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Preface to the Series

Palliative Care, a series devoted to research and practice in palliative care, was
created to address the growing need to disseminate new information about this
rapidly evolving field.

Palliative care is an interdisciplinary therapeutic model for the management
of patients with incurable, progressive illness. In this model, the family is con-
sidered the unit of care. The clinical purview includes those factors—physical,
psychological, social, and spiritual—that contribute to suffering, undermine
quality of life, and prevent a death with comfort and dignity. The definition pro-
mulgated by the World Health Organization exemplifies this perspective.°

Palliative care is the active total care of patients whose disease is not responsive to
curative treatment. Control of pain, of other symptoms, and of psychological, social
and spiritual problems is paramount. The goal of palliative care is the achievement
of the best possible quality of life for patients and their families.

Palliative care is a fundamental part of clinical practice, the “parallel uni-
verse” to therapies directed at cure or prolongation of life. All clinicians who
treat patients with chronic life-threatening diseases are engaged in palliative care,
continually attempting to manage complex symptomatology and functional 
disturbances.

The need for specialized palliative care services may arise at any point during
the illness. Symptom control and psychological adaptation are the usual concerns
during the period of active disease-oriented therapies. Toward the end of life,
however, needs intensify and broaden. Psychosocial distress or family distress,
spiritual or existential concerns, advance care planning, and ethical concerns,
among many other issues, may be considered by the various disciplines that coa-
lesce in the delivery of optimal care. Clinicians who specialize in palliative care
perceive their role as similar to those of specialists in other disciplines of medi-
cine: referring patients to other primary caregivers when appropriate, acting as
primary caregivers (as members of the team) when the challenges of the case
warrant this involvement, and teaching and conducting research in the field of
palliative care.

°World Health Organization. Technical Report Series 804, Cancer Pain and Palliative Care. Geneva:
World Health Organization, 1990:11.



With recognition of palliative care as an essential element in medical care
and as an area of specialization, there is a need for information about the
approaches used by specialists from many disciplines in managing the varied
problems that fall under the purview of this model. The scientific foundation of
palliative care is also advancing, and similarly, methods are needed to highlight
for practitioners at the bedside the findings of empirical research. Topics in Pal-
liative Care has been designed to meet the need for enhanced communication
in this changing field.

To highlight the diversity of concerns in palliative care, each volume of Topics
in Palliative Care is divided into sections that address a range of issues. Various
sections address aspects of symptom control, psychosocial functioning, spiritual
or existential concerns, ethics, and other topics. The chapters in each section
review the area and focus on a small number of salient issues for analysis. The
authors present and evaluate existing data, provide a context drawn from both
the clinic and research, and integrate knowledge in a manner that is both prac-
tical and readable.

We are grateful to the many contributors for their excellent work and their
timeliness. We also thank our publisher, who has expressed great faith in the
project. Such strong support has buttressed our desire to create an educational
forum that may enhance palliative care in the clinical setting and drive its growth
as a discipline.

New York, N.Y. R.K.P.
Houston, TX E.B.
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1

Models for the Delivery of Palliative Care:
The Canadian Model

CARLEEN BRENNEIS AND EDUARDO BRUERA

The notion of palliative care, providing comfort to the dying, is not new to
Canada or other countries. However, the context of the delivery of care has
changed considerably since the mid-1970s. In the second half of the twentieth
century in North America, care of the terminally ill moved from the home into
the hospitals. The success of medical technology shifted the focus in hospitals to
prolonging life and avoiding death. This change moved the medical care of the
patient from the family physician and home nurse into a field of specialties,
where until recently, palliative care was not recognized.1–3 Beginning with the
pioneering work of Dame Cicely Saunders at St. Christopher’s Hospice in
England in 1967, a focus on quality of life and symptom management has
occurred throughout the hospice movement.

The first palliative care programs in Canada were established in Montreal
and Winnipeg in 1975 (The Royal Victoria and St. Boniface Hospitals). The initial
growth focused on hospital-based programs with some of the world’s earliest spe-
cialty units within tertiary teaching hospitals. Canada is known internationally for
the development of palliative care units and consultation teams within hospi-
tals.4–5 Since the palliative care units were under the auspices of host institutions,
minimal standards of care were ensured.6 Programs generally grew out of exist-
ing hospital-based programs and spread into the community through outpatient
clinics and some home-based care.2,6 In Canada, the connection to teaching hos-
pitals and funding from the public health care system provided for a stronger
academic base than most British and American programs, which maintained 
a strong hospice focus.5 This chapter describes the growth of palliative care 
services delivery in Canada and uses the Edmonton Regional Palliative Care
Program as an example.
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Definition of Palliative Care

Palliative care was defined by the Palliative Care Foundation in 1981 along with
the first guidelines on palliative care developed by National Health and Welfare.7

The 1989 definition and guidelines by Health and Welfare Canada reflected
more of a continuum of care with curative treatment and strengthened the notion
of the interdisciplinary team. These updated guidelines reflected the increase of
palliative care in the home.2,8,9 The World Health Organization (WHO)’s defini-
tion of palliative care developed in 1990 again underscored the value of psy-
chosocial, spiritual as well as physical care, yet continued to suggest palliative
care be provided to patients not receiving active anti-disease therapy.6,10 The
Canadian Palliative Care Association (CPCA)’s, the national representative for
hospice and palliative care in Canada, definition from the Standards Committee
(1995) suggests palliative care is provided as primary, secondary, and tertiary
roles throughout the trajectory of illness. In September 1998, the CPCA Board
of Directors approved a short definition: “Hospice palliative care is aimed at
relief of suffering and improving the quality of life for persons who are living
with or dying from advanced illness or are bereaved.”11

Palliative Care Development

In part because of the Report to Cancer 2000 Task Force by Expert Panel on
Palliative Care (1991), there has been an ongoing debate about the types of pal-
liative care services that should be created over the last several years. Impetus
for these discussions have been:

1. Increasing burden of suffering based on the aging population and increas-
ing cancer prevalence. This expands the population for palliative care. The
number of people over 75 years of age is expected to increase by 158% from
1981 to 2021 (2.4% annually).12 Across Canada, there is a projected increase in
mortality with as many as 70,000 Canadians dying of cancer per year by 2000.
Cancer has become more chronic yet 50% of patients will die of this disease fol-
lowing months or years of treatments. Cancer is characterized by aspects of phys-
ical, emotional, and spiritual suffering.5 The Report to Cancer 2000 Task Force
(1991) recommended reallocation of cancer resources to palliative care services,
increased education and research, and a major shift of resources to home care.
To a large extent, this reallocation of resources has not occurred.

2. Regionalization of health care service as a response to diminishing
resources. The result of regionalization in most areas is an amalgamation and
decrease in the number of acute care beds. As care shifts to the community,
increased resources must move with the care to provide enhanced home care,
respite, and other care options.5,13,14 Part of the move to the community is to save
the “hotel” and other costs associated with acute care beds. However, as yet there
are no Canadian studies showing the cost of community care to be cheaper. And,
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if the cost to the caregivers is included (cost shifted), costs savings are much
less.15–17

3. Emphasis on community-based care as a response to individual choices.
The literature is replete with an increased focus for community-based care. Pal-
liative care is seen to be a model of care that works well for community care.
Providing options of care for seniors, and informing and including patients in
decision making has also enhanced focus on the option of maintaining quality 
of life and choosing end-of-life care at home. The proportion of patients who
chose a home death, and have maintained their choice over time, is not well-
documented.(15,18–20) Canada has had a long history of high use of acute care beds
for palliative patients. The move toward more people dying at home requires a
substantial shift in our socialization and learned expectation.

4. Increased medical provision of palliative care sometimes referred to as
high tech. Increased options for care fuels the controversy between the potential
for futile or depersonalized care, and patients’ rights to access active symptomatic
treatment.2,21 There has been significant knowledge gained in symptom manage-
ment and the use of this knowledge is not widespread beyond palliative care spe-
cialists, underscoring the need for more broadly targeted education.4,21–23

5. Public concern over care of the dying, as seen in the euthanasia debate
and increasing discussion of advanced directive legislation. During the 1990s,
there was strong public demand for more information and control related to
health care issues, requiring improved communication between health care 
professionals and the public.3

6. The ongoing call for sensitive and standardized data collection to assess
if palliative care services are making a difference for patients and families.24–30

The lack of common definitions, measurement, and outcomes does not assist
people who work in palliative care to clearly describe palliative care to other
health professionals or to the public. The definition of palliative care, that which
is offered when all else fails, is still prevalent with the public and with health
care workers. Canada has begun to address this issue through a process of
national consensus of definitions and identification of outcomes.6,31

Jurisdiction for Health Care

Canada has a publicly funded health care system. The Canada Health Act,32 is
federal legislation that facilitates reasonable access to health services without
financial or other barriers through public administration, comprehensiveness,
universality, portability, and accessibility. However, comprehensiveness describes
health services provided by hospitals and medical practitioners, and it is up to
the law of each province to define similar or additional services. Therefore, home
care coverage varies from province to province and within regions of most
provinces. Costs for medications and other services are provided through private
insurance or provincial programs. Consequently, community-based palliative

Delivery of Palliative Care: The Canadian Model 5



care can vary in the access to services and in the range of services. Patients may
incur variable costs in medications, supplies, availability of home care and
medical services, and family assistance such as respite.9

The Constitution of Canada defines health care as a provincial jurisdiction in
Canada. In practice, responsibility for health care is shared between the federal
and provincial governments. The federal government impacts health care
through legislation, regulations, and activities of its various departments, and
control of financial resources for funding of health care. The provinces have the
authority over health care but do not have significant resources to fund it. There-
fore the creation of standards is often the interplay between national bodies, such
as the CPCA, the federal government Department of Health, and the
provinces.14 Consequently, a primary focus for the CPCA, founded in 1991, is
the development of standardized principals of practice. In 1995, a working doc-
ument including proposed definitions, statements of philosophy, principles of
practice and model guidelines of practice was published as part of the process
for consensus.6 A second document outlining the status of consensus was com-
pleted in 1999.31 Using the Delphi technique, the workgroup reached consen-
sus on over 70 of the 101 items. Further national consensus building will
continue, with completion anticipated by 2001. The process and result of gaining
consensus on 13 principle functions will assist Canada in utilizing a common ter-
minology, and ensuring that palliative care programs are aware of and choose 
to include these areas in model development.

Health Canada has provided some financial support of the CPCA. The CPCA
promotes palliative care awareness, education, and research, advocating at a
national level for policy, resource allocation, and support for caregivers. It orga-
nizes a national conference every second year and publishes a directory. There
are provincial palliative care associations in each province. The Journal of Pal-
liative Care, published by the Centre for Bioethics Clinical Research Institute
of Montreal, a legacy of the Palliative Care Foundation from the 1980s, is a peer
reviewed journal available internationally.

Programs of Care

Accurate statistical data about the number and type of programs, facilities,
number of patients, and costs of palliative care in the literature for Canada are
scarce.14 The Canadian Palliative Care Foundation completed surveys in 1981
and 1986 and the McGill Palliative Care Service completed surveys in 1990.
Further surveys have been completed by the CPCA in 1994 and 1997 in the
Canadian Directory of Services Palliative Care. The information from these
surveys must be viewed with caution since they are based on self-reporting. Not
all programs may have provided information and the definitions are not stan-
dardized.14,28 In 1997, for the first time, descriptor codes for common terminol-
ogy were used in the directory.

6 CULTURAL ISSUES IN PALLIATIVE CARE



Palliative care programs increased by over 300% between 1981 and 1986 (116
verses 359). The number of programs then decreased to 345 by 1990, and
increased to 432 in 1994. The shift to community-based programs, rather than
hospital-based programs, was noted during these time periods.33 Programs that
were based in hospitals increasingly had assigned palliative care beds (266 in
1981 to 767 in 1990). An increase was noted in long-term care facilities and the
presence of a broader variety of professionals on the team.28 Although there are
over 600 palliative care services listed in the 1997 directory, the impact of region-
alization, with the consolidation of acute care beds and the networking of ser-
vices within an area, makes it difficult to determine if there is increased growth
or an increase in reporting.

The number of programs and surveys does not assist us in knowing the access
Canadians have to palliative care, particularly in rural settings. It is generally
believed that a small minority of patients, 5%, has access to palliative care ser-
vices.13–14 The majority of terminally ill patients die in acute care facilities.3,19,34

There is currently a highly variable range of palliative care services develop-
ment. Four provinces provide guidelines outlining components, or principles of
palliative care services. Saskatchewan’s guidelines outline a planning procedure
and 12 core components for provision of services.35 Some provinces, such as 
Manitoba, have specifically identified palliative care as a core health care service
that every region must offer. In general, the literature discusses the need for a
range of options depending on the needs of the person and his or her family at a
particular point in time.3,33,35 The Report of the Special Senate Committee on
Euthanasia and Assisted Suicide (1995) recommended that palliative care pro-
grams become a top priority in restructuring the health care system and that 
there be an integrated approach to palliative care: “The delivery of care, whether
in the home, in hospices or institutions, with the support of volunteers, must be
coordinated to maximize effectiveness.”14 The Invitational Symposium reinforced
the need to be flexible in allowing for episodes of heavy care, with lighter care 
in between. No one setting is the answer, and there are limits to what can be 
provided in the home. At the same time, a person may be able to stay home com-
fortably without the aid of any formal services. An interdisciplinary practice 
model including volunteers is promoted.9

A subcommittee update to the 1995 Special Senate Committee on Euthana-
sia and Assisted Suicide, released in June 2000, states that in the 5 years since
the tabling of the report, little progress has been made in the area of quality end
of life care. The new report recommends the federal government, in collabora-
tion with provinces, develop a national strategy for end-of-life care.36

Provinces in Canada are in different stages of regionalization of health care
services. Palliative care services, which require collaboration for continuity of
care, can serve as a model of program of care across sectors. In her report to
Health Canada, Kristianson (1997) recommends a mixed model, structured as a
continuum of care weighted toward home care: “. . . Development of this model
would require vigorous home supports, home substitutes for family caregivers

Delivery of Palliative Care: The Canadian Model 7



respite, day hospices, trained family physicians who are affiliated with home care
services. Long term hospice setting in extended care settings, and intensive spe-
cialized palliative care units in tertiary care teaching hospitals. Tertiary units
would treat patients with complex symptoms and transfer to less intensive set-
tings if stable. The model would include two consultative services: (a) a central-
ized, consultative service accessible by telephone or written consultation, and (b)
a mobile palliative team to provide consultation to rural and remote communi-
ties.”2 Some individuals would continue to be cared for in settings where they
have received the majority of their care (for example, pediatric settings, renal
dialysis units, pediatric, medical units).

Communities with large specialized populations (e.g., persons with acquired
immunodeficiency syndrome [AIDS]) may create specialized units. Canada’s
large rural geography underlines the need for programs to have outreach com-
ponents. Kristianson and others emphasized that this continuum of care requires
infrastructure.

At the Invitational Symposium on Palliative Care: Provincial and Territorial
Trends and Issues in Community-Based Programming (1997), provinces gen-
erally reported that models were emerging utilizing generic services com-
plemented by specialized services. Model development includes essential
components of palliative care such as pain and symptom management, interdis-
ciplinary team, medical consultation, psychosocial/counselling care, spiritual
care, volunteer, and bereavement programs.

Four underpinnings in model development are: accessibility, continuity of
care, education mandate, and research-based practice. An example of a program
utilizing a mixed model in Edmonton, Alberta is presented.

Edmonton Regional Palliative Care Program

The Regional Palliative Care Program for the Capital Health Region in the
Edmonton area began in July 1995 following 18 months of planning. Prior to
1995, palliative care consultation was available at two sites, the Misericordia Hos-
pital and the Edmonton General Hospital. Both programs extended into the
community through either a home program (distinct from home care) or an out-
patient clinic. Palliative home care services have existed in Edmonton since 1985.

The World Health Organization, in its description of planning for services,
recommended four types of information to be gathered for service development:
(1) number of local deaths to estimate the need, (2) information about the area
to define what is changing, (3) information about resources in the area, and (4)
data about the adequacy of the resources to meet the need.10 In Edmonton, the
need for a coordinated, integrated palliative care program was based upon 78%
of oncology patients dying in acute care hospitals, with an average of more than
20,000 patient days per year. Access to palliative care services was inconsistent
and inequitable. In 1992, 290/1341 (22%) of the cancer patients who died that
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year accessed one of the two available services. The need to develop accessible,
cost effective, quality palliative care services within the Edmonton region was
identified.

The program was designed in the midst of health care reform in the province
of Alberta. Alberta was one of the earliest provinces to restructure health care
into regional health authorities and significantly decrease resources for health
care. Acute care beds were decreased by 30% (2731 beds in December 1992
verses 1910 beds in January 1999). A community-based program that would
decrease the need for acute care beds was a timely and supported proposal for
the region. In addition, in 1993, the Alberta government produced guidelines
titled Palliative Care: A Policy Framework. The document assigned responsibil-
ity for palliative care services to the regions, and emphasized a community-based
approach within a continuum of care.37 The region had a clear mandate to
provide palliative care services.

The model chosen for the program fit well with the provincial guidelines and
is similar to the mixed model described by Kristianson.2 A community-based
model based on a continuum of care shifts the focus of care from acute care to
the home and hospice settings. Patients and their families should have access to
palliative care services regardless of their care setting. The primary site of care
is the home with palliative home care and family physician support. Clearly, a
goal of the program is to increase the participation of the family physicians in
palliative care and to provide these physicians with adequate support.

An essential component to the acceptance of a regionalized integrated pal-
liative care service was to involve key stakeholders in the planning and imple-
mentation of the program. Stakeholders, with the authority to approve changes,
were involved in the planning of the program, and formed the basis of the
ongoing Regional Palliative Care Advisory Committee (Fig. 1.1). Overall admin-
istrative support for the stakeholders to be involved and implement change
within their own areas proved essential to the process.

Agreed upon definitions of palliative care and its philosophies were supported
(Tables 1.1, 1.2). The goal of the program was to (1) increase access to palliative
care services, (2) decrease the number of deaths in acute care facilities and (3)
increase participation of the family physician in the care of the terminally ill, and
provide the physicians with adequate support. The structure of the program
should support patients moving freely within the various components of the
regional program.

Program structure

A centralized coordinating office was established with responsibilities to: (1)
coordinate the delivery of care, (2) develop standards and common assessment
tools (3) identify and advocate for funding, (4) provide education for profes-
sionals and the public, (5) coordinate research, (6) educate and support volun-
teers, (7) identify, coordinate, and encourage the development of bereavement

Delivery of Palliative Care: The Canadian Model 9



Figure 1.1. Regional palliative care program structure.

Table 1.1. Philosophy guiding the regional palliative care program

• Palliative care specialists (physicians and nurses), by offering support to primary caregivers
(family doctors and interdisciplinary caregivers in the community and continuing care) and
specialists when appropriate, will assist these people to provide quality palliative care through
adherence to sound standards of practice.

• Every individual has the right to participate in informed discussions about the health care
resource options that may help to optimize the quality of his or her life during the course of
living with a life-threatening illness, especially when dying, and to choose the best possible
options based on that information.

• Palliative care strives to meet the physical, psychological, social, and spiritual needs of patients
and families, with sensitivity to their personal, cultural, and religious values, beliefs and
practices, through patient-directed supportive interventions by an interdisciplinary team of
appropriately trained professionals and volunteers.

• Care should be delivered in a patient-focused, family-centered environment.
• A patient or family-driven program contributes to successful achievement of health care

outcomes.
• The program will promote interdependence, with each participating organization having both

autonomy and accountability for delivering quality, cost-effective palliative care within a
coordinated network of services.

Data from Ref. 47.
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Table 1.2. Regional palliative care program: criteria for admission

Palliative Care Is:

Active total care offered to a patient with progressive disease and his or her family when it is
recognized that the illness is no longer curable, in order to concentrate on the quality of life and
the alleviation of distressing symptoms in the framework of a co-ordinated service. Palliative care
neither hastens nor postpones death. It provides relief from pain and other distressing symptoms
and integrates the psychological and spiritual aspects of care. In addition, it offers a support
system to help relatives and friends cope during the patient’s illness and bereavement.

(Medical/Nursing/Midwifery Advisory Committee—United Kingdom)

Based upon this definition, all people admitted to the program will:
• be experiencing progressive disease where the focus of care is on comfort, not cure, and

improving his or her quality of life
• require active care to alleviate distressing symptoms related to physical, psychosocial, and

spiritual needs

Approximately 85%–90% of these people will have a cancer diagnosis.

