
teria for the diagnosis of  the HRS are the following:
	.	Low glomerular filtration rate < 40 ml/​min or serum creatinine > 

.5 mg/​dL
	2.	Absence of  shock, ongoing bacterial infection, current treatment with 

nephrotoxic drugs, gastrointestinal fluid losses, renal fluid losses > 
500 g/​day

	3.	Proteinuria < 500 mg/​dL
	4.	No ultrasonographic sign of  primary renal disease.
In the palliative care setting, the administration of  agonists of  vasopres-
sin receptors (ornipressin and terlipressin) may improve renal function. 
Octreotide and midodrine (an alpha-​adrenergic agonist) have been used,9,0 
and are recommended in the treatment of  HRS, but no controlled ran-
domized trials have ever shown increased survival. HRS is an absolute indi-
cation for intensive palliative care and referral to hospice.

Hepatocellular Carcinoma
Hepatocellular carcinoma (HCC) occurs at an estimate rate of  %–​6% per 
year in patients with ESLD. Potentially curative treatments for HCC are 
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limited but include surgical resection, radiofrequency ablation (RFA), per-
cutaneous ethanol injection (PEI), and liver transplantation (Table 30.3).2

The most commonly used criteria for liver transplantation for HCC are 
the Milan criteria (Table 30.4).

Palliative treatments for selected HCC include transarterial chemoem-
bolization (TACE), which offers palliative benefits for patients with large 
and/​or multifocal HCC without vascular invasion or extrahepatic metas-
tasis, with -​ and 2-​year survival rates of  82% and 63%, respectively.2 This 
technique is based on the induction of  embolization, which causes ischemic 
tumor necrosis, combined with selective intra-​arterial chemotherapy.

Clinical trials of  sorafenib, a small molecular inhibitor of  several protein 
kinases, provide some modest prolongation of  survival.

A large multicenter, randomized, placebo-​controlled phase III trial stud-
ied the efficacy of  sorafenib versus placebo in 602 patients with advanced 
HCC who had no prior systemic therapy. The median overall survival and 
the time to symptom progression was significantly longer for sorafenib than 
for placebo, and the disease control rate was higher in the sorafenib than in 
the placebo group.3

Table 30.3  Therapeutic Options for Hepatocellular Carcinoma (HCC) 
Management and Their Indications

Surgical resection Best option for patients without cirrhosis. Solitary 
HCC of  the liver, without vascular invasion, no 
evidence of  portal hypertension, and well-​preserved 
hepatic function

Radiofrequency 
ablation (RFA)

Best outcomes are in patients with a single tumor 
< 4 cm in diameter. For cirrhotic patients, some 
clinicians restrict RFA to those with Child–​Pugh class 
A or B.

Percutaneous 
ethanol injection 
(PEI)

PEI is often considered for patients with small HCCs 
who are not candidates for resection because of  
their poor functional hepatic reserve.

Transarterial 
chemoembolization 
(TACE)

Most often used for large unresectable HCCs that 
are not amenable to other treatments such as 
resection or RFA; sometimes it is used as a bridging 
therapy prior to transplant to down-​stage the tumor.

Liver transplantation Best option for unresectable patients who meet the 
Milan criteria (see Table 30.4)

Table 30.4  Milan Staging Criteria for Hepatocellular Carcinoma

Single Tumor Multiple Tumors

Single tumor maximum  
diameter

Maximum number Largest tumor size

≤ 5 cm 3 ≤ 3 cm
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Malnutrition
Weight loss and muscle wasting are very frequent in ESLD and are related 
to increased metabolic needs as well as reduced caloric intake. Contributing 
factors are protein loss associated with paracentesis, early satiety and gas-
troesophageal reflux related to abdominal distention, and gastroparesis. 
We discourage families from force feeding patients, as the weight loss is a 
sign of  advanced disease.

Pain Management in ESLD
The causes of  pain in ESLD may be related to tense ascites, SBP, HCC 
with metastasis, or hepatic distension. Acetaminophen can be safely used 
in ESLD at the maximum dose of  2 gm daily.4 If  acetaminophen is not suf-
ficient to control moderate to severe pain, opioids can be administered 
at the smallest indicated doses and more frequently to minimize possible 
side effects including constipation and encephalopathy. Steroid treatment 
to reduce pain from capsular distention is often effective in reducing pain. 
Opioids should be used and titrated to relief. Because the hepatic activation 
of  opioids may be altered and the excretion of  narcotic analgesics due to 
hepatic and renal function may be markedly altered, the usual half-​lives of  
these drugs are significantly prolonged.5 We recommend using rapid titra-
tion of  the usual short-​acting narcotic analgesics and then careful conversion 
to long-​acting medications that may not be dependent upon hepatic activa-
tion, such as methadone.
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Timely Hospice Referral  
for ESLD Patients
Patients with ESLD have significant physical and often unrecognized emo-
tional suffering6 and are thus excellent candidates for hospice care. The 
clinician must recognize the transition from chronic stable to end of  life, 
must be prepared to have important conversations throughout the illness, 
and must use well-​confirmed clinical indications, including a rising MELD 
score, as guides for patient and family to utilize hospice services.

Timely referral to hospice service should result in median length of  stay 
on hospice of  more than 2 months. While some patients and families may 
resist the acceptance of  hospice, most do not. Physician delay in referral is 
the most common cause of  delayed or nonreferral.

Hospice, which is regarded as the epitome of  patient-​ and family-​centered 
care, provides 24-​hour on-​call, regular nurse and social worker home vis-
its; services related to the terminal illness, including medications, durable 
medical equipment, and volunteer and pastoral services; and bereavement 
services.

Hospice is associated with the highest rates of  patient and family satisfac-
tion in most medical systems and not only reduces the cost of  care but can 
also prolong survival. The 200 Supportive and Palliative Care Indicator 
Tool (SPICT) can support clinical judgment when identifying patients with 
any advanced illness who need earlier holistic assessment. However, the 
SPICT refers to a variety of  terminal conditions, not only liver disease.7

A reliable tool to guide hospice referral is the Model of  End Stage Liver 
Disease (MELD) score, which is calculated on the base of  three laboratory 
values: PT-​INR, creatinine, and bilirubin, and can be easily calculated using 
several websites (e.g., http://​www.unos.org/​resources/​meldpeldcalcula-
tor.asp).8

We reported a negative correlation between MELD score and length of  
hospice stay. That is, as the MELD score increases, the average survival 
decreases.8 Of  course, this is why the MELD score is used to prioritize 
patients on the liver transplant list. However, as noted, relatively few 
patients receive transplant, and thus the MELD score is also a very useful 
guide to support a clinician’s recommendation to families for hospice care, 
achieving one of  the national benchmark goals of  increasing hospice care 
duration beyond the current median of  2–​3 weeks.9 A higher MELD score 
should augment physician judgment regarding hospice referral. We strongly 
recommend hospice referral when the MELD score reaches 7–​20.

How does one decide between liver transplantation and hospice in 
patients with increasing MELD scores? We are comfortable recommending 
that many patients receive consideration for both modalities, simultaneously.

Hospice care can be an important tool in the liver transplant setting. 
Patients on the liver transplant list suffer all of  the chronic conditions that 
require close monitoring and continuous support when frequent hospital-
izations are not indicated. Conversely, when potential candidates for liver 
transplantation are not considered for this option because of  worsening 
medical condition and the occurrence of  absolute contraindications to the 
procedure, they can be referred to hospice service (Figure 30.).

 

http://www.unos.org/resources/meldpeldcalculator.asp
http://www.unos.org/resources/meldpeldcalculator.asp


End-stage liver disease

Evaluated for LT Hospice

Hospice Listed for LT

Transplanted Hospice

Transplanted Delisted for LT 

Figure 30..  Integration model between hospice care and liver transplant (LT).
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Clinical Pearls
•	 Na+ restriction is the cornerstone of  management of  ascites and 

peripheral edema in ESLD.
•	 Patients with a previous episode of  spontaneous bacterial peritonitis 

should receive long-​term prophylaxis with daily norfloxacin or 
trimethoprim/​sulfamethoxazole.
•	 Patients with ESLD should be considered for simultaneous hospice 

referral and liver transplant evaluation.
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Introduction
Chronic kidney disease (CKD) is defined as abnormalities of  kidney structure 
or function, present for ≥ 3 months, and classified based on glomerular 
filtration rate (GFR) (Table 3.). GFR category 5 (G5) CKD is also known 
as end-​stage kidney disease (ESKD), in which patients will ultimately require 
kidney replacement therapy in the form of  either dialysis or a kidney trans-
plant to sustain life. CKD may develop as a result of  chronic disorders such 
as diabetes and hypertension or from intrinsic kidney disease such as poly-
cystic kidney disease, glomerulonephropathy and interstitial nephritis.

As kidney function declines, patients with CKD typically experience sig-
nificant morbidity and mortality. Given that the annual mortality rate for 
dialysis patients approaches 25%, early integration of  palliative care into 
kidney care is essential. Specifically, palliative care can help optimize symp-
tom control, facilitate advance care planning, and ease transitions at the 
end of  life.2

In this chapter, prognosis, decision-​making around the initiation and with-
drawal of  dialysis, and symptom management for patients with ESKD are 
discussed.

Clinical Pearl
•	 G5 CKD is associated with very high mortality, very high symptom 

burden, and for many a poor quality of  life. Median survival of  dialysis 
patients is 3–​4 years. Early involvement of  palliative care is essential.

Table 3.  Kidney Disease: Improving Global Outcomes (KDIGO) 
Classification of CKD

GFR category GFR (mL/​min/​.73m2)*

G ≥ 90, proteinuria

G2 60–​89

G3a 45–​59

G3b 30–​44

G4 5–​29

G5 < 5

*GFR is estimated (eGFR) from serum creatinine (Cr) using the 202 CKD-​EPI creatinine-​cystatin 
C equation. eGFR can also be calculated by creatinine clearance (CrCl) using the Cockroft Gault 
formula: 

CrCl = (40 − age) × (weight in kg)/​(72 × serum creatinine in mg/​dL) × 0.85 if woman.

Adapted from KDIGO. Kidney International supplements (2013); 3:19–62.

 

 

 



Prognosis of Patients with End-Stage Kidney Disease 399

Prognosis of Patients with End-​Stage 
Kidney Disease
The life expectancy of  patients on dialysis is approximately 20% of  age-​
matched individuals without kidney disease (Table 3.2). Factors associated 
with poor prognosis include the following:
•	 Advanced age
•	 Poor nutritional status: low serum albumin < 3.5 g/​dL is associated with 

a 50% -​year mortality
•	 Low functional status
•	 Comorbidity: modified Charlson Comorbidity Index > 8 is associated 

with a 50% -​year mortality
•	 “Surprise Question”: “Would you be surprised if  this patient were to die 

in the next 2 months?” Answering “no” is associated with a 3.5 times 
greater likelihood of  death within one year.3

The ability to accurately estimate prognosis is of  great importance to 
patients, families, and clinicians. Knowing what to expect can facilitate the 
process of  advance care planning and can help give patients a sense of  con-
trol. Prognostication is particularly important in decision-​making around 
the appropriate initiation and withdrawal of  dialysis, and timely referral 
to palliative care and hospice. A  prognostic model, recently developed 
for predicting the survival of  prevalent hemodialysis patients4 is available 
online and as an application for handheld devices.5 Further validation of  this 
model is underway. (Chapter 25 provides a general approach to discussing 
prognosis.)

Table 3.2  Adjusted Survival Probabilities 
(%) for Incident Dialysis Patients

Age  year 2 years 3 years 5 years

20–​44 9 84 78 67

45–​64 84 74 64 47

65–​74 74 59 48 30

75+ 60.5 40.8 25.7 9.6

From US Renal Data System (203). USRDS 203 Annual Data 
Report: Atlas of  End-​Stage Renal Disease in the United States. Bethesda, 
MD: National Institutes of  Health, National Institute of  Diabetes and 
Digestive and Kidney Diseases.
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Decision-​Making Regarding Dialysis
Decision-​making for the initiation and withdrawal of  dialysis is a complicated 
process. Hemodialysis is required three times per week, whereas peritoneal 
dialysis necessities multiple exchanges every day. Patients on dialysis tend 
to experience multiple, complex symptoms as a result of  their comorbidi-
ties, CKD, or the dialysis treatment itself. Potentially life-​threatening acute 
complications such as infections and cardiovascular incidents are common.

Although dialysis is generally associated with survival and quality-​of-​life 
benefits, some patients (especially the frail with multiple comorbidities) 
have especially poor outcomes, with poor survival, functional decline, and 
poor quality of  life following the initiation of  dialysis. A retrospective study 
using administrative data reported that by 2 months after starting dialysis, 
6 out of  8 long-​term care residents ≥ 75 years had died,  in 8 had func-
tional decline, and only  in 8 had maintained functional status.6 For patients 
with limited benefit and considerable burden, conservative (non-​dialysis) 
care pathways may result in improved survival with better preservation of  
physical function, cognition and quality of  life, and therefore may be more 
appropriate and better aligned with patient-​derived goals of  care. These 
observations require us to determine carefully whether dialysis care is bet-
ter care. Patients should be educated on the potential risks and benefits of  
dialysis prior to committing to this aggressive intervention.

For patients with acute, life-​threatening illnesses who develop acute kid-
ney injury (with or without preexisting kidney disease), the mortality rate is 
50%–​75%. Dialysis should be decided on a case-​by-​case basis.

Initiating Chronic Dialysis
General indications for starting dialysis in patients with G5 CKD include 
the following:
•	 Creatinine clearance typically ≤ 8mL/​min/​.73 m2 in combination with 

uremic symptoms
•	 Uremic symptoms including anorexia, nausea/​vomiting, fatigue, restless 

legs, muscle cramps, paresthesias
•	 Uremic pericarditis or encephalopathy
•	 Persistent metabolic acidosis, hyperkalemia, or fluid overload despite 

optimal medical treatment.

Withdrawal of Dialysis
Once dialysis is initiated, the nephrology team works closely with patients 
to evaluate the ongoing utility of  dialysis. It is now a widely accepted prac-
tice in most countries to stop dialysis when it is no longer achieving a mean-
ingful goal for the patient.

Approximately 25% of  deaths of  dialysis patients in the United States are 
preceded by a decision to discontinue dialysis. Decreased functional status 
and overall loss of  a meaningful quality of  life are the most common reasons 
to stop dialysis for patients dying at home. Medical complications are the 
most common reasons for hospitalized patients.

The palliative care team should work closely with the nephrology team 
to provide longitudinal counseling, optimal symptom control, and end-​
of-​life preparations. Once dialysis is stopped, patients with no residual 
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kidney function (i.e., those that make no urine) have an average survival 
of  8–​0 days.

ESKD patients underuse hospice. Dialysis patients in the United States 
are eligible to receive hospice while receiving dialysis if  they have a non-​
ESKD diagnosis that affords them a prognosis of  less than 6 months. In 
some cases, this may be a “failure to thrive” diagnosis. Thus, the decision 
to continue dialysis should not defer hospice referral in the appropriate 
patient. If  a dialysis patient withdraws from dialysis, he or she is immediately 
eligible to receive hospice care.

The clinical practice guideline Shared Decision-​Making in the Appropriate 
Initiation of  and Withdrawal from Dialysis was developed to assist nephrolo-
gists, patients, and families in reaching decisions on whether to initiate or 
stop dialysis.7 This guideline recommends a shared decision-​making pro-
cess between clinicians and the patient, taking into account the patient’s 
overall prognosis and goals of  care. Criteria for withholding or withdrawing 
dialysis include patient-​ or surrogate-​informed wishes, profound neurologi-
cal impairment, or a medical condition that precludes the technical process 
of  dialysis.

Clinical Pearl
•	T he decision to initiate, withhold, or withdraw dialysis should be highly 

individualized, taking into account patient preference, risks, and benefits, 
after extensive counseling.
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Symptom Management for Chronic 
Kidney Disease
Excellent symptom management is important for patients with advanced 
CKD, as these patients are among the most symptomatic of  any chronic 
disease group.8

Symptoms may be due to the primary kidney disease (e.g., polycystic 
kidney disease), comorbidity (e.g., diabetes, peripheral vascular disease), 
disease consequent upon kidney failure (e.g., bone pain from renal osteo-
dystrophy, calcific uremic arteriolopathy, and nephrogenic systemic fibro-
sis—​see later discussion), or from the dialysis procedure itself. Common 
symptoms include the following:
•	 Constitutional: fatigue, generalized weakness
•	 Neurological: decreased memory and concentration, myotonic 

jerks, seizures, altered smell and taste, peripheral neuropathy, sleep 
disturbances, restless leg syndrome
•	 Gastrointestinal: anorexia, nausea, vomiting
•	 Musculoskeletal: bone pain, arthropathy, muscle cramps
•	 Dermatological: pruritus
•	S exual: amenorrhea, sexual dysfunction, infertility
•	 Psychological: depression, anxiety
Symptoms often occur in complex clusters and significantly impact the qual-
ity of  life of  patients and their functional capacity. Dialysis is not effective in 
ameliorating many of  these symptoms and sometimes contributes to them.

In this section, discussion is focused on pain, fatigue, pruritus, anorexia, 
and sleep disturbances.9,0 (Discussion of  the management of  other symp-
toms common in CKD can be found in Chapter 6 of  this Handbook.)

Pain
Over 58% of  CKD patients experience chronic pain, and 49% of  patients 
rate their pain as moderate or severe. Pain appears to be predominantly 
musculoskeletal in origin, but neuropathic pain is also common, and chronic 
pain in CKD is often mixed nociceptive/​neuropathic. Common causes 
include the following:
•	 Infections: osteomyelitis, cellulitis
•	 Procedures: needling of  aterial venous fistulas
•	 Peripheral neuropathy: diabetic neuropathy, uremic neuropathy
•	 Peripheral vascular disease: diabetes, hypertension
•	 Musculoskeletal: renal osteodystrophy, osteoarthritis, osteoporosis

Calcific Uremic Arteriolopathy
Calcific uremic arteriolopathy (CUA), or “calciphylaxis,” is a relatively rare 
but serious disorder seen almost exclusively in ESKD patients, and is char-
acterized by tissue ischemia due to metastatic calcification of  subcutaneous 
tissue and small arteries.

Patients develop painful violaceous mottling of  the skin that can progress 
to extremely painful ulcers and eschar formation. Even with aggressive ther-
apy, 60%–​90% of  patients with CUA die from sepsis. This condition may be 
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related to secondary hyperparathyroidism, elevated serum calcium/​phos-
phate levels, and the use of  calcitriol.

No definitive treatment regimens are available. However, hyperbaric oxy-
gen may cure the cutaneous ulcers of  CUA, and most reports recommend 
normalization of  serum calcium, phosphorous, and parathyroid levels. This 
often includes cessation of  calcitriol and may require daily dialysis or surgical 
parathyroidectomy. Treatment may also include sodium thiosulfate.

Nephrogenic Systemic Fibrosis
Nephrogenic systemic fibrosis (NSF) may be related to the use of  
gadolinium-​containing contrast agents for magnetic resonance imaging in 
patients with advanced CKD. NSF causes substantial pain and disability 
characterized by an acute onset of  hardening of  the skin of  the extremi-
ties and trunk, nodules with hyperpigmentation, and flexion contractures. 
Patients typically describe pain and pruritus at the site of  the fibrosis.

There is no consistently effective treatment, although physical therapy, 
steroids, thalidomide, methotrexate, and UVA light therapy have all been 
tried. (Principles of  pain management can be found in Chapter 4.) Optimal 
use of  analegsics in patients with CKD requires a good understanding of  the 
pharmacokinetics of  various medications.

Acetaminophen
Acetaminophen is metabolized by the liver and does not require dose 
adjustment in ESKD. It is considered the non-​narcotic of  choice for mild to 
moderate pain in patients with CKD. A typical dose is 325–​650 mg PO q6h 
PRN and a maximum dose would be 3 g daily.

Nonsteroidal Anti-​Inflammatory Drugs
Nonsteroidal anti-​inflammatory drugs (NSAIDs) may increase the risk of  
gastrointestinal bleeding in patients with ESKD because of  their effects on 
platelet function, and they have potential cardiovascular risks and may cause 
loss of  residual kidney function. For these reasons, NSAIDs should be used 
for precise indications (e.g., gout) and for a limited time only in patients 
with ESKD.

Opioids
Methadone and fentanyl are opioids of  choice for patients with ESKD.
•	 Methadone may be a safe, effective analgesic for use in CKD patients, 

by those familiar with its use and if  monitored carefully, as it is excreted 
mainly in the stool in ESKD patients. A reasonable starting dose is 5 mg 
PO bid. Methadone does not appear to be dialyzable and thus does not 
require supplementation post-​dialysis.
•	 Fentanyl is generally considered safe for patients with ESKD. However, 

up to 0%–​25% of  fentanyl is excreted in urine unchanged; thus dose 
reduction may be required.
•	T he active metabolites of  hydromorphone and oxycodone are primarily 

renally excreted. Exercise caution when using these opioids in CKD 
patients, particularly at high doses, with long-​term use or if  GFR < 
30 mL/​min. The general principle is to start low (~25% dose if  CrCl 
0–​50 mL/​min, and 50% dose if  CrCl < 0 mL/​min), titrate slowly, and 
monitor patients closely for opioid toxicity.
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•	 Because of  reports of  toxicity in ESKD, morphine is not recommended 
for chronic pain management. Even for acute pain management, a more 
appropriate opioid would be hydromorphone if  available.
•	 Meperidine is not recommended in CKD patients, as it is associated 

with significant neurotoxicity and anticholinergic effects.

Gabapentin and Pregabalin
These are first-​line drugs for the management of  neuropathic pain in ESKD, 
although the maximum dose should be limited to 300 mg/​day for gabapen-
tin and 75 mg/​day for pregabalin (given post-​hemodialysis on dialysis days). 
Starting doses as low as 50 mg and 25 mg, respectively, given post-​dialysis 
only (i.e., 3/​week) may be beneficial in some patients with mild to moder-
ate neuropathic pain.

Tricyclic Antidepressants
Tricyclic antidepressants (TCAs) are effective in the management of  neuro-
pathic pain, but are less well tolerated than the gabapentinoids in patients 
with ESKD because of  anticholinergic, histaminergic, and adrenergic side 
effects, resulting in symptoms such as dry mouth, orthostatic hypotension, 
and somnolence. For these reasons, TCAs are considered second-​line ther-
apy for neuropathic pain in ESKD.

Although dose reduction is not necessarily required in ESKD, patients will 
often respond to lower doses. If  TCAs are to be used, consider initiating at 
lower doses such as amitriptyline 25 mg daily.

Fatigue
Fatigue is one of  the most common and distressing symptoms for dialysis 
patients, affecting 30%–​97%, depending upon the study population. Causes 
include inadequate dialysis, dialysis-​related hypotension, carnitine defi-
ciency, electrolytes imbalances, sleep disturbances, malnutrition, anemia, 
medications, and depression.

The management of  fatigue should be focused on treatment of  any 
reversible causes, along with the optimization of  dialysis. The target hemo-
globin should be 9–​ g/​dL. Higher targets have been associated with 
increased morbidity and mortality, without improvement in quality of  life. 
Patients should also be encouraged to exercise regularly, if  possible.

Pruritus
Pruritus is one of  the most frustrating and challenging symptoms for CKD 
patients and moderate to severe pruritus is experienced by approximately 
40% of  ESKD patients.12 The pathophysiology is not well understood. 
Evidence has not consistently substantiated prior hypotheses relating to 
hyperparathyroidism and abnormalities in calcium and phosphate depo-
sition or mast cell secretion of  histamine. The most recent hypotheses 
include the “immune hypothesis” in which pruritus is a dermatologic mani-
festation of  chronic inflammation seen with advanced CKD. Reasonably 
successful use of  topical immunomodulators (tacrolimus and thalidomide) 
and the lack of  pruritus in kidney transplant patients with progressive CKD 
on immunosuppressant drugs support this theory. The “opioid hypothesis” 
began as an observation that mu-​receptor agonists caused pruritus, while 
mu-​receptor antagonists such as naltrexone had some success in treating 
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dialysis-​associated pruritus. Other contributors may include alterations in 
peripheral nerve perception from uremic toxins and very dry, atrophic skin 
often seen in ESKD patients.

A stepwise approach to treatment, beginning with optimization of  dialy-
sis adequacy and calcium and phosphorous levels, skin hydration, adequate 
nutrition, and avoidance of  scratching, is recommended. If  symptoms per-
sist, nonpharmacologic options (UVB therapy, acupuncture), topical thera-
pies (emollients or capsaicin cream), and systemic pharmacologic therapies 
(gabapentin, nalfurafine, naltrexone) are available.

Anorexia
Anorexia is common in patients with ESKD, with a reported prevalence 
ranging from 9% to 82% and a mean weighted average of  56%. It is fre-
quently associated with malnutrition and cachexia, poor quality of  life, 
greater hospitalization rates, and an increase in mortality. Many factors may 
contribute to anorexia, including inadequate dialysis, nausea, taste altera-
tions, xerostomia, gastroparesis, pain, constipation, and depression.

There is limited evidence to guide the treatment of  anorexia in ESKD. In 
addition to ensuring adequate dialysis, a number of  strategies may be useful, 
including antiemetics for nausea; zinc 220 mg PO daily for taste change; arti-
ficial saliva every –​2 hours or pilocarpine 5–​0 mg PO tid for dry mouth; 
metoclopramide 0 mg PO q4h for early satiety; and megestrol acetate 
00–​400 mg PO daily and dronabinol 2.5–​5 mg bid for appetite stimulation. 
(Further discussions on anorexia–​cachexia can be found in Chapter 6.)

Sleep Disturbances
Approximately 60% of  patients with ESKD report insomnia, which may be 
exacerbated by pain, pruritus, medications, and emotional distress. Poor 
sleep in ESKD is highly associated with fatigue, poor quality of  life, and 
depression.

Other common sleep disturbances in ESKD include periodic leg move-
ment syndrome (PLMS), restless leg syndrome (RLS), and sleep apnea.

RLS occurs in approximately 20% of  long-​term dialysis patients and can 
lead to premature withdrawal from dialysis and increased cardiovascular 
morbidity and mortality. The etiology of  RLS in ESKD may be partially due 
to abnormalities in the dopamine pathways in the subcortical areas of  the 
brain, as seen with idiopathic RLS. However, other factors, such as uremic 
toxins, iron deficiency, and alterations in parathyroid/​calcium/​phospho-
rous balance, may also play a role. It is characterized by an urge to move 
the legs, usually with unpleasant sensations in the legs, brought on by rest, 
particularly at night or during dialysis runs, and relieved with movements. 
Treatment options include correction of  iron deficiency and parathyroid/​
calcium/​phosphorous levels, dopamine agonists (pergolide, pramipexole or 
ropinirole), gabapentin, and clonazepam.

Clinical Pearl
•	 Patients with ESKD often experience a multitude of  physical and 

psychosocial symptoms. Frequent assessments, early intervention, and 
involvement of  the multiprofessional team are key to providing care for 
these patients.
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Introduction
The human immunodeficiency virus (HIV) is a retrovirus that causes 
acquired immune deficiency syndrome (AIDS), a syndrome once consid-
ered rapidly fatal. Since the introduction of  antiretroviral drugs, HIV has 
become a manageable chronic illness: over 35.3 million people across the 
globe are living with HIV, of  whom .3 million are North Americans.

Effective prevention strategies, earlier diagnosis, and the use of  antiret-
roviral therapy (ART) have all improved survival rates. Despite this, there 
remain approximately 20,000 AIDS deaths per year in the United States 
alone.

The purpose of  this chapter is to review how clinicians can improve 
patient care by combining recent disease-​specific therapies with palliative 
care practices.

Clinical Course and WHO Staging
HIV is transmitted by sexual contact, exposure to contaminated blood 
products and bodily fluids, or perinatal transmission from mother to child. 
The acute phase of  HIV infection is characterized by a febrile illness, much 
like a typical flu.

This is followed by an asymptomatic second phase lasting 4–​5 years, and 
then a more chronic symptomatic phase in which patients develop persis-
tent lymphadenopathy and AIDS-​defining malignancies.

The final stage is clinical AIDS, defined as a CD4 count < 200/​µL or 
occurrence of  AIDS-​defining conditions.