Admission Criteria to Specific Areas:

Home

• above criteria
• expected length of stay on the program of approximately 3-4 months
• do not require acute or tertiary care
• the ability to provide services within financial resources
• desire for the person or family to be cared for at home

Continuing Care (Hospice)

• above criteria
• cannot be managed at home
• do not require acute or tertiary care
• expected length of stay of approximately 2 months
• over 18 years
• accepting of no code status

Acute Care

• for management of acute medical problems (that is, pathological fracture, bleed, acute
respiratory distress)

• anticipated short stay

Tertiary Palliative Care Unit

• severe symptom problems for which management has not been successful in any of the
other settings, and requiring intensive management

• expected length of stay of approximately 2 weeks
• over 18 years
• accepting of no code status

Data from Ref. 47.
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services, (8) manage the data and identify outcomes, and (9) provide consult
teams (nurse or physician) to assist primary caregivers in providing care in the
home, the hospice, and continuing care and community hospitals. The regional
office liaises with the various levels of palliative care services to coordinate the
delivery of services.

To increase access and provide quality palliative care services, multiple points
of entry into palliative care were needed in order to address needs along a con-
tinuum of care. Four levels of care were identified to provide a continuum of
care for patients and families in the region. Criteria of admission for palliative
care overall and for each level of care were identified. The criteria have proved
invaluable in describing the patient population, and the need for various levels
of care given the complex needs of palliative care patients (Table 1.2). In all levels
of care, access to consultants is available. However, to provide the shift of care
from acute care to the community, increased resources were required in home
care and palliative hospice.

Components of care

The following are the major components of the Edmonton Regional Palliative
Care Program:

1. Palliative home care services: Palliative care services in the home were
already available in the region. Increased funding was allocated to home care for
increased delivery of palliative care at home, including 24-hour care. Some
respite is provided in the home. Family physicians provide primary medical care
for palliative patients in the community. Referrals can be made to a volunteer
community day hospice program (Pilgrim’s Hospice), or other day and respite
programs in the region. Accessible transportation and level of acuity are barri-
ers to patients’ using these services.

2. A total of 57 palliative hospice beds in 3 continuing care centers were allo-
cated from existing continuing care level services. The hospices received increase
resources for nursing, interdisciplinary teams, and medications. Each of the three
hospices has a dedicated nurse manager and 24-hour registered nurse coverage.
Enhanced interdisciplinary teams include social work, pastoral care, pharmacy
and rehabilitation. Respite care is available in the hospice if a bed is available.

3. Four full-time salaried teams of a consultant nurse and physician were
established in order to provide community consultation. An automatic consulta-
tion occurs upon admission to a hospice bed. The consultants also serve as the
access for palliative hospice beds, triaging, and coordinating admissions.

4. Each referral centers for acute care have nurse and physician teams avail-
able for consultation throughout the hospitals. Increased funding was provided
to ensure equitable services to both referral centers. Community consultants
provide coverage at the community hospitals.

5. The tertiary palliative care unit (14 beds), which existed previous to the
regional program, could now focus on admitting patients with the most severe
symptoms for which management has not been successful in any other setting.
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6. Palliative care codes for physician reimbursement were added in 1994 in
Alberta, allowing family physicians to be compensated for longer visits (includ-
ing the home) required for palliative care assessment, and for family and in-
terdisciplinary formal discussion.

7. A centralized training and support program for volunteers was designed
in the first year of operation. Volunteers are members of their own site’s volun-
teer program, with a centralized support and training base. Volunteers in this
region do not provide physical care, but provide a multitude of services for
patients, families, and staff.

8. A bereavement model was designed utilizing focus groups and staff input.
The model outlines the need to identify persons at high risk for complicated
bereavement, to provide equitable access to bereavement follow-up through
information and telephone, and to identify community resources for bereavement.

9. To provide seamless care for palliative patients, strong links are required
with the cancer agency to ensure that discharged patients, or patients no longer
receiving curative therapy, are linked to regional palliative resources. A commu-
nity liaison nurse based at the cancer agency is responsible for assessing all
patients discharged who are receiving no further curative treatment. The nurse
provides a palliative assessment, utilizing symptom assessment tools used
throughout the region, and ensures the patient has a family physician caring for
them. The nurse encourages patients to discuss with her or his family physician
the physician’s ability to provide home visits and on-call coverage 24 hours per
day. The nurse maintains and distributes a list of family physicians able to care
for palliative patients if the patient is not already linked to a physician. In addi-
tion, an interdisciplinary outpatient clinic for consultation of pain and symptom
control is available for outpatients at the cancer agency.

10. To provide common language, decrease duplication, and ensure a com-
plete assessment, common patient assessment tools are used by all sites. The fol-
lowing common tools are utilized; the Edmonton Symptom Assessment System,38

the Mini Mental State Examination,39,40 the CAGE Questionaire41,42 and the
Edmonton Staging System for cancer pain.43 All data from the above assessments
are entered into a palliative care database.

The program is designed to be evidenced-based and outcome-driven. Guide-
lines are set on best available research findings. Handbooks of palliative care
guidelines are written for family physicians,44,45 nurses46 and family caregivers.47

Outcomes of criteria of admission, availability of consultants, numbers of deaths
per setting, and average length of stay were set out at the beginning of the
program. The outcomes of the program for each year are compared to the data
available during program planning (1992/1993) every year in the annual report
of the program.

11. Education: A primary role of the program is to educate both health pro-
fessionals and the public about palliative care. A model of care based on primary
caregivers providing palliative care, with consultant support as necessary,
requires initial and ongoing education for nursing, interdisciplinary staff, and
family physicians. The average family physician will see 1–2 cancer deaths per
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year. In the Edmonton region, there are approximately 840 family physicians 
registered, with approximately 1300 cancer deaths per year. If one supports the
continuum of care for patients, allowing physicians to follow their patients during
the terminally ill phase, these physicians will require education and support in
palliative care.48,49 Attending physicians are encouraged to provide primary
medical care for their patients in the hospice setting.

Consultants provide initial orientation to new staff working directly in any of
the palliative care sites. Ongoing inservices, palliative care rounds and city wide
rounds, community bus rounds (biweekly),50 workshops, annual retreat for pal-
liative care staff, and an annual palliative care conference (350 registrants in
1998) are provided. Standardization of teaching material is occurring, with the
availability of audiovisual teaching aids and handouts about common palliative
care topics.

12. Research: All physicians work within the Division of Palliative Medicine
and therefore have clear expectations for education and research. The tertiary
palliative care unit is designed as both an intense clinical, educational, and
research unit for all disciplines. Family medicine residents rotate to the unit for
2 weeks, also going out into the community with the community consultants.
There is an accredited conjoint Postgraduate Program in Palliative Medicine
(College of Family Physicians and Royal College of Physicians and Surgeons of
Canada), based on the tertiary unit. This unit frequently trains physicians from
many settings for varying lengths of time. Because of common standards and
ethics reviews, research studies are now easier to expand beyond the tertiary unit
into other palliative care settings.

13. A palliative care database, created prior to the start of the program 
for the tertiary unit, was adapted to allow data entry from all levels of care. A
dedicated database was considered essential for program planning and quality
control. Patient demographics, clinical data (diagnosis, symptom assessment,
Edmonton Staging Symptom (ESS), CAGE Questionnaire Mini Mental 
State Examination (MMSE), comfort assessment, and data describing the 
movement of patients through the program (referred from, discharged to,
hospice preference site) are recorded. The referring physician is listed to gather
information on the number and type of physicians referring patients. A data
manager is responsible for quality control and reporting. All areas of the
program, except home care, are presently entering data (acute care collects
patients referred for palliative care consultation only). Home care began data
entry in 1999.

Outcomes

An increase in access to palliative care services as measured by palliative care
consultation was significant. During 1992, 290/1341 (21%) patients accessed a
palliative care consult team compared to 1110/1326 (84%) in 1996 and 1070/1229
(87%) during 1997 (p < 0.0001 overall). The numbers of cancer patients access-
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ing services were gathered from the records of the existing palliative care ser-
vices in 1992, and from the program database in 1996 and 1997.

The total number of cancer deaths per year is reported from the Alberta
Cancer Registry by site of care. Cancer deaths occurring in acute care facilities
decreased significantly between 1992/1993 and 1996/1997. Table 1.3 describes
the number and location of cancer deaths in acute care (tertiary, community, and
cancer hospitals), palliative hospices, continuing care facilities (all levels includ-
ing nursing home, and auxiliary) and in the home between 1992/1993 and
1996/1997. Primarily the shift in care was to palliative hospices and to the home.

Average length of stay in acute care also decreased significantly over the same
time period (Table 1.4). The cancer center is a separate region from the acute
care facilities in the Edmonton region and is therefore reported separately. The
decrease in acute care deaths and in length of stay significantly decreased the
number of acute care patient days.

The corresponding decrease in costs for palliative care in the use of 
palliative hospice beds at $161.70/day (1996/1997) and home care (costs not avail-
able) versus acute care medical beds $508/day (Department of Finance, Capital
Health Authority) is significant, given the shift of care to hospice. However,
further research is required to show actual cost savings realized, particularly
costing of care in the home (including the shift of care to family caregivers).

Another indicator for the program is the number of physicians who consulted
the program each year. During 1996/1997, 372 distinct physicians referred
patients to consultants. Family physicians represented 77% (287) of all physi-
cians referring. Of the 840 family physicians registered in the Edmonton region,
35% referred to the program. In 1996, 240/268 (89%) of palliative care cancer
patients discharged from the cancer center chose to stay with their family physi-
cian, when asked if they wanted to change, or had no designated physician. For
the 28 patients who requested a new family physician, one was found within 24

Delivery of Palliative Care: The Canadian Model 15

Table 1.3. Number of cancer deaths by site of death in the Edmonton Region (Capital
Health Authority)

Place of deathb 1992/1993 a (%) 1994/1995a (%) 1996/1997a (%) p

Acute care facilitiesc 1119 (86) 877 (71) 633 (49) <0.0001
Palliative hospices 0 0 378 (30) <0.0001
Continuing care centersd 53 (4) 96 (8) 38 (3) <0.0001
Home 126 (10) 259 (21) 227 (18) <0.0001
Other 6 (—) 8 (1) 3 (—) =0.299
Total 1304 (100) 1240 (100) 1279 (100)

a Based on fiscal year of April 1–March 31.
b Data from Alberta Cancer Registry except for Palliative Hospices data from Edmonton Regional Palliative Care
data base. Data from the Alberta Cancer Registry are provisional as some deaths may be registered in subsequent
years.
c All acute care hospitals in Capital Health Region, tertiary palliative care unit, and cancer center.
d Includes all continuing care level facilities such as nursing homes and auxiliary hospitals.



hours from the list of 150 physicians who volunteered to take care of new
patients.51

A survey of family physicians was completed in 1999. A return of 39%
(327/840) was received following two mail outs. Of the returned surveys, 72%
(234) had referred to the program, and 35% (113) had cared for a patient in a
hospice setting. There was strong agreement (6 or 7 on 7-point likert scale) that
the palliative care physician consult improves patient care (83%), and helps a
patient be cared for in their preferred setting (82%).

Outcomes by level of care

The establishment of outcome criteria prior to the initiation of the program was
helpful in describing the direction, effect, and changes expected throughout all
areas in the health care system in the region for palliative care. The collection
and data entry of clinical data about the patient’s symptoms assists us in moni-
toring the clinical status of the patient population.

Table 1.5 describes clinical outcomes for the levels of care. Specific data for
home care patients are not available for the time period reported. Clinical data
from consultant referrals do occur in the home (47%), but refer to a more severe
population within the home, since a consultation had been requested. The out-
comes for each level of care are discussed below:

1. The tertiary palliative care unit, as one of two sites to access palliative care
in 1992, cared for 168 patients that year. The change expected in a regionalized
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Table 1.4. Length of stay and number of patient days of last hospitalization before death
in the Edmonton Region (Capital Health Authority)

1992/1993a 1996/1997a 1997/1998a p

Acute Care Hospitalb

Total number of deaths (%)c 825 (63%) 403 (32%) 373d <0.0001
Mean length of stay in days (± SD)e 27 ± 16 15 ± 7 16 ± 7f <0.0001
Total number of patient days 22,608 6,085 6,036 N/A

Cancer Centerg

Total number of deaths (%)c 130 (10%) 95 (7%) 115d 0.02
Mean length of stay in days (± SD)e 15 ± 21 9 ± 10 11 ± 11h <0.005
Total number of patient days 1,958 875 1,275 NA

a Based on fiscal years April 1–March 31.
b Data from Capital Health Authority: Evaluation, Information, and Research.
c Percentage of cancer deaths in acute care over total number of cancer deaths in region.
d p value not possible for 1997/1998 because the proportion of acute care deaths over total number of deaths is not
available.
e SD, Standard deviation.
f p < 0.0001 for 1992/1993 versus 1997/1998.
g Data from Cross Cancer Institute, Health Records (cancer center).
h p = 0.059 for 1992/1993 versus 1997/1998.



program, with enhanced community palliative care, was that the unit would care
for more patients, address complex symptoms, and then discharge the patient to
the most appropriate setting, resulting in a shorter length of hospital stay. Slightly
fewer patients would die on the tertiary unit, since other options for palliative
care would exist.

In 1997, the number of patients and the length of stay did not decrease.
However, as options for admission to the most appropriate setting of care existed,
the acuity of the patients admitted to the unit was higher. There will continue
to be a subset of patients on the unit with higher acuity and poor coping mech-
anisms who will remain on the unit, as no other site of care can provide acute
enough management (Table 1.5). The patients are younger (average age 62
versus 72 in the hospices) with a higher incidence of stage 3 pain (72%) indi-
cating a poorer prognosis for pain management. Positive CAGE Questionaire
scores are higher (26% versus 14% for acute care consultants), indicating poor
coping mechanisms on this unit.
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Table 1.5. Clinical outcomesa by site of care for patients discharged November 1,
1997–October 31, 1998

Site of care TPCUb Acute carec Hospiced Consultante Chi square

Number of Patients 163 664 499 924
Age (mean ± SD)f 61.5 ± 13.9 68.6 ± 14.3 72.3 ± 12.6 70.6 ± 13.1
CAGEg 26 (34/129) 11 (69/605) N/A 21 (128/604) p < 0.0001
Pain Stage 2 (ESS)h 64 (81/126) 34 (207/603) N/A N/A p < 0.0001

Pain %i 57 (89/156) 32 (207/603) 36 (145/407) 54 (326/566) p < 0.0001
Activity % 70 (107/154) 77 (483/624) 59 (254/431) 85 (471/564) p < 0.0001
Nausea % 24 (37/152) 11 (69/636) 15 (55/368) 20 (115/571) p < 0.0001
Depression % 43 (64/148) 28 (159/573) 29 (113/391) 36 (177/497) p = 0.0004
Anxiety % 53 (81/152) 31 (178/583) 31 (125/403) 41 (199/490) p < 0.0001
Drowsiness % 53 (81/154) 45 (282/621) 49 (204/417) 56 (308/548) p = 0.0026
Appetite % 66 (121/152) 70 (431/617) 60 (257/428) 70 (386/551) p < 0.0001
Wellbeing % 61 (89/147) 50 (270/540) 46 (184/404) 68 (256/379) p < 0.0001
Shortness of Breath % 29 (45/153) 30 (132/630) 22 (88/393) 32 (177/560) p < 0.0001
MMSE %j 40 (57/143) 39 (239/606) 58 (152/324) 28 (139/503) p < 0.0001

a Data from Regional Palliative Care Program.
b Tertiary Palliative Care Unit.
c Patients referred for palliative consultations in tertiary referral centres: Royal Alexandra and University of Alberta
Hospitals.
d Includes 57 palliative hospice beds.
e Patients referred for palliative consultation in community and community hospitals. Unique data for palliative
home care not available.
f Mean ± standard deviation.
g Percentage of patients with positive CAGE Questionaire (≥2/4), indicating risk for chemical coping.
h Pain Stage: percentage of patients with pain stage 2 or 3, indicating poor prognosis for pain management, as mea-
sured by the Edmonton Staging System (ESS) for cancer pain.
i Score ≥ 5 for 0–10 ESAS (Edmonton Symptom Assessment Scale) indicating severe symptom for patient. First
ESAS completed at site.
j Abnormal Mini-Mental Stage Examination (MMSE) £ 80% of answers correct. First MMSE completed at site.
Indicator for cognitive impairment.



The patients on the tertiary unit have significantly higher scores of all symp-
toms measured by the ESAS. Table 1.5 outlines the first measurement of ESAS
scores at the different levels of care. Because of the large number of corrections
of comparison, the correction factor of Bonferroni was used. A score of 0.004
was accepted as significant.

2. Acute Care Hospitals: Palliative care nurse/physician consult teams in the
two large referral hospitals provided consultation for 656 cases in 1997. These
consultants tend to see patients earlier in their illness trajectory and provide
skilled advice in symptom management, communication and discharge planning.
In 1996/1997, 36% of patients were discharged home, 18% to hospice, 8% to the
tertiary unit, 18% to other sites and 20% died.47

3. Palliative Hospice: The largest shift of care was the transfer of patients
into the palliative hospices, the majority coming from the home (41%) and from
acute care (38%). The average length of stay was much shorter than anticipated
(42 verses 66 days). With a median length of stay of 22 days, half the patients
were staying for short periods, increasing the acuity for the hospices. There were
increased admissions, family conferences and preparation for death. Occupancy
of the hospice beds was 92% in 1996/97.52 This number allows for rapid admis-
sion to the hospices as required. As expected, incidence of cognitive impairment
is highest in this setting (Table 1.5), and is often listed as a primary reason for
admission.

4. Home: A small shift of care has occurred in cancer deaths occurring at
home, much lower than the planned 40% (126 versus 227, an increase of 8%
from 1992 to 1996). Further enhancements to palliative home care continue to
occur in delivery of care. Access to lab and medication (community pharmacies
available 24 hours/day, and will courier medications) have been resolved. It is
unclear to what extent the availability of hospice bed influences patient and
family choices for a home death. Hinton (1994)17 describes how the availability
of hospice beds permitted more confident perseverance at home, where people
received 90% of the palliative care. However, further research is needed to deter-
mine to what extent patients and families prefer a home death in a regionalized
system of palliative care, with palliative hospice available, as they move within a
continuum of care.

Consultants are available to visit patients in the community. Consultants 
also support home care case managers through telephone consultation and 
education. Beginning February 1, 1999, the Alberta government introduced a 
palliative care drug plan that provides immediate medication coverage for those
patients (primarily under 65 without health insurance) who do not have a drug
plan.

Discussion

The outcomes outlined at the beginning of the program have generally been met
in the first 3 years of operation. Access to palliative care, as measured by pallia-
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tive care consultation, increased significantly, to 87% of cancer patients. The
program is not exclusive to oncology (Table 1.2); patients with other diagnosis
who require active palliative care to alleviate their symptoms are cared for and
admitted to the program. In 1996/1997, 8.2% of patients’ primary diagnoses were
other than cancer. This does not include home care, which has a higher propor-
tion of other diagnoses. However, the cancer population is used to determine
outcomes because it is a population that is definable and most prevalent. The
definition of palliative care, particularly in acute care facilities is not consistent.
The population seen by the program is definable, but not every palliative 
care patient requires consultation and is therefore not recorded in the program
database.

Data are collected from the Information Office for the region, the Capital
Health Authority, on overall cancer deaths in acute care facilities. Data are also
collected from the Cross Cancer Institute given that the Edmonton cancer center
has inpatient oncology beds. (Table 1.4). Table 1.3 shows a discrepancy in the
number of cancer deaths reported by the Alberta Cancer Registry and the
Capital Health Authority for both the 1992/1993 and 1996/1997. This difference
noted is 955 and 498 for the 1992/1993 and 1996/1997 period from the Capital
Health Authority, verses 1119 and 633 for 1992/1993 and 1996/1997 for the
Alberta Cancer Registry. The difference is most likely because of different
methodologies of definition of cause of death (admission and discharge sum-
maries verses death certificates). However, using either data source, a large and
significant decrease in the number of cancer deaths has occurred in acute care
facilities.

The model of care utilizing the family physician as the primary caregiver, with
consultant support, is the most common and realistic in a regionalized model of
care. However, involvement of the family physicians throughout the continuum
of care, when care is shifted to the community, results in increased involvement
of family physicians in both simple and complex cases. Issues of reimbursement,
education, and a willingness to provide home or hospice visits and 24-hour cov-
erage need to be addressed. Involvement of 35% of the family physicians per
year, and more than 600 distinct physicians since the program began 3.5 years
ago suggests family physicians are providing palliative care. Ongoing and creative
methods of education are required, given that the average family physicians will
only see 1–2 patients per year with a cancer death population of approximately
1300/year. Data collection is ongoing in determining what percentage of physi-
cians follow patients into hospice settings. Determination of family physicians
willing to care for new patients and measurement of physician satisfaction with
palliative consultant and care options must be ongoing indicators of the program.
Initial family and physician satisfaction was positive following 1 year of opera-
tion.53 The survey of family physicians completed in 1999 supported the role of
physician consultants in improving patient care.

Patient and family satisfaction data are collected at some settings within the
program, but there is need for a unified measurement of satisfaction from both
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patients and family. This very important indicator will add to the overall out-
comes of the program.

A primary outcome of any program is the clinical outcome of care. In pal-
liative care, this is a comparison of symptom management from prior to initia-
tion of the program to the present. Issues of access and site of death, although
important, are put into context by the clinical indicators of good symptom 
management. Unfortunately, this comparison is not possible since data collec-
tion on symptom management in the acute care facilities, where most of the
deaths were occurring in 1992/1993, did not occur. Today, measurement of
symptom distress is recorded on patients referred to consultants in acute 
care, but not on every palliative care patient. The other issue for palliative 
care is the interpretation of symptom measurement in a population where 
clinical deterioration is the expected course.24,29,54 This issue can only be 
confirmed in prospective studies assessing physical and psychological symptom
management.

The criteria for admission and model design for the Edmonton area program
has attempted to clearly articulate the patient population and options for 
care, based on patient need and preference (Table 1.2). This assists any type 
of program in planning for resources and measuring outcomes, particularly in
palliative care, where definitions and standards of care are still developing 
consensus. As recent literature in Canada and elsewhere discusses the need 
for palliative care earlier in the illness trajectory54,55 and to increase access of 
palliative care beyond oncology,6 the Edmonton area program continues to
discuss and define its mandate in relation to this particular community and
patient population.

Conclusion

The Edmonton Regional Palliative Care Program is one example of model devel-
opment in a regionalized program using both generic services complemented by
specialized services. Other programs throughout Canada have developed to meet
the needs of their communities. Many programs have begun the process of
regionalized program of care only in the last few years. The process and results
of consensus building toward national definitions and standards in palliative care
continue to influence the direction and comprehensiveness of palliative care ser-
vices in Canada.
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2

Models for the Delivery of Palliative Care:
The Spanish Model

CARLOS CENTENO AND 
MARCOS GÓMEZ-SANCHO

Before describing the model of palliative care in Spain, it is necessary to give a
brief description of the country’s current health care model. Our country has
approximately 40 million inhabitants. The public health system offers universal
access and is publicly financed. In accordance with the constitutional principle
of territorial decentralization in the healthcare field, public health services and
functions have been transferred from central government to 7 of the 17
Autonomous Regions, affecting some 62% of the country’s population.1 The
Instituto Nacional de Salud (INSALUD), the central government’s public body
directly responsible for providing health care services, covers more than 14
million citizens. In the rest of the country, health care is in the hands of the so-
called Regional Health Systems, rather than the INSALUD. In these regions,
care is provided within the same public framework and is free of charge.

When analyzing health problems in Spain there is not just one health 
care scenario. We are experiencing a decentralizing process now and the 
public health situation is diverse.

We should be quite clear that the Spanish public health system enjoys a high
technical and human level, and is at least at the same level as that of the other
European countries. It is also true, however, that all European countries that
have incorporated what we know as the “Welfare State” into their social policy
are experiencing financial and management problems that affect health care
policy overall. This explains some difficulties in incorporating new solutions and
approaches to health care problems. It is because of these problems, of decen-
tralization and of management, that palliative medicine in Spain has found it dif-
ficult to move forward in its proposals for new kinds of care for advanced-stage
cancer patients and those with other terminal illnesses.
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Nevertheless, our traditions and culture have helped us overcome these
structural difficulties. Palliative medicine in Spain, as is reflected in numerous
works of art,2 from Velazquez to Picasso, has continued a long history of human-
istic doctors. One can also appreciate the influence of Catholic-inspired organi-
zations that have always worked with the sick and the dying. The deeply rooted
family structure in our society, the Mediterranean culture with people of open,
communicative character, are factors that have influenced the rapid development
of palliative medicine in Spain.

The Beginnings of Palliative Medicine in Spain

Doctors and nurses have always been involved with palliative medicine in Spain.
It was in the 1980s that some professionals became aware that there existed an
alternative way of tending to terminal phase patients using specifically trained
and dedicated teams. As true pioneers, individuals sought training and emerged
knowing more of the true situation. With the risk of overlooking a fair number
of them, we cite Jaime Sanz Ortiz, Marcos Gómez Sancho, Juan Manuel Núñez
Olarte, Xavier Gómez Batiste, Antonio Pascual, Pilar Torrubia, Josep Porta, and
others.

Professor Sanz Ortiz, an oncologist, undertook a trip to London in 1984 to
see the work of some of the London hospices. On his return, he incorporated
the palliative care philosophy into the Oncology Department where he was
working in Santander. In 1984, Sanz Ortiz published the first study in the Spanish
language on the topic of the terminal patient.3 Professor Sanz has worked cease-
lessly all over Spain, transmitting his enthusiasm for this for way of working.

In 1986 and 1987, J. Porta, a specialist in internal medicine, and X. Gómez,
an oncologist, both spent time at St. Christopher’s Hospice in London. In
December of 1987, Gómez and J. Roca set up the Palliative Care Unit at the
Santa Creu Hospital, in Vic (Barcelona). In 1989, Porta established a Palliative
Care Unit at the Cruz Roja Hospital in Lleida.

In 1989, M. Gómez, an anesthetist, founded the Palliative Medicine Unit in
Las Palmas de Gran Canaria, after a time spent in Milan with Professor
Ventafridda. The El Sabinal Hospital of Las Palmas in the Canary Islands, as we
shall see further on, has generously hosted many of those professionals who today
work in palliative care. It has also been like a beacon in the field of palliative
care, enlightening the work in the rest of the country.

In 1990, Dr. Nuñez Olarte, an internist, traveled to the Royal Victoria Hos-
pital in Montreal, and had the opportunity of working with B. Mount. In 1991,
he worked toward the founding of Spain’s largest and busiest Palliative Care Unit
at the Gregorio Marañón Hospital in Madrid. The service maintains important
links with diverse Latin American countries.

These more personal individual initiatives gave rise to actions organized by
the health authorities. The most important of these was that of X. Gómez, in

26 CULTURAL ISSUES IN PALLIATIVE CARE



Catalonia, a region in North East Spain. This was the Catalonian Palliative Care
Planning and Implementation Pilot Program, 1990–1995.4 This program has
been vital to the development of palliative medicine not only in Catalonia, but
also in the rest of Spain and in Europe. It is a World Health Organization (WHO)
pilot that gave successful, wide range solutions to the incorporation of palliative
care into the public health system, both in home care and in the hospitals of the
public network. With the Catalonian programs, many other teams have had a
model to follow, or more accurately, a model to adapt to their own regional char-
acteristics. More recently, in 1998, a Regional Program of Palliative Medicine
was approved in Castilla y León. It is in this very region, the largest in Europe,
that modern techniques of telemedicine are being applied to training, informa-
tion, and clinical support for the teams who work with terminal patients. In
Valencia, on the Mediterranean Coast, a number of planning measures have been
adopted and in the Canary Islands, a strategy was designed in 1998 in an attempt
to spread the work of the El Sabinal center from Gran Canaria to the rest of the
Islands. The INSALUD, the central administration, has, up to now, adopted only
discrete local measures in some health districts in Madrid, Spain’s capital city. It
has tolerated, and not without difficulties, the development of other new pro-
grams in the rest of the nation.

Two institutions, the Spanish Association Against Cancer (Asociación
Española Contra El Cáncer [AECC]) and The Orden de los Hermanos Hospi-
talarios de San Juan de Dios (Saint John’s Religious Order of Hospital Brothers),
have also done much to earn the title of pioneers in the field of palliative med-
icine in Spain. In 1991, the AECC, a nongovernmental organization, launched
its first Home Care Mobile Unit for terminal patients. This model has spread to
the rest of Spain and the work of the AECC must be recognized for its merits
in helping the early stages of palliative medicine in many provinces of Spain. The
AECC provided resources and personnel to work with terminal patients. Many
more complete programs in a number of areas, working within the public health
network has come from this.

The Order of St. John holds as its philosophy the treatment of all kinds of
patients in its hospitals, with special interest in those with chronic degenerative
illnesses and other processes that mark the patient, such as the terminal phase.
In 1991, J. Viguría established the first Palliative Care Unit at St. John’s Hospi-
tal in the city of Pamplona near to the Pyrennees. The work is carried out through
agreements with the public health authorities.

In 1997 and 1998, a number of private palliative care programs were
launched in cities such as Seville, Barcelona, and Madrid. In these cases, it is the
patient, or his or her insurance company, who pays for care in the terminal phase.
It is still too early to know whether this type of initiative will prosper. Never-
theless, current data show that even for countries such as Spain with a public
health care system, there is still room for private programs offering high quality
attention, excellent scientific quality, and the flexibility to adapt to the needs of
the patient and his or her family whether in the hospital or at home.
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It is not possible here to give a complete picture of palliative medicine in
Spain. Others offer more data and have dealt with the history and initial devel-
opment of palliative medicine in Spain.5–9 To summarize, it is enough to state
that palliative medicine has been the result of personal efforts in the majority of
cases, and has enjoyed neither planning nor financing of public health institu-
tions. Great advances are to be expected once the health administration starts to
move and contributes to what now seems inevitable.

Palliative Care Programs in Spain

Two national studies have evaluated the care for terminal patients as part of pal-
liative care programs. The latest was published in May 1998 and gathers activ-
ity data for those programs running in January 1998.10,11 From the data presented
in the 1998 Directory, it can deduced that at least 25,000 patients are attended
by specific palliative care teams each year in Spain. To obtain a clearer perspec-
tive of the real meaning of this figure, we should point out that each year some
80,000 people die of cancer in Spain and approximately 20,000 patients, or 25%,
are cared for in their final months through some sort of palliative care program.

In 1998, there were 143 teams working in palliative care in Spain. Figure 2.1
shows the evolution of palliative care programs, showing constant growth since
1986.12 There are three main types of programs: integral systems, programs for
hospitalized patients, and home care programs. Table 2.1 shows the number of
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teams and gives an idea of their relative activity. Integral care systems are pro-
grams that address the full range of patient needs. They are based usually in an
acute care center, which acts as coordinator and houses the support teams that
attend the patient once he or she is discharged and sent home. When the patient
has additional social problems or when a longer stay with less technical assis-
tance is required, the integral system should offer the possibility of admittance
to a medium or long-term stay center. To name but a few, this method is fol-
lowed by the teams of the Catalonian Oncology Institute, from the Duran i
Reynals Hospital, the El Sabinal Hospital program, coordinated with home care
offered by the AECC and the regional health system, and the program of the
Virgen de la Poveda Hospital, which offers a support center for medium-term
stays, the acute care center with AECC teams, and coordination of a health
center. We might say that this would be the ideal most local solution. In Spain
there is a great administrative separation between specialized attention, gener-
ally based in hospital centers, and primary health care teams. Although there
may be a number of advantages in other aspects, for advanced stage patients the
conflicts and confusion produced by this separation and the resulting lack of
coordination between the two areas represent a serious inconvenience. At times,
the patient may find him or herself in no-man’s land, where it is not clear as to
who is responsible for providing him or her with health care.

The integral systems have the advantage of providing flexibility in care and
resource integration. At the present time, the lack of planning means that we
only have integral systems in Catalonia and in certain other areas.

In Spain, a wide network of hospitals is oriented toward high technology care
for diagnosis or treatment. In these centers, designed for acute patients, there
are hospital support teams similar to those that have existed in other countries,
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Table 2.1. Palliative care programs in Spain in 1998 and activity in the last year

Programs Identified Responses % Activity % Cancer % Total
N N communicated patients patients

N attended attended
in 1997* en 1997*

N N

Integral 15 14 93 14 93 5,281 85 6,214
systems+

Hospitalized 53 52 98 41 77 8,378 90 9,298
patients

Home-based 75 62 83 50 67 6,307 69 9,182
Patients
Total 143 128 89 106 74 19,996 81 24,694

* Non exclusive data.
+ An integral system is one that involves patient attention at different levels—acute care hospitals, medium, or long-
term stays and home-based—within the same coordinated program.
Source: SECPAL Directory of Palliative Care Programs, 1988.



such as Canada or England, for a number of years. These are programs based
on advisory teams that do not have their own beds assigned, but rather, monitor
situations where and when needed and that then continue in an advisory role,
coordinating patient care on discharge. They may be autonomous, or they may
be based in other departments, generally oncology, internal medicine, or in a pal-
liative care unit. This is an ideal solution for large hospitals and has been shown
to be efficient in other countries. The model has been applied successfully in
Catalonia. The greatest difficulty in expanding this model is that the tradition
simply does not exist in our health care system.

Up to now, in the large centers, working specifically with terminal stage
patients has been based on the creation of a physical structure with its own 
beds and space. Some characteristics of the hospital programs are detailed 
in Table 2.2. There are 32 acute care hospitals with palliative programs under
way. In the 300 beds belonging to these units, the majority of the patients 
have advanced cancer and the average stay is short, generally around 10 
days.

The support hospitals for medium-term stays, centers for chronic patients or
socio-sanitary centers, would be the equivalent of the hospices in Great Britain.
These centers are still in the early stages of development and represents an area
to be rectified in the Spanish health care system. The INSALUD hardly has any
centers of this type and those that do exist are generally in areas where health
care has been transferred to the regional authorities.

Dedicated centers for terminal stage patients do not exist in Sapin and this
may be because they are not well-accepted culturally. There is a privately
managed project for the construction of a hospice on the Costa del Sol, an area
where people from other European countries often retire.
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Table 2.2. Activity of palliative care programs for hospitalized patients, Spain 1998

Type of center Hospitals for Medium- or long- Total hospitalized
acute patients term stay centers units

N Units N Units N Units
evaluated evaluated evaluated

(%) (%) (%)

Programs Identified 32 32 (100) 36 34 (94) 68 66 (97)
No. of cases 9,523 27 (84) 5,989 29 (81) 15,512 55 (81)
No. of cases with 9,173 27 (84) 4,497 29 (81) 13,671 56 (82)

cancer
% of cancer 96 27 (84) 75 29 (81) 88 55 (81)
Total number of beds 283 25 (71) 529 30 (83) 812 55 (81)
Average stay 10.7 25 (78) 26.3 26 (72) 16.9 51 (75)
Average survival 37.5 20 (62) 30.4 22 (61) 33.6 42 (62)

Source: Data from the SECPAL Directory 1998: Not all the programs gave figures in all the sections.



The shortage of public centers of this type has led to a situation where agree-
ments are frequently made with privately run hospitals to find beds for terminal
patients. In Spain, general practitioners are not responsible for the hospitaliza-
tion of this kind of patient and hospital centers must offer complete multidisci-
plinary teams. There are at least 36 hospitals for chronic patients that offer these
palliative programs. These provide more than 500 beds for terminal patients. The
average stay in these is longer, approximately 26 days. The Hospitals of the Order
of St. John, which we mentioned previously, are this type of center when they
offer palliative care units.

We can identify three different types of hospital care programs: (1) those
developed in Catalonia and known as PADES (Programa de Atención Domici-
liaria y Equipos de Soporte [Program for Home Care  and Support Teams]), (2)
the AECC teams, and (3) a number of others, mainly from the INSALUD. A
comparison of their characteristics and activities is shown in Table 2.3. The
AECC works in a similar way to charities found in Anglo-Saxon countries. Using
its own financial resources, it forms teams for care at the terminal cancer patients’
homes. These are mobile units that are located in, or at least backed up by, a
hospital. Agreements exist for patients to be admitted to those centers when
required. The hospital also supplies medication and normally provides an office
or room from which the unit’s work is coordinated. There are approximately 40
teams of this type and they have developed principally in the area covered by
the INSALUD at moments when the INSALUD itself has not taken firm action
to establish a solid model for care.

At the same time that these teams were being formed by the specialized care
services, something of a paradox arose, as the INSALUD tried out other, con-
flicting pilot schemes from primary health care services. These were based in
health centers and were not specifically for cancer patients and not only for ter-
minal cases, but for any patient requiring health care. The future is not clear for
either of these kinds of team. For now it seems that development is focused on
the teams that began first.

PADES teams were created in the 1990s as part of the pilot scheme in 
Catalonia. They represent an important step forward as they have now been
established all over that region, meaning that cover is provided, in theory at 
least, for 100% of all terminal cancer patients in Catalonia. At first they were
located indistinctly, in health centers, acute care hospitals or in socio-sanitary
centers. At this moment, experience points to the acute care centers as prefer-
able. The specific nature of the programs has not produced uniform results, given
that some teams are oriented totally toward terminal stage patients and others,
toward all kinds of home-based patents. In any case this may be considered an
advance.

None of these three models of home care solves the problem of the dupli-
cation of resources for similar functions within the same health care system. In
theory, all the palliative teams should work as support teams. Those with the real
responsibility are still the primary health care teams with their respective general
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Table 2.3. Activity of palliative care programs for home-based patients, Spain 1998

Type of team AECC PADES Other Total

N Teams evaluated N Teams evaluated N Teams evaluated N Teams evaluated
(%) (%) (%) (%)

Programs identified 27 24 (89) 41 31 (76) 7 7 (100) 75 62 (83)
Number of cases 2,249 20 (74) 5,504 24 (59) 1,424 6 (86) 9,182 50 (67)
Number of cases 2,246 20 (74) 2,769 24 (59) 1,291 6 (86) 6,306 50 (67)
Percent of cases with 100 22 (81) 50 31 (76) 90 6 (86) 69 59 (79)

cancer
Average visits per 8.6 11 (41) 10.0 26 (63) 12 3 (43) 9.7 40 (53)

patient
Average survival 45 17 (63) 58 12 (29) 53 4 (57) 50 33 (44)
Doctors per team 1.5 24 (89) 1.1 31 (76) 2.7 7 (100) 1.39 62 (83)

(average)
Nurses per team 1.1 24 (89) 2.3 31 (76) 3.3 7 (100) 1.8 62 (83)

(average)
Psychologists (total) 22 24 (89) 5 31 (76) 3 7 (100) 30 62 (83)

AECC, Spanish Association Against Cancer; PADES, Program for Home Care and Support Teams.
Source: Data from the SECPAL Directory 1998: Not all the programs gave figures in all the sections.



practitioners. What we find in reality is quite different and there is a tendency
in all cases toward exclusivity in the care. This means that the so-called support
teams become care teams, saturated with work because of their reduced size
compared to what is considered necessary for exclusive attention. Again, the lack
of tradition with advisory teams and the novelties of the palliative programs give
rise to problems, which have not, to date, been solved.

Use of Opioids for Cancer Pain in Spain

In 1992, Spain was first in the world ranking for the increase in the consump-
tion of morphine for pain control. These levels have stabilized at present and we
are still far from what the WHO considers the optimum level to meet the needs
of terminal patients. According to the latest figures,13 Spain occupies the 11th
place in Europe as far as morphine consumption is concerned, with 9 mg per
inhabitant per year. It is preceded by Denmark, Sweden, the United Kingdom,
France, Iceland, Ireland, Norway Austria, Switzerland, Holland, and Germany,
nearly all with over 20mg per capita annually, and it is followed by Belgium,
Finland, and Luxembourg. Spain remains below the level determined by the
WHO as optimum for the treatment of pain in cancer.

Over the last 10 years, Spain has witnessed an increase in the use of slow-
release, orally administered morphine preparations. Quite different from other
countries, the slow-release formulation was introduced in 1988, and the com-
mercialization of immediate-release morphine tablets occurred only in 1995. The
use of immediate-release morphine is still far from common. In June 1998, the
use of transdermal fentanyl was approved. Other opioids, such as hydromor-
phone and oxycodone, are not available in Spain and neither are other forms of
morphine. Methadone is an exclusively hospital prescription and is not available
from pharmacies. A commercial morphine-based syrup will soon be available in
Spain but the introduction of other presentations or forms is not likely. The
development of palliative care has made a decisive contribution to the greater
use of opioid medication.

The Spanish Society of Palliative Care

The Spanish Society of Palliative Care (SECPAL) was founded in January 1992
(see Fig. 2.2). It has spread the palliative care philosophy throughout the country
through the tireless efforts of some of its members in numerous activities such
as courses, symposia, and conferences. In order to meet the objectives that led
to its foundation, the Society has incorporated over 600 members from dif-
ferent professions and specialties. Since 1992, its activities have included the 
following:14
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• Organization of two national congresses, Barcelona-95 and Santander-98,
with the participation of more than 1000 professionals in each.

• Many regional congresses and scientific meetings in different regions.
• The Society sponsored numerous training activities at basic, intermediate,

and advanced levels in many parts of Spain.
• The multidisciplinary journal, Medicina Paliativa, now in its fifth year, is

published four times each year and is the Society’s official publication. It
is the first periodical publication on palliative care in Spanish. Its editor is
Josep Porta.