The World Health Organization (WHO) has developed a clinical staging 
paradigm for HIV/​AIDS, which enables a clinician to stage patients on the 
basis of  clinical features, rather than laboratory values (Table 32.).

The impact of  antiretrovirals on survival has made it difficult to use tra-
ditional prognostic indicators. For many patients, mortality results not from 
end-​stage HIV disease but from other comorbidities, such as hepatitis C or 
B (cirrhosis and liver failure) or HIV-​related malignancies.

Overall, the clinical course of  HIV/​AIDS is fluctuating, with consider-
able variation among patients, and is marked by a number of  opportunistic 
infections requiring treatment. Specific guidelines have been developed to 
prevent opportunistic infections, including tuberculosis, Pneumocystis carinii, 
toxoplasmosis, Mycobacterium avium complex, and varicella (Table 32.2).

Clinical Pearls
•	 AIDS is defined as a CD4 count < 200/​µL or occurrence of  AIDS-​

defining conditions.

 

 

 

 



Table 32.  Revised WHO Clinical Staging of HIV/​AIDS for Adults and 
Adolescents

Primary HIV infection
•	 Asymptomatic
•	 Acute retroviral syndrome

Clinical stage 
•	 Asymptomatic
•	 Persistent generalized lymphadenopathy

Clinical stage 2
•	 Moderate unexplained weight loss
•	R ecurrent respiratory tract infections
•	 Herpes zoster
•	 Angular cheilitis

•	R ecurrent oral ulcerations
•	 Papular pruritic eruptions
•	 Fungal nail infections
•	S eborrhoeic dermatitis

Clinical stage 3
•	S evere weight loss (> 0% of   

presumed or measured body weight)
•	 Unexplained chronic diarrhea for  

longer than  month
•	 Unexplained persistent fever 

(intermittent or constant for longer  
than  month)

•	 Persistent oral candidiasis
•	O ral hairy leukoplakia
•	 Pulmonary tuberculosis (TB)

•	S evere presumed bacterial  
infections (e.g., pneumonia, 
empyema, pyomyositis, bone  
or joint infection, meningitis, 
bacteremia)

•	 Acute necrotizing ulcerative 
stomatitis, gingivitis, or  
periodontitis

•	 Unexplained anemia (< 8 g/​dL), 
neutropenia (< 500/​mm3) and/​
or chronic thrombocytopenia (< 
50,000/​mm3)

Clinical stage 4
•	 HIV wasting syndrome
•	 Pneumocystis pneumonia
•	R ecurrent severe bacterial  

pneumonia
•	 Chronic herpes simplex infection 

(> month’s duration or visceral  
at any site)

•	 Esophageal candidiasis
•	 Extrapulmonary TB
•	 Kaposi’s sarcoma
•	 Cytomegalovirus (CMV) infection
•	 Central nervous system  

toxoplasmosis
•	 HIV encephalopathy
•	 Extrapulmonary cryptococcosis 

(including meningitis)
•	 Disseminated non-​tuberculous 

mycobacterial infection

•	 Progressive multifocal 
leukoencephalopathy

•	 Chronic cryptosporidiosis
•	 Chronic isosporiasis
•	 Visceral herpes simplex infection
•	 Disseminated mycosis 

(extrapulmonary, histoplasmosis, 
coccidiomycosis)

•	 Lymphoma (cerebral or B-​cell 
non-​Hodgkin)

•	S ymptomatic HIV-​associated 
nephropathy or cardiomyopathy

•	R ecurrent septicemia (including  
non-​typhoidal salmonella)

•	 Invasive cervical carcinoma
•	 Atypical disseminated  

leishmaniasis

Consolidated guidelines on the use of  antiretroviral drugs for treating and preventing
HIV infection: recommendations for a public health approach ( June 203). Publications of  the 
World Health Organization are available at www.who.int.



Table 32.2  Opportunistic Infection Prevention and Prophylaxis

Indications for 
Prophylaxis

Prophylaxis

P. carinii 
pneumonia

CD4 < 200 Trimethoprim 60 mg/​sulfamethoxazole  
800 mg PO od

Toxoplasmosis CD4 < 00 Trimethoprim 60 mg/​sulfamethoxazole  
800 mg PO od

M. avium 
complex

CD4 < 50 Clarithromycin 500 mg PO bid or 
Azithromycin 200 mg every week

Tuberculosis PPD + High-​risk 
exposure

Izoniazid 300 mg PO od + Pyridoxine 50 mg 
PO od for 6–​2 months

Varicella Exposure with no 
history

Varicella immune globulin (VZIG) 25 
UI/​0kg, max 625 IU IM < 0 days 
post-​exposure

From World Health Organization, HIV/​AIDS Treatment and Care. Copenhagen: WHO Regional 
Office for Europe and Panel on Opportunistic Infections in HIV-​Infected Adults and Adolescents 
(205). Guidelines for the prevention and treatment of  opportunistic infections in HIV-​infected 
adults and adolescents: recommendations from the Centers for Disease Control and Prevention, 
the National Institutes of  Health, and the HIV Medicine Association of  the Infectious Diseases 
Society of  America. Available at https://​aidsinfo.nih.gov/​contentfiles/​lvguidelines/​adult_​oi.pdf.

http://aidsinfo.nih.gov/contentfiles/lvguidelines/adult_oi.pdf
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Antiretroviral Therapy
Antiretroviral therapy (ART) has had a profound effect on the clinical course 
of  HIV/​AIDS. Since the introduction of  zidovudine in the 980s, several 
new classes of  HIV medications have been developed that have differing 
mechanisms of  action and are used together to produce durable suppres-
sion of  HIV. The combinations of  these drugs were initially known as highly 
active antiretroviral therapy (HAART) and are now commonly termed ART.

The introduction of  ART has dramatically changed the clinical features 
of  HIV/​AIDS. As a result of  suppressing the virus, ART is associated with 
symptom improvement (e.g., reducing weight loss, fatigue, and dementia) 
and a decrease in opportunistic infections. There has also been a decrease 
in AIDS-​defining malignancies, including Kaposi’s sarcoma and cerebral 
lymphoma.

Unfortunately, ART is associated with substantial side effects. These 
result mainly from mitochondrial toxicity, hypersensitivity reactions, and 
lipodystrophy, which commonly result in anorexia, diarrhea, nausea, vomit-
ing, and pain. Side effects contribute heavily to nonadherence to ART but 
can be minimized by proper symptom management and palliative care.

There are many potential drug interactions when using ART. Most are 
related to the liver’s cytochrome P-​450 system, and many involve medica-
tions central to palliative care and pain management (e.g., benzodiazepines, 
opioids, anticonvulsants, and antidepressants).

Table 32.3 shows a list of  potential drug interactions with medications 
commonly used in palliative care. Methadone levels are decreased by sev-
eral non-​nucleocide reverse transcriptase inhibitors (i.e., nevirapine and 
efavirenz), requiring dosage adjustments. In some cases, medications may 
be contraindicated; for instance, midazolam is contraindicated with the use 
of  most protease inhibitors.

A useful online resource for HIV drug interactions has been designed 
by the University of  Liverpool and can be found at http://​www.hiv-​
druginteractions.org/​.

Clinical Pearls
•	 Potential interactions with antiretroviral therapy should be checked 

before prescribing medications for symptoms.

 

 

 

http://www.hiv-druginteractions.org/
http://www.hiv-druginteractions.org/


Table 32.3  Possible HIV and Palliative Care Drug Interactions

HIV Medications Palliative Care Medication

Protease inhibitor interactions

Atazanavir, darunavir, 
fosamprenavir, indinavir, 
lopinavir, nelfinavir, ritonavir, 
saquinavir, tipranavir

Analgesics: most opioids
Anticonvulsants: carbamazepine, clonazepam, 
phenobarbital, phenytoin
Antidepressants: all classes
Antipsychotics: chlorpromazine, clozapine, 
haloperidol, olanzapine, quetiapine, respiridone
Anxiolytics: most anxiolytics except for 
lorazepam, oxazepam and temazepam
Gastrointestinal agents: domperidone, 
cisapride, ondansetron, prochlorperazine
Steroids: dexamethasone, prednisone, 
testosterone

Non-​nucleoside reverse transcriptase inhibitor interactions

Group 
Delavirdine, efavrenz,  
etravirine, nevirapine,  
rilpirvirine
Group 2
Abacavir, didanosine, 
emtricitabine, lamivudine, 
stavudine, tenofovir,  
zidovudine

Analgesics: most opioids
Anticonvulsants: clonazepam
Carbamazepine, phenobarbital, and phenytoin 
are contraindicated with use of  delavirdine, 
rilpirvirine, and etravirine
Antidepressants: most antidepressants except 
for desipramine, amitriptyline, nortriptyline, and 
paroxetine
Antipsychotics: olanzapine, quetiapine, 
risperidone, haloperidol, clozapine
Anxiolytics: most anxiolytics except for 
lorazepam, oxazepam, and temazepam
Gastrointestinal agents: cisapride, 
domperidone, proton pump inhibitors with the 
use of  rilpivrine and delavirdine
Steroids: dexamethasone, prednisone, 
testosterone
Analgesics: methadone; tenofovir has possible 
interactions with NSAIDs
Anticonvulsants: phenobarbital, and phenytoin 
with the use of  abacavir and zidovudine

Entry and integrase inhibitor interactions

Maraviroc, raltegravir, 
dolutegravir,  
elvitegravir +  
cobicistat

Analgesics: all opioids with the use of  
elvitegravir + cobicistat
Anticonvulsants: carbamazepine, phenobarbital, 
phenytoin, clonazepam
Antidepressants: elvitegravir + cobicistat have 
possible interaction with all classes
Anxiolytics: elvitegravir + cobicistat have 
possible interaction with all classes of  
anxiolytics
Gastrointestinal agents: antacids, cisapride, 
elvitegravir + cobicistat have possible 
interaction with all classes of  anti-​emetics 
(except metoclopramide)

Always check for the most up-​to-​date information on drug interactions before prescribing 
additional medications. For more details on HIV drug interactions, see the website http://​www.
hiv-​druginteractions.org/​.
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HIV-​Related Cancer
Approximately 25% of  patients with HIV/​AIDS will develop cancer. 
Kaposi’s sarcoma and cerebral non-​Hodgkin’s lymphoma occur more fre-
quently as the disease progresses and are thought to be directly related to 
immunosuppression by HIV. Consequently, the introduction of  ART has 
greatly reduced the incidence of  these malignancies.

Several other cancers occur with a higher frequency in the HIV popu-
lation. Non-​AIDS-​defining malignancies that occur in greater frequency in 
patients with HIV/​AIDS include multiple myeloma and cancers of  the head 
and neck, lung, and gastrointestinal tract.

There is a greater incidence of  human papilloma virus (HPV)–​associated 
anal and cervical cancers, but this is likely related to the sexual transmission 
of  both HIV and HPV.2
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Common Symptoms
Patients with HIV/​AIDS present with a spectrum of  symptoms and medical 
issues. Symptom management generally follows the same basic principles 
as those for the oncological population, but in some instances the best 
treatment may be HIV/​AIDS specific. Pain is a good example of  this. Pain 
may be directly related to HIV (e.g., neuropathy, opportunistic infection, 
HIV-​related malignancy), associated with treatment (e.g., procedures, ART, 
radiotherapy), or related to chronic illness (pressure sores, constipation). 
An overview of  symptom causes and suggested treatment regimes (for 
both HIV-​ and non-​HIV-​specific causes) is given in Table 32.4.3,4,5

Most pain syndromes in patients with HIV are neuropathic rather than 
nociceptive. There are a wide range of  common neuropathic syndromes in 

Table 32.4  Common Symptoms and Possible Treatments in HIV/​AIDS

Symptom Causes HIV-​Related and General Treatment 
Options

Fatigue AIDS
Opportunistic 
infection
Anemia
Nonspecific

ART
Antibiotics
Transfusion/​erythropoietin
Corticosteroids, stimulants
Dexamethasone 4–​6 mg PO/​IV od
Methylphenidate 2.5–​5 mg PO bid (max  
60 mg/​day)
Modafinil 50 mg PO od/​bid (increased 
weekly to effect, max 400 mg/​day)
Testosterone patch

Depression Nonspecific SSRIs
Psychotherapy
Mirtazapine, bupropion, venlafaxine

Constipation Dehydration
Malignancy
Medications

Hydration
Radiation/​chemotherapy
Change medications
Activity/​diet changes
Lactulose 5–​30 mL PO od/​bid
Senna 2–​4 tabs PO od/​bid

Diarrhea Infections
ART
Malabsorption

Antibiotics/​antifungals/​antivirals
Discontinue ART or change regime
Loperamide 4 mg PO, then 2 mg  
PO after each loose stool (maximum  
dose 6 mg/​day)

Dyspnea P carinii 
pneumonia
Anemia
Tuberculosis
Pleural effusion

Trimethoprim 320 mg/​sulfamethoxazole 
600 mg PO qid
Transfusion/​erythropoeitin
TB treatment/​antibiotics
Oxygen supplementation, bronchodilators
Opioids: morphine 2.5–​5 mg PO q4hr
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Symptom Causes HIV-​Related and General Treatment 
Options

Nausea/​Vomiting Candidiasis
CMV
HAART
Nonspecific

Antifungals: nystatin susp 4–​6 mL qid or 
Fluconazole 00 mg PO od
Antivirals: ganciclovir, acyclovir;
Discontinue ART or change regime
Dopamine antagonists, prokinetics, proton 
pump inhibitors, serotonin antagonists, 
somatostatin analogs
Haloperidol 0.5–​2 mg PO/​SC bid
Ondansetron 4–​8 mg PO bid/​tid
Dronabinol 2.5–​5 mg PO bid/​tid

Nociceptive pain
Neuropathic pain

Opportunistic 
infection
Malignancy
Nonspecific 
HIV-​related
ART
CMV
Herpes
Others

Antibiotics
Chemotherapy/​radiation
NSAIDS: naproxen 250–​375 mg PO q6–​8h
Corticosteroids: prednisone  
20–​80 mg PO od
Add ART
Change ART
Antivirals: ganciclovir, acyclovir
Acyclovir 400–​800 mg PO tid–​5 times 
per day
NSAIDs, opioids, cannabis, TCAs, 
corticosteroids, anticonvulsants
Nortriptyline 0 mg PO qhs (max dose  
75 mg/​day)
Gabapentin 300–​200 mg PO tid

Weight loss HIV
Opportunistic 
infection
Malignancy
Chronic illness

ART
Antibiotics
Chemotherapy/​radiation
Dietary support/​elemental and 
polymeric diet
Growth hormone 0. mg/​kg/​SC od
Testosterone patches
Megestrol acetate 400–​800 mg PO od
Prednisone 20–​80 mg PO od
Dexamethasone 4–​6 mg PO od
Dronabinol 2.5–​5 mg PO bid/​tid

Boldface text indicates best evidence available.

Table 32.4  (Continued)

HIV/​AIDS patients, the most common being distal sensory polyneuropa-
thy (DSP). DSP involves the distal lower extremities, especially the plantar 
aspects of  both feet.

Peripheral neuropathies can be similar to DSP and may be caused by 
several antiretroviral medications, including didanosine, zalcitabine, and 
stavudine.

Clinical Pearls
•	 Most pain syndroms in patients with HIV are neuropathic rather than 

nociceptive
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Another notable qualification specific to the HIV population is the 
increased incidence of  opportunistic infections. HIV/​AIDS patients are at 
particular risk for opportunistic infections of  the central nervous system, 
such as cryptococcal meningitis, progressive multifocal leukoencephalopa-
thy, and toxoplasmosis. These can cause an array of  symptoms, including 
spastic paraplegia or paraparesis, loss of  bowel and bladder function, painful 
muscle spasms, and dementia. The decision process of  determining how to 
treat specific symptoms must be consistent with the goals of  care and must 
follow the wishes of  the patient and family.

Symptomatic complaints in the HIV/​AIDS population may be due to HIV, 
antiretroviral treatments, or chronic illness.
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Psychosocial and Spiritual Issues
The psychosocial context of  HIV/​AIDS is complex and is critical for pal-
liative care providers to understand. HIV can be associated with a stigma, 
which may lead to concerns about confidentiality and inadequate care. 
In addition, AIDS tends to be more prevalent in vulnerable populations, 
including in those who are of  low socioeconomic status or use intravenous 
drugs. Substance abuse has been reported to be around 50% in the US 
HIV-​positive population, and clinicians should be aware of  the high rate of  
concurrent psychiatric diagnoses and substance use disorders in the North 
American HIV community.6

Suicidal ideation is more common in these patients than in the general 
population. It was reported more frequently in patients who were not het-
erosexual, who described more symptoms of  depression, and who rated 
HIV-​related symptoms and medication side effects as more severe.7

Another study showed that patients who strive for spiritual growth in 
the context of  their illness experience less negative affect, highlighting the 
importance of  spiritual care as well as attention to symptoms.8

Patients with HIV/​AIDS are less likely to have discussed advance direc-
tives and do-​not-​resuscitate (DNR) orders with their physicians than other 
patient populations with advanced illnesses. This tendency is increased for 
those who are non-​white, use intravenous drugs, or are less educated.9

However, HIV-​infected adults and adolescents have expressed a prefer-
ence to initiate conversations about end-​of-​life care earlier in the disease 
process, rather than at a time of  acute deterioration.0 Earlier discussions 
have led to increased communication, decreased conflict and stress, and 
increased consistency with patient preferences.0

Clinical Pearls
•	 Patients with HIV/​AIDS require a flexible approach to advance care 

planning, with frequent review of  the goals of care.
Patients with HIV/​AIDS may have different concerns regarding end-​of-​life 
decision-​making than patients with cancer or other illnesses, and physicians 
should consider disease-​specific issues. These may include the concerns of  
same-​sex partners regarding health power of  attorney and survivorship.

In addition, the fluctuating, uncertain course of  AIDS requires a flexible, 
patient approach to advance care planning, with frequent review of  the 
goals of  care.
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The Future Outlook for Palliative Care 
in HIV/​AIDS
HIV/​AIDS has evolved from a fatal illness into a complex, chronic disease, 
driving changes in health policy, health services, and resource allocation. 
Since the introduction of  ART, financial support for these treatments has 
been given priority over other services provided. As healthcare systems 
adjust to this changing milieu, palliative care will need to remain flex-
ible to provide integrated and comprehensive care for a population with 
diverse needs.

Palliative care remains important for patients with HIV/​AIDS across the 
disease continuum, not only to improve adherence to active treatment but 
also to further patients’ quality of  life, address symptom or psychosocial 
issues, and coordinate end-​of-​life planning.
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Introduction
Neurological disorders are among the leading causes of  morbidity and 
death worldwide. While stroke is third leading cause of  death, after heart 
disease and cancer, in the United States, other neurological diseases have 
a more chronic course that leads to protracted disability, morbidity, and, 
ultimately, death.

Unfortunately, for many of  these disorders, such as Parkinson’s disease, 
amyotrophic lateral sclerosis (ALS), and multiple sclerosis (MS), there is cur-
rently no cure available. Adequate symptom management and, later, pallia-
tive care have the potential to maintain good quality of  life for patients for 
as long as possible and ease the burden on caregivers and patients alike.

This chapter outlines the principles of  clinical symptom management for 
some of  the most important neurological diseases.
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Amyotrophic Lateral Sclerosis
Amyotrophic laterial sclerosis (ALS) is a progressive neurodegenerative dis-
order that results in muscle weakness, disability, respiratory insufficiency, 
and eventually death. The median survival duration for patients is approxi-
mately 3 years, yet 0% will survive for > 0 years.

Given its highly predictable course, palliative care and symptom manage-
ment should begin in the early stages of  the disease. Multidisciplinary ALS 
clinics involving specialized neurologists, physical therapists, occupational 
therapists, speech therapists, and social workers have resulted in improved 
quality of  life and lengthened survival.

Practice guidelines for treating ALS and the management of  symptoms 
have been published by the American Academy of  Neurology and the 
European Federation of  Neurological Societies (EFNS).–​3

Muscle Weakness
A major symptom in ALS, progressive muscle weakness, should be man-
aged by regular exercise. Physical therapy to the point of  exhaustion is 
considered counterproductive, however. The main focus should be on 
maintaining mobility and the highest possible degree of  independence.

As weakness progresses, passive physiotherapy gains importance in pre-
venting contractures and stiffness. Assistive devices such as canes, ankle–​
foot orthoses, crutches, and walking frames should be used to maintain 
patients’ mobility.

Dysarthria
Speech impairments affect up to three-​quarters of  ALS patients and fre-
quently cause major distress for them and their caregivers. For this reason, 
a speech and language therapist is an important member of  the care team 
and should be involved early after disease onset to continuously evaluate 
the patient for dysphagia and dysarthria.

Patients should be introduced early to alternative communication devices 
such as alphabet boards and computer-​based systems that can be operated 
by hand or eye control.

Sialorrhea
Another common symptom in ALS is drooling, which is caused by a combi-
nation of  facial muscle weakness and a reduced ability to swallow. Sialorrhea 
has been linked to aspiration pneumonia.

Treatment with anticholinergic agents is generally tried first. The treat-
ment with botulinum toxin has been shown to be effective in a controlled 
trial in ALS and parkinsonism.4 Irradiation of  the salivatory glands might be 
tried if  pharmacological interventions fail.3

Pharmacological treatment may include the following:
•	 Atropine drops, 0.5% or %, three or four times a day sublingually 

(advantage: short duration of  action, less dry mouth)
•	 Glycopyrrolate –​2 mg PO twice to three times daily, or 0.–​0.2 mg 

SC/​IM q4–​8h (can be nebulized as well)
•	 Botulinum toxin type B, 2500 units into bilateral parotid and 

submandibular glands
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•	T ransdermal hyoscine patch (scopolamine) .5 mg, every 3 days
•	 Amitriptyline 0–​50 mg PO daily at bedtime or alternatively 0 mg PO 

three times daily. The starting dose is 0–​25 mg and is increased slowly 
as needed.

Pseudobulbar Affect (Emotional Lability)
Excessive laughing or crying affects 20%–​50% of  patients with ALS. 
Emotional lability is caused by bilateral corticobulbar tract degeneration and 
is not considered to be an emotional disorder per se.

Antidepressant medications have been used in the past, but their effec-
tiveness has not been established. The combination of  dextromorphan and 
quinidine has been shown to decrease rates of  emotional outbursts and 
improve quality of life.5

The following treatments are used to ameliorate pseudobulbar affect:
•	 Dextromorphan/​quinidine (30 mg/​30 mg) PO twice daily
•	 Amitriptyline 0–​50 mg PO daily at bedtime. The starting dose is 0–​

25 mg PO and is increased slowly as needed.
•	 Fluvoxamine 00–​200 mg PO daily.

Muscle Spasticity
Increased muscle tone may be useful to help patients maintain antigravity 
power as weakness due to ALS progresses. However, spasticity may cause 
painful spasms. The muscle relaxants baclofen and tizanidine are roughly 
equivalent in efficacy in reducing muscle spasms and have similar rates of  
adverse events.

Baclofen can be associated with motor weakness. The side effect of  
tizanidine of  dry mouth might actually help manage sialorrhea (see earlier 
discussion).

There is less evidence to support the use of  dantrolene to manage spas-
ticity than that for baclofen or tizanidine.

•	 Baclofen starting at 5–​0 mg twice daily to three times daily and 
increased slowly to doses up to 20 mg/​day as needed. Baclofen pumps 
are usually not considered.
•	T izanidine 2–​4 mg PO twice daily up to a total dose of  24 mg daily.

Muscle Cramps
Muscle spasms or cramps due to ALS can be associated with severe pain 
and discomfort. The American Academy of  Neurology evaluated the use of  
pharmacological agents for muscle cramps in a practice guideline.6

Quinine sulfate is considered the most effective treatment option but 
should not be used routinely because of  the potential for toxicity (cardiac 
arrhythmias, thrombocytopenia, severe hypersensitivity reactions, and 
potentially serious drug interactions). The EFNS guideline also recommends 
the use of  levetiracetam based on a small7 open label trial.3

Vitamin E, gabapentin, and magnesium have been used frequently but 
have failed to demonstrate efficacy in small clinical trials, whereas the fol-
lowing pharmacological agents have been shown to be beneficial:
•	 Quinine sulfate 325 mg twice a day
•	 Calcium channel blocker (such as diltiazem) 30 mg PO daily at night
•	 Naftidrofuryl, 300 mg PO twice daily; this drug is not available in the 

United States.
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Pain
Neuropathic pain is not a characteristic feature of  ALS. However, many 
patients suffer from pain secondary to muscle spasms, cramps, and contrac-
tures, as well as musculoskeletal pain caused by reduced mobility.

Frequent changes in position are essential to prevent the skin from break-
ing down. Physical therapy might help to avoid joint stiffness. Other man-
agement options include the use of  nonopioid analgesics, opioid analgesics, 
or anti-​inflammatory drugs.

Psychosocial Symptoms
Most patients with ALS describe depressive symptoms, and approximately 
0% are estimated to develop major depression. Both patients and caregiv-
ers should be offered counseling, and pharmacological treatment should 
be considered.

There are no data to suggest that one antidepressant class is more effica-
cious than another in ALS. However, tricyclic antidepressants (TCAs) such 
as amitryptiline have side effects that can help alleviate other symptoms of  
ALS, including drooling, pseudobulbar affect, and insomnia.

Several antidepressant options are available:
•	 Amitriptyline 0–​25 mg by mouth at bedtime, with slow titration to 00 

or 50 mg as needed and tolerated
•	S ertraline 50–​200 mg by mouth daily
•	 Paroxetine 20 mg daily to 40 mg by mouth daily.

Insomnia
Sleep difficulties are mostly secondary to other problems associated with 
ALS. Causes of  insomnia include anxiety, depression, dysphagia, dyspnea, 
and the inability to change posture, which can result in discomfort and pain. 
Thus, identification and treatment of  the underlying causes is crucial to 
treating the insomnia.

Sedatives may be helpful; fear of  respiratory depression is generally not 
justified.

Dysphagia
Difficulty swallowing is one of  the most common symptoms of  ALS, and 
patients should be screened for symptoms in the office setting at least once 
every 3 months.2 Adjusting the consistency of  the diet and teaching specific 
swallowing techniques are helpful in preventing aspiration in the early stages 
of  the disease.

Choking due to food intake or weight loss of  0% or more of  body 
weight should trigger a conversation about the placement of  a percutane-
ous endoscopic gastrostomy (PEG) tube. For optimal safety and efficacy, 
PEG should be offered when the patient’s vital capacity is above 50% of  
predicted.,2,4 Studies have shown that PEG tube placement prolongs sur-
vival, but there are insufficient data on its impact on quality of life.

Dyspnea
At the onset of  respiratory symptoms indicating hypoventilation, or when a 
patient’s forced vital capacity (FVC) drops below 50%, the patient should be 
counseled about noninvasive mechanical ventilation as well as the terminal 
phase of  the disease. Deciding whether and when to initiate noninvasive 
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ventilation is critical because of  the risk of  sudden death or ventilator 
dependence.

Besides assessment of  vital capacity, nocturnal oximetry and polysom-
nography are helpful in detecting nocturnal hypoventilation. Patient survival 
is extended most when ventilation is initiated before vital capacity drops 
below 50%.

If  patients decline noninvasive ventilation or do not tolerate it, options 
such as invasive ventilation or hospice referral should be discussed at 
this point.

Terminal Phase
As ALS progresses, the goal of  patient care should focus on effective and 
compassionate care rather than maximizing function. Patients who are 
not ventilated mechanically usually transition from sleep into coma due to 
increasing hypercapnia.

The following treatment is available if  the patient develops dyspnea or 
becomes restless:
•	 Morphine 2.5–​5 mg PO, SC, or IV every 4 hours as needed for dyspnea
•	 Lorazepam sublingual (start with –​2.5 mg) or midazolam PO or SC 

(start with –​2 mg) for anxiety
•	 Chlorpromazine 2.5 mg every 4–​2 hours PO, IV, or PR for terminal 

restlessness or confusion.
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Palliative Care in the Stroke Patient
Stroke is the third leading cause of  death in the United States, making 
the need for hospice care for many victims essential.8 The severity of  the 
stroke, and thus the need for rehabilitative or palliative care, depends on its 
location within the brain and the severity of  the damage to the brain tissue.9

A stroke takes time to manifest its full effect, and some early symptoms 
might be transitory. The physician might consider a referral to hospice if  the 
patient remains comatose or has a severely reduced level of  consciousness 
(obtundation) with abnormal muscle contraction (myoclonus) for 3  days 
or longer.