• The dedicated publication SECPAL Recommendations for Palliative Care
has been distributed to more than 20,000 health care professionals.

• The participation of SECPAL members has been noteworthy in numer-
ous editorial projects, in guidelines and manuals, which have been widely
spread in Spain and in Latin America.

• In 1997 and 1998, the SECPAL Directory of Palliative Care Programs was
published with information and data on the organization, structure, and
activities of the teams at work in Spain. In the most recent Directory, there
is a list of over 1200 professionals involved in offering care to terminal
stage patients in our country.

• A joint pilot scheme, with the WHO and the Spanish Pain Society, was
carried out in 11 Spanish hospitals, under the title “Towards a Painless
Hospital.” It reached the objectives previously established.

• Through its many meetings with the Ministry of Health, the Society 
contributed to the development of a new set of rules for the prescrip-
tion of opioids, which was applied in 1994 and which allows access to 
morphine.

• SECPAL has incorporated a number of regional organizations into its 
structure and is an active part of the European Society of Palliative Care,
in which it participates as a collective member. At an international level, 
it has formed a part of numerous research, teaching, and legislative 
commissions.

34 CULTURAL ISSUES IN PALLIATIVE CARE

Figure 2.2. Logo of the Spanish Society of Palliative Care.



With the aim of continuing the improvement in the care of patients and their
families, SECPAL proposes the following projects in the short-term:

• From May 3 to May 6, 2000 the Society’s 3rd National Congress will be
held in the Valencia Palace of Congresses. For that occasion, certain new
innovative events are planned, such as Debate Forums and Consensus Ses-
sions with other Scientific Societies.

• A Web site has been created and maintained for SECPAL. This Internet
presence (www.secpal.com) aims to provide continuous information on the
Society’s different facets. It will also make scientific information available
to Spanish-speaking professionals, regarding the specialty’s most important
journals and books, through a virtual library.

• A new, revised format of the magazine Medicina Paliativa, in its second
phase, has been launched. With this initiative, the idea is to increase its
diffusion in all the countries of Latin America. This is in response to
requests that we have received repeatedly.

• At present, work is continuing on training standards and program organi-
zation. Basic Recommendations of the SECPAL will be published for the
health care authorities, advising on the training and organization of teams.

• The campaign “Towards a Painless Hospital” will be extended to Basic
Health Teams and hospitals in all regions, as well as an evaluation and dif-
fusion of the final results.

• The permanent objective of this Society is to maintain its multidisciplinary
nature and its contacts with all kinds of institutions, societies, and organi-
zations involved in caring for terminal patients and their families.

Teaching and Research in Palliative Medicine

From the beginning, those teams with sufficient experience have been essential
components in training new teams. They have given their support to a great
number of basic palliative care courses. The demand for this initial training in
palliative care over these years has been quite striking. To help with this task of
educating, a number of guides and manuals of unmistakable quality have been
published in Spanish in recent years.15–19 A singular phenomena has been the
distance training course organized by the El Sabinal in Las Palmas. Those who
applied received a book, a video, and a questionnaire with which to answer the
432 questions contained in the test. The course was a success in the whole of
Spain and was completed by 11,107 students, of which 92% passed the final
test.20 The second edition of this course is underway and a number of Latin
American professors are now taking part.

Finally, to bring this quick summary of the current state of palliative medi-
cine in Spain to an end, we should mention the universities. Some faculties have
already included palliative medicine as an optional subject in their new degree
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syllabi, thus putting the topic within reach of all the future graduates concerned
with the treatment of terminal patients. In the consensus meeting on university
training at the National Congress in Santander on May 6, 1998, a group of
Spanish medical faculty deans met together with several palliative medicine pro-
fessors and other professionals. This resulted in the publication of a document
recognizing the need to include palliative medicine as part of the undergradu-
ate curriculum in medical faculties and the recommendation that this directive
be implanted in all universities and nursing schools.

Little by little, having satisfied the most urgent need to change attitudes and
induce a new way of thinking about care, there arose demands to form teams
with advanced training. Training has become a little more structured and in 2000
in Spain there are important postgraduate university programs. Specialist uni-
versity programs and Masters degrees for nurses and doctors are offered at the
Universities of Valladolid, Barcelona, Madrid, Salamanca, Deusto, Granada, and
Extremadura. Some of these postgraduate programs are decisive for the consol-
idation of new ideas. The Spanish Society of Palliative Care is involved in setting
the minimum standards required in advanced training.

Regarding research, the studies carried out up to now have been focused on
describing organizational aspects and evaluating the results, the problems of
communication, and diagnostic information in our environment, and clarifying
psychosocial aspects. Hardly any clinical tests or comparative studies have been
published on the difficult subject of symptom control in the terminal phase.
Research in palliative medicine can be thought of as one of the great tasks left
to fulfill in Spain and special attention will have to be given to this area in the
coming years.

It is with satisfaction that we are able to view the development or culmination
of certain doctoral projects directly related to palliative medicine. Doctoral theses
have been defended in Valladolid, Madrid, Granada, Lerida, Valencia, and the
Canary Islands. These studies have been encouraged by university professors who
have become aware of the problem and have thus made palliative medicine the
focus of their lines of investigation. Perhaps the moment is coming when some of
these professors, or others returning from the clinical field, will start to show some
preference for, or dedication to, research in the field of palliative medicine. This
would mean that the discipline had reached maturity and would contribute to the
definitive acceptance of palliative medicine at the scientific level that it deserves.
It should coexist in a fruitful relationship with medical oncology, internal medi-
cine, radiotherapy, oncology and, surgical oncology.

We are of the opinion that, in Spain, we should train new doctors and nurses
in palliative medicine, from the faculties and university schools. There will be
those, due to their chosen specialty, who will require a higher level of prepara-
tion in order to treat terminal patients. Nevertheless, all should be acquainted
with the fundaments of palliative treatment and the control of symptoms, and
integrate these into their own fields. That way we can assure the welfare of the
highest possible number of future terminal-cancer sufferers. Furthermore, we
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believe that university training in the philosophy of palliative care will influence,
to a great extent, the much needed regeneration in the field of medicine in the
future.
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3

Models for the Delivery of Palliative 
Care in Developing Countries: 

The Argentine Model

ROBERTO WENK AND MARIELA BERTOLINO

Half of Argentina’s 35 million inhabitants live in the urban areas scattered
throughout the country’s 23 provinces, while the other half live in rural dis-
tricts.1 Health care development varies considerably, with areas of excel-
lent medical facilities and others with insufficient basic primary care. This 
chapter describes the development and current status of palliative care in
Argentina, noting that the information could be incomplete because of lack 
of up-to-date national data. The description that follows could be applied to 
the rest of Latin America because many of these countries face the same 
challenges.1–10

Health Aspects

To understand fully palliative care’s status in Argentina and the diverse forms of
delivering it, a brief description of the country’s health system is required.1

The health services comprise three sectors:

• Public services: free or with a minimum payment. These services rely on
federal, provincial, or municipal governments; there are 81,000 hospital
beds and 6880 facilities.

• Mutuals or social plans: approximately 300 in number, financed by employer
and employee contributions, and generally administered by trade unions.

• The private sector, prepaid care institutions, or non-profit entities. There
are some 200 of these institutions. Affiliation is on a voluntary basis.1

39



According to 1995 data, 62% of the population has some type of health cov-
erage through prepaid or social plans.1 The public health expenditure in 1995
was 1.75 of PBI or US$388 per capita.1

Life expectancy is 75.6 years and the mortality rate is 7.7 per 1000 inhabi-
tants. The three most common causes of death are cardiovascular disease, cancer,
and cerebrovascular disease.1 The global mortality rate for cancer in 1995 was
141.6 per 100,000 inhabitants. The three most frequent types of cancer in men
are lung, prostate, and stomach, and in women, breast, colon, and lung cancer.1

The incidence of human immunodeficiency virus (HIV) and acquired immun-
odeficiency syndrome (AIDS) is growing every year. Since the first cases were
reported in 1982, the number of AIDS cases rose to a reported 14,289 in 1998.
It is estimated that only 40% of cases are actually reported.11

The health care system is complex and is undergoing major changes. The
economic resources assigned for public health do not effectively solve the prob-
lems. Poor administration combined with bureaucracy at the professional and
administrative levels aggravate the problem. All of these factors result in an ele-
vated percentage of the population having difficulties in obtaining qualified and
efficient medical attention, and this is more so in the lower socioeconomic
classes.

Educational Aspects

The university system, with 16 schools of medicine, graduates approximately
3500 doctors every year, but palliative care still is not part of the undergraduate
curriculum.1 A health professional acquires his/her palliative care knowledge and
skills after graduation, generally through a combination of courses, seminars, and
conferences. A survey conducted in 1995 among 226 MDs in the Buenos Aires
province (general practitioners, oncologists, anesthetists, and pulmonologists),
who provide symptom control to an average of 25.8 terminal patients per year,
indicated that 70% of them learned only the pharmacological aspects of anal-
gesics and opioids as undergraduates.12 Postgraduate education relied mostly on
reading material, and only 5% had some sort of actual palliative care clinical
training.

The data from another palliative care survey, conducted in 1996 among 71
health professionals (MDs, nurses, students, and nurses’ aides) who attended
classes or clinical rotations in the Palliative Care Unit of Hospital Tornú—
FEMEBA (Federacion Medica de la Provincia de Buenos Aires) Foundation,
showed that less than 30% had any knowledge of immediate-release morphine
conversion to a slow release form, oral/intramuscular equianalgesic dosages, and
the concept of the rescue dose. The same percentage of surveyed professionals
were unable to name the morphine when prescribing it, were unaware of the
frequency of delirium in the final stages of life, and did not know what type of
drugs could be administered by the subcutaneous route.13 This lack of profes-
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sional training could expose patients to inefficient or unsuitable treatments for
their specific needs.

These survey results highlight the strong need to promote clinical training in
the different health professions, and several training systems actually have been
implemented: university or nonuniversity courses, a distance education system,
or through a heavy hourly practice. These diverse types of learning methods allow
professionals or volunteers to acquire or complete their education, or both.

A rising interest in palliative care is seen in other medical specialities, espe-
cially oncology, internal medicine, geriatrics, pediatrics, and infectious diseases.
The curriculum for oncology at the Catholic University of Buenos Aires and El
Salvador University includes specific palliative care modules.

Socioeconomic Aspects

The monthly average income per capita is US$400. The poverty rate fluctuates
between 8.5% and 35.5% of the population, depending on the region.1 The great
concentration of poor people reside in the outskirts of the cities, where there is
poor water, energy, transportation, and community/health services.

Sociocultural Aspects

Argentina is a country with a strong Latin culture, the product of a large Spanish
and Italian immigration. Some of these sociocultural characteristics influence
trends related to palliative care.

Diagnosis and prognosis disclosure

A great majority of the members of the health care community, in keeping with
the cultural paternalistic doctrine, consider it important to keep patients unin-
formed about a diagnosis of cancer or another life-threatening disease. Health
care professionals argue that, in this way, they shield the patient from anxiety
and suffering. Frequently, family members filter and influence information for
the same purpose. Therefore, many patients with cancer and other incurable dis-
eases are not aware of their illness and lack the information necessary to make
informed decisions about their care.

Patients’ misinformation varies with the type and location of the facilities. In
a group of 76 cancer patients at the end of life, cared for consecutively by a com-
munity volunteer palliative care group in San Nicolás, only 25% knew of their
diagnosis at the first consultation.12 In another group of 100 cancer patients
receiving palliative care and active oncological treatment at a university hospi-
tal, 55% fully knew their diagnosis and 14% had partial knowledge of it at the
first consultation with the palliative care team.14 This data let us presume that
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early palliative care intervention, with concomitant therapies, favors the disclo-
sure of diagnosis and prognosis.

Recently, a more open discussion of incurable diseases like cancer, AIDS,
and others is taking place at the individual level between doctor–patient or
family–patient, and in the media.15

Misconceptions about use of morphine and other strong opioids

The association of morphine and its derivatives with drug addiction and immi-
nent death is still strong.16 There is little actual knowledge in the public domain,
but the acceptance of the use of opioids is easily achieved when detailed infor-
mation is made available to patients and families.

A study on prognostic and limiting factors in pain control from day 1 to day
21 of treatment shows a certain reluctance to increase the dosage during treat-
ment.17 On day 1, the most prevalent limiting factors in pain control were incor-
rect prescriptions (drugs, doses, intervals), but on day 21, the factors related 
to patient attitude (reluctance to increase opioid dosage, nonutilization of rescue
doses, or noncompliance with prescribed indications).17

Decisions at the end of life

Discussions about resuscitation or admission to the intensive care unit, when the
chances for improvement are little or nonexistent, are not conducted in a sys-
tematic manner. Few patients speak easily of these decisions and few palliative
care teams try to broach the subject. The use of living wills or advance directives
is not common and they do not carry much legal weight.

Palliative care seems, without confirmation at the moment, to be influencing
great changes in this regard, making it more acceptable and easier to discuss
diagnosis and prognosis, and recognizing the ethical necessity of informed
consent regarding treatment and other important decisions. During the last 5
years, an increased interest in ethics at the end of life has been noted, ques-
tioning some of the points mentioned above, and attitude changes have been
detected.

Nevertheless, a survey conducted by Przygoda et al.18 among young MDs
(those with less than 10 years’ experience) about practices related to the end of
life shows an important need for discussion on the subject. This study asked ques-
tions about nontreatment, assisted suicide, and active euthanasia without the
patient’s consent. Seventy-one percent agreed with the decision of nontreatment,
24% favored assisted suicide, and 61% agreed with active euthanasia without the
patient’s consent. In this last group, 63% (39.8% of the overall survey) admitted
ending the life of terminal patients without explicit consent.18 It is frightening
that such a high percentage of doctors make these kinds of illegal decisions
without patient consent and it shows the need for an open debate and continu-
ing education about palliative care.
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Palliative Care Development in Argentina

Under the influence of the Hospice Movement and the World Health Organi-
zation’s Cancer Pain Program, modern palliative care concepts began to be
offered in an organized manner in 1982, both in the Federal District and in the
provinces.19–22 Palliative care development was unlike that in Europe or the
United States because cultural and economic characteristics made it difficult to
follow those models. The development basically followed three paths in consec-
utive and interrelated stages. We describe them as horizontal, ascendant, and
descendent models (Fig. 3.1).

Horizontal
This is the initial model that has a sustained development and reflects the need
and increased interest in palliative care. It works and expands on the surface at
the same level of motivation and dedication within the community and non-
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governmental entities. In numerous cities, volunteers and professionals from dif-
ferent health disciplines assist patients in various ways: individually or in a team,
using a single or interdisciplinary approach, in institutions or at home, and as
paid or unpaid professionals. They not only bring medical and psychological
assistance to the patient–family unit, but also do social work—determining need,
providing resources, and establishing links with the health care community.

Actually, the complexity of the attention provided depends on the 
local culture and rational use of available resources. Two examples of this 
model, among others, are the Centro de Cuidados Paliativos de LALCEC San
Nicolas and the Praguer-Bild Foundation in Buenos Aires, both established in
1985.

Ascendant
This model is the result of promoting and achieving more awareness of the needs
of patients with incurable illnesses and the benefits of palliative care at the 
higher levels of organization in the community (i.e., municipalities and hospitals)
through motivated professionals in diverse executive positions.

The results obtained through the policy and organization of voluntary work
in the private sector or nongovernmental organizations strives to capture the
interest of political and health authorities. The practical aspect is that it provides
hospitals and universities with the two most important activities of the teams ini-
tiated and developed in the community: clinical assistance and teaching.

Examples of this model are the teams in several hospitals: Jose de San Martín,
Garraham, Elizalde, Tornú, Udaondo y Roffo in Buenos Aires; San Roque in
Córdoba, Británico, Centenario or Baigorria in Rosario, and Humberto Noti in
Mendoza.

This model also provides the basis for pre- and postgraduate teaching of 
palliative care in the public universities (Universidad Nacional de La Plata, 
de Buenos Aires, and Rosario) and private universities (Universidad Católica
Argentina and Universidad del Salvador). At the same time, it contributes to the
training of volunteers in philanthropic or charitable institutions.

Descendent
This model promotes official palliative care programs from inception to man-
agement in different institutions. It represents the concepts, with varied results,
of shared responsibilities in collaborative work with health authorities, profes-
sional organizations, and the community in developing these clinical and educa-
tional programs. Some of these programs are:

• 1988. Programa de Medicina Paliativa del Ministerio de Salud Publica de
la Provincia de Buenos Aires, to provide palliative care in its institutions
in Zone IV. Deactivated in 1992 for lack of distribution of the necessary
existing resources.

• 1991. Programa de Dolor y Cuidados Palliativos del Programa Nacional
de Control de Cancer, to promote palliative care in institutions of the
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national health net. Due to a change in administrative health authorities,
the program never went into effect.

• 1994. Federacion Medica de la Provincia de Buenos Aires (FEMEBA), a
corporation of 14,000 MDs and the Programa Argentino de Medicina
Paliativa began a medical education program that provides theoretic/prac-
tical training in palliative care.

• 1995. Ministerio de Salud del Gobierno de Mendoza created a provincial
agency for the provincial palliative care program. Two hospital units are
active in palliative care and pain control.

• 1996 and 1998. In the Camara de Diputados de la Nation (Federal House
of Representatives), two bills were introduced for the implementation of a
National Palliative Care Program. The slow political process has hindered
its progress.

• 1998. Camara de Diputados de la Provincia de Buenos Aires (Bs.As.
Province Legislature). One bill was introduced for the creation of a Pal-
liative Care Provincial Agency to provide assistance teams in provincial
hospitals. It is in the development stage.

• 1999. Ministerio de la Salud de la Nación (National Health Department)
approved the Integral Continuing Assistance Program (PACI). This is a
multidisciplinary program that combines education, prevention, diagnosis
and treatment of HIV, and palliative care for cancer patients in the Hos-
pital Nacional Baldomero Sommer. The PACI will be active by the end of
October 2000.

• 1999. Legislatura de la Provincia de Jujuy (Jujuy Legislative Branch)
created a Program of Integral Attention for Oncologic Patients and a
Provincial Executory Unit. This unit is in the development stage and will
provide palliative care to cancer patients throughout the Jujuy Province.

• 1999. Programa de Garantía de Calidad de la Atención Medica del Min-
isterio de Salud y Acción Social (Program for the Guarantee of Quality of
Medical Care), began the drafting of organizational, functional, proce-
dural, diagnostic, and treatment standards for palliative care programs.
The standards are in the approval stage.

Contemporary Models for Providing Palliative Care

The great diversity of health care system resources in different regions has led
to different ways to provide palliative care at this time.23–26

Palliative work approach

Individualcare provided by professionals of various specialties with training in pal-
liative care. They work to establish a functioning team for the assistance of certain
patients and their families. When this occurs, professionals from multiple disci-
plines specify a care and treatment plan to address the patient’s particular needs.
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Palliative care teams

There are approximately 25–30 active teams throughout the country, with dif-
ferent configurations depending on the characteristics of each institution and
other factors.

Disciplines involved
Palliative care has a predominance of MDs over nurses and psycho-social pro-
fessionals. This also occurs in other specialized fields—few general practitioners
compared to the number of specialists, and a reduced number of nurses com-
pared to the overall number of doctors. Teams can include two or more disci-
plines, depending on the availability of professionals in each area. All teams have
a minimum of one MD and nurses, psychologists, social workers, pharmacists,
volunteers, chaplains, et al. are added.

Dedication
Most teams comprise part-time palliative care professionals. Very few can dedi-
cate themselves full-time because the remuneration does not encourage it.

Dedicated institutions
Non-Government Organizations NGO (Palliative Care Centers of the Argentine
Cancer League Against Cancer: San Nicolás, Bolivar, Caseros, etc.), public 
hospitals, university hospitals, and a handful of private clinics and social 
organizations.

Members’ earnings
Some are paid and some work ad honorem; some groups have mixed personnel.
Few health systems pay fees for palliative care services, and those teams that do
receive remuneration are not highly paid. In the public system teams, a high per-
centage of professionals work ad honorem.

Development stage
Some teams are just in the preliminary project stage, others are developing, and
still others are fully implemented. There has been an increase in the number of
teams in development and those fully implemented, as well as an increase in the
number of professionals interested in creating new teams.