Patients who survive 4 weeks and regain significant function during that 
time are more likely to need active rehabilitation than palliative care. Most 
recently, the American Heart Association/​American Stroke Association 
published guidelines on how to integrate palliative care and address end-​
of-​life issues in stroke. Some of  the specific challenges in stroke patients are 
discussed in the following text.9

Dysphagia
Approximately one in three patients presents with swallowing problems 
immediately after the onset of  a stroke. Limited oral intake is linked to mal-
nutrition, poor outcome, and increased mortality.9 In turn, poor nutritional 
status may lead to skin breakdown, muscle weakness, and decreased abil-
ity to participate in rehabilitation programs. Patients who do not tolerate 
solid food and liquids orally should receive nasogastric (NG), nasoduode-
nal, or PEG tube feedings to maintain hydration and nutrition while recov-
ering from their strokes.0 NG tube feeding is preferred in the first 2 to  
3 weeks after stroke onset, as approximately 50% of all dysphagic patients 
will recover their ability to swallow within this time. However, 5% of patients 
are expected to have persistent dysphagia at  month, and NG or PEG tube 
placement should be discussed with the patient and the family. Dysphagic 
stroke patients who receive feeding via a nasogastric tube rather than a PEG 
tube have better functional outcomes but do not live significantly longer.

The question of  whether a patient with a poor prognosis and extensive 
brain damage should receive artificial nutrition is a very important one and 
should be discussed openly with the patient’s family or power of  attorney.

Reduced Communication
A stroke patient’s ability to communicate might be hindered by aphasias, 
dysarthrias, or neuropsychological deficits such as agnosia, apraxia, neglect, 
and reduced visuospatial orientation. Stroke patients with aphasia were 
found to receive less pain medications than patients without aphasia.2 
Speech pathologists might be able to improve communication and imple-
ment coping strategies.

Incontinence and Bowel Management
Approximately half  of  stroke patients have symptoms of  incontinence dur-
ing the initial hospital stay, but only 20% are affected by urinary incontinence 
and 0% by fecal incontinence 6 months after their intial stroke. The use of  
in-​dwelling catheters is associated with higher rates of  infection and should 
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be restricted as much as possible. Fecal incontinence can lead to decubitus 
ulcers and skin damage. Limited mobility and reduced oral intake increase 
the risk for constipation.

Pain
Pain in stroke patients may be directly related to the intracranial damage or 
to the results of  plegia, such as contractures, pressure sores, or arthralgias 
caused by immobility. While pain is not commonly seen in the acute stroke 
setting, almost 50% of  stroke survivors report new pain within 6 months 
after having had a stroke.9

Especially difficult to treat is the shoulder–​hand syndrome (also called 
hemiplegic shoulder pain). In this complex regional pain syndrome, the 
paretic upper arm frequently appears painful, edematous, with altered heat 
and tactile sensations, and has a slightly dystrophic skin. Early mobilization 
has been shown to prevent shoulder–​hand syndrome, which otherwise 
affects up to 80% with hemiplegia.

Ice, heat, and soft tissue massage, as well as oral analgesics (NSAIDs) 
have been used to achieve temporary pain control. Other treatment 
options include psychotherapy, regional anesthesia, neuromodulation, and 
sympathectomy. Short courses of  oral steroids or intra-​articular steroid 
injections might be also effective in treatment of  the syndrome.

Approximately 0% of  patients suffer from central post-​stroke pain, 
which is a neuropathic pain syndrome characterized by unilateral pain and 
dysesthesia associated with impaired sensation. The pain is thought to be 
due to a lesion in the spinothalamic tract or the thalamus itself. This pain is 
typically resistant to opioids.

Several antidepressants and anticonvulsant drugs commonly used in neu-
ropathic pain have been studied, but only amitriptyline and lamotrigen have 
been effective. Levetiracetam, gabapentin, pregabalin, carbamazepine, and 
venlafaxine have not resulted in significant pain relief  when studies.
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Palliative Care in Demyelinating Disease� 
(Multiple Sclerosis)
Multiple sclerosis (MS) is the most frequent inflammatory demyelinating dis-
order of  the central nervous system. While its exact cause is unknown, the 
clinical picture reflects the pathological mechanism of  inflammation, demy-
elination, and axon degeneration.

Although new immunomodulatory therapy is able to slow disease pro-
gression, symptom management and palliative care remain important in the 
later stages of  the disease.

The severity of  MS can be divided into benign and malignant courses. 
Benign MS refers to disease in which the patient remains fully functional in 
all neurological systems 5 years after the disease onset. In malignant MS, 
patients display rapid disease progression, leading to significant neurological 
disability or death in a relatively short time. However, death due to MS is 
rare and is most likely to occur as a result of  secondary complications such 
as aspiration pneumonia or pulmonary embolus.

Particularly after the onset of  the chronic progressive phase of  the dis-
ease, symptom management with the goal of  improving or maintaining func-
tion and quality of  life is paramount.3

Muscle Spasticity
Between 40% and 85% of  patients with MS experience spasticity, which is 
associated with pain, spasms, gait disorders, and bladder dysfunction.

The mainstay of  therapy is regular physical therapy to maintain strength 
and movement and to decrease spasticity. Physical therapy should be used 
in combination with drug therapy.

Available medications are only partially effective and can cause adverse 
effects such as sedation, weakness, and cognitive problems. Therefore, anti-
spastic medication should be started at low doses and slowly titrated against 
the clinical effect.
•	 Baclofen: 5–​25 mg 3–​4 times daily PO (an intrathecal pump can be 

considered in severe cases)
•	T izanidine: 2–​39 mg daily PO (titrated over 2–​4 weeks; takes 

approximately  week to reach its full effect)
•	 Gabapentin: 600–​900 mg three times daily PO
•	 Dantrolene: 25–​200 mg twice daily PO

Fatigue
Fatigue has been reported for most patients with MS and is associated with 
high levels of  disability. Underlying depression (causing fatigue) should be 
ruled out first.

Because fatigue can be greatly worsened by heat, cooling of  the body 
or the extremities may alleviate the symptom. Multiple stimulants have 
been tested in mostly small studies, and research-​derived evidence remains 
scarce.4

Medical options that can be tried include the following:
•	 Amantadine 00 mg twice daily PO (second dose taken in the afternoon 

to avoid insomnia)
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•	 Modafinil 200–​400 mg daily PO
•	 Methylphenidate 0–​60 mg/​day taken bid or tid
•	 Pemoline 20–​60 mg daily PO.

Bladder Dysfunction
Bladder dysfunction develops in almost all MS patients, and bladder hyper-
reflexia affects approximately 60% of  patients. The latter condition results 
in a sense of  urgency, urge incontinence, and frequent micturition.

Assessment of  the urinary system is important to improve these systems 
and to prevent urinary tract infections and skin breakdown secondary to 
urinary incontinence.

Behavioral intervention in the early stages of  MS includes planning ade-
quate fluid intake, with more intake in the morning than in the afternoon, 
and use of  the bathroom every 2–​4 hours.

Pharmacological management is described in Table 33..

Pain
Pain is a frequent symptom in MS, affecting 50%–​75% of  patients. Pain can 
present as directly MS-​related neuropathic pain or as secondary to MS 
symptoms, such as spasticity or paresis. Neuropathic pain often affects the 
lower extremities. Trigeminal neuralgia is seen in % of  patients with MS and 
is clinically indistinguishable from the idiopathic form.

The initial treatment for both forms is carbamazepine (Table 33.2). 
Tricyclic antidepressants can be used to treat neuropathic pain, but they 
must be started at low doses because their side effects might increase other 
symptoms in MS patients, such as fatigue.

Other medical options involve the use of  anticonvulsants.

Table 33.  Pharmacological Management of Bladder Dysfunction 
in Patients with MS

Indication Medication Dosage Side Effects

Detrusor 
hyperreflexia 
(overactive 
bladder)

Tolterodine 
(anticholinergic)

–​2 mg IR 
bid PO or 
2–​4 mg ER 
daily PO

Dryness, drowsiness 
(fewer side effects 
than with oxybutnin)

Oxybutinin 
(anticholinergic)

2.5 mg 
qd–​tid PO 
(titration up 
to 20 mg/​
day)

Dryness, drowsiness

Urinary 
frequency

Imipramine 
(alpha-​ 
agonist and 
anticholinergic 
activity)

0–​25mg 
bid–​tid PO

Sedation, dizziness

Nocturia Desmopressin 
(antidiuretic 
hormone)

0.2–​0.4 mcg 
nasal spray 
qhs

Hyponatremia
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Psychobehavioral Symptoms and Depression
Progressive MS requires patients to constantly adjust to new symptoms and 
limitations. The lifetime rate of  depression in MS patient reaches 40%–​50% 
by age 59 and is thought to be related to cerebral pathology and treatment 
with steroids.

Treatment recommendations are based mainly on research in other 
chronic illnesses due to the lack of  high-​quality conclusive studies in MS.5

Antidepressants should be selected on the basis of  their side-​effect pro-
files. Selective serotonin reuptake inhibitors (SSRIs) cause less fatigue, but 
tricyclic antidepressants might be more helpful in managing neuropathic 
pain, sleep disturbances, or overactive bladder.

Denial and cognitive decline are frequently seen in the late stages of  MS. 
Pathological laughing and crying are observed in 0% of  patients, who might 
respond to amitryptiline. Cognitive deficits are detected in approximately 
half  of  patients, and 0% of  patients with late-​stage disease have moderate 
to severe dementia.

Management consists of  cognitive training and teaching of  compensatory 
strategies. Personality and cognitive changes can cause major distress for 
families and caregivers and require education and psychosocial intervention.

Table 33.2  Pharmacological Pain Management for Patients with MS

Indication Medication Dosage Side Effects

Trigeminal 
neuralgia

Carbamazepine 00–​200 mg bid, 
increased to  
600–​800 mg daily 
as tolerated

Drowsiness, 
dizziness, 
nausea and 
vomiting

Neuropathic 
pain

Nortriptyline, 
desipramine 
(tricyclic 
antidepressants)

0–​25 mg qhs, 
increased by 0–​25 
mg every 3–​7 days 
as tolerated

Sedation, 
cognitive 
impairment

Bupropion 00 mg bid, 
increased after 
3 days to maximum 
of  50 mg/​dose 
and 450 mg/​day

Dry mouth, 
dizziness
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Palliative Care in Parkinson’s Disease
Parkinson’s disease (PD) is a chronic, progressive neurodegenerative dis-
ease defined by the classic triad of  tremor, rigor, and akinesis. Patients are 
more likely to have idiopathic PD than an atypical or secondary parkinso-
nian syndrome when they present with unilateral onset, have resting trem-
ors, and respond well to L-​dopa.

In addition to the classic features, patients with PD may develop symp-
toms related to the disease itself  or to the medications used to treat it.

Medical therapy involves a multispecialist team and good pharmacological 
knowledge to ensure maximal symptom control6 (Table 33.3).

Psychosis and Hallucination
Psychosis is frequently seen in PD and is closely associated with visual hal-
lucinations and delusions. Hallucinations occur especially in the advanced 
stages of  the disease and affect up to 40% of  patients.

Because these symptoms are often drug induced, the first step should 
include the critical reassessment of  potentially offending antiparkinsonian 
drugs. Hallucinations often can be ameliorated by a dose reduction with 
limited loss of  the drug-​related benefit.

Antiparkinsonian drugs should be reduced or stopped in reverse order 
of  their potency and effectiveness if  hallucinations are causing significant 
disability. A  proposed order would be anticholinergic drugs followed by 
amantadine, catechol-​O-​methyl transferase (COMT) inhibitors, and finally 
dopamine agonists.

Antipsychotic therapy with clozapine and quetiapine has limited effect on 
parkinsonism and is preferred over other atypical neuroleptics, such as ris-
peridone and olanzapine. Typical neuroleptics, such as haloperidol, should 
be avoided. Clozapine is effective but is underused because of  its side effect 
of  agranulocytosis.

Table 33.3  Typical Non-​Motor Symptoms and Signs of Parkinson’s 
Disease

Symptom Sign

Cognitive dysfunction Dementia, confusion

Mood disorders Depression, anxiety, apathy, or abulia

Autonomic dysfunction Urinary urgency or frequency, 
constipation, orthostasis, erectile 
dysfunction

Pain and sensory disturbances Secondary to dystonia, dyskinesia

Psychosis Hallucinations, delirium

Sleep disturbances Sleep interruption, PLMS, RBD

Fatigue

Dermatological findings Seborrhea
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The patient’s absolute neutrophil count must be closely monitored. 
Olanzapine is not effective and might even worsen patients’ motor function.

Cognitive Dysfunction and Dementia
Cognitive dysfunction is common in PD, and severe dementia is a major 
cause of  disability and mortality in patients with PD. As with other demen-
tias, the treatment is symptomatic only and does not appear to modify the 
course of  the disease or influence the prognosis.

The cholinesterase inhibitors donepezil and rivastigmine have modest 
benefit, but the latter especially can cause worsening of  tremors.7

Depression
Approximately 40% of  PD patients experience depression. Depressive 
symptoms are linked to increased motor disability and decreased quality 
of  life. The tricyclic antidepressants amitriptyline and nortriptyline have 
been found to be effective in patients with PD; however, adverse events are 
thought to be lower with SSRIs.

Citalopram, sertraline, and controlled-​release paroxetine do not appear 
to be effective in PD patients, according to results from small studies.

Adverse events are thought to be lower with SSRIs than with tricyclic 
antidepressants, but SSRIs should be avoided if  a patient is also being 
treated with selegiline, a monoamine oxidase B inhibitor. This combination 
has been reported to exacerbate motor symptoms and to cause serotonin 
syndrome with severely disturbed mental, motor, and autonomic function.

Sleep Disorders
Most patients with PD suffer from sleep disorders, most commonly sleep 
fragmentation. Frequent awakening throughout the night and early-​morning 
awakening are often caused by nocturia, difficulty turning over in bed, 
cramps, vivid dreams or nightmares, and neck or back pain.

A specific sleep disorder associated with PD is periodic limb movement 
disorder (PLMS). PLMS is estimated to occur in 30%–​80% of  patients with 
PD. This sleep disorder involves slow, rhythmic leg movements consisting 
of  dorsal flexion of  the feet and great toes and, occasionally, the knees and 
hips. PLMS responds to dopaminergic agents.

Another sleep disorder associated with PD is rapid eye movement (REM) 
sleep behavior disorder (RBD). Patients with RBD present with vigorous 
movements during REM sleep. Because of  a lack of  movement inhibition 
during REM sleep, they act out their dreams and present with vocalizations 
as well as kicking and punching motions of  the limbs, sometimes injuring 
themselves or their bed partners.

Over one-​third of  patients who originally present with idiopathic RBD 
may eventually develop PD. Additional L-​dopa or clonazepam are the agents 
of  choice for treating RBD. Clonazepam (0.5 mg PO qhs, to be increased to 
–​2 mg) is effective for nearly 90% of  patients.
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Clinical Pearls
•	 Most chronic neurological disorders such as ALS, end-​stage Parkinson’s 

disease, and secondary progressive MS have a predictable course of  
progression. Start the conversation about palliative measures early and 
remain involved.
•	T he management of  neurological disorders is a team effort. Reach out 

early and involve other providers as needed.
•	T he central nervous system is complex and full of  interactions. Many 

symptoms, especially fatigue, can be caused by medication side effects. 
Therefore, set treatment priorities together with the patient and check 
the medication list—​sometimes less is more.
•	 Use medications’ side effects to the patient’s advantage. Many 

medications influencing the central nervous system have several effects 
that might be useful in treating more than one symptom. For example, 
amitryptiline might have a positive impact on the patient’s mood and at 
the same time may decrease drooling.
•	 Almost all patients with chronic neurological disorders have 

psychobehavioral symptoms or show signs of  depression. Screen for 
these disorders frequently and treat proactively.
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Introduction
Patients with end-​stage chronic obstructive pulmonary disease (COPD) 
experience high symptom burden arising from severe dyspnea, fatigue, 
anxiety, depression, disability, and social isolation, resulting in poor qual-
ity of  life. The caregiving burden for the family of  a patient with end-​stage 
COPD is significant. In this chapter, we discuss the key issues in assessing 
and managing end-​stage COPD.

COPD, which affects 6% of  the general population, is one of  the lead-
ing causes of  morbidity and mortality worldwide. It is one of  the five 
principal causes of  mortality in the world according to the World Health 
Organization.2 The incidence of  COPD is increasing; it is estimated that 
COPD will become the fourth-​leading cause of  mortality by 2030.
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Prognostic Factors
Clinical Evaluation
According to the National Hospice and Palliative Care Organization, 
patients who meet any of  the following criteria may be suspected of  having 
end-​stage COPD:
	.	Disabling dyspnea at rest
	2.	Poor or no response to bronchodilators
	3.	A bed-​to-​chair existence
	4.	Repeated emergency room visits or hospitalizations for respiratory 

infection or failure
	5.	Hypoxemia at rest (partial pressure of  oxygen < 55 mmHg)
	6.	Oxygen saturation < 88% while receiving supplemental oxygen

	 7.	Hypercapnia (partial pressure of  carbon dioxide > 50 mmHg)
	8.	Cor pulmonale
	9.	Right heart failure secondary to pulmonary disease

	0.	Unintentional progressive weight loss (> 0% over 6 months, serum 
albumin level < 2.5 g/​dl)

	.	Resting tachycardia (heart rate > 00 beats/​minute).
The BODE index is used to determine the severity of  disease in COPD 
patients3 (see Table 34. for details of  the BODE index).

Mortality
In general, it is difficult to predict mortality in patients with long-​standing 
COPD, but the higher the BODE index, the higher the likelihood of  death 
(see Table 34.2). Ultimately, patient satisfaction and quality of  life are the 
key factors to guide decision-​making. Additionally, patients with Global 
Initiative for Chronic Obstructive Lung Disease stages III or IV COPD have 
a much higher death rate (42.9 deaths per 000 person years) than healthy 
individuals (5.4 deaths per 000 person years; hazard ratio = 5.7).4

Table 34.  Variables and Point Values Used for the Computation 
of the Body-​Mass Index, Degree of Airflow Obstruction, Degree 
of Dyspnea, and Exercise Capacity (BODE) Index

Variable Points on BODE Index

0  2 3

FEV (% of  predicted) ≥ 65 50–​64 36–​49 ≤ 35

Distance walked in 6 min (m) > 350 250–​349 50–​249 ≤ 49

MMRC dyspnea scale 0–​ 2 3 4

BMI > 2 ≤ 2

Abbreviations: FEV

, = forced expiratory volume in  second; MMRC = modified Medical 

Research Council.
Adapted from Celli BR, et al. (2004). The body-​mass index, airflow obstruction, dyspnea, 
and exercise capacity index in chronic obstructive pulmonary disease. New Engl J Med 
350(0):005–​2.
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Morbidity
Patients with end-​stage COPD may have to endure symptoms long term. 
Due to the difficulty of  predicting mortality in end-​stage COPD, morbidity 
and symptom management is of  prime importance.

Acute Exacerbations
Usual management of  acute exacerbations includes antibiotics, steroids, 
and BiPAP use. Almost 25% of  COPD patients die within  year of  hospital-
ization for an acute exacerbation. The median survival for COPD patients 
who have had an acute exacerbation after intensive care unit admission is 
2 years, with a 50% likelihood of  further hospitalization within 6 months.4

Circulatory Effects
COPD patients have a high risk of  developing circulatory compromise that 
affects other organ systems. The risks of  atherosclerosis and mortality are 
increased in COPD patients who smoke.4

Nutrition
In advanced COPD patients, the increased work required to breathe 
increases energy expenditure and may lead to cachexia. General health sta-
tus can be further compromised by a lack of  exercise due to low exercise 
tolerance and dyspnea. COPD patients who have a normal weight or are 
underweight have a significantly higher risk of  death than patients who are 
overweight or obese.4

Table 34.2  Interpretation of the Body-​Mass Index, Degree of Airflow 
Obstruction, Degree of Dyspnea, and Exercise Capacity (BODE) 
Index Scores

BODE Index Score -​Year 
Mortality (%)

2-​Year 
Mortality (%)

3-​Year 
Mortality (%)

0–​2 2 6 9

3–​4 2 8 32

5–​6 2 4 40

7–​0 5 3 80
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Palliative Care
Assessment
A pulmonologist, intensivist, primary care physician, or palliative care 
physician should direct palliative care in COPD patients according to the 
guidelines of  the American Thoracic Society or the Canadian Thoracic 
Society. Patients should have access to an interdisciplinary palliative care 
team.5 Comprehensive assessment involves accurately predicting the tra-
jectory of  functional decline to provide patients with early access to spe-
cialized palliative care services; performing detailed symptom assessment 
using validated symptom assessment tools such as the Edmonton Symptom 
Assessment Scale on a routine and consistent basis; screening patients for 
anxiety, depression, and spiritual or social distress; assessing caregiver bur-
den in family members; evaluating patients for dyspnea (see Chapter 4), 
and managing it as appropriate in a palliative care setting with the goal of  
improving quality of  life; and performing individualized diagnostic evalua-
tions focused on determining the underlying cause of  COPD and providing 
care accordingly.

End-​of-​life Decision-​Making
Initiating end-​of-​life care planning should occur soon after the patient has 
been diagnosed with end-​stage COPD. Early planning is essential due to the 
unpredictable speed at which end-​stage COPD patients may deteriorate. 
Discussions about a patient’s preferences for end-​of-​life care should include 
the patient, the patient’s primary healthcare provider, and the patient’s 
caregivers. Patients should be given information about the potential ben-
efits and burdens of  therapy. Other important decisions may involve the 
patient’s preferences regarding resuscitation, intubation, mechanical ventila-
tion, surrogate decision-​makers, and advance directives, which should be 
discussed while the patient’s health is stable.4,6,7

Psychosocial, Spiritual, and Family Distress
Although 37% of  patients with advanced COPD are depressed, only 30% 
of  these patients receive treatment for depression. Patients with end-​stage 
COPD may benefit from antidepressive therapy if  they have significant 
depressive symptoms.4,6,8 Because COPD also affects quality of  life, the 
patient’s ability to perform activities of  daily living independently or without 
dyspnea should be addressed.

Barriers to Providing Palliative Care
Several issues complicate or prevent the delivery of  appropriate palliative 
care to COPD patients.

Inadequate communication between healthcare providers, patients, and 
families regarding end-​of-​life care, especially early in the course of  the dis-
ease, can impede the delivery of  appropriate palliative care. For example, 
when asking oxygen-​dependent COPD patients about their avoidance 
of  discussing end-​of-​life care, Curtis et  al. found that more than 50% of  
patients provided responses such as “I’d rather concentrate on staying alive 
than talk about death” and “I’m not sure which physician will be taking 
care of  me if  I get very sick.” Recent studies have underscored the need 
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for clinicians to be able to communicate openly with their COPD patients 
regarding end-​of-​life decisions and comprehensive symptom management.

Predicting the disease course in COPD patients can be challenging because 
of  the disease’s variable trajectory, and as a result, patients with end-​stage 
COPD often do not receive adequate palliative care services.2 Various tools 
such as the BODE index, Hansen-​Flaschen criteria, and Acute Physiology 
and Chronic Health Evaluation IV scores can be used to predict increased 
mortality in COPD patients who require intensive care unit admissions. 
Inadequate assessment and management of  severe symptoms related to 
end-​stage COPD can also complicate the delivery of  palliative care.4,6

Communication
Discussions about end-​of-​life care can be difficult but are important 
aspects of  the care provided to terminally ill patients and their families. 
Approximately 56% of  terminally ill COPD patients want to know their life 
expectancy. In addition, many patients with end-​stage COPD report want-
ing to discuss the following topics with their physician:
	.	Diagnosis and disease progression
	2.	Effect of  treatments on symptoms, quality of  life, and life expectancy
	3.	Prognosis for survival and quality of life
	4.	Aspects of  the dying process, specifically issues regarding breathlessness 

or suffocation)
	5.	Advanced planning for foreseeable medical needs and end-​of-​life 

care.4,6,7

Despite these desires, many physicians are unwilling to discuss these issues 
to avoid destroying their patients’ hope.7
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Management
Individualized treatment should be provided for patients with end-​stage 
COPD. The underlying cause of  COPD should be determined and care 
provided accordingly. COPD patients should be evaluated for dyspnea and 
cared for as appropriate in a palliative care setting with the goal of  improv-
ing quality of  life. Although only smoking cessation and long-​term oxygen 
therapy (LTOT) have been shown to improve survival in COPD patients, 
other interventions may be beneficial in improving the quality of  life of  
patients with end-​stage COPD.4,8

Pharmaceutical Interventions
Pharmaceutical interventions for COPD are presented in Table 34.3. 
Inhaled corticosteroids have been shown to decrease mortality from all 
causes in COPD patients. The combination of  long-​acting agonists and ste-
roids may provide a survival benefit, but this has not been tested in patients 
with end-​stage COPD. Because they are an independent risk factor for 
death, oral corticosteroids should be limited to the short-​term treatment 
of  acute exacerbations in COPD patients.4

LTOT has been shown to prolong survival in severely hypoxemic 
patients (partial pressure of  oxygen in arterial blood [PaO2] < 55 mmHg).9 
Moderately hypoxemic patients with pulmonary hypertension, cor pul-
monale, and/​or secondary polycythemia may also benefit from LTOT. In 
COPD patients with mild hypoxemia (PaO2 > 59 mmHg), the prescription 
of  oxygen may improve quality of  life and relieve dyspnea but should be 
determined on an individual basis.4

The sensation of  dyspnea can be an incapacitating and distressing symp-
tom in end-​stage COPD.4 The use of  opioid medications in the relief  of  
dyspnea is discussed further in Chapter 4.

Nonpharmaceutical Interventions
Patients with end-​stage COPD may remain self-​sufficient but have limita-
tions in activities of  daily living and quality of  life. The use of  nonpharmaceu-
tical therapies has been shown to be effective in controlling the symptoms 
present in this group of  patients.0

Noninvasive Positive Pressure Ventilation (NIPPV), in conjunction with 
LTOT and daytime exercise training, improves dyspnea and quality of  life in 
COPD patients. Nocturnal NIPPV may be used to increase exercise toler-
ance during the day by resting the muscles at night. However, larger stud-
ies are needed to identify the patients who would most benefit from this 
approach.8,0

Regular exercise decreases the likelihood of  hospitalization and mortal-
ity in COPD patients; in particular, whole-​body strengthening exercises are 
helpful in successfully weaning patients off chronic ventilation.0

Neuromuscular electrical low-​voltage stimulation has been shown to 
increase muscular oxidative capacity in COPD patients and can be used to 
treat debilitated patients.0

Poor caloric intake and high-​energy requirements often lead to malnutri-
tion in COPD patients. COPD patients with a BMI < 20 have lower survival 
and higher hospitalization rates than COPD patients with a BMI > 20. All 

 

 

 

 



Table 34.3  Pharmaceutical Interventions for Chronic Obstructive Pulmonary Disease

Drug Class Initial Dose Indication Caveats Interactions Common Side Effects

Short-​acting β-​agonists
(albuterol)

MDI: 90 mcg/  
​puff, 2 puffs  
every 4–​6 hours PRN

Bronchospasm Furosemide, haloperidol, 
methadone, duloxetine, 
moxifloxacin

Dizziness, dry mouth, 
nervousness

Long-​acting β-​agonists
(salmeterol)

INH: 50 mcg  
every 2 hours

Bronchospasm, 
maintenance

Do not use for acute 
treatment

Carvedilol, flucanazole Headache, sinus 
congestion, nervousness

Short-​acting 
anticholinergics
(ipratropium)

NEB: 0.5 mg  
every 6–​8 hours

Bronchospasm NEB: May mix with  
short-​acting β-​agonists

Tiotropium Bromide Cough, dry mouth, 
headache, nausea, 
nervousness

Long-​acting 
anticholinergics
(tiotropium)

INH:  8-​mcg  
capsule every  
24 hours

COPD, 
maintenance

Do not use for acute 
treatment; must use  
dosing device

Metoclopramide Blurred vision, dry mouth, 
GI intolerance

Methylxanthine 
(theophylline)

300–​400 mg/​day  
for 3 days, then  
400-​600 mg/​day

COPD, 
maintenance

Must monitor blood  
levels; care with  
reduced clearance

Tramadol, metoprolol Temporary changes 
in behavior, increased 
urination

Inhaled 
glucocorticosteroids 
(fluticasone)

44–​220 mcg/​spray,  
2 puffs BID

COPD, 
maintenance

Titrate to lowest  
effective dose; taper  
to discontinuation

Systemic 
glucocorticosteroids 
(prednisone)

60 mg/​day for  
3–​0 days

Acute COPD 
exacerbation

Short-​term use only Furosemide, 
Fluoroquinolones

Difficulty sleeping, 
increased appetite, 
nervousness, 
hyperglycemia

Antibiotics Patient-​ and 
agent-​ dependent

Infection Use only for infection  
in acute exacerbation

Varies Varies

Oxygen Titrate to 90%  
saturation

Hypoxemia Must demonstrate  
need

Abbreviations: MDI = measured-​dose inhaler; PRN = according to circumstances; INH = inhaler; NEB = nebulizer; GI = gastrointestinal; BID = twice per day.
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COPD patients should undergo a thorough nutritional assessment and be 
cared for accordingly.0

Bullectomy in patients with a bulla that is compressing functional lung 
tissue, and lung volume reduction surgery in patients with upper lobe dis-
ease, may improve quality of  life and exercise capacity.0 However, due to 
the frailty of  patients with limited life expectancy, the risks and benefits of  
surgery must be weighed carefully.0

Summary
Palliative care in COPD patients should focus on relieving dyspnea and opti-
mizing quality of  life. LTOT, inhaled corticosteroids, and inhalder anticholin-
ergics have shown benefit in COPD patients. Attempts should be made to 
improve endurance and nutritional status.

Clinical Pearls
•	 Early and extensive communication regarding end-​stage COPD and 

its implication on quality of  life between the patient/​family and the 
healthcare provider is critical.
•	 Discussions about end-​of-​life care preferences should be initiated after a 

patient recovers from acute exacerbation.
•	 Assess the perceived effect that COPD has on the patient’s quality 

of life.
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Overview
The aim of  palliative care is to prevent unnecessary suffering experienced 
by patients facing an incurable illness. Patients admitted to the intensive care 
unit (ICU) often experience a high symptom burden secondary to their 
underlying disease and face the risk of  dying. Painful invasive procedures 
and medical treatments not consistent with a patient’s goals of  care can add 
additional suffering for ICU patients.

In the United States, one in five deaths occurs in ICUs, which accounts 
for greater than 500,000 deaths annually. Roughly, 5%–​30% of  patients die 
while hospitalized in an ICU, which would indicate a need to integrate pal-
liative medicine with critical care.

The goal of  relieving suffering in patients with complex illnesses can coex-
ist with the curative treatment offered in an ICU. Often, it is difficult to dis-
tinguish between critical illness and terminal illness. Offering palliative care 
only at the time of  withholding or withdrawing treatment may diminish the 
benefits of  physical and psychosocial support that could be provided for 
ICU patients and their families. When critically ill patients are not respon-
sive to curative treatment, the goal of  comforting patients could and should 
always be continued.

In addition to assisting with symptom management in an ICU, palliative 
care providers can also assess and comfort family members whose loved 
ones are critically ill. By taking the time to listen to the concerns of  family 
members and answer their questions, clinicians can assess levels of  distress 
in family members and can offer interventions. After a patient has died, 
interventions to lessen the burden of  bereavement should be initiated.
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Communication and End-​of-​Life 
Discussions
Open and regular communication is essential for adequate palliation. For 
critically ill patients and their families, information regarding findings, medi-
cations, and expected changes may need to be repeated several times by 
healthcare professionals. In general, the use of  graphs, question prompt 
lists, and recordings of  consults can increase recall and satisfaction with 
information.

In the ICU setting, written materials including information leaflets have 
been shown to improve communication between healthcare providers and 
patients. However, patient and family satisfaction depends on their under-
standing, which may be limited.2

Family conferences can facilitate communication with patients and their 
caregivers. Results of  prospective cohort trials in the ICU setting have 
shown that end-​of-​life family conferences are associated with improvement 
in family satisfaction, reduction in length of  stay, and increased access to 
palliative care without an increase in mortality.3

Family members rate communication skills equal to or more important 
than a physician’s clinical skills. Studies of  communication have revealed the 
importance of  the following: assurance of  nonabandonment by healthcare 
providers, honoring patients’ requests to be kept comfortable, and the 
healthcare team’s support of  decisions made by families regarding treat-
ment preferences.4 In addition, listening, acknowledging emotions, and 
explaining surrogated decision-​making have been rated by families as critical 
to their satisfaction when their loved one is hospitalized.5

The VALUE mnemonic (Table 35.) has been developed as a checklist 
to verify that adequate support in an end-​of-​life conference is provided for 
families of  ICU patients. Survey responses from family members of  26 ICU 
patients in France who were randomized to receive either usual care or a 
communication-​based intervention based on the VALUE strategy resulted 
in significantly decreased anxiety and depression.3 In addition, family mem-
bers who were surveyed 3  months after the patients had died showed 
decreased post-​traumatic stress disorder.3

A summary of  recommendations for optimal negotiation of  the goals of  
care is provided in Box 35..
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Interdisciplinary Team Collaboration
In addition to effective communication with patients and their families, com-
munication provided by and within the interdisciplinary team of  clinicians, 
nurses, respiratory therapists, pharmacists, social workers, and spiritual 
care support staff needs to be clear and consistent. Mixed messages by ICU 
clinicians were associated with increased anxiety and depression in family 
members.6

Observational research in the ICU setting has shown that increased inter-
disciplinary collaboration results in decreased ICU mortality, shorter length 
of  stay in an ICU, lower rates of  ICU readmission, and minimized stress in 
the workplace, for nurses in particular.7

Table 35.  VALUE Mnemonic

V Value family statements

A Acknowledge family emotions

L Listen to the family

U Understand the patient as a person

E Elicit family questions

Adapted from Lautrette A, Darmon M, Megarbane B, et al. (2007). A communication strategy 
and brochure for relatives of  patients dying in the ICU. N Engl J Med 356(5):469–​78.

Box 35.  Protocol to Negotiate Goals of Care
Recommendations include the following:
•	 Create the proper setting.
•	 Clarify what the patient and family already know.
•	 Explore the hopes and expectations of  the patient and family.
•	S uggest realistic goals.
•	 Use empathic responses.
•	 Make a plan and follow through with it.

Adapted from the Education on Palliative and End-​of-​life Care Project.
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Do Not Resuscitate (DNR) Orders
A DNR order is often implemented for patients with an advanced illness. It 
reflects a patient’s preference for end-​of-​life care. A DNR order in place for 
critically ill patients is not to be confused with a patient’s preference about 
other life-​sustaining treatments, such as the administration of  antibiotics, 
transfusion of  blood products, and artificial nutrition or hydration. The 
establishing of  goals of  care consistent with patient preferences is critical 
for providing palliation at the end of life.

DNR orders often are not elicited by healthcare professionals. Reasons 
for clinicians not writing a DNR order include the belief  that patients are 
not in imminent danger of  dying, the belief  that the primary care physician 
should be responsible for obtaining the DNR, and the lack of  opportunity, 
or reimbursement for the time, to discuss end-​of-​life issues.8 In addition, 
fear of  litigation, discomfort, and lack of  training for discussing end-​of-​life 
issues can result in avoidance of  writing a DNR order.

Withdrawing Mechanical Ventilation
The withdrawing of  mechanical ventilation can cause symptom distress in 
patients and stress on their family. Prior to withdrawal, appropriate com-
munication with family members is critical to ensure that discontinuation 
of  ventilation is in the best interest of  the patient’s overall well-​being and is 
consistent with his or her goals of care.

The patient and family should be given reassurance that discontinuation 
of  mechanical ventilation will be supervised by a qualified clinician and that 
any subsequent discomfort after withdrawal will be aggressively treated.

One protocol that has been studied9 enables an ICU team to withdraw 
life-​supporting mechanical ventilation in a way that minimizes unnecessary 
suffering (Figure 35.). Incorporation of  the protocol resulted in increased 
opioid and benzodiazepines use without an impact on the time to death.9

Figure 35..  Protocol for withdrawing mechanical ventilation.
IMV = intermittent mandatory ventilation; PEEP = positive end expiratory pressure.
Adapted from Treece PD, Engelberg RA, Crowley L, et al. (2004). Evaluation of  a 
standardized order form for the withdrawal of  life support in the intensive care unit. 
Crit Care Med 32(5):4–​8.
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Symptom Distress in ICU Patients
Patients hospitalized in an ICU may experience an increased symptom bur-
den that can go undetected if  not appropriately assessed. Both physical and 
psychological symptoms can be identified by careful and thorough symptom 
assessment.

In one study of  50 communicating patients hospitalized in an ICU, patients 
expressed a high level of  distress, including symptoms of  pain, thirst, insom-
nia, anxiety, depression, hunger, and dyspnea.0

In a recent retrospective review of  88 palliative medicine consults (6% of  
383 ICU admissions), interventions recommend included opioid adjust-
ment (99%), initiation of  steroids (70%), withdrawal of  mechanical ventila-
tion or bilevel positive airway pressure (BIPAP), discontinuation of  total 
parenteral nutrition, addition of  anti-​emetics and antipsycotics, and dis-
continuation of  benzodiazepines or other sedating medications. After the 
consultation, patients reported improved levels of  pain, dyspnea, anxiety, 
and delirium.
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Symptom Assessment Scales  
for the ICU Patient
In order to provide effective analgesia with minimal side effects, daily bed-
side symptom assessments should be incorporated into routine practice. 
In the ICU, patients’ pain is often not assessed adequately, and when it is 
assessed, assessment tools are infrequently used.2

When patients are able to communicate, their subjective rating of  dis-
comfort should be used to titrate medications to control symptoms. Studies 
show that when nurses assess pain, 35%–​55% underrate the intensity of  a 
patient’s pain level. When assessing symptoms in patients able to communi-
cate, a numeric pain scale between 0 and 0, a visual analog scale, or patient 
questionnaires may be used.

Symptom assessment can be complicated by the fact that many ICU 
patients are not able to communicate, since they are either intubated or too 
sedated. Examples of  symptom assessment scales for noncommunicative 
patients include patient comfort, FLACC (face, legs, activity, cry, consolabil-
ity), the Critical Care Pain Observation Tool (CPOT), and the Behavior Pain 
Scale (BPS) (facial expression, movement of  upper limbs, and compliance 
with mechanical ventilation) (Table 35.2).3

In noncommunicative patients, both the BPS and CPOT have been vali-
dated and shown to be reliable; however, no scale has been incorporated 
as the standard pain assessment tool in the ICU setting. In one study of  
230 ICU patients, incorporation of  the BPS resulted in a decreased rate of  
severe pain, as well as a decrease in the duration of  mechanical ventilation 
of  patients.4

Table 35.2  Behavioral Pain Scale

Item Description Score

Facial expression Relaxed 
Partially tightened (brow lowering) 2
Fully tightened (eyelid closing) 3
Grimacing 4

Upper limbs No movement 
Partially bent 2
Fully bent with finger flexion 3
Permanently retracted 4

Compliance Tolerating movement with ventilation 
Coughing but tolerating (most of  the time) 2
Fighting ventilator 3
Unable to control ventilation 4

Scores from each of  the three domains are summed, with a total score of  3 to 2.
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Pain Secondary to Invasive Procedures
In addition to the symptom burden secondary to an underlying disease, 
critically ill patients may undergo invasive procedures that may be painful. 
ICU patients often experience a high level of  discomfort during endotra-
cheal tube placement and suctioning, arterial and central line placement, 
and arterial blood sampling.

A strategy of  premedicating patients prior to painful procedures should 
be used to diminish patient discomfort.

Sedation Assessment
The provision of  adequate pain control can be complicated by excessive 
sedation in critically ill patients. A balance between pain control and exces-
sive sedation must be attained such that sedation should be tolerated only 
when its benefits outweigh the risks.

To attain a balance beneficial to patients, clinicians need to make frequent 
assessment of  symptoms, carefully adjust opioids and sedatives while moni-
toring for side effects, and communicate with all members of  the healthcare 
team, with careful attention to the bedside symptom assessment made by 
ICU nurses.

Examples of  sedation scales that have been used in the ICU include the 
Ramsay Sedation Scale (Table 35.3), Richmond Agitation–​Sedation Scale 
(Table 35.4), Motor Activity Assessment Scale, Vancouver Interactive and 
Calmness Scale, Adaptation to Intensive Environment, Minnesota Sedation 
Assessment Tool, and the Confusion Assessment Method (CAM).3

Benzodiazepines and propofol are commonly used sedatives in the ICU 
setting. Benzodiazepine use, however, has been shown to be a risk factor 

Table 35.3  Ramsay Sedation Scale

Score Definition

 Anxious and agitated or restless or both

2 Cooperative, oriented, and tranquil

3 Responds to commands only

4 Brisk response to a light glabellar tap or loud auditory 
stimulus

5 Sluggish response to a light glabellar tap or loud auditory 
stimulus

6 No response to a light glabellar tap or loud auditory stimulus

Performed using a series of  steps: observation of  behavior (score  or 2), followed (if  necessary) 
by assessment of  response to voice (score 3), followed (if  necessary) by assessment of  response 
to loud auditory stimulus or light glabellar tap (score 4 to 6).
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for delirium for ICU patients, and recent studies support a reduction in reli-
ance on benzodiazepines as a sedative.5 The use of  validated sedation scales 
and interruption of  continuous sedation6 with close monitoring of  adverse 
events have shown improved clinical outcomes in ongoing clinical trials.

The sedative dexmedetomidine, an alpha-​2-​receptor agonist, promises 
to be an effective sedative for ICU patients without being associated with 
an increased risk for delirium,5 but further research is needed.

Table 35.4  Richmond Agitation–​Sedation Scale

Score Term Description

+4 Combative Overtly combative or violent, immediate 
danger to staff

+3 Very 
agitated

Pulls on or removes tube(s) or catheter(s) or 
exhibits aggressive behavior toward staff

+2 Agitated Frequent nonpurposeful movement, patient–​
ventilator dyssynchrony

+ Restless Anxious or apprehensive but movements not 
aggressive or vigorous

0 Alert and 
calm

–​ Drowsy Not fully alert, but has sustained (> 0 
seconds) awakening, with eye contact, to 
voice

–​2 Light 
sedation

Briefly (< 0 seconds) awakens, with eye 
contact, to voice

–​3 Moderate 
sedation

Any movement (but no eye contact) to voice

–​4 Deep 
sedation

No response to voice, but any movement to 
physical stimulation

–​5 Unarousable No response to voice or physical stimulation

Performed using a series of  steps: observation of  behaviors (score +4 to 0), followed (if  
necessary) by assessment of  response to voice (score –​ to –​3), followed (if  necessary) by 
assessment of  response to physical stimulation such as shaking shoulder and then rubbing 
sternum if  there is no response to shaking shoulder (score –​4 to –​5).
Reprinted with permission from Sessler et al. (2002). The F Agitation–​Sedation Scale. Am J Respir 
Crit Care Med 66(0):338–​44.
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Delirium
Delirium, defined as a disturbance of  consciousness and cognition that fluc-
tuates over time and develops acutely (hours to days), is often unrecog-
nized by ICU healthcare providers. Prevalence of  delirium in the ICU varies 
from 20% to 80% (see Table 35.5 for risk factors).7 Delirium is associated 
with poor outcomes, including removal of  Foley catheters, self-​extubation, 
prolonged hospital stay, and even increased mortality.

Preliminary data confirming the increased risk of  long-​term cognitive 
impairment in delirious patients who survived ICU hospitalization have been 
brought to the attention of  clinicians; however, more research is needed.

Analgesic and sedative medications are used to treat pain and anxiety in 
patients placed on mechanical ventilation; however, these medications have 
the potential to increase the likelihood of  delirium.

Studies examining benzodiazepines have consistently shown an associ-
ated increased likelihood of  delirium in ICU patients; however, data regard-
ing opioids as a risk factor for delirium are less consistent. One study 
discovered higher opioid doses among ICU patients without delirium than 
with delirium.8 Patients treated with meperidine were found to have an 
increased risk.

Providing adequate analgesia for ICU patients with close monitoring for 
signs and symptoms of  delirium is warranted. Validated tools to screen for 
delirium in the ICU include the Intensive Care Delirium Screening Checklist 
(ICDSC) (Table 35.6)9 and the Confusion Assessment Method for the ICU 
(CAM-​ICU).20

A paucity of  research exists on the prevention and treatment of  delirium 
in ICU patients. Nonpharmacological strategies in non-​ICU patients include 
frequent reorientation, restoration of  normal sleep–​wake cycles, early 

Table 35.5  Risk Factors for Delirium in ICU Patients

Host Factors Factors of Critical Illness Iatrogenic Factors

Age (older) Acidosis Immobilization

Alcoholism Anemia Medications (e.g., 
benzodiazepines)

APOE4 
polymorphism

Fever, infection, sepsis Sleep disturbances

Cognitive 
impairment

Hypotension

Depression Metabolic disturbances

Hypertension Respiratory disease

Smoking High severity of  illness

Vision/​hearing 
impairment

Risk factors associated with delirium in both intensive care unit (ICU) and non-​ICU studies.
APOE4 = apolipoprotein E4.8
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mobilization, removal of  catheters, and minimizing unnecessary visual and 
auditory stimuli. These are often recommended for ICU patients but have 
not been well studied.

Specific to the ICU setting, correction of  electrolyte abnormalities, treat-
ment of  underlying infections, correction of  hypoxia and hypercapnia, 
treatment of  hypoglycemia, and cautious use of  opioids and sedatives are 
all critical to reducing the incidence of  delirium.

Haloperidol is the initial recommended drug to treat delirium, resulting 
in a reduction of  hallucinations, episodes of  agitation, and unstructured 
thought patterns.2 From clinical experience, the therapeutic dose of  halo-
peridol ranges between 4 and 20 mg/​daily.

Atypical antipsychotics may also be effective for the treatment of  delir-
ium; however, no placebo-​controlled trials of  either haloperidol or atypical 
antipsychotics have been conducted to help guide clinicians in the manage-
ment of  delirium in the ICU.

Benzodiazepines are often used to treat delirium tremens but are not 
recommended for treatment of  delirium secondary to being a potential 
precipitating factor. Dexmedetomidine, a sedative, is also being evalu-
ated for the treatment of  delirium in the ICU, but definitive evidence is 
lacking. 22

Table 35.6  The Intensive Care Delirium Screening Checklist

Checklist Item Description

Altered level of  
consciousness*

A No response

B Response to intense and repeated stimulation

C Response to mild or moderate stimulation

D Normal wakefulness

E Exaggerated response to normal stimulation

Inattentiveness Difficulty following instructions or easily 
distracted

Disorientation To time, place, or person

Hallucination-​delusion-​
psychosis

Clinical manifestation or suggestive behavior

Psychomotor agitation or 
retardation

Agitation requiring the use of  drugs or 
restraints, or slowing

Inappropriate speech or 
mood

Related to events or situation, or incoherent 
speech

Sleep–​wake cycle 
disturbance

Sleeping <4 hours/​day, waking at night, sleeping 
all day

Symptom fluctuation Symptoms listed above occurring intermittently

Total score 0 to 8

* If  A or B, then no other items are assessed that day.20
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Conclusion
Critical care physicians and palliative care providers share a common goal 
of  decreasing the suffering experienced by critically ill patients in the ICU, as 
well as that of  their family members. With careful assessment of  a patient’s 
symptom distress and aggressive medical management with both a curative 
intent and the goal of  patient comfort, the ICU team can provide the best 
possible care for patients and their families.

By integrating palliative care into the intensive care setting, improving 
symptom management, and providing clear and timely communication with 
patients and their families, healthcare providers can improve the overall 
care provided for ICU patients (see Box 35.2).

Clinical Pearls
•	 Clear and timely communication with ICU patients and their families is 

essential for palliation.
•	 Excessive sedation can result in increased morbidity and mortality in 

ICU patients.
•	 Mixed messages by the healthcare team can result in increased family 

distress.
•	 Delirium is often missed in ICU patients.
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Introduction
Palliative care is an approach that aims to improve the quality of  life of  
patients facing the problems associated with life-​threatening illness. 
Generally, palliative care provides prevention and relief  of  suffering by 
means of  early identification and assessment and control of  symptoms 
(physical and psychological).

However, palliative care also relies on proper decision-​making; good 
communication; addressing of  family, caregiver, and spiritual issues; and a 
support system to help the family cope during the patient’s illness and in 
their own bereavement. These areas require a solid body of  knowledge, 
which in turn depends on good research.

This chapter summarizes practical issues and gives a brief  overview of  the 
conducting of  palliative care clinical trials.
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Challenges in Conducting Palliative  
Care Research
Research in the palliative care clinical setting is greatly needed to address 
gaps in knowledge. Such research would help clinicians develop appropriate 
measures for assessing the symptoms and unmet needs of  patients with 
life-​limiting illness and those of  their families; would determine active and 
effective treatments; and would determine the efficient use of  resources for 
patients with terminal illness.

Unfortunately, research in palliative care is limited and challenging, owing 
to the severity of  patients’ illnesses, the presence of  coexisting symptoms, 
polypharmacy, and other logistical factors inherent to treating palliative care 
patients (see Box 36.).

Conducting clinical research on patients receiving palliative care presents 
many challenges, including the following:
	.	Patients at various stages of  the disease trajectory have comorbidities 

that tend to confound the outcomes for a given research question 
tested, especially during the last months, weeks, or days of life.

	2.	It may be ethically challenging to investigate the effectiveness of  
treatment when suffering worsens.

	3.	Even when a patient or family member agrees to participation in a 
clinical trial, attrition occurs because of  disease progression, transfer of  
the patient to a different facility, loss of  patient or family interest, or the 
patient’s death.

These factors affect not only sample homogeneity but also the sample size 
and the ability of  the investigator to complete the clinical trial in a timely 
manner. Other challenges in clinical trial research include the small number 
of  palliative care researchers and limited funding.

Box 36.  Challenges in Conducting Palliative  
Care Research
•	 Severity of  illness: unstable patient population (owing to unstable 

disease and general medical condition); limited patient and family 
participation (due to lack of  interest or time, logistics, or perception 
of  increased burden as a result of  participation; concerns about or 
aversions to randomization); may result in attrition or slow accrual
•	 Heterogeneous (confounding variables): patients having various 

comorbidities; polypharmacy, including disease-​specific treatments; 
complications
•	 Limited resources: research faculty and personnel, funding, 

collaboration
•	 Ethical concerns: use of  placebo in a vulnerable population
•	 Complexity in attribution of  treatment-​related adverse events because 

of  disease progression
•	 Limited consensus on prioritization, definitions, objectives, and end 

points in the research community (e.g., fatigue trials).
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Palliative Care Research
Prior to embarking on new research, it is important to develop research 
queries. Once queries are generated, they should be prioritized.

Experience, expertise, and the practice of  evidence-​based medicine in 
palliative care are used to define and refine the questions to be asked. The 
process of  framing a research direction can be summarized by the acronym 
PICO (problem, intervention, comparison, and outcome).2

The problem is defined as a patient population or condition that is being 
investigated. The intervention commonly includes treatment, diagnostic 
tests, prognostic factors, and exposure to risks. It is common for the inter-
vention to be kept as simple as possible and for external extraneous vari-
ables to be minimized.

A comparison is defined as an alternate intervention with which to com-
pare the intervention of  interest. To give a patient a placebo when there is a 
proven treatment variable would be unethical. In palliative care, it is always 
pertinent and important to compare an intervention or treatment with the 
standard of  care rather than with a placebo, owing to ethical considerations.

An outcome is a measurable study end point. For example, a logical study 
end point for the treatment of  fatigue near the very end of  life would be the 
use of  a validated tool, such as the Functional Assessment of  Chronic Illness 
Therapy fatigue subscale.

Palliative care studies include ethnographic studies and observational stud-
ies. Ethnographic studies describe people through writing (e.g., case reports). 
Observational studies include descriptive, analytical, cross-​sectional, and 
cohort studies; surveys; controlled clinical trials; and experimental studies.

Palliative care studies can also be classified into qualitative and quanti-
tative studies. Qualitative studies include analysis of  language, behavior, or 
recordings. Such studies may also include data-​collecting interviews, the use 
of  focus groups, analyses of  primarily involved grounded theory, and con-
tent analysis, as well as schematic analysis.

Quantitative studies look for whether a given event regarding disease 
is a random event or chance event. These require statistical analysis of  
numerical data.

Furthermore, palliative care studies can be prospective or retrospective. 
A prospective study is designed to address a particular research question via 
defined eligibility criteria, statistical analysis, and evaluation of  outcome in a 
controlled setting. A retrospective study is a review of  previously collected 
patient data—​for example, toxicity and patient survival.

Clinical trials are categorized by phase. A phase I trial focuses on safety, 
optimal dose, and dosing schedule or method. A phase II trial focuses on 
initial efficacy response of  a therapy, effect on a particular tumor type (in 
cancer care), or state of  disease.

Phase III trials are usually randomized, controlled studies or studies that 
compare experimental treatment drugs or therapy to current standards. 
Phase IV is a further evaluation of  an approved strategy—​for example, eval-
uating the long-​term toxicity of  a given treatment over a period of years.

Phase I  clinical trials present unique challenges. They may create an 
ethical dilemma of  therapeutic intent versus understanding the safety of  a 
given drug. There is also extensive use of  pharmacokinetics and molecular 
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markers or biomarkers in phase I trials, leading to a significant amount of  
patient burden. The use of  phase I trial design in palliative care, especially in 
terminally ill patients with good performance status, needs to be individual-
ized, especially with regard to ethical issues and quality of life.

Most clinical trials in palliative care are phase II, in the early stages of  
studying a given drug’s efficacy. The major complication of  a phase II trial is 
the use of  a placebo. Placebos are important in palliative care and symptom 
control; in fact, the placebo effect usually ranges from 30% to 50%.3

At the same time, given the focus on quality of  life and the need for 
immediate relief  of  symptoms, patients and their caregivers and healthcare 
providers are reluctant to use a placebo, as they want the patient to receive 
a potentially effective treatment instead of  no treatment.

The other major challenges with phase II trials, as well as phase III trials, 
are blinding, attrition, and dropout rates. These impact both the under-
standing and effectiveness of  a given treatment as well as the timely comple-
tion of  a trial.
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Protocol Development
A well-​written protocol is essential for the successful outcome of  any 
research trial. A protocol that is complete and clearly defined will be suc-
cessful and easy to execute. A protocol should be viewed as an instruc-
tion manual or road map that clearly defines how the study will answer 
a research question and how the trial is being conducted. The following 
elements of  a protocol are important for proper execution.

The objectives should be consistent with the phase of  the protocol.
The background should give information on the disease being studied. 

It should contain the rationale for the study, the hypothesis (the formal 
prediction), and an assumption of  something that is observed in clinical 
practice and needs to be clearly defined. The background should be fol-
lowed by intervention information or, in the case of  a treatment trial, drug 
information.

The research design should include a well-​characterized patient popula-
tion to be evaluated. This should be included in the subject information, 
along with the setting where the treatment or trial is being conducted (for 
example, the hospital—​outpatient or inpatient—​or hospice).

The eligibility criteria should include the inclusion and exclusion criteria 
for the trial and should be followed by a well-​defined treatment plan. The 
treatment plan includes the outcome measures and assessment tools used 
to evaluate these outcomes. The outcome measures should also include the 
toxicity of  a given treatment.

The time points of  assessment and the outcome measures should be as 
minimal as possible so as to reduce patient and caregiver burden. Always 
consider conducting some of  the assessment via telephone or online, if  
appropriate or feasible, given the frail nature of  the patient population, to 
avoid missing data.