Teaching and research
All teams perform internal teaching duties in their institution and frequently 
lend a hand in outside teaching. Research is in the initial stage; several teams
have recognized the necessity and importance of producing local data to achieve
advances in the field. Multicenter studies involving other Latin American 
countries, the Edmonton Group (Canada), and several local teams are in
progress.
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Patients
Most of the team’s work is geared to cancer patients, but lately patients with
AIDS and other chronic or degenerative diseases have been included. A greater
number of teams treat adult patients than pediatric patients. There are two pedri-
atic teams in the city of Buenos Aires, and one each in the cities of Rosario,
Mendoza, and Neuquén cities. Other teams are in the preliminary stages of
development. Generally, these teams take care of patients with congenital/degen-
erative pathologies.

Work place
Outpatient consultations are available in all programs. Admission to hospital is
done in another specialty’s ward. At the present time, there is only one specific
palliative care ward available for inpatients. Day hospital services are provided
in few institutions; this area is still in the development stages. Home care is prac-
tically nonexistent in the public system, with some exceptions in the cities of
Rosario and Buenos Aires, but has been widely developed in the private sector
and social organizations. The scarcity of specific home care teams and the great
distances between institutions and homes hinder the small proportion of the pop-
ulation that has access to palliative care. The common belief that only health
institutions are capable of providing all resources and services is also a factor in
the general preference for inpatient treatment.

Obstacles to the Implementation of Palliative Care

Distribution of resources

Patients suffering incurable diseases face a series of problems that hinder their
primary care and the availability of palliative care:

• Palliative care as a medical practice is not recognized and is not included
in health plans.

• A 1996 survey showed that fewer than 10% of both prepaid and social
health plans paid for palliative care.12

• A 1998 poll revealed that only 6 of 36 public hospitals in Buenos Aires
have active palliative care teams.27

As a general rule, most of the human and material resources are dedicated
to curative treatments and few or none to palliative care.

Opioid analgesics: availability and access

Since 1999, 12 different opioid analgesics have been available (Table 3.1), and
according to the International Narcotic Control Board, the annual consumption
of morphine is increasing.5 However, high prices place a restriction to their use
(Table 3.2). Given that the average monthly income is US$400, opioids are very
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Table 3.1. Opioid availability in Argentina in 1999

Buprenorphine Pethidine
Codeine Morphine
Dextropropoxyphene Methadone
Hydrocodone Nalbuphine
Hydromorphone Oxycodone
Fentanyl Tramadol

Table 3.2. Costs of “strong” opioids in Argentina (Daily dose: 180mg. equivalent of oral
morphine.)

Cost Per Month

Morphine

Compounded: aqueous solution morphine HCl
—Prepared in hospital pharmacy (1g: $4.8) $26.
—Prepared in community pharmacy (1g: $10)* $52.
Compounded: tablets of immediate-release morphine HCl
—Prepared in community pharmacy (30mg tablets: $0.4)* $72.
Commercial: tablets of immediate-release morphine HCl
—30mg tablets: $0.7 $133.
Commercial: slow-release morphine sulfate tablets
—10mg tablets: $2.2; 30mg tablets: $3.7 $582.

Oxycodone

Compounded: aqueous solution of oxycodone HCl
—Prepared in hospital pharmacy (1g: $8.5) $32.
—Prepared in community pharmacy (1g: $17)* $64.
Commercial: slow-release oxycodone HCl tablets
—20mg tablets: $4.7; 40mg tablets: $7 $702.

Fentanyl

Commercial $400.
25mg/h patch: $40; 50mg/h patch: $78; 75mg/h patch: $109,
100mg/h patch: $137

Methadone

Commercial. methadone HCl tablets
5mg tablets: $1.0; 10mg tablets: $1.6; 40 mg: $3.7 $89.

* According to the minimum tariffs suggested by the Colegio de Farmacéuticos de la Provincia de Buenos Aires.
1$ = 1 US$. Every price includes taxes.
Very few health system sectors (publics or privates) pay for compounded preparations.
Source: From the Manual Farmacéutico 465, Feb. 1999.28 The least expensive prices for commercial products
were used.
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expensive, despite the fact that some health systems partially cover the cost 
of commercial preparations. Only a small number of patients can afford the 
treatment.

Most public hospitals in the city of Buenos Aires City do not have oral mor-
phine or other strong opioids, which makes opioid rotation impossible.27 Another
problem has arisen: because commercial products are expensive, it has been nec-
essary to prescribe the less expensive compounded medications. However, in
some cases, compounded medicines have became more expensive than the com-
mercial ones.

Insufficient professional training and insufficient 
public information

Information that refers to the end of life and the options available are rarely men-
tioned, both in the professional teaching setting and in the media.

The Argentine Association of Medicine and Palliative Care

The Argentine Association of Medicine and Palliative Care (AAMyCP), created
in 1991, is an interdisciplinary scientific association with approximately 500
members. The Association’s goals include:

• Conducta national census of teams andprofessionals tofacilitatenetworking
• Increase the technical capacity of its members with annual meetings, 

monthly clinical seminars, bimonthly technical meetings, development of 
standards and clinical models, and the creation of a Web page and a quar-
terly publication28

• License professionals and teams for clinical work
• Interact with the responsible authorities to achieve the recognition of pal-

liative care as a specialty with corresponding remuneration

Conclusion

The development of palliative care in Argentina described here spans 15 years.
Its increased development and activity has resulted in better care for a great
number of patients and, at the same time, a greater awareness and interest from
the community and health professionals. Difficulties have been identified, but
there is also a willingness to solve the problems. Changes have encouraged a per-
manent collaboration that will enable us to succeed in:

Care issues

• Recognition of palliative care teams in the structure of public and private
institutions
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• Increase access to palliative care in public, private, and social institutions
throughout the country, with a broader percentage of coverage

• Establish guidelines for referral/admission of intermediate and high com-
plexity palliative care teams

• Develop a list of drugs (vademecum; mostly potent opioid analgesics) that
should be distributed free to patients lacking health coverage

Education issues

• Ensure the systematic inclusion of palliative care in pre- and postgradu-
ate curricula

• Establish a system of accreditation for palliative care caregivers

Research issues

• Obtain reliable epidemiological data
• Compile information for future development and monitor the existing clin-

ical programs

Perseverance of our goals and continued improvement of our models will
allow the introduction of palliative care on a greater scale to assist Argentinean
patients with incurable diseases.
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Exploring the Need for a Special Model of
Geriatric Care

R. SEAN MORRISON AND DIANE E. MEIER

Popular images of death and dying are a jumble of gun violence; young and
middle-aged adults on television fighting for life with the help of tubes, inten-
sive care units (ICUL

F), and other modern machinery; and nineteenth century
images of feverish mothers or children attended at home by their grieving fam-
ilies and helpless physicians. In reality, these media visions bear little relation-
ship to the actual human experience of dying in the United States. In our society,
the overwhelming majority of people who die are elderly. They typically die
slowly of chronic diseases, over long periods of time, with multiple coexisting
problems, progressive dependency on others, and heavy care needs met mostly
by family members. They spend the majority of their final months and years at
home but, in most parts of the country, die in the hospital or nursing home sur-
rounded by strangers. Many of these deaths become protracted and negotiated
processes, with health care providers and family members making difficult, often
wrenching, decisions about the use or discontinuation of life-prolonging tech-
nologies, such as feeding tubes, ventilators, and intravenous fluids. There is abun-
dant evidence that the quality of life during the dying process is often poor,
characterized by inadequately treated physical distress, fragmented care systems,
poor to absent communication between doctors and patients and families, and
enormous strains on family caregiver and support systems.

Demography of Dying and Death in the United States

The median age at death in the United States is now 77 years, associated with a
steady and linear decline in age-adjusted death rates since 1940. Whereas in
1900, life expectancy at birth was less than 50 years, a girl born today may expect
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to live to age 79 and a boy to age 73. Those of us reaching 75 years can expect
to live another 10 (men) to 12 (women) years on average. This dramatic and
unprecedented increase in life expectancy (equivalent to that occurring between
the Stone Age and the year 1900) is due primarily to decreases in maternal and
infant mortality, resulting from improved sanitation, nutrition, and effective
control of infectious diseases. The result of these changes in demography has
been an enormous growth in the number and health of the elderly, so that by
the year 2030, 20% of the United States’ population will be over age 65, as com-
pared to fewer than 5% at the turn of the twentieth century.

Death at the turn of the twentieth century was largely attributable to 
infectious diseases, whereas today the leading causes of death are heart 
disease, cancer, and stroke. Advances in treatment of atherosclerotic vascular
disease and cancer have turned these previously uniformly fatal diseases 
into chronic illnesses, which people often live with for many years before 
death. In parallel, deaths that occurred at home in the early part of the twenti-
eth century now occur primarily in institutions (57% in hospitals and 17% in
nursing homes).1 The reasons for this shift in location of death are complex, 
but are related to Medicare reimbursement for hospital-based care, with the 
subsequent rise in the availability of hospitals and hospital beds, and the care
burdens of chronicity and functional dependency typically accompanying life
threatening disease in the elderly. The older the patient, the higher the likeli-
hood of death in a nursing home or hospital, with an estimated 58% of persons
over 85 spending at least some time in a nursing home in the last year of 
their life.2

These statistics, however, should not hide the fact that the majority of an
older person’s last months and years is still spent at home in the care of family
members, with hospitalization or nursing home placement, or both occurring
only near the very end of life. Additionally, national figures such as these hide
the substantial regional variation in location of death. In Portland, Oregon, for
example, only 22% of adult deaths occur in hospitals3 as compared to more than
68% in New York City.1 This disparity is associated, at least in part, with differ-
ences in regional hospital bed supply and availability of adequate community
supports for the dying. Finally, national statistics also obscure the variability in
the experience of dying that characterizes our highly diverse nation. For example,
need for institutionalization or paid formal caregivers in the last months of life
is much higher among the poor and among women. Similarly, persons suffering
from cognitive impairment and dementia are much more likely to spend their
last days in a nursing home compared to cognitively intact elderly persons dying
from non-dementing illnesses.

The incentives promoting an institutional death—as opposed to death at
home—persist despite evidence that patients prefer to die at home and despite
the existence of the Medicare Hospice Benefit. The hospice benefit was designed
to provide substantial professional and material support (medications, equip-
ment) to families caring for the dying at home during their last 6 months of life.
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Reasons for the low rate of utilization of the Medicare Hospice Benefit (serving
only 17% of adult deaths) vary by community but include the inhibiting require-
ments that patients acknowledge that they are dying in order to access the ser-
vices, that physicians certify a prognosis of 6 months or less, and that very few
hours (usually 4 or less) of personal care home attendants are covered under the
benefit. In addition, the fiscal structure of the Medicare Hospice Benefit lends
itself well to the predictable trajectory of late-stage cancers or AIDS, but not so
well to the unpredictable chronic course of other common causes of death in the
elderly, like congestive heart failure, chronic lung disease, stroke, and dement-
ing illnesses.

The Dying Experience

Although death occurs far more commonly in the elderly than in any other age
group, most research on the experience of dying has been done in younger pop-
ulations. Remarkably little is known about how death occurs in the oldest-old,
those over age 75. To date, most studies have focused on patient’s preferences
for care as opposed to actual care received.4 The largest and most detailed study
of dying persons in the United States (The Study to Understand Prognoses and
Preferences for Outcomes and Risks of Treatments [SUPPORT]) studied hospi-
tal deaths and enrolled subjects with a median age of 66 (while the median age
of death in the United States is 77) and many of the old-old spend most of their
last days in nursing homes or at home.

State and Medicare discharge data suggest that costly aggressive and poten-
tially burdensome life prolonging interventions are less frequently used among
the oldest patients, independent of functional status.5,6 This may represent a form
of implicit rationing based on age. These data are disturbing given the sugges-
tion that 50% of the highest-cost Medicare enrollees survive at least 1 year after
the medical costs are incurred.7

Studies focusing specifically on the prevalence of pain have shown consis-
tently high levels of untreated or undertreated pain in the elderly. In one study
of elderly cancer patients in nursing homes, 26% of patients with daily pain
received no analgesic at all and 16% received only acetaminophen.8 Another
study comparing pain management in cognitively intact versus demented elderly
with acute hip fracture also found a high rate of undertreatment of pain in both
groups, a phenomenon that worsened with increasing age and cognitive impair-
ment.9,10 A large study of outpatients with cancer found that age and female sex
were predictors of undertreatment, a disturbing observation given the dramatic
rise in cancer prevalence with increasing age.11,12 Finally, chronic pain due to
arthritis, other bone and joint disorders, and low back syndrome, which is prob-
ably the most common cause of distress and disability in the elderly (affecting
25%–50% of community-dwelling older adults) is, similar to cancer pain, con-
sistently undertreated.13 These data suggest that the time before death among
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elderly persons is often characterized by significant physical distress, which is
neither identified nor properly treated.

Despite the high prevalence of pain and other symptoms in the elderly, most
studies focusing on the assessment and treatment of pain and other symptoms
have enrolled young cancer patients. It is unclear whether these results are gen-
eralizable to a geriatric population. For example, elderly patients may have dif-
ficulty using widely recommended assessment instruments (e.g., visual analogue
scales) because of cognitive or sensory impairment.

The World Health Organization (WHO) analgesic ladder may not be appro-
priate for the elderly because of the increased risk of side effects (renal failure,
gastrointestinal bleeding) observed with nonsteroidal anti-inflammatory drugs.
Indeed, the American Geriatrics Society has recently recommended that opioids
be considered as a first step treatment rather than nonsteroidal anti-inflamma-
tory drugs (NSAIDS).13 Unfortunately, these recommendations were made based
upon expert opinion rather than empirical data, as empirical data are simply not
available. The use of opioids themselves present problems because of the
increased prevalence of difficult to manage side effects in the elderly (e.g., seda-
tion, delirium, constipation).

Finally, the constellation of symptoms seen in dying elderly patients is dif-
ferent from that of young adults. For example, delirium, sensory impairment,
incontinence, dizziness, and cough are more prevalent in the elderly.14 The
elderly, on average have a mean of 1.5 more symptoms than younger persons in
the year prior to death and 69% of the symptoms reported for people aged 85
or more lasted more than a year, as compared to 39% of those for younger
adults.14

Aside from pain and other sources of physical distress, the key characteristic
that distinguishes the dying process in the elderly from that experienced by
younger groups is the nearly universal occurrence of long periods of functional
dependency and need for family caregivers in the last months to years of life.
SUPPORT, focusing on a younger age cohort, found that 55% of patients had
persistent and serious family caregiving needs during the course of a terminal
illness,15 a figure that rises exponentially with increasing age. Although the vast
majority of caregiving is done by unpaid family members (transportation, home-
maker services, personal care, and more skilled nursing care), paid care supple-
ments provide the sole source of care in 15%–20% of patients, especially among
poor elderly women living alone. Most family caregiving is provided by women
(spouses and adult daughters and daughters-in-law), placing significant strains
on the physical, emotional, and socioeconomic status of the caregivers. Those ill
and dependent patients without family caregivers, or those whose caregivers can
no longer provide nor afford needed services, are placed in nursing homes, where
20% of the over-age-85 population resides.16 Thus, the dying process in the
oldest-old is characterized by a high prevalence of untreated pain and other
symptoms due to chronic conditions associated with progressive functional
dependency, unpredictable disease course, and high family caregiver needs.
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Mismatch Between Our Health Care System and the Needs of
the Dying Elderly

The current payment system is poorly matched to the needs of the chronically
ill and dying elderly. Medicare fee-for-service promotes use of procedure-based
payments, hospitalization, and associated specialization and discontinuity of care.
Capitated managed care systems attempt to avoid seriously ill or dying patients
with high intensity service needs, focusing instead on healthier, lower cost patient
populations. The Medicare hospice benefit was designed for patients with cancer
and predictably short life spans, who are willing to give up efforts to prolong life
and whose families can provide for the majority of their care needs at home.
None of these payment systems address the long-term care needs—whether 
at home or in a nursing home—of chronically ill and functionally dependent 
individuals whose prognoses are uncertain and whose medical care usually
requires simultaneous efforts to prolong life, palliate symptoms, and provide
support for functional dependency. Neither paid personal care services at home
nor nursing home costs for the functionally dependent elderly are covered by
Medicare, but instead are paid for approximately equally from out-of-pocket, 
and from Medicaid budgetary sources originally intended to provide care for the
indigent.

Even in nursing homes, standards of care focus on improvement of function,
and maintenance of weight and nutritional status, and evidence of the decline
that accompanies the dying process is regarded typically as a measure of sub-
standard care.17 Thus, a death in a nursing home is often viewed as evidence,
particularly by state regulators, of poor care rather than an expected outcome
for a frail chronically ill older person. Similarly, quality indicators required in
long-term care settings fail to either assess or reward appropriate attention to
palliative measures, including relief of symptoms, spiritual care, and promotion
of continuity with concomitant avoidance of brink of death emergency room and
hospital transfers.18

Improving End of Life Care for the Elderly

Because of unprecedented improvements in maternal and infant mortality 
and successes in the control, if not cure, of common chronic diseases, most
people who die in the United States are old and frail. They die of chronic, 
progressive illnesses (such as end-stage heart and lung disease, cancer, stroke,
and dementia), with unpredictable clinical courses and prognoses. Current
hospice and palliative care programs are not well adapted to the trajectory of
illness or the clinical needs of this group of patients.19 Furthermore, these
patients have unrecognized and untreated symptoms and an extremely high
prevalence of functional dependency and associated family caregiver burden.
Current reimbursement systems outside of hospice are unresponsive to this
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patient population and their families, failing to provide primary care with conti-
nuity, support for family caregivers, and home care services, and instead pro-
moting fragmented specialized care tied to procedures and hospitals for lack of
any other coherent alternative financing mechanism. This phenomenon has
prompted widespread calls for change and reorganization that would ensure
accountability for outcomes, processes, and costs of care for the growing popu-
lation of frail, functionally dependent, and chronically ill elderly in their last
phase of life.

Because care for a dying person typically includes preventive, life-prolong-
ing, rehabilitation, and palliative measures in varying proportion and intensity
based upon the individual patient’s needs and preferences, any new model of
care will have to be responsive to this range of service requirements. For
example, an 88-year-old woman with congestive heart failure and decondi-
tioning after hospitalization for pneumonia requires life-prolonging measures
(treatment of heart failure with diuretics, angiotensin-converting enzyme
inhibitors, digoxin, oxygen, and antibiotics), preventive measures (annual
influenza vaccination), rehabilitation (home physical therapy to restore inde-
pendent bed-to-chair mobility), and palliative care (advance care planning,
appointment of a health care proxy, treatment of depression, diuretics, oxygen,
and low-dose opioids for dyspnea). If her daughter works during the day, she also
needs a 12-hour-a-day home-health aide as she is unable to care for herself inde-
pendently. Thus, the model of care needed provides simultaneous life-prolong-
ing, palliative, and personal care (in this patient they are nearly one and the
same), and, given the difficulty of prognosticating time of death in heart failure,
will have to continue to do so for the remainder of the patient’s life—which 
may be up to several years prior to a sudden and unpredictable death from an
arrhythmia.

Several mixed-management models of care have been recently proposed to
address the needs of the frail elderly. The PACE (Program of All-Inclusive Care
for the Elderly) Demonstration Program20 is a capitated Medicare and Medic-
aid waiver program of full service primary care for the elderly focusing on con-
tinuity, avoidance of hospitalization, and bringing needed services to the patient.
Each PACE site is staffed by an interdisciplinary team that coordinates care
across home, clinic, hospital, and the day health centers. The PACE sites serve
approximately 120 to 150 enrollees and the average patient is 80 years old, has
7.8 medical conditions, and is dependent in 2.7 activities of daily living.20 Pre-
liminary results from the PACE project suggest that this high-risk population uti-
lized fewer hospital days than the general Medicare population (2399 hospital
days/1000 persons/annum compared to 2448 days/1000 persons/per annum) and
had shorter hospital lengths of stay (4.9 days as compared to the Medicare length
of stay of 7.6 days/admission for all Medicare recipients), with no increase in
mortality rates.20 It is estimated that PACE yields actual savings to Medicare of
14% to 39% compared with fee for service care.20 Whether the PACE program
is generalizable to non-urban settings and whether the model can work on a
larger scale has yet to be determined.
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Another promising model developed by Lynn and colleagues19 is about to
undergo extensive pilot evaluation in a chronically ill veterans population with
lung and heart disease. The MediCaring model will (1) define eligibility in terms
of chronic disease severity (e.g., congestive heart failure with an ejection frac-
tion of less than 30% and 2 hospitalizations in the last year), not by predicted
time of death, (2) provide services that span the range of patient and family needs
described above through use of interdisciplinary teams, consistent primary care
providers across all care settings, and delivery of as much care as possible in the
home setting, whether the focus be on life prolongation, palliation, rehabilita-
tion, or, as is typical, all three; and (3) organize payment through a Medicare
waiver combination of capitation (for team services, equipment) and fee for
service or salary for participating physicians.19,21

Substantial change using approaches such as PACE and MediCaring will be
necessary if the health care system is to bear any relationship to the needs of the
patients seeking care, patients who are predominantly old and chronically ill and
in urgent need of help truly fitted to their needs. Though the problem is daunt-
ing, the increase in attention to medical education, research, and clinical service
delivery for patients near the end of life are indicators that the recognition nec-
essary to begin the process of change has occurred. The next steps, testing new
models and seeing what works, will define the new structure of health care ser-
vices for future generations.

Whereas a century ago, when virtually everyone died at home, surrounded
by family and cared for by physicians whose primary role was the relief of suf-
fering, today the vast majority of Americans die in institutions, surrounded by
medical technology and physicians who believe there is nothing else that they
can do. Although the past 100 years have seen tremendous advances in the treat-
ment of disease, such that previously fatal illnesses (e.g., diabetes, congestive
heart failure) have become chronic conditions, this progress has come at a sub-
stantial cost. We have transformed the culture of death from an accepted part
of life’s experience to an unfamiliar and much feared event. The majority of
Americans have never witnessed a loved one die (a common experience at the
turn of the century) and physicians are ill-trained, ill-equipped, and uncomfort-
able taking responsibility for the care of dying patients. It is clear that the time
has come to restore the balance so that “relief of suffering and cure of disease
[are] seen as twin obligations of a medical profession that is truly dedicated to
the care of the sick.”22
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5

Care of the Elderly with Advanced
Diseases: Caregiver Issues

TAMI BORNEMAN AND BETTY FERRELL

In many ways, family members caring for the elderly with an advanced disease
experience a solitary journey. While some have been down this road before, many
are not prepared for the journey. Throughout history, family members have
assumed responsibility for caring for their own sick with more deaths occurring
in the home rather than in the hospital setting. In the 1940s, a shift occurred
with more deaths occurring in hospitals.1–2 Over the last 2 decades, there has
been a shift in care back to the home setting along with an increase in deaths.
This is largely due to increased home care technology, earlier patient discharge,
increased numbers in the elderly population, and increased incidence of chronic
diseases.3–5

Not only are family caregivers struggling with the emotional impact of their
loved one’s condition and their own impending sense of loss, but they also are
sharing the pain and suffering felt by the patient. Given this shared suffering,
Lederberg6 has referred to family caregivers as second order patients. They are
critical in either helping or actually providing care to the patient, and in essence,
become part of the health care team. However, although the family functions as
part of the health care team, they need as much support and care from the pro-
fessionals as does the patient.

It is important to remember that while the patient and the family caregiver
have individual needs, they are not independent of each other. Both must also
be assessed as part of the family unit. How the family has worked through or
coped with prior illness experiences provides insight into present behavior and
provides a springboard for planning effective interventions. Seeking to better
understand and learn from the family as a unit, and not just as a group of iso-
lated individuals, creates and promotes a sense of being valued. As a by-product
of feeling valued and of being heard, there is a much higher likelihood of overall
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adherence from the patient and family. Also important to understanding the
family as a whole, is knowing their developmental stage, because this effects the
types of concerns and problems they have, their responses, their relationships
and roles, the availability of those working to provide care, and the availability
of secondary caregiving support.7–9

This chapter provides an overview of recent literature on issues faced by
family members caring for the elderly with advanced diseases, findings from a
current qualitative study as it relates to family caregiver issues, and finally, sug-
gestions are provided for interdisciplinary interventions.

Review of the Literature

Family caregiver literature is replete with information on how caring for a loved
one with an advanced disease is difficult. Caregiving is difficult, not only emo-
tionally, but physically, socially, and spiritually as well. This review describes
major consistent findings in family caregiver literature. To advance this area of
research and clinical care, it is important to acknowledge prior studies and the
wealth of information they have provided. Not only have these previous studies
provided a foundation of knowledge in this area, but the research has given clear
direction for future work as well.

Viewing family caregiver issues from a quality of life perspective allows us to
focus attention on needs of the caregiver as well as on the demands of caregiv-
ing. The quality of life needs of caregivers fall into four categories: physical, 
psychological, social, and spiritual well-being. The existing literature is discussed
according to these categories.

Physical well-being

The primary focus of physical well-being and family caregivers has been in rela-
tion to the physical demands of caring. Investigators have portrayed the reality
of caregiving in advanced disease by describing common problems that result
from caring for the patient such as fatigue or physical strain exacerbated by pro-
viding care. Examples would be chronic problems in the family member such 
as hypertension or arthritis that become exacerbated by the intense physical
demands of caregiving.

One of the issues symbolic of caring for the patient in the current health care
system is the increased burden of care at home. This physical care encompasses
administering medications, managing side effects of medications, providing help
with or actually performing activities of daily living, wound care, managing ambu-
latory infusion pumps, providing symptom management, and meeting nutritional
needs.10–13 The literature over the past decade has uniformly captured the impact
on family members as care has shifted from the inpatient setting to home care.
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Family caregivers are routinely asked to assume complete care of severely ill
patients that was previously provided in the hospital setting.

Interestingly, studies have also demonstrated that basic caregiving tasks also
are very demanding and burdensome. In a recent study by Ferrell et al.,7,14 family
caregivers of advanced cancer patients recognized the stress of high-tech,
complex care but these caregivers also voiced distress and feelings of inadequacy
with providing basic intimate care such as bathing and toileting. Many caregivers
felt as though they were violating a boundary of intimacy. Such private, personal
care of a parent or spouse, was viewed as out of the realm of normal intimacy.

Another major issue commonly cited for family caregivers is management of
the patient’s pain, especially if not well controlled.3,14–18 Several factors contribute
to this issue. Family caregivers often hold incorrect knowledge and inappropri-
ate beliefs about pain such as the fear of addiction and respiratory depression.
They also withhold pain medications in order to save medications for later if
anticipating that the pain will become worse.14,17 Family caregivers frequently
voice concerns of not wanting the patient to be “out of it” as they do not want
the remaining time to be spent groggy from medication. The caregiver struggle
between providing adequate pain management and their desire to have qual-
ity interaction during the time left, is profound during any life threatening 
illness but becomes intensified as the disease progresses and death becomes
imminent.16

Family caregivers have been found to exhibit multiple symptoms themselves
including fatigue, appetite disturbance, pain, and lack of sleep. Fatigue is cited
in the literature as one of the predominant problems for the caregiver. Many
family caregivers have reported that they did not realize the enormity of caring
for their loved one at home.3 Jensen and Given19 found a direct correlation
between the number of hours spent on caregiving, the impact on their daily
schedule, and the amount of fatigue experienced. Physical symptoms such as
fatigue are also exacerbated by psychological strain. Boland and Sims4 evaluated
17 families to describe caregiver burden and related concepts. Caregivers
described their care as a “duty without any break” and viewed themselves as a
“24-hour-care person.”

Family members entering the phase of advanced disease are often already
exhausted by the preceding months or years of the patient’s active treatment 
or chronic illness demands. Many studies have described the toll of chronic
illness care.3,4,13 In Ferrell et al.’s16 study of 231 family caregivers of older cancer
patients receiving home care, the greatest problems were sleep changes, fol-
lowed by fatigue, appetite changes, overall physical condition, and pain. Many
caregivers themselves face declining health9,13 and many elderly spouses with
health problems serve as the primary or sole caregiver of the patient. In 
addition, it is estimated that 10% of the elderly have a child aged 65 years and
older,20 thus there is a higher probability of caregivers having health problems
themselves.
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Psychological well-being

The literature reveals many psychological issues faced by family caregivers such
as anxiety, depression, feelings of helplessness, and fear. Many caregivers feel
overwhelmed and have difficulty coping with their loved one’s illness because of
all that is required of them. For some family caregivers, change may be the only
consistent variable in their lives during advanced disease as they seek to main-
tain stability through coping with the many demands, mourning losses they have
already incurred, and carrying on routine family functions.6

Family caregivers are usually novices in providing health care to someone
with an advanced disease and not well prepared for the final course of the dis-
ease progression. Watching the patients suffering during the disease progression
causes tremendous anxiety and family caregiver distress often exceeds that of the
patient.4,12,13 Prior coping methods and the caregiver’s role in the family effect
their ability to cope in the present situation.9 In a study of 28 caregivers of cancer
patients, Perry and Roades de Menses21 found that 77% of subjects reported 
an inability to cope and 55% reported withdrawing emotionally. Ferrell et al.16

reported difficulty coping, anxiety, depression, lack of happiness, and loss of con-
trol as the main psychological issues for 231 family caregivers of older cancer
patients at home.

A review of the psychiatric literature and physical morbidity effects on care-
givers by Schulz et al.22 revealed higher levels of psychiatric symptomatology and
illness when compared to the general population. A study of 21 family caregivers
of dementia patients conducted by Szabo and Strang,23 revealed that those who
experienced a lack of control were unable to recognize their need to ask for help,
identified negative internal resources such as doubts about their own ability to
manage as a caregiver, and had not anticipated the future with regards to what
would be required of them by the patient. Having a sense of control possibly
lessens the emotional impact of not being able to slow down the disease’s
progress in a way that provides meaning.3

Social well-being

In the social context, the most common issues for family caregivers found in the
literature are lack of family support, lack of professional support, changes and
adjustments in role responsibilities, and financial concerns.4,10,16,24,25 Real or per-
ceived lack of support by family caregivers has been found to correlate with high
levels of physical exhaustion.3 However, they are so involved with the present sit-
uation that socialization is rare if nonexistent.3 According to Hinds,26 community
resources are ignored because of fatigue and low morale.

Advanced disease impacts, to varying degrees, the roles each family member
has performed. Now, role requirements are both unpredictable and ambiguous27

and to some degree, continue changing until the death of their loved ones. As a
result, feelings of inadequacy are common among family caregivers as well as
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feelings of failure in that asking for help somehow implies a lack of commitment
to care for their loved ones.13 In addition, family caregivers often perceive that
they are an imposition on the health care professional, resulting in a belief that
help is then prioritized according to health care entitlement rather than accord-
ing to need.28 The crisis of heightened demands for support accompanied by the
perception of less access to such support contributes to feelings of inadequacy
with performing an unfamiliar role. The foundation of the family structure may
fragment or collapse in disharmony at a time when they need each other the
most.3

Distress from assuming care in advanced disease was found by Ferrell et al.16

to be the greatest disruption to their social well-being. Family caregivers of a
patient with an advanced disease have been found to experience equal or greater
distress than the patient.29 The family caregiver’s distress needs to be assessed in
context of the family’s life as a whole. Caregivers may be dealing with other pre-
existing issues that have been exacerbated by the present illness30 such as finan-
cial concerns that are multiplied by illness.

Spiritual well-being

Spirituality is the process by which one attempts to make meaning in a personal
way that transcends self. A frequently cited issue for caregivers is questioning
the meaning of the illness. Caregivers, like patients, are faced with their own vul-
nerability and mortality and struggle to find meaning in the midst of suffering.
Questions asked by caregivers often represent deeper underlying questions con-
cerning death.6 Caregivers may or may not be struggling with the same spiritual
issues as the patient, and they may place similar or divergent values on those
issues. The fact that caregivers search for meaning is a positive step in coping
and healing. Zika and Chamberlain31 reported that “meaning in life is consis-
tently related to positive mental health outcomes, while meaninglessness is asso-
ciated with pathological outcomes.”31 This is especially true for those caring for
a loved one with an advanced disease. Noonan and Tennstedt32 found overall
sense of meaning in caregiving to be positively related to the search for meaning,
in that the more caregivers searched for meaning, higher levels of meaning were
reported. In a study of seven family caregivers of patients who died from termi-
nal diseases, Enyert and Burman,33 found that experiencing meaning came from
the belief that what they were doing, no matter how difficult it was, was impor-
tant to their loved one.

A connection or closeness to God is also important to family caregivers.
Pollner34 found that a divine relationship or closeness to God had a significant
effect on several areas of well-being. Feeling supported and comforted by 
one’s faith was associated with positive emotional outcomes.35 When caregivers
perceive forgiveness from God and are able to reframe caregiving into a positive
experience, spirituality becomes therapeutic in that it can affirm their senses 
of well-being.36 Forbes,37 studied 17 patients with chronic illnesses and their
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caregivers and found that religious commitment and a relationship with God,
self, environment, as well as an ability to find meaning and purpose, were crucial
to transcending the situation. Harrington et al.38 evaluated the needs of both
clinic and hospice caregivers of cancer patients. Caregivers of clinic patients
identified “hope for the future” and “a strong faith in God,” as important spiri-
tual needs. “Prayers from others” and “a strong faith in God” were identified as
priority spiritual needs among caregivers of hospice patients. The common
theme being, “a strong faith in God.”

Spiritual needs are universal because spiritual care is not bound to a specific
religion or faith. Instead, spiritual care is connected to transcendent values of
love, faithfulness, generosity, and selflessness.39 Another issue faced by family
caregivers is uncertainty about the future.16 The uncertainty of what will happen
to their loved one or what will happen to themselves after their loved one dies
are difficult issues to confront. These thoughts and feelings may intensify as care-
givers watch the disease progression. Uncertainty has been documented as a pri-
ority concern for all caregivers including parents of terminally ill children as well
as caregivers of the elderly.14

The concept of hope, or lack of hope, is also important to family caregivers.
Yates and Stetz40 interviewed 20 family caregivers and identified two stages to
hoping. Hope almost always started as a hope for cure, many times continuing
until the very end. As the disease progressed, hope sometimes shifted from hope
for cure to hope for relief from suffering. Hope also ties in closely with uncer-
tainty in that hope dwells in the future. Caregivers facing a loss of the future in
ways not intended or expected experience feelings of uncertainty and sometimes
despair.12,41 Dufault and Martocchio42 reported that hope becomes an anesthetic
or an insulation during difficult times. Given that hope is dependent on find-
ing meaning and purpose in life, it becomes a life jacket of security in that no
matter what happens, the caregiver can find meaning in the midst of all that is
happening.12

In summary, advanced disease has been documented to greatly influence all
dimensions of quality of life. Caregiving is physically strenuous, creates intense
psychological distress, and impacts family structure and function. Caregiving
challenges spiritual beliefs at a time when spiritual support is needed. Optimum
care of the patient is enhanced by attention to caregivers.

Caregiver Perceptions of Cancer Care

In order to further illustrate the needs of caregivers in advanced disease, data
will be presented from a recently completed study involving caregivers of cancer
patients. Ferrell et al.16 conducted a study “Pain Education for Elderly Cancer
Patients at Home,” funded by the National Cancer Institute. The overall purpose
of the study was to test the impact of a structured pain education program on
elderly cancer patients and their family caregivers. The study was guided by the
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conceptual model of quality of life (QOL)43 applied to family caregivers. Of the
231 patient—caregiver dyads, 10 caregivers (N = 10) were invited to participate
in an in-depth interview as a component of a masters thesis of Tami Borneman.
The purpose of this companion study was to further understand the demands of
family caregiving.

Data were collected by the research nurse with open-ended questions during
a taped interview session. The interview followed the conclusion of the family
caregivers participation in the larger study mentioned above. Interview questions
included assessing the caregivers involvement in providing care (i.e., physical
care and decision making), changes in the health care system affecting care at
home, how their role differed from others in the family in providing care, what
aspects of care they felt most and least confident in providing, the most difficult
care given, satisfaction with care, and their own quality of life (i.e., physical, psy-
chological, social, and spiritual well-being).

Data was analyzed using content analysis methods44 to identify major themes
of family caregiving based on the quality of life model. Findings revealed several
major themes in each domain. Predominant themes in the Physical Well-Being
domain included “Total Care,” “Physical Demands,” and “Distress from Provid-
ing Intimate, Personal Care.” In the Psychological Well-Being domain, major
themes included “Observing the Patient’s Decline,” “Losing Control,” and “The
Need to be Valued and Heard.” Major themes in the Social Well-Being domain
included “Caregiver Isolation” and “Reluctance in Asking for Help.” The fourth
domain, Spiritual Well-Being, was characterized by themes of “Trusting an
Unjust God,” “Spirituality as a Source of Support,” and “Seeking a Purpose.”

These themes demonstrate the importance of educating health care pro-
viders about the identified needs of family caregivers, how the shift in health
care to the home adds further responsibility and burden on an already over-
whelmed family caregiver, and the need for further research to identify effective
ways to meet the needs of family caregivers. Examples of family caregiver com-
ments illustrating these themes are included in Tables 5.1–5.4.

Clinical Implications

The issues addressed in this chapter demonstrate that family caregivers have
multiple and sometimes complex needs requiring assistance from health care
professionals. Family members must constantly adapt to the results of the disease
progression and, the changing needs of their loved one. Health care profession-
als need to make a united effort to identify and implement more effective inter-
ventions for supporting family caregivers caring for those with an advanced
disease. While the issues cannot be eradicated, interventions to support the
family in coping with the situation are vital to improving health care practice.
Table 5.5 summarizes potential interventions useful for supporting family 
caregivers.
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While the needs of family caregivers have been studied over the years, most
of the literature has focused on practical support with very little regard to
addressing the issues of emotional support such as anticipatory grieving, dealing
with feelings of guilt and inadequacy, and being left behind.40,45 These caregiver
issues are found not only within the walls of the hospital, but are also found across
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Table 5.1. Physical well-being

Theme Example caregiver comments

Total physical care “Constant care. I mean I do everything. I bathe her . . . I prepare
her meals. Real caretaker is a real good descriptive word . . . I help
her down the stairs, I help her to the bathroom, I get her water,
I go back down the stairs some days and feels like 50 times a day!”

Pain management “Some nights we’d be at a motel room and he’d be so full of pain he
could not stand it and it wasn’t doing a lot of good. He’d be up in
the middle of the night most of the nights. Just pain. And the pain,
they’re trying to control that. That’s pretty good. If you don’t move 
him”

Aspects of care felt most “Making sure that she feels that she is not creating a big burden—or 
confident about is an imposition on me or things like that. If that’s a part of 

caregiving, and I really believe it is,—then I think that’s what I feel 
most confident about, the fact that there’s nothing in my demeanor 
that conveys in any way—that I’m, that I feel handcuffed—or that I 
feel cheated or anything like that.”

Aspects of care felt least “I don’t like the bathing part. I don’t know. I’m not sure. Maybe I 
confident about feel that I’m not as good at it as, as maybe I could be or should be.

But that gives me a little, that gives me a little, makes me a little
uncomfortable. But I guess having to take her to the bathroom, and
that’s, it seems so unnatural to me I guess.”

Fatigue “I was beginning to get worn out. Really physically and mentally
worn out. Uh, there was not enough help. I’m still tired. I guess I’ll
be tired . . . until I can stop worrying about her when I’m laying in bed
and picking my head up every ten minutes, ‘Did I hear a bell?’ ”

Appetite changes “I’ve put on weight because I sit more with him and eat with him 
and eat the things he likes.”

Own pain “I have a lot of headaches all the time for the last two years. I had 
them before that too, but tension headaches, I can’t get rid of them
for several days.”

Sleep changes “I noticed that I shake a lot, and I don’t know if that’s from lack of
sleep or lack of just everything, because I don’t sleep that well. Um. 
Just probably the inner tension.”

Own physical health “I just have a problem right now. I’m going to have a biopsy on 
Monday. It’s not a lump. It’s something showed up in my 
mammogram.”



Table 5.2. Psychological well-being

Theme Example caregiver comments

Difficulty coping “She’s just a shell of what she used to be. Lot of weight, yeah, very
feeble. Really difficult, difficult—And, you know, for me that is by 
far the toughest part of this whole thing, seeing the effects of the
disease, how it ravages, you know,—ravages the body. I feel a great
deal of sadness. Being unable to do anything to control what’s
happening, you know. Being unable to stop this—thing that’s
happening to her. It’s not, it doesn’t relate to being able to prevent 
her death. It relates to being able to prevent all the suffering—or
to stop the suffering and the—just the agonizingly slow 
deterioration.”

Happiness/satisfaction “He’s the best thing that happened in my whole life. And, my kids 
can tell you that too . . . Yes. It is a beautiful life. And just going 
everywhere with him. Whatever we did, we just sat together. It was 
fine.”

Ability to “Bad. I, I have forgotten so many things. Like, I’ll start out to go 
Concentrate/remember somewhere to do something, in the middle of it, I forget, and then

. . . What did we start out with, what was that question that you 
started asking?”

Professional insensitivity “The Tuesday that we went in and told him about the shortness of 
breath in the wheelchair, he said at that time, well we could get on 
hospice and get O2 at home and they could pay for it. Mark was very 
upset by that comment because he figured at that point that he said 
he felt like they’d, the doctor, had just thrown rocks in his coffin.”

Decision making “As far as her, um, personal aspect, personal things, I basically have
made all the decisions on everything. I’m her executor, I have to 
keep everything, um, intact and running. Checking account, bills, 
that kind of stuff.”