This should be followed by statistical considerations, which should provide 
detailed information on how the primary and secondary outcomes would 
be tested and analyzed. There should also be information on interim analy-
sis. The sample size should be set with consideration of  the attrition rate, 
which is approximately 30% in palliative care populations.

References should be provided throughout the protocol so as to base 
evidence on statements made. The appendices should include any question-
naires and side effects of  the measures used.

The most important part of  the protocol is the informed consent docu-
ment. It should clearly state the purpose of  the trial; the appendices that the 
patient may obtain; dated information about how long a given questionnaire 
should take to answer; and the time, effort, and financial requirements of  
participating in the trial. The informed consent document should also men-
tion clearly any potential side effects or injury.

A protocol should be written with all the collaborators, including the prin-
cipal investigator, the mentor, if  pertinent, a biostatistician, and the interdis-
ciplinary team (which may include the bedside nurse, the social worker, and 
the basic scientist, if  pertinent).

Before initiation of  the study, it is important to have the protocol 
reviewed by peers, the hospital, or a scientific committee. Many institutions 
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have an institutional review board that considers the science and patient 
safety before approving a trial.

It is also essential to have a study management plan that basically estab-
lishes standards that will ensure compliance with federal regulations, good 
clinical practice, and assurance and accountability requirements. This 
ensures proper conduct of  the study, provides the general rules of  the study 
and the key roles of  the study personnel, and provides for patient confiden-
tiality and a monitoring and auditing plan.

The most important aspect prior to activation of  the study is the meeting 
with the biostatistician. This meeting should also involve the principal inves-
tigator, co-​investigators, collaborators, the data collection and management 
team, and the regulatory management team. A clear timeline of  activation, 
implantation, and analysis of  a given protocol should be documented.

An important consideration is proper training of  all personnel. This 
includes orientation of  the collaborators and proper training of  the research 
nurse and investigators about adverse events and deviations that need to 
be filed in a timely manner. The data manager should enter the data in a 
timely fashion.

Another important consideration is financial—​specifically, that reim-
bursement of  the patient is clearly documented in the form of  a contract.

Developing appropriate skills, applying ethical principles to the conduct 
of  research, and, above all, processing good research questions with a pro-
ductive protocol and study management will help improve the standards of  
palliative care treatment.

Recruiting and Retention in Clinical Trials: Measures 
to Facilitate Accrual and Completion
One of  the most challenging aspects of  conducting a successful clinical 
trial is accrual. Various measures have been described in the literature.3–​8 
Patient-​related factors that facilitate enrollment include the following:
•	 Fear of  a breach of  privacy or autonomy or suspicion regarding the 

research itself  may impede authorization.
•	T he research team’s ability to explain the possible outcomes as 

potentially beneficial for future patients may trigger an altruistic 
tendency in the patients (a desire to create a legacy) and may prompt 
patients to enter the trial. Investigators should explain that the 
discernable benefits of  participation in a clinical trial are the possibility of  
new treatment for a refractory symptom, the possibility of  the research 
team adding an extra dimension of  care for patients, and a meaningful 
task for the patient.
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Measures for Successful Recruitment
	 .	Establish a study identity.4,5

	 2.	Emphasize the benefits of  participation.6

	 3.	Minimize the burden for participants.
	 4.	Involve the caregivers during the informed-​consent process, along with 

the patient.
	 5.	Provide incentive (but not through coercion).
	 6.	Retain a control group.
	 7.	Retain project staff and participants.
	 8.	Offer support.
	 9.	Be flexible.
	0.	Maintain tracking systems.

Ethics in Palliative Care Research
Key factors in the ethical conduct of  research in palliative care, in which 
participants are particularly vulnerable because of  their desperate need for 
treatment options, must be considered:
	.	The objectives of  clinical trials in the terminally ill should take into 

consideration the possibility of  minimal potential harm (including 
research-​related distress and burden on the patient and caregiver) and a 
possible improvement in quality of life.

	2.	Informed consent for clinical trials must include understanding of  the 
purpose of  the research, any foreseeable risks, any possible benefits, 
any appropriate alternative procedures or treatments, confidentiality 
of  records, participation being voluntary, ability to withdraw at any 
time, and that continuing care is not dependent on participation in the 
trial. The informed consent may sometimes need the participation of  
caregivers. Precaution should be taken to ensure the decision-​making 
capacity of  the participant. Surrogate consent needs to be obtained in 
certain situations (e.g., child, delirium studies).

	3.	Ethical conduct of  research studies is reviewed by an institutional review 
board or research ethics committee.

 

 



Ethics in Palliative Care Research 467

References
	.	World Health Organization (2009). WHO Definition of  Palliative Care. Retrieved November 8, 

2009, from http://​www.who.int/​cancer/​palliative/​definition/​en/​
	2.	NHS-​Executive-​Anglia-​and-​Oxford (999). Asking the question:  finding the evidence in evi-

dence based health care. In: An Open Learning Resource for the Health Care Practitioners, Vol. 2. 
Luten: Chiltren Press, pp. 3–​6.

	3.	de la Cruz M, Hui D, Parsons HA, Bruera E (200). Placebo and nocebo effects in randomized 
double-​blind clinical trials of  agents for the therapy for fatigue in patients with advanced cancer. 
Cancer 6(3):766–​74.

	4.	Davis LL, Broome ME, Cox RP (2002). Maximizing retention in community-​based clinical trials. J 
Nurs Scholarsh 34:47–​53.

	5.	Coday M. Boutin-​Foster C, Goldman Sher T, Tennant J, Greaney ML, Saunders SD, et al. (2005). 
Strategies for retaining study participants in behavioral intervention trials: retention experiences of  
the NIH Behavior Change Consortium. Ann Behav Med 29(2 Suppl.):55–​65.

	6.	Wright JR, Whelan TJ, Schiff S, Dubois S, Crooks D, Haines PT, et al. (2004). Why cancer patients 
enter randomized clinical trials:  exploring the factors that influence their decision. J Clin Oncol 
22:432–​8.

	7.	White C, Hardy J (200). What do palliative care patients and their relatives think about research 
in palliative care? A systematic review. Support Care Cancer 8(8):905–​.

	8.	Bruera E (2006). Practical tips for successful research in palliative care. In: Bruera E, Higginson 
IJ, Ripamonti C, Von Gunten C (eds.), Textbook of  Palliative Medicine. London: Hodder Arnold, 
pp. 202–​7.

 

http://www.who.int/cancer/palliative/definition/en/




469

Prevention and 
Management of Burnout� 
and Compassion Fatigue 
in Healthcare Providers

Mary L. S. Vachon

Burnout and Job Engagement   470
Other Frameworks for Understanding Person–​Job 

Interaction   471
Rates of  Burnout and Compassion Fatigue   472
Who Is at Risk of  Burnout?   473
What Protects Against Burnout and Compassion Fatigue?   473
Signs and Symptoms of  Burnout   474
A Model for Understanding Occupational Stress   475
Coping and Avoiding Burnout   479
Educational Interventions   481
Clinical Pearls   483

Chapter 37
 



470 Chapter 37  Prevention and Management of Burnout

Reviews of  the literature–​3 have shown that staff in hospice and palliative 
care experience less stress and burnout than those in other areas of  health-
care, although there is some evidence that this may be changing.4–​7 The find-
ing of  less stress may stem from the recognition early in the field that there 
needs to be support within the system. Recently, however, palliative care 
staff are more apt to report challenges with overwork,5,6 and palliative care 
registrars reported problems with the perception of  low prestige of  their 
specialty, as well as issues with nursing staff.5

This chapter defines the terms associated with stress, and reviews the 
rates of  burnout and compassion fatigue in palliative care. It examines the 
sources of  stress associated with burnout and compassion fatigue, signs 
and symptoms, protective factors that may mitigate stress, and strategies to 
prevent and treat burnout and compassion fatigue.

Burnout and Job Engagement
•	 Burnout is a form of  mental distress manifested in “normal” persons who 

did not suffer from prior psychopathology, who experience decreased 
work performance resulting from negative attitudes and behaviors.8

•	 Burnout is a psychological syndrome in response to chronic interpersonal 
stressors on the job. The three key dimensions are emotional exhaustion 
(EE), cynicism and detachment from the job (depersonalization) (DP), and a 
sense of  ineffectiveness and a lack of  personal accomplishment (PA).9

•	 Job engagement is the opposite of  burnout. Engagement is a persistent, 
positive-​affective-​motivational state of  fulfillment in employees that is 
characterized by vigor, dedication, and absorption.0

•	 Engagement is associated with a sustainable workload, feelings of  choice 
and control, appropriate recognition and reward, a supportive work 
community, fairness and justice, and meaningful and valued work.
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Other Frameworks for Understanding 
Person–​Job Interaction
Although burnout is by far the most researched approach to understanding 
stress in hospice and palliative care, other concepts are also of  interest. 
These include the following:
•	 Stress, which is “experienced when the demands from the work 

environment exceed the employee’s ability to cope with (or control) 
them.”

•	 Compassion fatigue is almost identical to post-​traumatic stress 
disorder, except that it applies to those emotionally affected by the 
trauma of  another (usually a client or family member).2 Compassion 
fatigue is also known as secondary or vicarious traumatization.2,3

•	 Current thinking regarding the construct of  compassion fatigue is 
that there is a domain of  compassion fatigue which occurs when 
there is a combination of  burnout and experiences that lead to the 
development of  secondary traumatic stress.4

•	 Compassion satisfaction (CS)5 is satisfaction derived from the work 
of  helping others. It may be the portrayal of  efficacy. Caregivers 
with CS derive pleasure from helping others, like their colleagues, 
feel good about their ability to help and make a contribution. There 
may be a balance between compassion fatigue and compassion 
satisfaction. Caregivers may experience compassion fatigue, yet 
they like their work because they feel positive benefits from it. They 
believe that what they are doing is helping others and may even be 
redemptive.
•	 Moral distress in the workplace occurs when there is an experience 

of  incoherence between one’s beliefs and one’s actions, and possibly 
also outcomes (i.e., between what one sincerely believes to be 
right, what one actually does, and what eventually transpires).6 
“Moral distress may also arise .  .  . for one or more of  the following 
reasons: an error in judgment, some personal failing (for example, a 
weakness or crimp in one’s character such as a pattern of  ‘systemic 
avoidance’), or other circumstances truly beyond one’s control.”7
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Rates of Burnout and Compassion 
Fatigue
Shanafelt and Dyrbye8 reviewed studies of  burnout among oncology-​
focused medical specialties and found a point prevalence of  25%–​35% 
among medical oncologists, 38% among radiation oncologists, and  
28%–​36% among surgical oncologists. A  review of  0 studies9 (total 
n = 2,357) identified a range of  8%–​5% of  oncology staff suffering severe 
burnout on at least one of  the burnout components, with overall EE and DP 
prevalence rates of  36% and 34%, respectively, only slightly higher than the 
norms on the Maslach Burnout Inventory of 33%.

Comparing oncology and palliative care staff, Ramirez et al.20 found that 
palliative care physicians were significantly less likely than their oncology 
colleagues to report EE (5%), DP (8%), or low PA (25%). In a Japanese 
survey,2 palliative care physicians were also less likely to report EE (5% 
vs. 23%) or DP (8% vs. 0%), but both groups were significantly above the 
norm in reporting low feelings of  personal accomplishment (PA) (53% vs. 
65%). A more recent study of  palliative care staff in Minnesota22 (n = 567) 
found higher levels of  burnout than compassion fatigue, but the palliative 
care staff had less symptoms of  burnout or compassion fatigue than the 
norms for the ProQOL-​RIII scale, which measures compassion fatigue, 
compassion satisfaction, and burnout.

In a somewhat larger Canadian study of  palliative care staff, including 
physicians (n = 630),23 participants had higher scores for compassion satis-
faction, slightly higher scores for compassion fatigue, and comparable lev-
els of  burnout compared with the norms. Another smaller Canadian study 
(n = 63),7 however, showed greater stress in caregivers who spent more of  
their time working with palliative patients.
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Who Is at Risk of Burnout?
Burnout has been associated with the following variables:
•	 Younger age7,8,24

•	 Being under age 5520

•	 Being single2

•	 Personality characteristics associated with burnout include neuroticism, 
lower levels of  hardiness and self-​esteem;8,0, the profession of  medicine 
with its delay of  satisfactions;27,28 the compulsive triad in physicians of  
doubt, guilt feelings, and an exaggerated sense of  responsibility27,28

•	 Work–​home interference6

•	 Highly motivated health professionals with intense investment in their 
profession are at a greater risk for the development of  burnout29

•	R esearch is much stronger for the association between burnout and 
a wide range of  job characteristics, including chronically difficult job 
demands, an imbalance between high demands and low resources, 
and the presence of  conflict (whether between people, between role 
demands, or between important values), than for personal variables.0

What Protects Against Burnout  
and Compassion Fatigue?
•	 Having spiritual beliefs7,4

•	S upportive spouses or partners25,26

•	 Both hardiness and a sense of  coherence were each associated with 
resilience in palliative care nurses.27

•	 Caregivers who engage in self-​care and have some form of  spiritual 
practice are more empathic,28 are less prone to burnout7,29 and 
compassion fatigue,7,4,32 and have greater compassion satisfaction.7,4,30

•	 Having a supportive work environment, awareness of  personal triggers, 
development of  effective communication skills, professional supervision 
processes, effective ways of  managing one’s own loss and grief  
experiences, and participating in interventions aimed at repairing the 
effects of  compassion fatigue.3
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Signs and Symptoms of Burnout
See Box 37. for the signs and symptoms of  burnout.

Box 37.  Signs and Symptoms of Burnout

Physical
Fatigue
Physical and emotional exhaustion
Headaches
Gastrointestinal disturbances
Weight loss
Sleeplessness
Hypertension
Myocardial infarction

Psychological
Anxiety
Depression
Boredom
Frustration
Low morale
Irritability
May contribute to alcoholism and drug addiction

Occupational
Depersonalization in relationships with colleagues, patients, or both
Emotional exhaustion, cynicism, perceived ineffectiveness
Job turnover
Impaired job performance
Deterioration in the physician–​patient relationship and a decrease in the 
quality and quantity of care
Increase in medical errors

Social
Marital difficulties.
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A Model for Understanding 
Occupational Stress
Research on burnout has focused on the degree of  match or mismatch 
between the person and six domains of  the job environment. The greater 
the gap or mismatch between the person and the environment, the greater 
the likelihood of  burnout. The greater the match or fit, the greater the likeli-
hood of  engagement with work. Six areas of  work life encompass the major 
organizational antecedents of  burnout. These include workload, control, 
reward, community, fairness, and values.9

Burnout arises from chronic mismatches between people and their work 
settings in some or all of  these areas. The area of  values may play a central 
mediating role for the other areas,8 although, for individuals at risk of  burn-
out, fairness in the work environment may be the tipping point determining 
whether people develop job engagement or burnout.8

Emotion–​work variables (e.g., requirements to display or suppress emo-
tions on the job, requirements to be emotionally empathic) have been 
found to account for additional variance in burnout scores over and above 
job stressors.9 Box 37.2 shows the hospice/​palliative care research within 
this model.

Box 37.2  Factors Related to Burnout and Job Engagement 
in Hospice/​Palliative Care

Workload
•	 Excessive workload exhausts the individual to the extent that recovery 

may become impossible. Emotional work is especially draining when 
the job requires people to display emotions inconsistent with their 
feelings.9

•	 Workload relates to the exhaustion component of  burnout.9

•	 Palliative care physicians had less stress from workload than colleagues 
in clinical and radiation oncology,20 but a more recent study showed 
that those who spent more of  their workday dealing with the dying 
had higher stress and more depersonalization.7

•	 Workload was related to stress and burnout in oncology and palliative 
staff in a Canadian study.6

•	 Appropriate workload was correlated with job satisfaction in 
Canadian palliative care nurses.32

Control
•	 Control is related to inefficacy or reduced personal accomplishment. 

Mismatches often indicate that individuals have insufficient control 
over the resources necessary to do their work or insufficient authority 
to pursue the work in what they believe is the most effective manner.8

•	 From the 970s stress has resulted from a lack of  knowledge of  
interpersonal skills and a lack of  communication skills and/​or 
management skills.,3,20,2

 

 

 



•	 When caregivers have less control they are less satisfied with their 
work.33

•	 When staff have more autonomy they have greater job satisfaction.32

Reward
•	 Lack of  reward may be financial when one does not receive salary 

or benefits commensurate with one’s achievements, or lack of  social 
rewards when one’s hard work is ignored and is not appreciated 
by others. The lack of  intrinsic rewards (e.g., doing something 
of  importance and doing it well) can also be a critical part of  this 
mismatch.0

•	 If  palliative care nurses felt there was a balance between their rewards 
and efforts, they had high job satisfaction. If  there was an imbalance 
between rewards and efforts, they had distress.32

Community
•	T his mismatch arises when people lose a sense of  personal 

connection with others in the workplace.0

•	 Problems with colleagues have been reported in many 
studies.,2,5,24,29,33

•	 “Our personal identity is formed and shaped as a result of  our 
interaction with other people as well as the expression of  our basic 
genetic makeup. We, therefore, seek out and develop formal and 
informal social groups and networks in both our private and our 
working life which supplement the relationships we already have 
within our family unit.”34

•	S ocial support from people with whom one shares praise, comfort, 
happiness, and humor affirms membership in a group with a shared 
sense of  values.9

•	T he quintessential feature of  a small, well-​balanced team is leadership 
that is shared or rotates, depending on the issue involved.34

•	 In a healthy team there is room for disagreement.
•	 Factors crucial to communication in a new German palliative care 

team were close communication, team philosophy, good interpersonal 
relationships, high team commitment, autonomy, and the ability to 
deal with death and dying. Close communication was by far the most 
frequently mentioned criteria for cooperation. Team performance, 
good coordination of  workflow, and mutual trust underpin the 
evaluation of  efficient teamwork. Inefficient teamwork is associated 
with the absence of  clear goals, tasks, and role delegation, as well as a 
lack of  team commitment.35

Fairness
•	T his mismatch arises when there is not perceived fairness in the 

workplace. Fairness communicates respect and confirms people’s 

Box 37.2  (Continued)

 

 

 



self-​worth. Mutual respect between people is central to a shared 
sense of  community.8

•	 For individuals at risk of  burnout, fairness in the work environment 
may be the tipping point determining whether people develop job 
engagement or burnout.8

•	 Palliative care nurses reported workplace politics involving behaviors 
or actions by organizations and/​or individuals that were perceived by 
participants as being destructive, blocking, or incongruent to equitable 
health care.33

Values
•	 Palliative care staff found their work rewarding.,2,4,6,24,29

•	T eamwork depends to a certain extent on people being able to 
subscribe to a shared set of  values that reinforce the team’s way of  
working and reduce the likelihood of  clashes with personal values.34

•	 Individuals need to reconcile their individual moral values with those 
required by, or most readily identified with, their professional role, 
and their membership in a larger moral unit—​the team. There can 
be challenges if  individuals do not agree with a strong philosophy or 
ethos of  the team.34

•	 A team may decide to change or modify its philosophy in light of  
external factors; an individual may feel that his or her personal 
philosophy no longer fits with the team’s.34

Emotion–​Work Variables: Issues of Death and Dying
•	 Emotion–​work variables (e.g., requirements to display or suppress 

emotions on the job, requirements to be emotionally empathic) 
account for additional variance in burnout scores, over and above job 
stressors.9

•	T he care of  the dying can be stressful.6,7,4,22,23,29

•	 In Japanese oncologists and palliative care physicians, insufficient 
confidence in the psychological care of  patients was associated with 
physician burnout rather than involvement in end-​of-​life care.2 
Japanese oncologists and palliative care physicians who were less 
confident in dealing with psychologic care and demonstrated higher 
levels of  EE were more likely to choose continuous deep sedation for 
patients with refractory physical and psychologic distress.
•	 Palliative care takes caregivers into emotional realms that are neither 

easy nor comfortable. The caregiver may be permanently changed 
through this encounter.36 Caregivers need to be prepared to do this 
work and need self-​awareness to effectively function in the field.29

•	 Palliative care/​hospice staff providing assistance with provision of  
relief  from physical, emotional, and/​or spiritual pain or distress, 
or psychosocial support to patients and/​or families, or emotional 
support to other team members, had higher levels of  compassion 
fatigue and burnout and no significant difference in levels of  

Box 37.2  (Continued)

 

 



compassion satisfaction compared to those who did not provide the 
service.23

•	 Constantly confronting the death of  others causes caregivers to 
repeatedly re-​evaluate their own mortality and re-​examine the 
meaning of  life and death.
•	 Multiple losses and constant exposure to death and loss may leave 

staff with grief  overload and considerable distress. However, 
participating in the death of  some patients may also result in intense 
positive experiences that promote professional development.,2,4,24,29

•	 Melanie Vachon and her colleagues found that the connections 
nurses make with their patients in confronting death can involve both 
suffering and meaning.37

•	R eactions to grief  (e.g., altered treatment decisions, mental 
distraction, emotional and physical withdrawal from patients) suggest 
that the failure of  oncologists to deal appropriately with grief  from 
patient loss may negatively affect not only oncologists personally but 
also patients and their families.38

Box 37.2  (Continued)



Coping and Avoiding Burnout 479

Coping and Avoiding Burnout
Recognizing that one cannot give from an empty cup and that avoiding 
burnout and compassion fatigue is both an individual and organizational 
responsibility, studies have found the following to be effective in coping and 
avoiding burnout and compassion fatigue:
•	 Physical well-​being, professional relationships, taking a transcendental 

perspective, talking with others, hobbies, clinical variety, personal 
relationships, personal boundaries, “time away” from work, passion for 
one’s work, realistic expectations, the use of  humor and laughter, and 
remembering patients.39

•	 Protective practices to counter isolation (in professional, personal, 
and spiritual realms), developing mindful self-​awareness, consciously 
expanding perspective to embrace complexity, active optimism, 
holistic self-​care, maintaining clear boundaries, exquisite empathy 
(highly present, sensitive, heartfelt empathic engagement), professional 
satisfaction, and creating meaning.42

•	R esilience, spirituality, and emotionality were negatively and significantly 
correlated with compassion fatigue, with the subscale of  religiosity being 
positively correlated.30

•	 A sense of  competence, control, or pleasure in one’s work; team 
philosophy, building, and support; control over aspects of  practice; 
lifestyle management; and a personal philosophy of  illness, death, and 
one’s role in life.24

•	R ecovery from burnout is possible, with prospective studies in medical 
students and residents suggesting that approximately 2%–​27% recover 
over the following 2 months. However, recovery requires deliberate 
and sustained effort to identify and address the factors contributing to 
burnout.8

•	 A review of  burnout interventions identified 25 relevant studies.4 Most 
(80%) programs led to reduced burnout. Person-​directed interventions 
reduced burnout in the short term (6 months or less), while a 
combination of  person-​ and organization-​directed interventions had 
longer lasting effects (> 2 months).
•	 Caregivers need to be “connected” in order to continue to practice 

end-​of-​life care.29

•	 Box 37.3 shows a list of  lifestyle practices to promote wellness and 
prevent burnout.

 



Box 37.3  Lifestyle Management
Recognize and monitor symptoms
Good nutrition
Meditation
Spiritual life
Grieving losses, personally and as a team
Decrease overtime work
Exercise: aerobic, yoga, qi gong, tai chi
Time in nature: walking, gardening
Music: singing, listening to music, playing an instrument
Energy work: reiki, healing touch, therapeutic touch
Maintain sense of humor
Balance work and home lives to allow sufficient “time off ”
Go on a retreat
Have a good social support system, personally and professionally
Seek consultation if  symptoms are severe
Discuss work-​related stresses with others who share the same problems
Visit counterparts in other institutions; look for new solutions to 
problems
Remember the Serenity Prayer at work. (God grant me the serenity 
to accept the things I cannot change, the wisdom to change the things 
I can, and the wisdom to know the difference.) Sometimes work-​related 
problems can be solved; other times, leaving the work environment and 
taking the wisdom gained is a good solution.

Adapted from Kearney MK, Weininger RB, Vachon MLS, Mount BM, Harrison RL (2009). 
Self-​care of  physicians caring for patients at the end of  life: “being connected . . . a key to my 
survival.” JAMA 30:55–​64.
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Educational Interventions
Stress and burnout were more prevalent in physicians who did not feel 
they had adequate communication skills and had difficulty with psychosocial 
communication. Reviews of  the impact of  communication skills training on 
burnout have reached varied conclusions, with the most recent finding inad-
equate evidence to support a positive impact.42

Accelerated Recovery Program for Compassion Fatigue
The Accelerated Recovery Program (ARP) for Compassion Fatigue was 
established in 997 as “a five-​session individual treatment model for treat-
ing professional care-​providers who had become overwhelmed by the 
demands of  their work.”43 The idea was that secondary exposure to serious 
illness, trauma, or injury resulted in a wound in caregivers that required fur-
ther intervention. “The stages of  the treatment process focus on issues such 
as the therapeutic alliance between clinician and patient, clinicians’ quan-
titative assessment of  their own distress, anxiety management skills, the 
importance of  narrative regarding personal and work-​related experiences, 
and issues related to the exposure and resolution of  secondary traumatic 
stress (STS). A key component of  this training is cognitive restructuring for 
self-​care and the integration of  new concepts and skills. In addition, the 
ARP provides an aftercare resiliency plan emphasizing resiliency skills, self-​
management and self-​care skills, connection with others, skills acquisition, 
and conflict resolution.”43

In the ARP, self-​reflective and self-​care skills are taught to establish a 
non-​anxious presence and self-​validated caregiving. “Non-​anxious presence 
is the ability to sit comfortably with the emotional strain on exposure to 
patient distress and remain a compassionate witness.”43 This model may 
involve a paradigm shift for physicians from being a hero to being a healer. 
“It is within this ‘healer’ paradigm that maintaining a non-​anxious presence 
can make sense for physicians. Here they can learn that being non-​anxious 
can be healing in and of  itself to a patient possibly facing the most terrifying 
time in his or her life. Through this practice physicians may also learn a more 
spiritual lesson: that healing and being successful as a healer does [sic] not 
necessarily mean the cure of  disease.”43 Self-​reflection and self-​care lead 
to an increased ability to attend to one’s own needs or those of  others, 
while feeling replenished. This leads to improved self-​validated caregiving, 
and non-​anxious presence while caring for others and self.