Methods of coping “What I try to do is, is get to the gym—and just go over and do 
weights and stuff and, you know, I find that to be very, very 
therapeutic—because you don’t have to think. It’s just physical 
exertion and, you know, that just tends to, ah, I don’t know,—wash 
away, yeah, just wash away the, the stressful feelings.”

Sense of control “Why would I be in control? God is in control. Or not God. His 
disease is in control. I don’t know if that’s what you mean by control. 
But, I remember that was on that questionnaire I filled out 
somewhere too. And I don’t feel I’m in control. If I was in control, 
everything would be fine. He wouldn’t have what he’s got. But, I
don’t have any control over that. So, I’m not in control . . .
Something else is controlling my life. Not me.”

Overall quality of life “It’s the pits.”
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Table 5.3. Social well-being

Theme Example caregiver comments

Feeling isolated “I feel that like I could be doing so much more than I need
to do for him if I could get out. But, I don’t want to be out
for long periods of time . . . one time I was trying to go find
a pan for him ‘cause they were coming but there was
nobody here. So he couldn’t go. Or, he ran out of bread.
I gotta plan things so carefully because I don’t have any
time to go out and do these errands.”

Patient/family caregiver “My dad dedicated his life to make it to where I could live
relationship mine. And, um, so basically I mean he and I were

teammates and, ah, you know when one of your team
members are going, it’s, that’s hard for the other one to go
on. And I had to reassure him that I would be okay.”

Communications with the “I don’t know what to say sometimes . . . Sometimes we
patient don’t know what to say. I’m so surprised when he has his

eyes opened so long and he’s looking, and I’m thinking,
‘Oh my goodness, what are we going to talk about now?’ ”

Interference with employment/ “If I’m at the computer, then I worry about him and I go
activities at home check on him. Then I get distracted by doing something

for him, and I don’t get back to the computer. Or then
somebody calls and asks how he is. Or, then the hospice
comes in. Or, then it’s time for a bowel movement. And,
then it’s time just to decide what he wants to eat.”

Support from others “There’s nobody else to help. I’m the only one with her
all day, and there just isn’t anybody else. And, it wears me 
out. I’m 71 years old now. And, it, it sort of wears me out.”

Support from home care “The . . . people I’ve met. The doctors, the nurses, the
therapists, the receptionist, they’ve all been great. They
all still call. I guess that makes me happy. They were so
helpful to my husband. They were so caring. They
understood my pain. And they reached out and I
remember them sharing. That’s so important because
you’re not a statistic. You know, you’re a person with
feelings, and scared, and you’re concerned about a loved
one. And what’s going to happen to him. And so when
somebody is kind and concerned and helpful oh, it’s the
best therapy in the world. Kindness.”

Unmet needs “It’s like, again, you’re trying to maintain your normal life
but there’s always demands there. So, it’s that struggle.”

Advice to others “Do your best. Don’t feel guilty if your best is not as
good as somebody else’s, and don’t be afraid to ask for
help. That’s about the only advice I can give.”
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health care settings. Those caregivers in the home have the added burden and
responsibility of the patient’s physical care as well as other life demands.

Families caring for a loved one with an advanced disease are emotionally vul-
nerable. Issues surrounding the illness become the primary topic of thought and
discussion for which they give health care professionals significant importance
and authority.6,46 The family observes the health care professionals for any sign
of the patient’s condition and also embraces the health care team’s unspoken
beliefs and rules.6 With such informal power, health care professionals need to
be sensitive to their influence given the vulnerable state of the caregivers. The
goal is not to fix the problem because the root problem cannot be fixed. The
patient’s disease is not going away and the inevitable, death, will occur. What is
important is the human support health care professionals can offer the family
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Table 5.4. Spiritual well-being

Theme Example caregiver comments

Meaning “It doesn’t mean religion. I’ll tell you that. I don’t think it does, and I
guess it means having a connection with something other than just
material things, um, knowing that we have a physical body but then
there’s that spark, whatever, whatever that thing is that makes us live.”

Importance of spirituality “Because to me that is what makes the person. You know, you’re the
kind of person who cares for other people who, who is sensitive to the
needs of other people, who believes there is a right way and a wrong
way, moral, immoral, ethical, unethical, all those sort of things. To me
all those things relate to the spirit of the real person.”

Spiritual needs “I’ve had a lot of spiritual needs. And, I, ah, I have found that, ah,
going to church has been a very emotional thing for me. I’ve needed
a lot of spiritual help. And, sometimes the pastor’s message . . . It’s
like it was just to me.”

Spiritual activities “I’ve been reading my Bible a lot more. And praying a lot.”

Death awareness “Sometimes I go back and forth. This is torture. This is torture for
two years. But there’s the good moments that you wouldn’t have. You,
you have a chance to say good-bye even if he doesn’t understand it.
You don’t say good-bye, but you have a chance to be with him.”

Anger at God “I just don’t care to pray to Him today. Because He hasn’t helped me
yet. Yes, He has in the past, I am sure. And, I know He’s there. And I
know He cares, and, I just am on a little break from God.”

Hope “I think it’s crucial to have (faith) in other life because unless you
believe that there are things that you can accomplish whatever they
may be, which relates to hope, then you’re just simply not going to
have a good life . . . and without that there’s, you’re just nothing, and
I think you can see the results of that when you drive down in skid
row and other places where people have just given up. They’ve lost
hope.”



caregiver both practically and emotionally. Presencing, being fully present to
another, can diminish feelings of isolation, increase feelings of connectedness,
increase the sense of being valued, and decrease feelings of vulnerability.47 Pro-
fessionals can be a catalyst for healing, and healing takes place in many forms.
The professional’s role is not just a matter of being there to provide answers, but
rather being there to share the questions.

Conclusions

This chapter reviews issues faced by family caregivers caring for a loved 
one with an advanced disease. It truly is a difficult journey. While the goal of 
health care is often described as patient focused, it also must be family centered.
For care in advanced disease, it is important to remember that the whole is
greater than the sum of its parts. Consistent literature findings reinforce the 
need for improved interventions for family caregivers. As Lederberg6 states, they
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Table 5.5. Summary of potential interventions for support of family caregivers

Domain Intervention

Physical 1. Provide resources for help in physical care and respite
2. Offer home health aides to help with personal hygiene
3. Offer occupational therapists to teach work simplification and energy

conversation skills
4. Monitor the caregiver’s health status, and known acute or chronic health

problems.

Psychological 1. Facilitate discussion of concerns regarding future care
2. Offer services of psychiatric personnel or licensed clinical social workers
3. Offer respite care
4. Assess for caregiver depression
5. Facilitate sharing of feelings

Social 1. Help minimize isolation and loneliness by facilitating the use of the family
network

2. Provide a resource list of support groups
3. Offer volunteer services
4. Facilitate family discussion regarding concerns, and help them create realistic

schedules for sharing caregiving duties
5. Validate caregivers feelings about what they are experiencing
6. Offer support of social service to evaluate financial needs

Spiritual 1. Use active listening and presence
2. Facilitate discussion about finding meaning in the experience
3. Assess past spiritual support, religious practices, and resources
4. Help to construct a sense of hope
5. Offer prayer and religious readings
6. Involve chaplaincy



are second-order patients requiring as much support if not more, than the
patient.
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Truth-Telling and Reciprocity in the
Doctor–Patient Relationship: A North

American Perspective

JOSEPH J.  FINS

During a visit to a bioethics program in Europe, I recognized how far North
American practice has strayed from global norms. In talking about truth-telling
and the importance of providing patients with diagnostic information that would
allow them to make important life decisions, I was asked how information about
a grave diagnosis could possibly be helpful to a dying patient. After being accused
of being a proponent of a cruel and brutal North American ethic, based more
on patient autonomy than physician beneficence, I was proudly told of an act of
deception to spare a dying patient the truth.

As it was shared with me, a senior physician at a leading hospital was dying
of adenocarcinoma of the pancreas. The tumor, at the head of the pancreas, was
causing biliary obstruction and marked jaundice. The patient, who was a gas-
troenterologist, suspected the worst and feared that he had either hepato-
cellular or pancreatic cancer. When he asked to see his computerized axial
tomography (CAT) scan, his residents and fellows wanted to spare him any addi-
tional grief. They substituted the scan of another patient and told him that the
cause of his jaundice was hepatitis. This blatant act of deception was told to me
not with the regret of hindsight, but shared proudly. In their view, the profes-
sor’s clinical heirs had done their chief a great service by protecting him from
the harm that would follow from disclosing the unvarnished truth.

Although the actions of these European physicians seems deviant from the
North American perspective, North Americans are actually the ones who have
deviated from global norms in embracing an autonomy ethic far more expansive
than our colleagues around the world.1 In doing so, we have also departed 
from medical tradition. Throughout the history of medicine, palliation and 
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truth-telling have been at odds. If palliation was seen as a way to preserve hope,
then the truth was the enemy of hope and frequently hidden from the patient’s
view. Palliation was not about disclosure, as its seventeenth century usage sug-
gests, but rather about cloaking or disguising the truth.2 Traditionally, as Jay Katz
has observed, the doctor–patient relationship was silent when it came to sharing
the truth.3 Patients were felt to be served by less, not more information—espe-
cially when the news was bad and there was little to offer.

Practice patterns in the United States might even be said to be counterintu-
itive. Our clinical intuitions tell us that sharing a grave diagnosis with a patient
has to be antithetical to the promotion of palliation. If the goals of palliation are
to relieve pain, minimize suffering, and protect vulnerable patients from unnec-
essary burdens, it would seem unlikely that the truth could be comforting.

And yet, physicians in the United States now overwhelmingly believe that
patients have the right to know their diagnoses, even if they are grave and ter-
minal.4 Are we cruel and insensitive practitioners, as our international colleagues
quietly allege? Or is it that we are products of a different culture? As a practi-
tioner in North America, I cannot believe that we are either cruel or inhumane.
I have seen acts of kindness and charity in the clinic that might even restore the
faith of a cynic. I would prefer, instead, to believe that our actions reflect our
nation’s history and social transformation in this century. These forces have
shaped medical practice. They have helped us appreciate palliation as something
more than the mere protection of patients from pain or harm or the provision
of symptom relief.

The most progressive of North American practitioners have taken a more
expansive view of palliative care. They understand it as an opportunity for
patients to reflect on life experiences and perhaps reach closure. The idea is to
help the patient live as fully as possible even as they experience the dying process.
But for a patient to live fully, they need to be fully informed of their situation.
Self-reflection and authentic encounters with loved ones cannot be accomplished
through a veil of deception. A dying patient cannot find meaning in the dying
process if he does not know he is dying. Indeed if we value meaning, we must
also value the truth. Understood this way, the truth is not the enemy of hope, it
is a palliative.

The Evolution of Practice in the United States

It might be argued that our practice patterns began to break from tradition in
1914 when the great American jurist Benjamin Cardozo articulated the right of
adult competent patients to consent to treatments. Writing as a judge on the
New York State Court of Appeals in Schloendorff vs. the Society of The New York
Hospital, Cardozo opined that “. . . Every human being of adult years in sound
mind has a right to determine what shall be done with his own body; and a
surgeon who performs an operation without the patient’s consent commits an
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assault for which he is liable for damages. . . . This is true except in cases of emer-
gency when the patient is unconscious and when it is necessary to operate before
consent can be obtained.”5

Although this historic decision prefigured the notion of informed consent,
which would later guide medical practice in the United States, its significance
was not immediately recognized. In fact, jurists honoring Cardozo’s legacy a year
after his death did not even mention informed consent in a commemorative law
review volume jointly sponsored by the Harvard, Columbia, and Yale Law
schools.6 This 1939 collection does cite Schloendorff but only an aspect of the
opinion, which has since been overruled.

Ten years later a text on legal medicine cites Schloendorff, but offers a 
traditional vision of medical decision-making. While giving lip-service to
informed consent, the author suggests that patients will be best served by a 
paternalistic doctor–patient relationship. Commenting on patient consent for
surgery, the author advises that patients place their faith in the physician, as a
child might entrust a parent. He writes that, “. . . The relationship of physician
and patient is one of trust and confidence. It is submitted that the best interest
of the patient is served in trusting his welfare to the skill and integrity of the
physician.”7

Medical practice patterns changed little during the 1950s even though cancer
patients were beginning to express a strong desire to know their diagnoses.8

Despite these early rumblings, the prevailing medical ethic remained paternal-
istic. This is illustrated by Oken’s study of physicians at Michael Reese Hospital,
which was published in 1961.9 Oken observed that 90% of physicians reported
that they withheld the diagnosis when their patients had cancer. When informa-
tion was shared, disclosure was limited or deliberately misleading in order to 
“. . . sustain and bolster the patient’s hope.” Although earlier patient surveys
demonstrated that patients wanted to know their diagnosis, Oken observed that
the physicians he studied disagreed. He wrote that, “The vast majority of these
doctors feel that almost all patients really do not want to know, regardless of what
people say. (italics added) They approach the issue with the view that disclosure
should be avoided unless there are positive indications, rather than the reverse.”

The status quo began to change dramatically in the years after Oken con-
ducted his study.10 By 1979, Novack et al. found that 97% of practitioners “. . .
indicated a preference for telling a cancer patient his diagnosis.” The authors
characterized this change as a “complete reversal of attitude” since Oken made
his observations.11

The Emergence of the Truth

Tracing the evolution of practice patterns is a far easier task than attempting to
explain why these changes occurred. Some have maintained that disclosure of
the truth has been made easier by improvements in treatment. When the truth
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was not directly equated with the erosion of all hope it became easier to be forth-
coming.12

Although technological advances surely played a role in these changes, the
emergence of truth-telling in medical practice was influenced more by factors
outside of medicine. In many respects, the decline of physician paternalism was
a broader reflection of the times and the social turbulence that convulsed the
nation in the 1960s. These forces, external to medicine, reconfigured all aspects
of American life and influenced how physicians and patients communicated with
each other. The emergence of assorted rights movements, which asserted the
rights of minorities, women, and consumers, inevitably led to a broader articu-
lation of patient rights. If citizens enjoyed new rights in civil life, and consumers
had increased protections in the marketplace, then patients were also logically
entitled to know about their medical condition if they became ill.

America’s preoccupation with rights in the 1960s also led to the birth of
modern medical ethics. Like other rights movements of that era, medical ethics
sought to minimize hierarchies and promote the individual’s self-determination.
But in illustrating the possibilities of patient self-determination, medical ethics
more importantly demonstrated the limitations of physician paternalism. Medical
ethics suggested that some clinical decisions were more than technical determi-
nations: they were value choices that drew upon a patient’s beliefs and mores.
Because these values were highly personal—and at times idiosyncratic—the
patient was best positioned to make these decisions. However well-intentioned
a physician might be, he could not decide what was in the patient’s best interest
or what counted as a “good.”13 These decisions were outside the purview of the
physician’s expertise and thus the inappropriate object of paternalism. Patients
had to make these judgements for themselves and be given the necessary infor-
mation they would need to make these decisions. Simply put, patients would
need to know the truth. For, as Pellegrino has noted, the “. . . human capability
for autonomous choices cannot function if truth is withheld, falsified, or other-
wise manipulated.”14

Structural changes in the delivery of care during this period also fostered an
autonomy ethic. During the 1960s medical care became more impersonal and
anonymous. The rise of medical technology, coupled with the restructuring of
health care financing, moved care from the home to the hospital. Care became
increasingly institutionalized. The local physician who made house calls and took
care of the entire family’s medical needs was replaced by a team of doctors
working in offices and clinics outside the neighborhood. Gone were the days of
the general practitioner who delivered your parents and took care of your ear
infections when you were in grade school. He was replaced by specialists of all
stripes. Overall patient care became more fragmented.

Although I am generationally removed from the era of the general practi-
tioner, I had the good fortune to observe one at close range during the mid-
1970s, when he worked as an emergency room physician in my community.15 Ten
years after closing his practice, his patients continued to come to the ER for his
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care and counsel. He gave advice in that setting just as he did 30 years earlier in
the office in the back of his home: generously and knowingly. It was obvious he
knew these people and their personal histories. Although today we might cri-
tique his style as paternalistic, it wasn’t authoritarian. It was informed by years
of altruistic hard work caring for patients who trusted him. He did give direc-
tion and advice, but it had a certain kind of moral authority that came from
knowing patients and nurturing entire families back to health.

As the general practitioner was replaced by a new generation of doctors, his
style of doctor–patient communication also went out of fashion. The guidance
that seemed appropriate and sensitive from a trusted neighborhood physician
seemed increasingly directive when it came from a virtual stranger who did not
know you, much less your parents or grandparents. Advice that was once appre-
ciated from one source seemed to be an intrusion when it came from another.
Such counsel was soon labeled pejoratively as paternalistic, and it probably was.

These physicians did not know their patients as their predecessors in general
practice did. When this younger generation of physicians tried to use their own
values as a proxy for their patients, it became increasingly clear that doctor and
patient now inhabited different worlds. With the fragmentation of care, the
broader institutionalization of medical practice, and the rapid escalation of physi-
cian incomes beginning in the 1960s, physician and patient were less likely to
hail from the same cultural background, pray in the same congregation, or share
the same socioeconomic class. This social dislocation made old-style paternalism
increasingly untenable, if not impossible.

In this emerging environment, the patient’s voice had to be heard. Physicians
who did not know their patients could not speak for them. Empirical studies
demonstrate that the more modern doctor–patient relationship did not provide
physicians with the information they would need to make the care decisions that
their patients would make for themselves.16 If the physician could no longer
speak for their patients, patients had to speak for themselves.

But patient self-determination became more than a vehicle for self-
expression. It soon became a protection against vestigial paternalism and a
defense against the beliefs, values, or prejudices of the practitioner. This became
especially important when people of different cultural and faith traditions began
to come together to provide and receive health care. Today, it is not unusual to
observe a Muslim physician caring for a Jewish patient in a hospital sponsored
by the Catholic church. Mayor Rudolph W. Giuliani of New York captured this
diversity in a speech celebrating the 50th anniversary of the United Nations. 
Giuliani observed that “. . . whatever part of the world you’re from, you can find
people in New York City who speak your language, share your cultural traditions,
practice your religion, and enjoy your cuisine.”17

Although this diversity enriches America’s cultural life, this same diversity
can create challenges when moral dilemmas arise in the practice of medicine.
Unlike other nations with a dominant religion, we do not have a single reli-
gious tradition to turn to for guidance. Instead, we have a plurality of traditions
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capable of responding to ethical dilemmas in patient care. A secular ethic, with
its emphasis on patient autonomy was especially well-suited to this situation.
Stressing patient self-determination as its overriding principle, secular bioethics
laid the ground rules for adjudicating moral dilemmas in patient care when 
cultural mores clash. Tolerance would prevail and the patient’s values would 
have primacy. Although the stakeholders did not have to agree with the patient’s
beliefs, all would come to the table accepting the importance of pluralism 
and accommodation. In a complicated world, secular bioethics allowed a 
diversity of peoples to pursue their beliefs and be different without being
deviant.18

The Law and the Rise of Patient Self-Determination

A consideration of the forces that advanced truth-telling in North American 
medicine would be incomplete without acknowledging the important role played
by the law over the past 35 years. Broader social changes, like the emerging 
rights movements of the 1960s, were able to infiltrate the sequestered world of
medical practice through the growing influence of the courts. Judicial activism
of this period dramatically altered the clinical landscape with decisions advanc-
ing the centrality of informed consent and patient autonomy. Indeed, it would
not be an exaggeration to suggest that the legal system became the vector by
which the old paternalism was breached and replaced by a new strain of patient
self-determination.

Patient self-determination was promoted through a new genus of informed
consent cases, which considered both the patient’s right to medical information
and his/her place in medical decision-making. Early cases from this period
hinged upon questions of disclosure.19,20 These cases first articulated the physi-
cian’s affirmative obligation to share important information with the patient.21

Subsequent cases specified what constituted reasonable disclosure about a
patient’s illness and treatment options.22–24 More stringent requirements for dis-
closure naturally led to greater patient involvement in medical decision-making.
As patients became more knowledgeable about their circumstances, they came
to expect a greater role in medical decision-making.

Over the past 15 years, patient self-determination flourished. During this
period, disclosure and truth-telling was promoted by the courts, and patients
have achieved a wealth of new rights, most notably in end-of-life decision-
making. Since 1980, patients have gained an ability to forego life-sustaining
therapy and the right to consent to do-not-resuscitate-orders.25–27

Patient autonomy became so ingrained in our nation’s consciousness that a
federal law was passed in 1990 mandating that health care institutions provide
patients with the means to articulate end-of-life preferences in an advance direc-
tive.28 Appropriate to an era marked by the rise of patient autonomy, this law 
was entitled the Patient Self-Determination Act. Its passage codified autonomy’s
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displacement of physician beneficence that had been slowly evolving since
Schloendorff.