Meaning-​Centered and Mindfulness-​Based Intervention
Very important, systematic research is being done in Quebec by Lise Fillion 
and her colleagues, including Melanie Vachon (no relation to the author). 
Fillion and her colleagues are working with meaning-​centered interventions, 
combined with mindfulness meditation, in palliative care as well as inten-
sive care units. The work is based in part on the Being with Dying (BWD) 
program earlier developed by Roshi Joan Halifax and her colleagues.44 In a 
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synopsis of  their work,45 Fillion, Truchon, L’Heureus, et al. note their goal in 
their research and cite their multiple previous references:

In the current context of  labor shortages and limited access to 
palliative care, a major challenge arises in making organizational 
choices that take into account the evolution in the working 
community, new occupational requirements, as well as the improved 
management of  workplaces and well-​being of  personnel. The 
researchers’ primary objective is to improve the conditions in which 
palliative care is provided by validating a conceptual framework 
that results in a better understanding of  the work satisfaction and 
well-​being of  nurses in this field. The results of  this study will offer 
decision-​makers a choice of  models of  services to be favoured 
and a better understanding of  the aspects to be considered before 
implementing training services or programs for caregivers and 
managers.45

The recommendation of  complementing MCI with mindfulness is in line 
with the Being with Dying intervention (BWD).44,46 The BWD program is an 
eight-​day residential program based on scientific data that

. . . encompasses ethical, spiritual, psychological, existential 
and social aspects of  care of  the dying. It includes mindful and 
compassionate approaches to end-​of-​life care, compassion-​based 
ethics and communication strategies in EOLC, clinician self-​care and 
contemplative interventions appropriate for clinicians/​caregivers 
and dying people. The program builds on reflective practices that 
can regulate attention and emotion, cultivate compassion, aid in the 
development of  a meta-​cognitive perspective, promote calm and 
resilience, reduce stress, and foster emotional balance, embodiment 
and compassion. The training also emphasizes basic neuroscience 
research in relation to the clinical, contemplative and conceptual 
content of  the training.44

The premise of  BWD, which is based on the development of  mindful-
ness and receptive attention through contemplative practice, is that cul-
tivating the stability of  mind and emotions enables clinicians to respond 
to others and themselves with compassion. The program provides skills, 
attitudes, behaviors, and tools to change how caregivers work with the 
dying and bereaved. Roshi Joan Halifax and her colleagues developed the 
GRACE process used in the program to prime compassion in clinicians 
for compassion-​based clinician-​patient interactions. The acronym GRACE 
stands for the following elements:
•	 Gather your attention.
•	R ecall your intention.
•	 Attune by checking in with yourself, then the patient.
•	 Consider what will really serve your patient by being truly present with 

your patient and letting insights arise.
•	 Engage, enact ethically, and then end the interaction.
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The program was developed to help prevent burnout and secondary 
trauma in caregivers including doctors, nurses, human rights activists, and 
others working in stressful situations. The practice offers “a simple and effi-
cient way to open to the experience of  the suffering of  others, to stay cen-
tered, and to develop the capacity to respond with compassion.” Roshi Joan 
Halifax defines compassion as “the capacity to be attentive to the experi-
ence of  others, to wish the best for others, and to sense what will truly 
serve others. Ironically, in a time when we hear the phrase ‘compassion 
fatigue’ with increasing frequency, compassion as we are defining it does 
not lead to fatigue. In fact, it can actually become a wellspring of  resilience 
as we allow our natural impulse to care for another to become a source of  
nourishment rather than depletion.”46 She notes that compassion makes it 
possible for us to help others in a more skillful and effective way. Recent 
research studies show that compassion helps us as well by reducing physi-
ological stress and promoting physical and emotional well-​being.46

Clinical Pearls
•	R esearch over five decades shows that palliative care practitioners 

generally experience less stress and burnout and, more recently, less 
compassion fatigue than other healthcare practitioners, but this may be 
changing.
•	 Caregivers often feel job engagement and compassion satisfaction in 

their work with clients. They like what they do and feel good about it.
•	S pirituality can protect caregivers from burnout and compassion fatigue.
•	 Appropriate lifestyle balance, finding meaning in one’s life and one’s 

work, and self-​awareness can make one a happier person and more 
effective caregiver.
•	 Interventions must be at both the personal and organizational levels.
•	 Important interventions based on scientific understanding of  the brain 

and the mind–​body connection is now being done to enable caregivers 
to be more compassionate, but to practice true compassion, one must 
start with self-​compassion.
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bowel obstruction 
caused by, 138

Breathlessness, 171
clinical evaluation of

clinical pearls, 177
history, 177

continuous, 172
definition of, 172
epidemiology of, 172
episodic, 172
etiology of

malignant, 175
nonmalignant, 175–​76

imaging for, 179
laboratory investigations 

for, 179
management of, 181t–​82t

clinical pearls, 180
nonopioid medications, 

180, 183
nonpharmacological 

interventions, 180
opioids, 180, 181t
oxygen, 183

pathophysiology of, 
173, 174f

patient experience 
with, 173

physical exam for, 178
auscultate, 178
clinical pearls, 178
observe, 178
palpate, 178
vital signs, 178

prevalence of, 172
Brief  Fatigue Inventory, 

12, 73t

Brief  Measure of  Religious 
Coping, 15

Bright light therapy, sleep 
disturbance  
management 
with, 121

Bupropion, pharmacokinetic 
drug interac-
tions with, 331t, 
335t, 342t

Burnout, in health-​care 
providers, 469

clinical pearls of, 483
coping and avoiding, 

479, 480b
educational interventions

accelerated recovery 
program for, 481

meaning-​centered 
and mindfulness-​
based intervention, 
481–​83

job engagement and, 470
lifestyle practices to 

prevent, 480b
model for understanding 

occupational stress, 
475, 475b–​78b

person–​job interaction 
with, 471

protection against, 473
rates of, 472
at risk for, 473
signs and symptoms of, 

474, 474b
Butorphanol, for 

pruritis, 201
BWD. See Being with Dying 

intervention

Cachexia, 83
advanced-​cancer  

prognosis with, 311
assessment of, 12–​13
clinical assessment of

examination, 87
patient history, 87
physical strength and 

function, 87
clinical pearls of, 92
definition of, 84
exacerbating factors for, 

86, 86f
heart failure prognosis 

with, 314
knowledge for  

families and 
patients about, 91

laboratory 
investigations of, 88

metabolism 
investigations of, 88
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Cachexia (Cont.)
multimodality treatment 

model for, 86f
prognosis of, 90
radiology 

investigations of, 88
sarcopenia, and starva-

tion distinguished 
from, 84t

treatment for
drugs, 89–​90
nutrition, 89
outcomes of, 90

Cachexia–​anorexia  
syndrome (CAS), 84

mechanisms of, 85, 85f
CAGE questionnaire

four questions of, 12
multidimensional  

assessment with, 9t
Calcific uremic arte-

riolopathy (CUA), 
chronic kidney 
disease and pain 
management 
with, 402–​3

Calcium channel blockers, 
myoclonus induced 
by, 205

CAM. See Confusion 
Assessment Method

CAM-​ICU. See Confusion 
Assessment Method 
for ICU

Cancer
bleeding with, 188
cachexia with, 84
hospice care, prognosis 

factors for, 235b
hypercalcemia associated 

with, 187t
patients with sleep distur-

bance, 115b, 116–​17
prognostication for 

patients with
models, 213t, 311, 312t
signs and 

symptoms, 311
trajectories of  

advanced 
disease, 310f

Cancer pain, 28
analgesic adjuvants 

for, 53–​56
biofeedback for, 59
causes of, 28b
cognitive behavioral 

therapy for, 59–​60
definition of, 29
expression of, 29f
hypnosis for, 59
management of

biofeedback for, 59
cognitive behavioral 

therapy for, 59–​60
hypnosis for, 59
operant approaches 

for, 60
relaxation training 

for, 59
nerve blocks for, 57–​58
neurosurgical procedures 

for, 58
nonpharmacological treat-

ment for, 57–​62
opioid rotation, 49–​52, 

49b, 50t
pharmacotherapy for, 

34–​41, 34f, 36b
procedure-​related pain in 

child with, 349b
psychological  

techniques  
procedures 
for, 58–​60

relaxation training for, 59
side effects, 43–​45
spinal opioid therapy 

for, 56
steps to treating, 43–​48

administration 
strategies, 43–​44

clinical pearls, 48
opioid history, 

assessment of, 43
opioid side effects, 

assessment of, 
43, 44–​48

pain severity, 
assessment of, 43

previous opioid 
dosing and 
pharmacokinetics, 43

syndromes, 31b
treatment-​related pain in 

child with, 349t
Cancer treatment–​related 

adverse effects, 207
chemotherapy-​induced 

diarrhea, 217, 217t
chemotherapy-​induced 

nausea and vomit-
ing, 211–​12, 211t, 
213t–​14t

clinical peals of, 208
cytopenia, 209–​10, 209t
febrile neutropenia, 

209–​10, 209t
management of, 208
oral mucositis, 

215–​16, 215t
skin lesions associ-

ated with EGFR 
inhibition, 219

treatment-​induced periph-
eral neuropathy, 
220–​21, 220t

treatment-​related skin 
lesions, 218, 218t

Cannabinoids, nausea 
management with, 
133t, 134

Capecitabine, oral mucositis 
risk with, 215

Capsaicin, cancer pain man-
agement with, 55

Carbamazepine
peripheral neuropathy 

treatment with, 220
pharmacokinetic drug 

interactions with, 
333t, 335t, 337t, 
338t, 341t, 342t

Carboplatin, peripheral 
neuropathy induced 
by, 220

Carcinomatosis, bowel 
obstruction 
caused by, 139f

Cardiac pacemakers 
heart failure  
management 
with, 379

CAS. See Cachexia–​anorexia  
syndrome

CBC. See Complete 
blood count

CBT. See Cognitive behav-
ioral therapy

CDT. See Complex decon-
gestive therapy

Cefotaxime, SBP manage-
ment with, 388t

Ceftazidime, for febrile 
neutropenia, 210

Celexa. See Citalopram
Central nervous 

system (CNS)
disorders and pruritis, 200
pharmacodynamic 

drug interactions 
with, 325

Central venous access 
devices (CVADs), 98

Cetuximab, EGFR inhibition 
from, 219

Charcoal, for pruritis, 201
Chemoreceptor trigger zone 

(CTZ), 126–​27, 126f
Chemotherapy

constipation caused 
by, 145

oral mucositis risk 
with, 215

oral mucositis treatment 
with, 215
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Chemotherapy-​induced 
diarrhea (CID)

causes of, 217
management of, 217
NCI terminology criteria 

for, 217t
pathophysiology of, 217

Chemotherapy-​induced 
nausea and vomit-
ing (CINV), 127f, 
128, 130t

antineoplastic agents, 212
clinical pearl of, 212
emetogenic levels of, 212
management of, 211, 212, 

213t–​14t
NCI terminology criteria 

for, 211t
prevention of, 211, 

213t–​14t
treatment for, 211, 

213t–​14t
types of, 211–​12

Chest X-​ray, breathlessness 
in, 179

Chlorambucil, oral  
mucositis risk 
with, 215

Chlordiazepoxide, sleep 
disturbance manage-
ment with, 119t

Chloride channel activators, 
constipation man-
agement with, 150

Chlorpromazine
anxiety treatment 

with, 110
delirium treatment 

with, 162t
hiccup treatment 

with, 199
nausea management with, 

133, 133t
for palliative sedation, 169

Cholestyramine
for pruritis, 201
pruritus management 

with, 389t
Chronic kidney 

disease (CKD)
cachexia with, 84
KDIGO classification 

of, 398t
symptom management

anorexia, 405
clinical pearl of, 405
fatigue, 404
pain, 402–​04
pruritus, 404–​05
sleep disturbances, 405

Chronic liver disease, etiolo-
gies of, 387t

Chronic obstructive pul-
monary disease 
(COPD). See also 
End-​stage chronic 
obstructive pulmo-
nary disease

breathlessness with, 172
cachexia with, 84
morbidity and mortality 

with, 436, 437, 438t
acute exacerbations 

in, 438
circulatory effects 

in, 438
nutrition in, 438

older adults with, 362
prognostication in

indicator of, 315
models for, 310f, 

315, 316t
trajectories of  

advanced 
disease, 310f

Chrysin, CID treatment 
with, 217

CID. See Chemotherapy-​
induced diarrhea

Cimetidine, pharmacokinetic 
drug interactions 
with, 335t

CINV. See Chemotherapy-​
induced nausea and 
vomiting

Cipralex. See Escitalopram
Ciprofloxacin, for febrile 

neutropenia, 210
Cisplatin

CID caused by, 217
peripheral neuropathy 

induced by, 220
Citalopram

depression treatment 
with, 247

pharmacokinetic drug 
interactions 
with, 331t

Citalopram (Celexa), 106
CKD. See Chronic kidney 

disease
Clarithromycin, pharmaco-

kinetic drug interac-
tions with, 333t, 
334t, 339t, 341t

Clavulanate, for febrile 
neutropenia, 210

Clindamycin, skin lesions 
treatment with, 219

Clinical decision making
bothersome treatment 

with, 25b
clinical pearls in, 26
definition of, 22

five-​step approach to, 
23–​25, 23t

futility versus harm in, 25
important questions 

in, 25b
in palliative care, 23–​25, 

23t, 24t, 25b
Clonazepam

anxiety treatment 
with, 110

myoclonus management 
with, 205

Clonazepam, sleep distur-
bance management 
with, 119t

Clonidine, anxiety precipi-
tated by withdrawal 
from, 248

CMSAS. See 
Condensed MSAS

CNS. See Central 
nervous system

Cobicistat, HIV interactions 
with, 412t

Codeine
cancer pain management 

with, 34f, 36
equianalgesic dose 

table, 50t
xerostomia induced 

by, 197
Cognitive behavioral 

therapy (CBT)
cancer pain management 

with, 59–​60
sleep disturbance man-

agement with, 121
Cognitive dysfunction

fatigue with, 76
Parkinson’s disease with, 

430t, 431
Cognitive impairment

dehydration with, 94, 96
older adults in palliative 

care with, 371
opioids with, 46–​47
quality of  life associated 

with, 6f
Cognitive therapy, nausea 

management 
with, 135

Communication
cross-​cultural

competence in, 285
cultural liaisons, use 

of, 285
interpreters, use 

of, 285
empathic 

listening, 353–​54
family conference, 

282, 283b
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Communication (Cont.)
issues in pediatric 

palliative care
age-​specific recommen-

dations,  
354–​55

clinical pearl, 353
in death, core con-

cepts to complete 
understanding of, 
342, 354

empathic 
listening, 353–​54

medical conversations 
formats, 353

simultaneous cura-
tive and palliative 
care, transition and 
participation, 354

medical conversations 
formats, 353

palliative care specialists 
with end of  life, 280

Compassion fatigue, 471
accelerated recovery pro-

gram for, 481
protection against, 473
rates of, 472

Compassion satisfaction 
(CS), 471

Compazine. See 
Prochlorperazine

Complete blood 
count (CBC)

breathlessness in, 179
cachexia in, 88

Complex decongestive 
therapy (CDT), for 
lymphedema, 204

Computed 
tomography (CT)

for bowel 
obstruction, 140

breathlessness in, 179
cachexia in, 87
for nausea and 

vomiting, 129
SVC syndrome in, 190

Condensed MSAS 
(CMSAS), 10

Confusion, dehydration 
with, 96

Confusion Assessment 
Method 
(CAM), 9t, 14

delirium assessment 
with, 157

Confusion Assessment 
Method for ICU 
(CAM-​ICU), 454

Confusion Rating Scale 
(CRS), delirium 
assessment with, 158

Congestive heart 
failure (CHF)

cachexia with, 84
older adults with, 362
prognostication in, 

314, 314f
BODE Index for, 

314, 314f
indicator of, 314
models for, 314, 314f

trajectories of  advanced 
disease, 310f

Constipation, 137. 
See also Opioid-​
induced  
constipation

assessment of, 13
causes of, in pal-

liative care patients, 
144–​45, 145f

endocrine 
abnormality, 144

neurogenic 
disorders, 144

primary, 144
secondary, 144

clinical assessment of
diagnostic tests, 146
guidelines for, 147f
history, 146
physical 

examination, 146
clinical pearls of, 151
definition of, 144
heart failure patients 

experiencing, 377t
HIV/​AIDS with, 414t
management of

guidelines for, 147f
nonpharmacological 

approaches, 150
pharmacological 

approaches,  
146–​50, 148t–​49t

preventive 
measures, 146

therapeutic 
measures, 146

nausea from, 127f, 
128, 130t

older adults in palliative 
care with, 369

opioids induced, 
45–​46, 147

palliative care with, 24t
pathophysiology 

of, 145–​46
pharmacodynamic 

drug interactions 
with, 325

prevalence of, 144
quality of  life associated 

with, 6f

COPD. See Chronic 
obstructive pulmo-
nary disease

Corticosteroids
anxiety precipitated 

by, 248
bowel obstruction man-

agement with, 142
fatigue treatment with, 

77, 78t
hiccup caused by, 198
nausea management with, 

133t, 135
Cough, older adults in pallia-

tive care with, 369
COX-​ 2 inhibitors, cancer 

pain managed 
with, 54

CPOT. See Critical Care Pain 
Observation Tool

C-​reactive protein (CRP), 
advanced-​cancer 
prognosis with 
elevated, 311

Critical Care Pain 
Observation Tool 
(CPOT), 451

Cross-​cultural 
communication

competence in, 285
cultural liaisons, use 

of, 285
interpreters, use of, 285

CRP. See C-​reactive  
protein

CRS. See Confusion 
Rating Scale

CS. See Compassion 
satisfaction

CT. See Computed 
tomography

CTZ. See Chemoreceptor 
trigger zone

CUA. See Calcific uremic 
arteriolopathy

Cultural issues in palliative 
care, 245

clinical pearls of, 252
explanatory model of  ill-

ness, 252, 252b
nondisclosure of  terminal 

illness, 252b, 253
clinical pearls of, 253

working with medical 
interpreters, 253–​54

clinical pearls of, 254
CVADs. See Central venous 

access devices
Cyclophosphamide, CID 

caused by, 217
Cymbalta. See Duloxetine
Cytarabine, oral mucositis 

risk with, 215
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Cytopenia, 209–​10, 209t
clinical pearls, 210

Cytosine arabinoside, CID 
caused by, 217

Darunavir, HIV interactions 
with, 412t

Debridement, for wound 
care, 203

Decadron. See 
Dexamethasone

Decisional capacity, 292
Dehydration, 93

clinical pearls, 99
constipation caused 

by, 145
definition of, 95
delirium with, 161
enteral, 98
fluid deficit model  

for, 94f
fluid homeostasis and, 95
hydration consideration 

for, 98
hydration status, 

assessment of
benefits of, 97
burden of, 97
family 

preferences, 97–​98
goals, 97–​98
history, 97
laboratory 

investigations, 97
patient 

preferences, 97–​98
physical 

examination, 97
symptom effects, 97

hypodermoclysis 
for, 98–​99

intravenous, 98
palliative care with, 24t
proctolysis for, 99
symptoms of, 94, 96

Delavirdine, HIV interactions 
with, 412t

Delirium, 153
advanced-​cancer progno-

sis with, 311
assessment of, 14, 

159, 160f
causes of, 155–​56, 155f
clinical assessment and 

investigations of, 159
clinical history of, 159
clinical pearls of, 166
definition of, 154, 454
dehydration with, 96
diagnosis of, 157–​58
diagnostic tools 

for, 157–​58

differential diagnosis 
of, 157

fatigue with, 76
intensive care unit with, 

454–​55, 454t, 455t
investigations for, 159
management of, 161–​65, 

162t–​64t
nonpharmacological 

approaches, 165
psychosocial support 

and education, 165
medication-​ induced, 

155–​56, 155f
older adults in palliative 

care with, 371
pathophysiology of, 154
pharmacological treat-

ment for, 161–​65, 
162t–​64t

physical examination for, 
159, 160f

presentation of, 157–​58
prevalence of, 154
quality of  life associated 

with, 6f
refractory agitated, 165
risk factors for, 454t
screening tools 

for, 157–​58
severity rating tools 

for, 158
treatment algorithm 

for, 160f
treatment of  underlying 

causes for, 161
Delirium Observation 

Screening (DOS) 
Scale, 158

Dementia
delirium differential diag-

nosis and, 157
hospice care, prognosis 

factors for, 236b
older adults with, 362
Parkinson’s disease with, 

430t, 431
prognostication in

functional assessment 
staging for, 318t

indicator of, 317
models for, 317, 

318t, 319t
Mortality Risk Index 

for, 319t
Demyelinating disease. See 

Multiple sclerosis
Depersonalization (DP), 470
Depression, 101, 102

antidepressant medication 
for, 105–​07, 106t

assessment of, 10, 15

bereavement 
with, 107–​08

clinical pearls of, 247
complicated grief  

with, 107–​08
definition of, 247
dehydration with, 94, 94f
delirium differential diag-

nosis and, 157
diagnosis of, 

103–​04, 103b
fatigue with, 76
features of, 103b
heart failure patients 

experiencing, 377t
HIV/​AIDS with, 414t
multiple sclerosis 

with, 429
older adults in palliative 

care with, 369–​70
palliative care patients 

with, 246f, 247, 248f
Parkinson’s disease with, 

430t, 431
pharmacodynamic 

drug interactions 
with, 325

preparatory grief, differ-
entiating from, 248f

prevalence of, 103
psychotherapy 

for, 105–​06
respiratory, 47
sleep disturbance 

with, 116
symptoms of, 247
treatment for, 

104–​07, 106t
Dermatological diseases and 

pruritis, 200
Desipramine

pharmacokinetic drug 
interactions with, 
331t, 338t

xerostomia induced 
by, 197

Despair, 264
DEXA. See Dual energy  

X-​ray 
absorptiometry

Dexamethasone
fatigue treatment with, 77
pharmacokinetic drug 

interactions 
with, 338t

Dexamethasone (Decadron)
CINV treatment 

with, 213t
nausea management 

with, 133t
Dextroamphetamine 

(Dexedrine), 106
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Diabetes mellitus, constipa-
tion caused by, 144

Dialysis
clinical pearl, 401
decision-​making 

for, 400–​01
initiating chronic, 400
life expectancy of  

ESRD patients on, 
399, 399f

withdrawal of, 400–​01
Diarrhea

HIV/​AIDS with, 414t
older adults in palliative 

care with, 369
palliative radiotherapy 

with, 224t
Diastolic heart 

dysfunction, 378
Diazepam

pharmacokinetic drug 
interactions 
with, 339t

sleep disturbance man-
agement with, 119t

DIC. See Disseminated intra-
vascular coagulation

Didanosine, HIV interactions 
with, 412t

Dignity psychotherapy, 105–​
06

Digoxin, pharmacokinetic 
drug interactions 
with, 333t, 341t

Dihydromorphone, cancer 
pain management 
with, 34f

Diltiazem, pharmacokinetic 
drug interactions 
with, 333t

Diphenhydramine
CNS interactions 

with, 325
nausea management 

with, 133t
pharmacokinetic drug 

interactions 
with, 343t

xerostomia induced 
by, 197

Disseminated intravas-
cular coagulation 
(DIC), 188

Distal sensory polyneuropa-
thy (DSP), 415

Distribution, pharmacoki-
netic drug interac-
tions with, 327, 328

Diuretics, for 
lymphedema, 204

DMV. See Dorsal motor 
nucleus of vagus

DNR. See 
Do-​not-​resuscitate

Dobutamine, heart failure 
management 
with, 378

Docetaxel
CID caused by, 217
peripheral neuropathy 

induced by, 220
Docusate, constipation  

management 
with, 148t

Dolasetron (Anzemet)
CINV treatment 

with, 213t
nausea management 

with, 133t
Dolutegravir, HIV interac-

tions with, 412t
Do-​not-​resuscitate (DNR)

hospice care and, 
235, 241

ICU implemented, 449
Dopamine, heart failure 

management 
with, 378

Dopamine antagonists
nausea management  

with, 133, 133t
pharmacokinetic drug 

interactions 
with, 342t

Dorsal motor nucleus 
of  vagus 
(DMV), 126–​27

DOS Scale. See Delirium 
Observation 
Screening Scale

Doxazosin, xerostomia 
induced by, 197

Doxepin
for pruritis, 201
sleep disturbance man-

agement with, 119t
Doxorubicin

CID caused by, 217
oral mucositis risk 

with, 215
Doxycycline, skin lesions 

treatment with, 219
DP. See Depersonalization
DPA. See Durable power of  

attorney
Dronabinol, nausea  

management 
with, 133t

Droperidol, pharmacokinetic 
drug interactions 
with, 333t

DRS-​R-​98. See Revised 
Delirium 
Rating Scale

Dry desquamation, pal-
liative radiotherapy 
with, 224t

DSP. See Distal sensory 
polyneuropathy

Dual energy X-​ray absorp-
tiometry (DEXA), 
cachexia in, 87

Duloxetine (Cymbalta), 106
pharmacokinetic drug 

interactions 
with, 330t

Durable power of  attorney 
(DPA), 250

Dysarthria, amyotrophic 
lateral sclerosis 
with, 421

Dysphagia
advanced-​cancer  

prognosis with, 311
amyotrophic lateral  

sclerosis with, 423
dehydration with, 94, 94f
palliative radiotherapy 

with, 224t
stroke patient with, 425

Dyspnea
advanced-​cancer progno-

sis with, 311
amyotrophic lateral scle-

rosis with, 423–​24
assessment of, 13–​14
heart failure patients 

experiencing, 377t
HIV/​AIDS with, 414t
quality of  life associated 

with, 6f

EAPC. See European 
Association for 
Palliative Care

Eastern Co-​ operative 
Oncology Group 
(ECOG), 11

Echocardiogram,  
breathlessness 
in, 179

ECOG. See Eastern 
Co-​ operative 
Oncology Group

Ectopic hyper-  
​parathyroidism, 187t

Edema, 195
clinical pearls of, 204
definition of, 204
inflammatory, 139f
scrotal, 204

Edmonton Functional 
Assessment Tool, 11

Edmonton Labeled Visual 
Information System 
(ELVIS), 32
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Edmonton Symptom 
Assessment Scale 
(ESAS), 8–​10, 9t, 32

cachexia in, 87
for fatigue 

assessment, 74t
nausea in, 129

EE. See Emotional 
exhaustion

Efavirenz, HIV interactions 
with, 412t

Effexor. See Venlafaxine
EFNS. See European 

Federation of  
Neurological 
Societies

Electrical bioimpedance 
analysis (BIA), 
cachexia in, 87

Electrolyte imbalances,  
end-​stage liver 
disease complicated 
by, 390

Elimination, pharmacokinetic 
drug interactions 
with, 327, 344

ELVIS. See Edmonton 
Labeled Visual 
Information System

Elvitegravir, HIV interactions 
with, 412t

Emergencies in palliative 
care, 185

bleeding, 188–​89
clinical pearls, 194
hypercalcemia, 186, 187t
seizures, 193–​94
spinal cord 

compression, 191–​92
superior vena cava 

syndrome, 190
Emollients

constipation management 
with, 148t

for pruritis, 201
Emotional exhaustion 

(EE), 470
Empathic listening, 353–​54
Emtricitabine, HIV interac-

tions with, 412t
End-​stage chronic obstruc-

tive pulmonary 
disease, 435–​44

clinical pearls of, 444
management of

nonpharmaceutical 
interventions, 441–​44

pharmaceutical 
interventions, 441, 
442t–​43t

palliative care for
assessment, 439

barriers to 
providing, 439–​40

communication, 440
end-​of-​life 

decision-​making, 439
psychosocial, 

spiritual, and family 
distress, 439

prognostic factors for
clinical evaluation, 

437, 437t
morbidity, 438
mortality, 437, 438t

End-​stage heart  
failure, 375

common symptoms 
and interventions 
of, 377t

definition of, 376
epidemiology of, 376
medical management

device 
therapies, 379–​82

intravenous inotrope 
therapy, 378–​79

systolic vs. diastolic 
dysfunction, 378

prognostication for
factors associated 

with limited 
prognosis, 383t

hospice, appropriate 
referrals to, 383

End-​stage liver disease 
(ESLD), 385–​96

chronic liver disease eti-
ologies and, 387t

clinical pearls of, 396
complications of

ascites, 388t, 390
electrolyte 

imbalances, 390
esophageal varices, 

388t, 391
hepatic encephalopa-

thy, 388t, 390–​91
hepatocellular  

carcinoma, 
391–​92, 392t

hepatorenal syndrome, 
388t, 391

malnutrition, 393
pruritus, 388t, 391
spontaneous bacterial 

peritonitis, 388t, 390
definition of, 387
management of  most 

signs and symptoms 
of, 388t–​89t

mortality of, 387
pain management in, 393
prevalence of, 387

timely hospice referral 
for patients of, 
394, 395f

End-​stage neurological 
disease, 419

amyotrophic lateral 
sclerosis, 421

dysarthria, 421
dysphagia, 423
dyspnea, 423–​24
insomnia, 423
muscle cramps, 422
muscle spasticity, 422
muscle weakness, 421
pain, 423
pseudobulbar 

affect (emotional 
lability), 422

psychological 
symptoms, 423

sialorrhea, 421–​22
terminal phase, 424

clinical pearls of, 432
morbidity with, 420
palliative care in demyelin-

ating disease (mul-
tiple sclerosis)

bladder dysfunction, 
428, 428t

fatigue, 427–​28
multiple spasticity, 427
pain, 428, 429t
psychobehavioral 

symptoms and 
depression, 429

palliative care in 
Parkinson’s disease

cognitive dysfunc-
tion and dementia, 
430t, 431

depression, 430t, 431
psychosis and  

hallucination, 
430–​31, 430t

sleep disorders, 
430t, 431

palliative care in stroke 
patient

dysphagia, 425
incontinence and  

bowel 
management, 425–​26

pain, 426
reduced 

communication, 425
End-​stage renal 

disease (ESRD)
life expectancy of  patients 

on dialysis for, 
399, 399f

renal palliative care for, 
399, 399f



INDEX496

Epidermal growth factor 
receptor (EGFR), 
inhibition, skin 
lesions associated 
with, 219

Epothilones, peripheral 
neuropathy induced 
by, 220

Erlotinib, EGFR inhibition 
from, 219

Erythema, palliative  
radiotherapy 
with, 224t

Erythromycin, pharma-
cokinetic drug 
interactions with, 
333t, 334t, 335t, 
339t, 340t

ESAS. See Edmonton 
Symptom 
Assessment Scale

Escitalopram (Lexapro, 
Cipralex), 106, 106t

Escitalopram, depression 
treatment with, 247

ESLD. See End-​stage liver 
disease

ESMO. See European 
Society for Medical 
Oncology

Esophageal varices
end-​stage liver disease 

complicated by, 
388t, 391

management of, 389t
ESRD. See End-​stage renal 

disease
Eszopiclone, sleep distur-

bance management 
with, 119t

Ethics committee, 306
Ethics of  palliative 

medicine, 287
advance directives, 294
bioethics

beneficence 
principle, 290–​91

casuistry, 289
four major principles 

of, 290–​91
justice, 291
nonmaleficence 

principle, 290
principal-​based, 288
respect for 

autonomy, 290
utilitarianism (conse-

quentialism), 289
virtue-​based, 288

caregiver, care of, 373
clinical pearl, 373

clinical pearls of, 306–07

decisional capacity, 292
ethics committee and 

consultations, 306
informed consent, 292

three approaches 
to how much  
information in, 293

living wills, 294
LVADs as destination 

therapy, 381–​82
medical futility, 302
older adults with

artificial hydration and 
nutrition, 372

existential 
suffering, 372

financial interdepen-
dence, 372

proxy and decision 
making, 372

palliative sedation at end 
of life

AAHPM statement 
on, 301–​02

background, 301
physician-​assisted 

suicide, 303–​05
research in palliative 

care, 466
telling the truth in, 294
withdrawing and with-

holding treatments, 
295–​300

AAHPM statement on, 
296–​300

artificial nutrition and 
hydration, 298

withholding information 
in, 294

Etoposide, oral mucositis 
risk with, 215

Etravirine, HIV interactions 
with, 412t

European Association for 
Palliative Care 
(EAPC), 169, 170

European Federation 
of  Neurological 
Societies 
(EFNS), 421

European Society for 
Medical Oncology 
(ESMO), oral muco-
sitis in guidelines 
from, 216

Exercise, fatigue treatment 
with, 79–​80

FAACT. See Functional 
Assessment of  
Anorexia/​ Cachexia 
Therapy

Face, legs, activity, cry, con-
solability assessment 
scale. See FLACC 
assessment scale

FACIT-​F subscale. See 
Functional 
Assessment of  
Chronic Illness 
Therapy-​Fatigue 
subscale

Fainting, dehydration 
with, 96

Faith, Importance, 
Community, Action. 
See FICA

Family
conference, role in pallia-

tive care, 279–​86
clinical pearls of, 286
communication at end 

of  life, 280
communication during, 

282, 283b
components of  

end-​of-​life care 
conference, 283b

cross-​cultural  
communication 
in, 285

discussing prognosis 
in, 282

evidence-​based 
approach to, 282

medical interpreters 
in, 285

shared decision-​making 
model in, 281

spiritual and religious 
concerns in, 284

surrogate decision-​
makers' role in, 280

VALUE mnemonic for, 
282, 283b

discussion about  
ICD, 380

distress with stage chronic 
obstructive pulmo-
nary disease, 439

preferences for hydration 
status, 97–​98

role in pediatric palliative 
care, 348

Fat-​ free mass index 
(FFMI), 87

Fatigue, 69
anemia causing, 70f, 71
assessment of, 12
assessment tools for, 

73t–​74t
cancer caused symptoms 

inducing, 71
causes of, 70, 70f, 75–​78
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chronic kidney disease 
and management 
of, 404

clinical assessment of
laboratory 

investigations, 72
patient history, 72
physical 

examination, 72
clinical pearls of, 80
cytokines inducing, 

70–​71, 70f
definition of, 70
depression with, 103b
drug interactions 

causing, 71
HIV/​AIDS with, 414t
investigational drugs 

for, 77–​79
management of, 

75–​80, 75f
nonpharmacological 

approaches in  
treatment of, 79–​80

pharmacological agents 
for, 77

prevalence of, 70
pro-​inflammatory  

cytokines inducing, 
70–​71, 70f

quality of  life associated 
with, 6f

treatment of  causes, 
75–​76, 75f

treatment of  fatigue 
as symptom, 
77–​80, 78t

Fatigue Symptom 
Inventory, 74t

Febrile neutropenia, 
209–​10, 209t

clinical pearls, 210
Felodipine, xerostomia 

induced by, 197
Fentanyl

cancer pain management 
with, 34f, 38

pharmacokinetic drug 
interactions 
with, 333t

xerostomia induced 
by, 197

FFMI. See Fat-​ free 
mass index

FICA (Faith, Importance, 
Community, 
Action), 260

FICA Spiritual History, 15
5HT3 antagonist, 

CINV treatment 
with, 213t

FLACC (Face, legs, activity, 
cry, consolabil-
ity) assessment 
scale, 451

Fluconazole, pharma-
cokinetic drug 
interactions with, 
330t, 331t, 334t, 
336t, 340t

Fluid homeostasis, 95
Fluoxetine, pharmacokinetic 

drug interactions 
with, 330t, 341t

Fluvoxamine (Luvox), 
106, 106t

depression treatment 
with, 247

Fosamprenavir, HIV  
interactions 
with, 412t

Fosaprepitant, CINV treat-
ment with, 213t

Fosinopril, xerostomia 
induced by, 197

Fosphenytoin, for 
seizures, 193

Fracture
palliative care with, 24t
risk with bone 

metastases, 226–​27
Functional Assessment 

of  Anorexia/​ 
Cachexia Therapy 
(FAACT), 13

Functional Assessment 
of  Chronic 
Illness Therapy-​
Fatigue (FACIT-​F) 
subscale, 12

for fatigue 
assessment, 74t

Functional Assessment 
of  Chronic Illness 
Therapy-​Spiritual 
Well-​Being, 15

Functional Independence 
Measure, 11

Fungation, palliative radio-
therapy indicated 
by, 225t

Furosemide
ascites management 

with, 388t
for breathlessness, 183

Gabapentin
chronic kidney disease 

and pain manage-
ment with, 404

hiccup treatment 
with, 199

peripheral neuropathy 
treatment with, 220

pharmacokinetic drug 
interactions 
with, 333t

for pruritis, 201
GAD. See Generalized  

anxiety disorder
Gastric distention, hiccup 

caused by, 198
Gastric ulceration, nausea 

from, 132t
Gastroesophageal reflux  

disease (GERD),  
hiccup caused 
by, 198

Gastrografin, 140
Gastrointestinal agents, 

pharmacokinetic 
drug interactions 
with, 332t

GCSF. See Granulocyte 
colony–​
stimulating factor

Gefitinib, EGFR inhibition 
from, 219

Generalized anxiety disorder 
(GAD), 248–​49

Gentamicin, for febrile 
neutropenia, 210

GERD. See 
Gastroesophageal 
reflux disease

Glucocorticoid therapy, 
for spinal cord 
compression, 191

Glycerine suppository, con-
stipation manage-
ment with, 149t

Glycopyrrolate, nausea 
management with, 
133t, 134

Granisetron (Kytril)
CINV treatment 

with, 213t
nausea management 

with, 133t
Granulocyte colony–​

stimulating factor 
(GCSF), 209

Grief
depression with, 107–​08
loss and, 264

Grief  and bereavement 
in pediatric 
palliative care

children versus adults, 
comparison, 358

children whose parent is 
dying, 357–​58

clinical pearl, 356
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Grief  and bereavement 
in pediatric pallia-
tive care (Cont.)

disclosure of  
impending death

parental grief, 356
parental role in pro-

tecting child from 
harm, 356

psychosocial support 
of  parents and 
siblings, 357

Guilt, 264

HAART. See Highly active 
antiretroviral therapy

HADS. See Hospital 
Anxiety and 
Depression Scale

Half-​body irradiation 
(HBI), 226

Hallucination, Parkinson’s 
disease with, 
430–​31, 430t

Haloperidol
adverse effects of, 

163t–​64t
anxiety treatment 

with, 110
delirium treatment with, 

161, 162t
nausea management with, 

133, 133t
pharmacokinetic drug 

interactions 
with, 342t

sleep disturbance man-
agement with, 119t

Hand-​foot syndrome, 
218, 218t

Harris–​Benedict 
Equation, 88

HBI. See Half-​body 
irradiation

HCC. See Hepatocellular 
carcinoma

Heart disease. See also 
Congestive heart 
failure; End-​stage 
heart failure

breathlessness with, 172
hospice care, prognosis 

factors for, 236b
Hepatic encephalopathy

end-​stage liver disease 
complicated by, 
388t, 390–​91

management of, 388t
Hepatocellular 

carcinoma (HCC)
end-​stage liver disease 

complicated by, 
391–​92, 392t

Milan staging criteria 
for, 392t

therapeutic options 
for, 392t

Hepatorenal syndrome
end-​stage liver disease 

complicated by, 
388t, 391

management of, 389t
Hernia, bowel obstruction 

caused by, 139f
Herpes simplex virus 

(HSV), 216
Hiccup, 195

causes of, 198
clinical pearls of, 205
definition of, 198
management of, 198–​99
pathophysiology of, 198

Highly active antiret-
roviral therapy 
(HAART), 411

HIV/​AIDS, 407
antiretroviral therapy for, 

411, 412t
cachexia with, 84
clinical course and WHO 

staging for, 408, 
409t, 410t

common symptoms for, 
414–​16, 414t–​15t

future outlook for pallia-
tive care in, 418

HIV-​related cancer 
and, 413

nausea from, 128, 130t
opportunistic infection 

prevention  
and prophylaxis 
with, 410t

palliative care drug  
interactions 
with, 412t

psychological and spiritual 
issues with, 417

Home palliative 
care, 277–​78

HOPE, 15, 260
Hopelessness, 264
Hospice care, 231

clinical pearls of, 240–​41
common questions 

and dilemmas 
for, 241–​43

conceptual frame-
work toward 
understanding, 2f

discussing, 240–​43
do-​not-​resuscitate and, 

235, 241
ESLD patients, timely 

hospice referral for, 
394, 395f

integration model 
between liver trans-
plant and, 395f

Medicare hospice benefit
eligibility of, 235
services covered 

by, 232b
services not covered 

by, 232b
older adults with, 362

barriers to, 366
settings for, 363, 365t

payment to, 239
payment to attending 

and consulting 
physicians, 239

places of care
home, 238
hospice inpatient 

unit, 238
hospital, 238
nursing home, 238

plan of  care, 
232b, 236–​37

prognosis factors of
cancer, 235b
non-​cancer, 236b

referrals with end-​stage 
heart failure, 383

referring for, 234
role of  physician in, 234
skill sets for, 3
supportive care and pal-

liative care overlap 
with, 2–​3, 2f

in United States, 
232–​33, 232b

Hospice inpatient unit, 238
Hospital Anxiety and 

Depression Scale 
(HADS), 10, 15

HSV. See Herpes 
simplex virus

Humoral hypercalcemia of  
malignancy, 187t

Huntington’s disease, myoc-
lonus caused by, 205

Hydration
ethics of  older adults 

with, 372
oral mucositis treatment 

with, 215
Hydrochlorothiazide, 

xerostomia induced 
by, 197

Hydrocodone
cancer pain management 

with, 34f, 36–​37
equianalgesic dose 

table, 50t
Hydrocortisone, skin lesions 

treatment with, 219
Hydromorphone
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cancer pain management 
with, 37–​38

chronic kidney disease 
and pain manage-
ment with, 403

equianalgesic dose 
table, 50t

xerostomia induced 
by, 197

Hydroxyzine
nausea management 

with, 133t
for pruritis, 201
xerostomia induced 

by, 197
Hyoscyamine, nausea man-

agement with, 133t
Hypercalcemia

cancer with, 187t
clinical presentation of, 

186, 187t
constipation caused 

by, 144
delirium with, 161
ectopic hyper-  

​parathyroidism, 187t
humoral hypercalcemia of  

malignancy, 187t
local osteolytic, 187t
management of, 186
nausea from, 127f, 

130t, 132t
palliative care with, 24t

Hyperglycemia, nausea from, 
127f, 130t

Hyperkalemia
constipation caused 

by, 144
management of, 388t

Hyperosmolar agents, con-
stipation manage-
ment with, 148t

Hypersomnia, depression 
with, 103b

Hypoalbuminemia, 
advanced-​cancer 
prognosis with, 311

Hypodermoclysis, 98–​99
Hypogonadic males, 

testosterone 
replacement in, 79

Hyponatremia
heart failure prognosis 

with, 314
management of, 388t

Hypothyroidism, constipa-
tion caused by, 144

Hypoxia, delirium with, 161

IADL. See Instrumental 
Activities of  
Daily Living

Ibuprofen, pharmacokinetic 
drug interactions 
with, 338t

ICD. See Implantable 
Cardioverter 
Defibrillator

ICDSC. See Intensive Care 
Delirium Screening 
Checklist

ICU. See Intensive care unit
Imatinib, pharmacokinetic 

drug interactions 
with, 337t

Imipenem, for febrile 
neutropenia, 210

Imipramine
pharmacokinetic drug 

interactions 
with, 331t

sleep disturbance man-
agement with, 119t

Implantable Cardioverter 
Defibrillator (ICD)

deactivation of, 380–​81
family and patient discus-

sion about, 380
heart failure management 

with, 379–​81
indications for turning 

off, 380
quality of  life 

with, 379–​80
Incontinence

older adults in palliative 
care with, 370

stroke patient 
with, 425–​26

Indinavir, HIV interactions 
with, 412t

Infection
delirium with, 161
HIV/​AIDS and 

opportunistic, 410t
nausea from, 132t
older adults in palliative 

care with, 368
oral mucositis with, 216
palliative care with, 24t
wound care with, 203

Inflammatory bowel disease, 
bowel obstruction 
caused by, 139f

Inflammatory edema, bowel 
obstruction caused 
by, 139f

Informed consent, 292
three approaches to how 

much information 
in, 293

Insomnia
amyotrophic lateral scle-

rosis with, 423

depression with, 103b
heart failure patients 

experiencing, 377t
INSPIR

hospital settings with, 269
tools for, 270b

Instrumental Activities 
of  Daily Living 
(IADL), 11

Intensive Care Delirium 
Screening Checklist 
(ICDSC), 454, 455t

Intensive care unit 
(ICU), 445–​56

checklist for palliative care 
in, 456t

clinical pearls, 456
communication  

and end-​of-​life 
discussions

protocol to negotiate 
goals of  care, 448b

VALUE mnemonic in, 
447, 448t

delirium, 454–​55, 
454t, 455t

do not resuscitate 
orders, 449

interdisciplinary team 
collaboration, 448

pain secondary to invasive 
procedures, 452

sedation assessment, 452, 
452t, 453t

symptom assessment 
scales for patient of, 
451, 451t

symptom distress in 
patients of, 450

withdrawing mechanical 
ventilation, 449, 449f

Intestinal obstruction. See 
Bowel obstruction

Intracranial pressure, nausea 
from, 127f

Intravenous inotrope 
therapy, 378–​79

Irinotecan, CID caused 
by, 217

Isolation, 264
Itraconazole, pharmacoki-

netic drug interac-
tions with, 341t

Ixabepilone, peripheral 
neuropathy induced 
by, 220

Kampo medicine, CID treat-
ment with, 217

Kaposi sarcoma, bowel 
obstruction caused 
by, 138
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Karnofsky Performance 
Status (KPS), 11

advanced-​cancer progno-
sis with, 311

Katz index, 11
KDIGO classification. 

See Kidney 
Disease: Improving 
Global Outcomes 
classification

Ketamine, cancer pain man-
agement with, 55

Ketoconazole, pharma-
cokinetic drug 
interactions with, 
334t, 336t, 340t, 
341t, 342t

Kidney Disease: Improving 
Global Outcomes 
(KDIGO) 
classification, 398t

KPS. See Karnofsky 
Performance Status

Kytril. See Granisetron

Lactate dehydrogenase 
(LDH), advanced-​
cancer prognosis 
with elevated, 311

Lactulose
constipation management 

with, 148t
constipation management 

with enemas of, 149t
Lamivudine, HIV interactions 

with, 412t
LDH. See Lactate 

dehydrogenase
Left Ventricular Assist 

Devices (LVADs)
ethical challenges 

with, 381–​82
heart failure management 

with, 381–​82
mortality after implanta-

tion of, 381
quality of  life after implan-

tation of, 381
Lenalidomide, peripheral 

neuropathy induced 
by, 220

Leukocytosis, advanced-​
cancer prognosis 
with, 311

Levomepromazine 
(Methotrimeprazine)

delirium treatment 
with, 162t

for palliative sedation, 169
Levorphanol

cancer pain management 
with, 41

equianalgesic dose 
table, 50t

Lewy body dementia
delirium differential diag-

nosis and, 157
myoclonus caused by, 205

Lexapro. See Escitalopram
Lidocaine

cancer pain management 
with, 55

for wound care, 203
Lithium, pharmacokinetic 

drug interactions 
with, 338t

Liver disease, hospice care, 
prognosis factors 
for, 236b

Liver failure
cachexia with, 84
nausea from, 127f

Liver transplantation
hepatocellular carcinoma 

management 
with, 392t

integration model 
between hospice 
care and, 395f

Living wills, 294
Local osteolytic 

hypercalemia, 187t
Loperamide

CID treatment with, 217
pharmacokinetic drug 

interactions 
with, 332t

Lopinavir, HIV interactions 
with, 412t

Lorazepam
anxiety treatment 

with, 110
nausea management 

with, 133t
for palliative sedation, 169
for seizures, 193
sleep disturbance man-

agement with, 119t
xerostomia induced 

by, 197
Lubiprostone, constipa-

tion management 
with, 150

Lung cancer, palliative radio-
therapy for, 228

Lung disease, hospice care, 
prognosis factors 
for, 236b

Lustral. See Sertraline
Luvox. See Fluvoxamine
LVADs. See Left Ventricular 

Assist Devices
Lymphedema, 195

causes of, 204

chronic, 204
definition of, 204
management of, 204
palliative care with, 24t

Lymphocytopenia, 
advanced-​cancer 
prognosis with, 311

Magnesium salts, pharmaco-
kinetic drug  
interactions 
with, 333t

Malaria, cachexia with, 84
Malignant bowel 

obstruction (MBO)
assessment of, 13
causes of, 138
clinical presentation 

of, 139
management of, 141
prevalence of, 138

Malnutrition, end-​stage liver 
disease complicated 
by, 393

Maraviroc, HIV interactions 
with, 412t

MASCC. See Multinational 
Association of  
Supportive Care 
in Cancer

MBO. See Malignant bowel 
obstruction

MDAS. See Memorial 
Delirium 
Assessment Scale

Meaning-​ centered group 
therapy, 105

Mechanical ventilation, pro-
tocol for withdraw-
ing, 449, 449f

Meclizine
nausea management 

with, 133t
xerostomia induced 

by, 197
Medical futility, 302
Medical interpreters, 253–​54

clinical pearls of, 254
Medicare

hospice benefit
eligibility of, 235
services covered 

by, 232b
services not covered 

by, 232b
older adults as beneficia-

ries of, 362
Medication-​induced delirium, 

155–​56, 155f
Megestrol acetate, fatigue 

treatment with, 
77, 78t
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Melanoma, bowel obstruc-
tion caused by, 138

MELD score. See Model 
of  End Stage Liver 
Disease score

Memorial Delirium 
Assessment Scale 
(MDAS), 9t, 14, 158

Memorial Symptom 
Assessment Scale 
(MSAS), 8, 10

Meperidine, cancer pain 
management 
with, 38

Meperidine, equianalgesic 
dose table, 50t

Metabolism
cachexia in 

investigations of, 88
pharmacokinetic drug 

interactions with, 
327, 329, 330t–​43t

Methadone
cancer pain management 

with, 39–​41, 40f
pharmacokinetic drug 

interactions 
with, 334t

Methotrexate
CID caused by, 217
oral mucositis risk 

with, 215
Methotrimeprazine. See 

Levomepromazine
Methylcellulose, constipa-

tion management 
with, 148t

Methylnaltrexone, constipa-
tion management 
with, 147, 149t

Methylphenidate 
(Ritalin), 106

Methylprednisolone, nau-
sea management 
with, 133t

Metoclopromide (Reglan)
akathisia induced by, 109
bowel obstruction man-

agement with, 142
CINV treatment 

with, 214t
constipation management 

with, 149t
hiccup treatment 

with, 199
nausea management with, 

133–​34, 133t
Metoprolol

pharmacokinetic drug 
interactions 
with, 343t

xerostomia induced 
by, 197

Metronidazole, for wound 
care, 203

Midazolam
myoclonus management 

with, 205
for palliative sedation, 169

Midodrine, hepatorenal syn-
drome management 
with, 389t

Milan staging criteria, 392t
Milrinone, heart failure  

management 
with, 378

Mindfulness 
meditation, 481–​83

Mineral oil, constipation 
management 
with, 148t

Mini-​Mental State 
Examination 
(MMSE), 9t, 14

delirium assessment 
with, 157

Minocycline, skin lesions 
treatment with, 219

Mirtazapine (Remeron), 106
for pruritis, 201
sleep disturbance man-

agement with, 
119t, 120

MMSE. See Mini-​Mental 
State Examination; 
Mini-​ Mental State 
Examination

Mobility and sensory impair-
ment, older adults 
in palliative care 
with, 370

Modafinil, fatigue treatment 
with, 78t, 79

Model of  End Stage Liver 
Disease (MELD) 
score, 394

Moist desquamation, pal-
liative radiotherapy 
with, 224t

Moral distress, 471
Morphine

cancer pain management 
with, 34f, 37

equianalgesic dose 
table, 50t

pharmacokinetic drug 
interactions 
with, 335t

for wound care, 203
Mortality Risk Index 

(MRI), 319t
MS. See Multiple sclerosis

MSAS. See Memorial 
Symptom 
Assessment Scale

MSAS-​SF. See 
Short-​ form MSAS38

Mucositis, palliative radio-
therapy with, 224t

Multidimensional 
assessment, 8–​10

activities of  daily living 
with, 9t

of  fatigue, 73t
supportive/​palliative care 

teams using, 9t
Multidimensional Fatigue 

Inventory, 73t
Multidimensional Fatigue 

Symptom 
Inventory, 73t

Multinational Association of  
Supportive Care in 
Cancer (MASCC), 
oral mucositis in 
guidelines from, 216

Multiple sclerosis (MS)
bladder dysfunction with, 

428, 428t
constipation caused 

by, 144
fatigue with, 427–​28
multiple spasticity 

with, 427
pain with, 428, 429t
psychobehavioral symp-

toms and depression 
with, 429

Muscle cramps, amyotrophic 
lateral sclerosis 
with, 422

Muscle relaxation, sleep 
disturbance manage-
ment with, 121

Muscle spasticity, amyo-
trophic lateral scle-
rosis with, 422

Muscle weakness, 421
Myoclonus, 195

clinical pearls of, 205
definition of, 205
induced by opioids, 

47, 205
management of, 205
Parkinson’s disease 

with, 205

Nabilone, nausea manage-
ment with, 133t

Nadolol, esophageal 
varices management 
with, 389t

Naltrexone, for pruritis, 201
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Nasogastric (NG) tube, 
hydration with, 98

National Cancer 
Institute (NCI)

for chemotherapy-​
induced 
diarrhea, 217t

for chemotherapy-​
induced nausea and 
vomiting, 211t

for febrile 
neutropenia, 209t

for hand-​foot 
syndrome, 218t

for oral mucositis, 215t
for peripheral 

neuropathy, 220t
National Hospice and 

Palliative Care 
Organization 
(NHPCO), referrals 
with end-​stage heart 
failure, 383

National Quality Forum 
(NQF), 258–​59

Nausea and vomiting. See 
also Chemotherapy-​
induced nausea and 
vomiting

assessment of, 13
history, 129, 130t
physical examination, 

129, 130t
chemotherapy-​induced, 

127f, 128, 130t
chronic, 125–​36
definition of, 126
dehydration with, 94, 94f
etiology of, 127–​28, 127f
heart failure patients 

experiencing, 377t
HIV/​AIDS with, 415t
management of, 131

behavioral and 
complementary 
therapies, 135

nonpharmacologic 
interventions, 135–​36

pharmacological inter-
ventions, 132–​35, 
132t, 133t

surgical 
interventions, 135–​36

older adults in palliative 
care with, 369

opioid-​induced, 45, 127–​
28, 127f, 132t

palliative radiotherapy 
with, 224t

pathophysiology of, 
126–​27, 126f

prevalence of, 126

quality of  life associated 
with, 6f

Navoban. See Tropisetron
NCI. See National Cancer 

Institute
Nelfinavir, HIV interactions 

with, 412t
Neomycin, CID treatment 

with, 217
Neoplasms, bowel obstruc-

tion caused by, 138
Nephrogenic systemic  

fibrosis (NSF), 
chronic kidney  
disease and pain 
management 
with, 403

Nerve blocks
for cancer pain, 57–​58
neurolytic, 57–​58
somatic, 57

Neural plexus invasion, 
bowel obstruction 
caused by, 139f

Neurokinin-​1 (NK-​1)recep-
tor antagonists, 
nausea management 
with, 134

Neurolytic nerve 
blocks, 57–​58

Neuropathic pain, HIV/​
AIDS with, 415t

Neurosurgical procedures 
for cancer pain, 58

Neurotrophins, constipa-
tion management 
with, 150

Neutropenia, 209
febrile, 209–​10, 209t

Nevirapine, HIV interactions 
with, 412t

NG tube. See 
Nasogastric tube

NHPCO. See National 
Hospice and 
Palliative Care 
Organization

Nicotine, anxiety precipi-
tated by withdrawal 
from, 248

Nifedipine, hiccup treatment 
with, 199

NK1 antagonist, CINV treat-
ment with, 213t

NK-​1 receptor antagonists. 
See Neurokinin-​1 
receptor antagonists

Nociceptive pain, 30
HIV/​AIDS with, 415t

Nonbenzodiazepine, 
CNS interactions 
with, 325

Nondisclosure of  terminal 
illness, 252b, 253

clinical pearls of, 253
Nonmaleficence 

principle, 290
Non-​opioid analgesics, 

pharmacokinetic 
drug interactions 
with, 337t

Nonsteroidal anti-​
inflammatory drugs 
(NSAIDs)

cancer pain management 
with, 34f, 53–​54

chronic kidney disease 
and pain  
management 
with, 403

nausea from, 127f, 
128, 130t

Nortriptyline, cancer 
pain management 
with, 54

NQF. See National 
Quality Forum

NSAIDs. See 
Nonsteroidal anti-​
inflammatory drugs

NSF. See Nephrogenic sys-
temic fibrosis

Nucleus tractus solitarius 
(NTS), 126–​27

Nursing Delirium Screening 
Scale (Nu-​DESC), 
delirium assessment 
with, 158

Nursing Home, hospice care 
at, 238

Nutrition. See also Artificial 
nutrition-​hydration

cachexia treatment 
with, 89

COPD morbidity 
with, 438

ethics of  older adults 
with, 372

older adults in palliative 
care with, 371

Octreotide
bowel obstruction man-

agement with, 142
CID treatment with, 217
hepatorenal syndrome 

management 
with, 389t

nausea management 
with, 133t

Ofloxacin, SBP management 
with, 388t

OIC. See Opioid-​induced 
constipation
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OIN. See Opioid-​induced 
neurotoxicity

Olanzapine
anxiety treatment 

with, 110
delirium treatment 

with, 162t
sleep disturbance man-

agement with, 119t
Older adults, palliative care 

for, 361
aging with chronic 

disease, 362
biology of  aging and phar-

macokinetics, 367
clinical pearl, 367

discussions, goals of, 366
clinical pearl, 366

ethical and social issues
artificial hydration and 

nutrition, 372
existential 

suffering, 372
financial interdepen-

dence, 372
proxy and decision 

making, 372
hospice

barriers to, 366
settings for, 363, 365t

needs in, 362
settings for, 363, 364t–​65t
symptom management in

cognitive impairment 
and delirium, 371

constipation, 369
cough, 369
depression and 

anxiety, 369–​70
diarrhea, 369
incontinence, 370
infection, 368
mobility and sensory 

impairment, 370
nausea and 

vomiting, 369
nutrition, 371
oral complaints, 369
pain, 368–​69
pressure ulcers, 369

Omeprazole, pharmacoki-
netic drug interac-
tions with, 332t

Ondansetron (Zofran)
CINV treatment 

with, 213t
nausea management 

with, 133t
for pruritis, 201

Opioid antagonists, consti-
pation management 
with, 147, 149t

Opioid-​induced constipation 
(OIC), 45–​46, 147

Opioid-​induced neurotoxic-
ity (OIN), 76, 205

delirium with, 156, 161
Opioid rotation, clinical sce-

narios of, 49–​52
clinical pearls of, 52
conversion exercises 

for, 52
equianalgesic dose 

table, 50t
practical steps for, 49b

Opioids
anxiety precipitated 

by withdrawal 
from, 248

bowel obstruction man-
agement with, 141

for breathlessness, 
180, 181t

cancer pain management 
with, 35–​41

concepts essential 
to, 36b

chronic kidney disease 
and pain manage-
ment with, 403–​04

CNS interactions 
with, 325

constipation caused 
by, 145

dosing, 43
fatigue caused by, 71
high-​ potency, 37–​41
low-​ potency, 35–​37
myoclonus induced 

by, 205
nausea and vomiting 

from, 45, 127–​28, 
127f, 132t

opioid history, 
assessment of, 43

opioid side effects, assess-
ment of, 43, 44–​48

oral mucositis treatment 
with, 216

pharmacokinetic drug 
interactions 
with, 333t

risk evaluation and 
mitigation strategies 
for, 62–​63

side effects, 43–​45
xerostomia induced 

by, 197
Oral complaints, older adults 

in palliative care 
with, 369

Oral hygiene, oral mucositis 
treatment with, 215

Oral mucositis

analgesia for, 216
clinical pearls of, 216
definition of, 215
hydration for, 215
infections with, 216
management of, 215–​16
NCI terminology criteria 

for, 215t
oral hygiene for, 215
pharmacological treat-

ment for, 216
risk factors for, 215

Outpatient palliative/​sup-
portive care, 277

Oxaliplatin, peripheral 
neuropathy induced 
by, 220

Oxybutynin, xerostomia 
induced by, 197

Oxycodone
cancer pain management 

with, 34f, 37
chronic kidney disease 

and pain manage-
ment with, 403

equianalgesic dose 
table, 50t

Oxymorphone
cancer pain management 

with, 37
xerostomia induced 

by, 197

PA. See Personal 
accomplishment

Paclitaxel
CID caused by, 217
peripheral neuropathy 

induced by, 220
PAD. See Physician-​

assisted death
Pain

amyotrophic lateral scle-
rosis with, 423

assessment, 27–​63
clinical pearls, 33
definition, 29
intensity of, 32
psychosocial, 32–​33
scales for, 451, 451t
tools for, 32b

assessment of, 12
breakthrough, 30
cancer, 28–​29, 28b, 

29f, 31b
chronic kidney disease 

and management of
acetaminophen in, 403
Calcific uremic 

arteriolopathy 
(CUA), 402–​03

gabapentin in, 404
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Pain (Cont.)
nephrogenic systemic 

fibrosis in, 403
NSAIDs in, 403
opioids in, 403–​04
pregabalin in, 404
tricyclic antidepressants 

in, 404
depression with, 105
end-​stage liver disease 

management 
with, 393

fatigue with, 75f, 76
heart failure patients 

experiencing, 377t
mechanisms of, 30
nociceptive, 30, 30b
older adults in palliative 

care with, 368–​69
pain assessment tools, 

350, 350b
palliative radiotherapy 

indicated by, 225t
pathophysiological 

classification of, 30
quality of  life associated 

with, 6f
secondary to invasive 

procedures, 452
severity, 43
stroke patient with, 426
total, 105
types of, 30, 30b
visceral, 30

Palliative care. See also indi-
vidual entries

characteristics of, 2
clinical decision making in, 

23–​25, 23t, 24t, 25b
conceptual frame-

work toward 
understanding, 2f

emergencies in, 185
bleeding, 188–​89
clinical pearls, 194
hypercalcemia, 

186, 187t
seizures, 193–​94
spinal cord 

compression, 191–​92
superior vena cava 

syndrome, 190
history of, 2
key elements of, 2–​3
skill sets for, 3
for spinal cord 

compression, 192
supportive care and 

hospice care overlap 
with, 2–​3, 2f

symptomatic treatment of  
delirium in, 162t–​64t

Palliative care patients,  
constipation 
in, 144–​45

Palliative care specialists, 273
knowledge contributions 

of, 275, 275f
Palliative care teams, 273

acute care hospitals 
with, 276

acute palliative care units 
with, 276

consult teams 
with, 276–​78

home palliative care 
with, 277–​78

interdisciplinary nature 
of, 274f

multidimensional  
assessment with, 9t

outpatient palliative/​
supportive care 
with, 277

principles and practices 
of, 274–​75, 274f

Palliative Performance Scale 
(PPS), 11, 311, 312t

advanced-​cancer progno-
sis with, 311

Palliative Prognostic Score 
(PaP), 311, 313t

Palliative radiotherapy, 223
for bone 

metastases, 226–​27
for brain metastases, 228
clinical pearls of, 230
indications for, 225b
for lung cancer, 228
for pelvic disease, 229
side effects, management 

of, 224t
stereotactic body, 

227, 229
treatment-​related side 

effects, 224
Palliative sedation (PS), 167

AAHPM 2006 position 
statement on, 169

checklist for, 168b
clinical pearls, 170
definition of, 168–​69
medications used for, 169
monitoring, 170

Palliative sedation at end 
of life

AAHPM statement 
on, 301–​2

background of, 301
ethics of, 301–​02

Palmar plantar erythrodyses-
thesia, 218, 218t

Palonosetron (Aloxi), CINV 
treatment with, 213t

Pamidronate, cancer pain 
management 
with, 55

Panic disorder (PD), 249
Panitumumab, EGFR  

inhibition from, 219
PaP. See Palliative 

Prognostic Score
Papilledema, nausea 

with, 127f
Parental grief, 356
Parkinson’s disease

cognitive dysfunction 
with, 430t, 431

dementia with, 430t, 431
depression with, 

430t, 431
hallucination with, 

430–​31, 430t
myoclonus caused  

by, 205
psychosis with, 

430–​31, 430t
sleep disorders with, 

430t, 431
Paroxetine (Paxil, Seroxat), 

106, 106t
depression treatment 

with, 247
pharmacokinetic drug 

interactions 
with, 336t

for pruritis, 201
Partial thromboplastin time 

(PTT), 188
Patient-​ controlled 

analgesia, 44
oral mucositis treatment 

with, 216
Patupilone, peripheral 

neuropathy induced 
by, 220

Paxil. See Paroxetine
PD. See Panic disorder
Pediatric palliative care 

(PPC), 345
children affected  

by, 346
clinical pearl, 346
communication issues in

age-​specific  
recommenda-
tions, 354–​55

clinical pearl, 353
in death, core con-

cepts to complete 
understanding of, 
342, 354

empathic 
listening, 353–​54

medical conversations 
formats, 353
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simultaneous cura-
tive and palliative 
care, transition and 
participation, 354

definition of, 346
differences from care 

of  adult patients, 
346b, 347

family-​centered care, role 
of, 348

grief  and bereavement in
children versus adults, 

comparison, 358
children whose parent 

is dying, 357–​58
clinical pearl, 356
disclosure of  impending 

death, 356
psychosocial support 

of  parents and 
siblings, 357

parents, needs of, 358
symptom assessment and 

management
clinical pearl, 351
drug use, developmen-

tal issues in, 352
pain assessment tools, 

350, 350b
paradigm for, 349–​50
pharmacotherapy,  

principles of, 352
procedure-​related 

pain in cancer 
patients, 349b

psychological dis-
tress, assessment 
of, 350–​51

symptom control, 
modalities of, 352

symptom epidemiol-
ogy, 349, 349b, 349t

synthesis of, 351
treatment-​related 

pain in cancer 
patients, 349t

PEI. See Percutaneous  
ethanol injection

Pelvic disease, palliative 
radiotherapy  
for, 229

Pentoxifylline, CID treat-
ment with, 217

Peptic ulcer disease, nausea 
from, 127f

Percutaneous ethanol injec-
tion (PEI), hepato-
cellular carcinoma 
management with, 
392, 392t

Percutaneous feeding 
tube, 98

Peripheral nervous system, 
disorders and 
pruritis, 200

Peripheral neuropathy
management of, 220–​21
NCI terminology criteria 

for, 220t
risk factors for, 220
treatment-​induced, 

220–​21, 220t
Personal accomplishment 

(PA), 470
Petroleum jelly, hand-​foot 

syndrome treatment 
with, 218, 218t

Pharmacodynamic drug 
interactions, 325–​26

Pharmacokinetic drug 
interactions, 327

absorption, 327, 328
distribution, 327, 328
elimination, 327, 344
metabolism, 327, 329, 

330t–​43t
Pharmacokinetics, 43
Pharmacological interac-

tions in palliative 
care, 323–​44

definition of, 325
risks for, 325

Pharmacotherapy
for cancer-​related pain, 

34–​41, 34f, 36b
clinical pearls of, 41–​42
WHO analgesic ladder, 

34–​41, 34f, 36b
Phenobarbital 

(Phenobarbitone)
for palliative sedation, 169
pharmacokinetic drug 

interactions with, 
334t, 338t

Phenytoin
pharmacokinetic drug 

interactions 
with, 330t, 334t, 
337t, 338t, 339t, 
340t, 341t

for seizures, 193
Phrenic nerve ablation, 

hiccup treatment 
with, 199

Physical activity, fatigue 
treatment 
with, 79–​80

Physician, role in hospice 
care, 234

Physician-​assisted 
death (PAD)

AAHPM statement 
on, 303–​05

ethics of, 303–​05

Physician Orders for Life-​
Sustaining Treatment 
(POLST), 250–​51

PICO (Problem, interven-
tion, comparison, 
and outcome), 462

Pilocarpine, xerostomia 
treatment with, 197

Pimecrolimus, skin 
lesions treatment 
with, 219

Piperacillin, for febrile 
neutropenia, 210

Pittsburgh Sleep Quality 
Index (PSQI), 14

Plan of  care (POC), 
232b, 236–​37

Platinum agents, peripheral 
neuropathy induced 
by, 220

POC. See Plan of care
POLST. See Physician Orders 

for Life-​Sustaining 
Treatment

Polyethylene glycol,  
constipation man-
agement with, 148t

Posaconazole,  
pharmacokinetic 
drug interactions 
with, 334t, 336t

Post-​traumatic stress  
disorder 
(PTSD), 108

clinical pearls of, 249–​50
palliative care patients 

with, 249–​50, 250b
screening for, 250b

PPC. See Pediatric 
palliative care

PPS. See Palliative 
Performance Scale

Pregabalin, chronic kidney 
disease and pain 
management 
with, 404

Preparatory grief
depression, differentiating 

from, 248f
palliative care patients 

with, 246–​47, 
246f, 248f

Pressure ulcers, 195
cause of, 202
clinical pearls of, 205
older adults in palliative 

care with, 369
Principal-​based 

bioethics, 288
Problem, intervention, com-

parison, and out-
come. See PICO
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Prochlorperazine 
(Compazine)

akathisia induced by, 109
CINV treatment 

with, 214t
nausea management with, 

133, 133t
Proctolysis, 99
Profile of  Mood States, 74t
Prognostication in palliative 

care, 309
advanced-​cancer patients, 

213t, 310f, 311, 312t
clinical pearl, 310, 310f
communicating prognosis, 

320t, 321
models for, 213t, 

311, 312t
patients with COPD, 

310f, 315, 316t
patients with dementia, 

317, 318t, 319t
patients with heart failure, 

310f, 314, 314f
Prokinetic agents

constipation management 
with, 149t

nausea management with, 
133–​34, 133t

Promethazine
akathisia induced by, 109
for breathlessness, 183
nausea management 

with, 133t
Propofol, for palliative 

sedation, 169
Propranolol, esophageal 

varices management 
with, 389t

Proton pump inhibitor (PPI), 
hiccup treatment 
with, 199

Pruritis, 195
central or peripheral 

nervous system dis-
orders and, 200

clinical assessment of, 200
clinical pearls of, 205
dermatological diseases 

and, 200
management of, 200–​01
opioids with, 47–​48
psychogenic disorders 

with, 200–​01
systemic conditions asso-

ciated with, 200
Pruritus

chronic kidney disease 
and management 
of, 404–​05

end-​stage liver disease 
complicated by, 
388t, 391

management of, 389t
PS. See Palliative sedation
Pseudobulbar affect, amyo-

trophic lateral scle-
rosis with, 422

PSQI. See Pittsburgh Sleep 
Quality Index

Psychological issues in 
palliative care 
patients, 245

advance 
directives, 250–​51

clinical pearls 
of, 250–​51

anxiety, 247–​50, 248f
clinical pearls 

of, 249–​50
depression, 246f, 

247, 248f
clinical pearls of, 247

overlap of  processes, 
in patients 
with advanced 
disease, 246f

posttraumatic stress  
disorder, 
249–​50, 250b

preparatory grief, 246–​
47, 246f, 248f

clinical pearls of, 247
Psychological symptoms, 

amyotrophic lateral 
sclerosis with, 423

Psychological techniques 
procedures for can-
cer pain, 58–​60

Psychosis, Parkinson’s 
disease with, 
430–​31, 430t

Psychostimulants
anxiety precipitated 

by, 248
depression treated with, 

106–​07, 106t
fatigue treatment 

with, 77–​79
Psychotropics, xerostomia 

induced by, 197
Psyllium, constipation man-

agement with, 148t
PTSD. See Post-​ traumatic 

stress disorder
PTT. See Partial 

thromboplastin time
Pulmonary embolism, anxi-

ety with, 109
Pulmonary function test, 

breathlessness 
in, 179

Quality of  life (QOL)
ICD and, 379–​80
LVADs and, 381

peripheral neuropathy 
and, 220

sleep disturbance with, 
14, 117

symptom assessment 
with, 6–​7

symptoms and factors 
associated with, 6f

Quetiapine
anxiety treatment 

with, 110
delirium treatment 

with, 162t
sleep disturbance man-

agement with, 119t

Radiation therapy
nausea from, 127f, 128
oral mucositis risk 

with, 215
Radiofrequency ablation 

(RFA), hepatocel-
lular carcinoma 
management with, 
392, 392t

Radiotherapy (RT)
emerging 

technologies, 229
palliative, 223–​29, 224t
stereotactic body, 

227, 229
xerostomia induced 

by, 197
Raltegravir, HIV interactions 

with, 412t
Ramsay Sedation Scale, 452t
RASS. See Richmond 

Agitation-​
Sedation Scale

Reconciliation, 264
REE. See Resting energy 

expenditure
Refractory agitated 

delirium, 165
Reglan. See Metoclopromide
Relaxation training, cancer 

pain management 
with, 59

Religion, 284
Religiosity, 15–​16
Remeron. See Mirtazapine
Renal disease

hospice care, prognosis 
factors for, 236b

myoclonus caused by, 205
Renal failure

nausea from, 127f
palliative care with, 24t

Renal palliative care, 397
chronic kidney dis-

ease, symptom 
management, 402

clinical pearl, 398
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dialysis, decision-​making 
regarding, 400

end-​stage renal disease 
patients, 399, 399f

Respiratory depression, 
opioids with, 47

Resting energy expenditure 
(REE), 88

Revised Delirium Rating 
Scale (DRS-​R 
-​98), 158

Revised Piper Fatigue 
Scale, 73t

RFA. See Radiofrequency 
ablation

Rheumatoid arthritis, 
cachexia with, 84

Richmond Agitation-​
Sedation Scale 
(RASS), 170

Richmond Agitation–​
Sedation Scale, 453t

Rifampin
for pruritis, 201
pruritus management 

with, 389t
Rilpivirine, HIV interactions 

with, 412t
Risperidone, sleep distur-

bance management 
with, 119t

Ritalin. See Methylphenidate
Ritonavir

HIV interactions 
with, 412t

pharmacokinetic drug 
interactions with, 
334t, 342t

Rotterdam Symptom 
Checklist (RSCL), 8

RSCL. See Rotterdam 
Symptom  
Checklist

RT. See Radiotherapy

Saline enemas, constipa-
tion management 
with, 149t

Saquinavir, HIV interactions 
with, 412t

Sarcopenia, cachexia, and 
starvation distin-
guished from, 84t

SBO. See Small bowel 
obstruction

SBP. See Spontaneous bacte-
rial peritonitis

SBRT. See Stereotactic body 
radiotherapy

SCC. See Spinal cord 
compression

Scopolamine (Transdermal)

nausea management 
with, 133t

xerostomia induced 
by, 197

Scrotal edema, 204
SDS. See Symptom 

Distress Scale
Secondary traumatic stress 

(STS), 481
Sedation. See also Palliative 

sedation
assessment of, 452, 

452t, 453t
opioids with, 45
Ramsay Sedation 

Scale, 452t
Richmond Agitation–​

Sedation Scale, 453t
Sedative-​hypnotic agents, 

CNS interactions 
with, 325

Seizures
benzodiazepine for, 193
fosphenytoin for, 193
management of, 193–​94
phenytoin for, 193
presentation of, 193
valproic acid for, 193
workup for, 193

Selective serotonin reuptake 
inhibitors (SSRIs)

anxiety treatment 
with, 110

for breathlessness, 183
depression treated with, 

106–​07, 106t
depression treatment 

with, 247
myoclonus induced 

by, 205
side effects of, 247
sleep disturbance man-

agement with, 120
Senna, pharmacokinetic 

drug interactions 
with, 333t

Sepsis
anxiety with, 109
delirium with, 161

Serotonergic enterokinetic 
agents, constipa-
tion management 
with, 150

Serotonin antagonists, 
nausea management 
with, 133t, 134

Serotonin-​norepinephrine 
reuptake inhibitors 
(SNRIs), depres-
sion treated with, 
106–​07, 106t

Seroxat. See Paroxetine

Sertraline (Zoloft, Lustral), 
106, 106t

pharmacokinetic drug 
interactions 
with, 330t

Shame, 264
Shared decision-​making 

model, 281
Short Form–​36-​Version 1 

Vitality (Energy/​
Fatigue) Subscale, 
for fatigue 
assessment, 74t

Short-​ form MSAS38 
(MSAS-​SF), 10

Short Orientation Memory 
and Concentration 
Test (SOMCT), 
delirium assessment 
with, 157

Sialorrhea, amyotrophic 
lateral sclerosis 
with, 421–​22

Singultus. See Hiccup
Skin lesions

associated with EGFR 
inhibition, 219

treatment-​related, 
218, 218t

Skin ulceration, palliative 
radiotherapy indi-
cated by, 225t

Sleep disorders, Parkinson’s 
disease with, 
430t, 431

Sleep disturbance (SD), 
113, 114

anxiety with, 116
assessment of, 14, 

115b, 118
cancer patients with

assessment of, 115b
management of, 115b
nonpharmaco-

logical treatments 
for, 115b

pharmacological  
treatments  
for, 115b

prevalence of, 116
quality of  life impact 

on, 117
chronic kidney disease 

and management 
of, 405

clinical pearls of, 122
depression with, 116
management of

nonpharmacological, 
115b, 121

pharmacological, 115b, 
119–​21, 119t
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Sleep hygiene, sleep distur-
bance management 
with, 121

Small bowel obstruction 
(SBO), 138. See also 
Bowel obstruction

causes of, 138
diagnosis of, 140
pathophysiology of, 139

SNRIs. See Serotonin-​
norepinephrine 
reuptake inhibitors

SOERCE, 259
Somatic nerve blocks, 57
Somatostatin, bowel 

obstruction manage-
ment with, 142

SOMCT. See Short 
Orientation 
Memory and 
Concentration Test

Sorbitol, constipation 
management with, 
148t, 149t

SPICT. See Supportive 
and Palliative Care 
Indicator Tool

Spinal cord 
compression (SCC)

clinical presentation 
of, 191

diagnosis of, 191
glucocorticoid therapy 

for, 191
management of, 191
palliative care for, 192
palliative radiotherapy 

for, 227
palliative radiotherapy 

indicated by, 225t
radiation therapy 

for, 191–​92
rehabilitation for, 192
surgery for, 192

Spinal cord injury, constipa-
tion caused by, 144

Spinal opioid therapy, for 
cancer pain, 56

SPIRIT, 260
Spiritual distress, 15–​16
SPIRITual History, 15
Spiritual issues in palliative 

care, 257–​59
care plans for, 

268–​69, 268t
in clinical settings, 

implementing, 
260–​62, 261f

development issues 
with, 266–​67

diagnosis of, 264–​65, 267
INSPIR, 269, 270b

integrating into clinical 
settings, 270b

intervention examples 
for, 268t

model for, 260–​62, 261f
religion and, 284
spiritual care 

algorithm, 263f
spiritual screening for, 

260, 261f
treatment for, 

268–​69, 268t
Spironolactone, ascites man-

agement with, 388t
Spontaneous bacterial 

peritonitis (SBP)
end-​stage liver disease 

complicated by, 
388t, 390

management of, 388t
SSRIs. See Selective sero-

tonin reuptake 
inhibitors

Starvation, cachexia, and 
sarcopenia distin-
guished from, 84t

Stavudine, HIV interactions 
with, 412t

Stereotactic body radio-
therapy (SBRT), 
227, 229

Steroids, cancer pain man-
agement with, 55

St. John’s wort, pharmaco-
kinetic drug interac-
tions with, 330t, 
336t, 340t

Stress, 471
secondary traumatic, 481

Stroke patient
dysphagia with, 425
incontinence and bowel 

management 
with, 425–​26

pain with, 426
reduced communication 

with, 425
STS. See Secondary 

traumatic stress
Sufentanil, cancer pain man-

agement with, 38–​39
Superior vena cava (SVC) 

syndrome
clinical presentation 

of, 190
diagnosis of, 190
management of, 190

Supine X-​ray, for nausea and 
vomiting, 129

Supportive and Palliative 
Care Indicator Tool 
(SPICT), 394

Supportive care
conceptual frame-

work toward 
understanding, 2f

palliative care, and hos-
pice care overlap 
with, 2–​3, 2f

skill sets for, 3
Supportive care teams,  

multidimensional 
assessment with, 9t

Surgery
for bowel 

obstruction, 141
for spinal cord 

compression, 192
surgical ablation, 58
surgical resection,  

hepatocellular  
carcinoma manage-
ment with, 392t

SVC syndrome. See 
Superior vena 
cava syndrome

Symptom assessment, 5–​16
anxiety in, 15
cachexia in, 12–​13
clinical pearls, 16
constipation in, 13
delirium in, 14
depression in, 15
dyspnea in, 13–​14
emotional and spiritual 

distress in, 15–​16
fatigue in, 12
malignant bowel 

obstruction in, 13
multidimensional, 8–​10, 9t
nausea in, 13
pain in, 12
physical symptoms and 

complications 
in, 12–​14

prognosis and function 
instruments of, 11

quality of  life with, 6–​7
sleep disturbance in, 14
spiritual distress in, 15–​16

Symptom Distress Scale 
(SDS), 8, 10

Syncope, dehydration 
with, 96

Systems of  Belief  
Inventory-​15R, 15

Systolic heart 
dysfunction, 378

TACE. See Transarterial 
chemoembolization

Taxanes, peripheral neu-
ropathy induced 
by, 220
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Tazobactam, for febrile 
neutropenia, 210

TBW. See Total body weight
TCAs. See Tricyclic 

antidepressants
Temazepam, sleep distur-

bance management 
with, 119t

Tenofovir, HIV interactions 
with, 412t

TENS. See Transcutaneous 
electrical nerve 
stimulation

Tense ascites, nausea 
from, 132t

Terminally ill patients, 
research 
into, 459–​66

challenges in conducting, 
461, 461b

ethics in, 466
palliative care 

research, 462–​63
PICO for, 462
protocol development 

for, 464–​65
recruiting and retention 

in clinical trials, 465
successful recruitment 

measures in, 466
Terminal phase, amyotrophic 

lateral sclerosis 
with, 424

Testosterone, replacement 
in hypogonadic 
males, 79

Thalidomide
peripheral neuropathy 

induced by, 220
for pruritis, 201

Thrombocytopenia, 
188, 210

Tipranavir, HIV interactions 
with, 412t

Tolerance, opioids with, 45
Topotecan, CID caused 

by, 217
Total body weight 

(TBW), 95
Tramadol

cancer pain management 
with, 36

pharmacokinetic drug 
interactions 
with, 335t

xerostomia induced 
by, 197

Transarterial chemoem-
bolization (TACE), 
hepatocellular carci-
noma management 
with, 392, 392t

Transcutaneous electrical 
nerve stimulation 
(TENS), nausea 
management 
with, 135

Trazodone
pharmacokinetic drug 

interactions 
with, 340t

sleep disturbance man-
agement with, 119t

xerostomia induced 
by, 197

Triazolam, sleep  
disturbance  
management 
with, 119t

Tricyclic antidepres-
sants (TCAs)

cancer pain management 
with, 34, 54

chronic kidney disease 
and pain manage-
ment with, 404

fatigue caused by, 71
myoclonus induced 

by, 205
Tropisetron (Navoban), 

CINV treatment 
with, 213t

Tuberculosis, cachexia 
with, 84

Tumoral adhesions, bowel 
obstruction caused 
by, 139f

Urinary retention, opioids 
with, 47

Utilitarianism, 289

Vagal nerve stimulation, 
hiccup treatment 
with, 199

Valacyclovir, oral  
mucositis treatment 
with, 216

Valerian, pharmacokinetic 
drug interactions 
with, 332t

Valproic acid
myoclonus management 

with, 205
pharmacokinetic drug 

interactions 
with, 331t

for seizures, 193
VALUE mnemonic, 

282, 283b
ICU communication with, 

447, 448t
Vancomycin, for febrile 

neutropenia, 210

Vapreotide, bowel  
obstruction  
management 
with, 142

VC. See Vomiting center
Venlafaxine (Effexor), 106

peripheral neuropathy 
treatment with, 220

Vinblastine
oral mucositis risk 

with, 215
peripheral neuropathy 

induced by, 220
Vinca alkaloids, peripheral 

neuropathy induced 
by, 220

Vincristine, peripheral  
neuropathy  
induced by, 220

Vinorelbine, 220
Virtue-​based bioethics, 288
Visceral pain, 30
Vitamin K, 188–​89
Vomiting. See Nausea and 

vomiting
Vomiting center (VC), 

126–​27, 126f
Voriconazole, pharma-

cokinetic drug 
interactions with, 
334t, 336t

Warfarin, pharmacokinetic 
drug interactions 
with, 331t, 337t

WBRT. See Whole brain 
radiotherapy

Weight loss
depression with, 103b
fatigue with, 76
HIV/​AIDS with, 415t

WHO. See World Health 
Organization

WHO analgesic ladder,  
34–​41, 34f, 36b

Whole brain radiotherapy 
(WBRT), 228

WOC. See 
Wound-​ostomy care

World Health Organization 
(WHO), 34

analgesic ladder, 34–​41, 
34f, 36b

staging for HIV/​AIDS, 
408, 409t, 410t

Wound care, 195
assessment in, 202
debridement for, 203

clinical pearls of, 205
management for, 203

Wound-​ostomy care 
(WOC), 202
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Xerostomia, 195
causes of, 197
clinical pearls  

of, 205
management of, 197
prevalence of, 197

Yoga, sleep disturbance 
management 
with, 121

Zaleplon, sleep disturbance 
management 
with, 119t

Zidovudine, HIV interactions 
with, 412t

Zofran. See Ondansetron
Zoledronic acid, cancer 

pain management 
with, 55

Zoloft. See Sertraline

Zolpidem
pharmacokinetic drug 

interactions 
with, 342t

sleep disturbance  
management 
with, 119t

Zopiclone, sleep disturbance  
management  
with, 119t
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