Backlash

If the Patient Self-Determination Act represented the legal codification of
patient autonomy, it also heralded a new era when some would ask whether there
were limits to patient self-determination. Since its passage, the broad societal
consensus that had advanced patient self-determination began to splinter. Promi-
nent commentators, many of whom were instrumental to the growth of the
bioethics movement, began to question whether our national embrace of self-
determination had gone too far.

Old fault lines that had been obscured by the rights movements of the 1960s
began to resurface as autonomy arguments were pushed to their limits, most
notably in the physician-assisted suicide debate.29 This stress proved to be too
much and the bioethics movement split on this contentious issue.30 Arguments
advancing physician-assisted suicide as the logical extension of a patient’s auton-
omy31,32 were opposed by equally articulate observers. They asserted that in
extending the patient’s right to be left alone to an affirmative obligation to assist
in dying “patient self-determination had run amok.”33 In a matter of a few short
years, many who had agreed on the reasonableness of the Patient Self-
Determination Act,34 found themselves on opposite sides of the physician-
assisted suicide question.35

The emerging critique of our autonomy ethic, however, has not been limited
to the divisive assisted suicide debate. There is a new genre in bioethics noting
the costs associated with the prizing of autonomy over other social goods.36

Viewing autonomy as an end to be achieved—and not as a means to other impor-
tant goods—has led to distortions in health care policy that are unique to our
country. Our preoccupation with the rights of individuals has distracted us from
efforts to foster broader societal solidarity and the just distribution of health care
resources. Indeed, it is plausible to assert that our nation’s singular failure to uni-
versalize access to health care is a consequence of our focus on the individual
and not the broader community of which he or she is a part. This systemic inat-
tention to the common good was especially apparent in recent federal circuit
court decisions that asserted an individual’s constitutionally protected right to
physician assisted suicide even though collectively Americans do not yet have a
right to health care.37,38

At the bedside, even the seemingly settled question of truth-telling has been
reopened for debate. In what could be described only as a clinical backlash
against an ethic dominated by self-determination, some have begun to wonder
whether patients are always served by absolute and total disclosure. These 
commentators appeal for compassion and clinical common sense over a theo-
retical or legal obligation to respect a patient’s autonomy. Their views echo the
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criticisms heard from abroad that cast the North American penchant for truth-
telling as cruel and even inhumane.

The journalist Martha Weinman Lear captured this sentiment in her essay,
“Should doctors tell the truth? The case against terminal candor.” Published in
The New York Times Magazine, her piece depicts how the aggressive promotion
of truth-telling can often disable the patient under a mound of information.39

Noting the psychoanalyst Willard Gaylin’s description of excessively robust 
disclosure as truth-dumping, Weinman Lear offers a trenchant critique of a
mechanical notion of informed consent and patient autonomy. She suggests that
there is something terribly wrong—even iatrogenic—when the doctor–patient
relationship is a conduit for information but not a vehicle for healing. When this
occurs, physicians become functionaries who neither comfort, nor instruct.
Simply put, they impose the truth.

Acknowledging the Doctor–Patient Relationship

Although Weinmann Lear’s criticism could be understood as an appeal for a
return to an era of physician beneficence, it illustrates that in responding to one
extreme in practice we have created another. It is hard to disagree with her crit-
icism of physicians who are insensitive with the truth, but it is equally difficult
to endorse practitioners who withhold the truth from patients who might be
served by it. Neither deception nor insensitive disclosure seems worthy of
patients or the physicians entrusted to serve them.

Although full disclosure has been advanced as a way to remedy the decep-
tion that had traditionally marked the doctor–patient relationship, each practice
falls short because it isolates the physician and the patient from each other. The
judgement necessary to titrate the proper amount of disclosure to a particular
clinical situation does not reside solely in the physician. It emerges from the rela-
tionship between the physician and the patient.

The irony of our embrace of disclosure as a response to the moral excesses
of deception is that both actions fail to acknowledge the doctor–patient
encounter as a relationship. Just as the paternalist views the relationship as
amenable to his unilateral decision making, the autonomist views medical 
decision-making as the domain of the patient. Both views are misconstruals. 
The doctor–patient relationship is a dialectic. Each partner influences the other.
Neither operates alone or in isolation. Instead, the relationship is a dyad, that
imposes limits on both the autonomy of the patient and the clinical discretion of
the physician. The failure to acknowledge the interdependency of the patient
and physician on each other fosters the excesses of patient self-determination on
the one hand and paternalism on the other.

It is impossible to escape the interdependency that marks the doctor–patient
relationship, even though we speak of clinical autonomy or patient self-
determination. Because the encounter between the doctor and patient involves
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the other, neither can be completely self-determining. Complete self-determina-
tion in any sort of relationship is a fictional construct. This is especially true of
patients when they enter into a doctor–patient relationship. Patients are neither
alone, nor fully self-determining but subjected to an element of dependency,
which cannot be ignored. Their choices and options are framed by how the physi-
cian presents information. Although they may make choices based on what they
have been told, they do not have control over the information that they are given.

Consider the physician who describes an intensive care unit to a critically ill
patient who must decide whether to pursue aggressive treatment. A physician
who wanted to steer his patient away from intensive care might describe the
intensive care unit (ICU) as follows:

If we take you down to the ICU we will put you on a ventilator. Some patients find
the tube that we will put down your throat uncomfortable, but it is necessary for
the breathing machine. We will also put a large intravenous line into your neck.
This will limit your ability to turn your head and neck. Visiting hours are limited
in the ICU, so your family can only see you for 10 minutes twice a day.

Contrast this description with that of a physician hoping to persuade a patient
to accept a recommendation for an ICU transfer:

We will take you down to the ICU and put you on a breathing machine. Although
you’ll have a tube in your throat, you should be less short of breath. If you are
uncomfortable we can give you pain medicine. We will also put an intravenous line
in your neck, which will limit your ability to turn your neck—but we’ll bandage it
securely. We’ll use that special intravenous to give you medicines that will make
your heart pump better. Although visiting hours are just 10 minutes twice a day,
there is one nurse for every two patients in the unit and part of her job is to keep
your family apprised of your progress.

While the law mandates that patients be told what a reasonable person would
need to know to make an informed decision,40 these descriptions of the ICU illus-
trate the difficulty of translating theoretical guidelines into clinical practice. Both
of these descriptions are accurate portrayals of the technologies used in an ICU.
Yet, neither one is entirely truthful or forthcoming.

Each discussion betrays the bias of the physician’s treatment recommenda-
tions. The first narrative describes side effects of technologies employed in the
ICU without explaining the rationale for these interventions or how their asso-
ciated morbidities might be softened. The second description provides this addi-
tional information but may be misleading about the discomfort the patient may
experience.

A close reading of these narratives illustrates that the line is pretty 
thin between disclosure and distortion. Each bit of information that is shared
reflects a decision to disclose one part of the story, perhaps at the expense of
another. Such editorial decisions can influence the choices made by patients 
illustrating that even when a physician discloses information, he has the ability
to be authoritarian.
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Even this fairly routine example illustrates that doctor and patient are in a
relationship and that the structure of the power dynamics within that encounter
are asymmetrical.41 The physician controls the information that might be dis-
closed and crafts the way the information is shared.

It is important to recognize the power that the physician can wield if we hope
to avoid the excesses of paternalism or truth-dumping. Curiously, both are abuses
of the physician’s power. Paternalism, with its unilateral decision-making is an
error of commission in which power is authoritarian and solely within the hands
of the physician. Truth-dumping is a more subtle abuse. It is an error of omis-
sion and represents the physician’s failure to use his therapeutic power to help
the patient make sense of the medical facts. It is nothing less than an abdication
and the abandonment of the patient.

Reciprocity and Truth-Telling

Both paternalism and truth-dumping are threats to the doctor–patient relation-
ship. Each mistakenly consolidates decision-making power in an individual at the
expense of the relationship between doctor and patient. This undermines the
potential for collaboration and obscures the fact that neither member of 
the doctor–patient partnership alone possesses the judgement to properly titrate
the truth. There is no escaping the reciprocity of physician and patient when
considering how the truth is shared and employed.

It is, in fact, the acknowledgement of this reciprocity that prevents abuses.
The physician is less likely to abdicate his authority or act in an authoritarian
manner when he appreciates that the patient depends upon him for medical
information and that he must, in turn, look to the patient for guidance. When
this is acknowledged, advice and information can be given in a way that is tem-
pered. The physician can provide guidance without being so determinative that
the patient is forced to agree with the physician’s recommendation. Information
can be shared in a manner that is attentive to the patient’s ability to apprehend
and comprehend.

Such reciprocity can be fostered when the physician emulates what Brody
has termed transparency.42 Brody suggests that when a physician is transparent
and thinking out loud, he shares both his thoughts and power with the patient.
This exercise in explication allows the physician to use his therapeutic power
without becoming authoritarian. In this dynamic, physician and patient empower
each other. The patient enfranchises the physician to provide guidance and
comfort. The physician, in turn, empowers the patient with information that only
he can provide.

It is a reciprocal relationship that is unequal but still collaborative. Physician
and patient make different, yet mutually enhancing, contributions to make the
relationship successful. The physician’s greater technical knowledge is balanced
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by the fact that the patient has a greater stake in the decisions that are made.
The patient values this technical information but needs to interpret it in light of
life experiences and personal values.

Reciprocity and the Therapeutic Exception

Viewing the doctor–patient relationship as a reciprocal relationship is most
helpful in deciding whether or not it is appropriate to withhold the truth and
invoke the therapeutic exception. Although patients should be engaged in as
much of their care decisions as possible, patients’ levels of involvement must be
weighed against their abilities to actively interact in their relationships with their
physicians. Generally, a physician invokes the therapeutic exception when dis-
closure would be disproportionately burdensome or dangerous. The therapeutic
exception, as its name would imply, is a departure from the general norm to dis-
close the truth. Exceptional circumstances are needed for a physician to invoke
his therapeutic privilege and withhold the truth.

Patients who cannot collaborate with a physician because of cognitive 
limitations or psychological distress should be the object of a therapeutic ex-
ception because they cannot engage in reciprocal decision making with their
physicians. They should neither have the truth imposed upon them nor be 
asked to participate in relationships when they are unable to do so. Instead, 
decisions should be made for them by the appropriate surrogate decision 
makers. In these cases, disclosure will neither empower the patient nor foster
self-determination.

Viewing truth-telling through the prism of reciprocity suggests that the truth
itself is not an absolute good. Instead, it is an instrumental good that is valued
because it generally leads to greater goods. Truth-telling is a good that needs to
be contextualized within the broader provision of patient care. When disclosure
leads to reciprocity in the doctor–patient relationship, it is a good to be sanc-
tioned and promoted. But when truth-telling does not lead to an enhanced ability
for patients to make important life choices it can be abridged.

Palliation, Reciprocity, and the Truth

If we return to the case of the European physician dying of pancreatic cancer,
we will recall that his colleagues, intending to protect him from harm, invoked
the therapeutic exception and withheld the truth about his diagnosis. Were his
colleagues protecting him from a harm he could not bear or depriving him of an
opportunity to share in a reciprocal relationship with them?

From what I heard of the story, there was every indication to suggest 
that the physician–patient was in a position to participate in a reciprocal
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doctor–patient relationship. He was, after all, a gastroentereologist who had
cared for patients with the very disease that was taking his own life. He had been
witness to their deaths and might have been able to use this experience to make
sense of his own situation had he known his diagnosis. Beyond that, it appeared
that he wanted to know about his medical condition. His request to see his com-
puterized axial tomography (CAT) scan suggests that he wanted to know his diag-
nosis and indicates that he suspected that the truth was being hidden. He was,
after all, still the teacher of his students and he knew how they had been trained
when it came to sharing bad news.

It would be ironic, and tragic, if this physician lay dying wondering about his
diagnosis and the likelihood of whether his well-intentioned colleagues were
deceiving him. We can only imagine the loneliness and private concerns as he
sought to engage his colleagues, his family, and the truth. Although we can only
speculate from this distance, it is quite possible that the desire to protect this
physician–patient from harm had only fostered his suspicion and amplified his
isolation.

It appears that the truth, as tragic as it was, might have been comforting 
to this patient who was asking for it. His colleagues failed him because they 
failed to appreciate that their teacher could have been engaged in a reciprocal
relationship with them. Although we might remain sympathetic to their 
well-intentioned beneficence, their failure to recognize the potential for reci-
procity led to a paternalistic abuse of the therapeutic privilege depriving 
the patient empowerment by information that should have been shared 
with him.

In this case the truth should have been shared. Even though his doctors knew
the patient’s diagnosis and prognosis, they could not know what would invest the
dying process with meaning. Only the patient was positioned to understand the
significance of his illness in light of prior life experiences as physician, teacher,
husband, and father. It was presumptuous of his colleagues to believe that they
could interpret these facts for the patient.

The search for meaning begins with the medical facts of the case. It does not
end there. If a patient does not know he is dying, he will not be able to find
meaning in the dying process. Patients who are deprived of the truth about their
illness are also deprived of a genuine opportunity to participate in life’s culmi-
nating experience.

Deception robs the patient of the opportunity to stay engaged in life’s 
drama. The dying patient who remains unaware of a truth known by everyone
else is isolated in his ignorance. Those who make visits intended to comfort 
must be careful in choosing their words. The patient, in turn, who suspects 
the worst is similarly constrained and may not impose his burden on those 
who do not yet know that he is dying. Mutual deception, at the expense of 
more productive reciprocity, only serves to further sequester the dying from the
living. In short, it isolates the dying patient and makes a palliative embrace
impossible.
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7

Truth-Telling in Cancer Care: 
The Japanese Perspective

YOSUKE UCHITOMI

During the 1990s, the Japanese people talked more openly about cancer and
death. Some high profile public figures disclosed their own battle with cancer,
and bereaved family members and journalists wrote about dying cancer patients.

In 1989, a Japanese Ministry of Health and Welfare (JMHW) task force rec-
ommended the practice of telling the truth to terminally ill patients,1 and in 1995,
JMHW promoted the practice of obtaining the patients’ informed consent before
every medical practice.2 Since April 1996, it has been permitted for the physi-
cian to charge a fee for giving the patient information about their cancer treat-
ment plan. However, a survey of bereaved family members, conducted in 1994,
showed that only 20.2% of the cancer patients had been told the true diagnosis.3

Hence, the move toward full disclosure is advancing slowly. The Japanese pop-
ulation may prefer slow advances in truth-telling practice in cancer care.

The ethical aspects of truth-telling in Japan can be discussed on the basis of
a systematic review of the literature and the other material. Surveys of the
general population, cancer patients and their families, and physicians and other
medical professionals provide important information related to ethics, and to the
medical and psychosocial aspects of the issue.

Cancer Epidemiology in Japan

Before 1953, the leading causes of death in Japan were infectious diseases, such
as tuberculosis. The advent of antibiotics and improvements in the public health
system have reduced the death rates from such diseases.4 The lifestyle and diet
of the Japanese people became Westernized after World War II and so-called
lifestyle illnesses, such as cerebrovascular and heart diseases and cancer, have
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become the leading causes of death. In 1981, the cancer rate overtook the 
rate of cerebrovascular disease. The number of cancer-related deaths in Japan
in 1996 was 271,094 (217.4 per 100,000 population), which accounted for 30.2%
of the total number of deaths. The death rates of some cancers, such as lung,
colorectal, and breast cancer, have been increasing whereas those of other
cancers, such as stomach and uterine cancer, have clearly decreased. These
trends in the cancer-related death rates are similar to those observed in Western
countries.

Telling the Truth in Cancer Care in Japan

General population survey

Reports of 1981–1990 surveys conducted by newspapers of randomly selected
sample populations in Japan show that 53%–56% of the respondents would want
to be informed truthfully if they were diagnosed as having cancer5 (Table 7.1).
Recent reports have shown a rapid increase in the percentage of the general pop-
ulation who would wish to know the true diagnosis, to 86%, although only 69%
wished to be told if they had incurable cancer.6

The data from a survey on Health and Daily Life, which was conducted in
1995,7 show that 86.2% of the respondents wished to be informed of the diag-
nosis if they had early stage cancer and 66.7% wished to be informed if they had
terminal cancer. Logistic regression analysis showed that the wish not to be
informed of the cancer diagnosis significantly correlated with older age and
female gender, probably reflecting the groups of people who have been accus-
tomed to paternalistic physicians.

Despite these trends toward the disclosure of a diagnosis of cancer, there are
still some people who do not wish to be informed of their condition. Further-
more, some people indicated that they would wish to know the diagnosis, but
would want the decisions about treatments to be made by their families and
physicians rather than by themselves. This trend has also been observed in other
non-Western societies, which are more likely to have a family-centered model of
medical decision-making than the patient-autonomy model favored by most
Western countries.8

Patient survey

Surveys of Japanese patients with cancer, noncancerous disease, or suspected
cancer were conducted in 1989–1995; 55.9% to 83% of the respondents wished
to be informed of a diagnosis of cancer9–11 (Table 7.1). However, as in the general
population survey,5–7 a small number of patients did not wish to be informed of
a diagnosis of cancer.11 This group included some who were being treated in a
cancer center hospital.11
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Table 7.1. Wishes and policies toward cancer disclosure in Japan

Study Year of survey Respondents Findings

General Population Surveys

Mainichi Shinbun5 1981–1990 Approximately 2900 randomly sampled 53%–56% wished to be informed of the cancer diagnosis; 17%–23%
people aged over 20 years in Japan. not; 24%–26% wished case by case. If a family member had
Survey repeated 7 times during the period. cancer, 10%–13% would disclose the truth.

Matsumura et al.7 1995 3395 randomly sampled people aged over 16 86.2% wished to be informed of the diagnosis and 81.7% of
years in Japan. prognosis if they had early-stage cancer. 66.7% wished to know

the diagnosis and 62.9% the prognosis if they had terminal cancer.

Mainichi Shinbun6 1997 2913 randomly sampled people aged over 86% wished to be informed of the diagnosis if they had curable
20 years in Japan. cancer. 69% wished to be informed of the diagnosis if having

incurable cancer

Patient Surveys

Mizushima et al.9 1989 789 outpatients from one rural university 55.9% wished to be informed of cancer diagnosis. If a family
hospital. member had a cancer, 31.2% would disclose this.

Tanida10 1991 221 first-visit outpatients and 210 clients 72% and 83% wished to be informed of cancer diagnosis. If a family
before stomach endoscopy from one member had cancer, 27% and 21% would disclose this.
urban college hospital.

Hamajima et al.11 1995 293 first-visit outpatients, revisit outpatients 74% wished to be informed of the cancer diagnosis irrespective of
and inpatients in good condition at circumstances.
discharge from 1 urban Cancer Center
hospital.

Sasaki29 1997 1215 stomach, colon, or lung cancer 75.1% of cancer patients were informed.
inpatients from 24 Cancer Center
hospitals after obtaining informed consent
of cancer therapy.

(Continued)



Table 7.1. Wishes and policies toward cancer disclosure in Japan (continued)

Study Year of survey Respondents Findings

Bereaved Family Caregiver Surveys

Ministry of Health 1992 1918 bereaved family caregivers who had 18.2% reported that the patients were informed of the cancer
and Welfare15 cared for the patients aged between 40 diagnosis. 42.5% were not informed, but might have suspected

and 64 in Japan. that they had cancer.

Ministry of Health 1994 1590 bereaved family caregivers who had 20.2% reported that the patients were informed of the cancer
and Welfare3 cared for patients aged over 40 in Japan. diagnosis. 43.8% were not informed, but might have suspected

that they had cancer. 28.6% reported that patients aged between
40 and 64 were informed.

Physician Surveys

Mizushima et al.9 1989 116 physicians and 206 paramedical 62.9% of physicians and 53.9% of other medical professionals
professionals from 1 rural university wished to be informed of cancer diagnoses. If a family member
hospital. had cancer, 32.8% and 22.8% would disclose this.

Suzuki et al.12 1990 278 primary physicians from urban clinics. 16% of physicians preferred the usual truth-telling policy for
patients with incurable advanced cancer; 67% preferred to inform
patients with early curable cancer. 77% of physicians wished to be
informed if they had incurable advanced cancer; 87% wished to
be informed if they had curable early cancer.

Uchitomi et al.20 1989 329 physicians from 21 cancer center 14% of physicians told the truth to half or more of their terminally
hospitals and 10 teachings hospitals in ill cancer patients.
Japan.

Tanida10 1991 179 physicians from one urban College 13% of physicians preferred the usual truth-telling policy for cancer
hospital. patients.

Elwyn et al.21 1995 77 physicians from one university hospital 40% of physicians preferred the usual truth-telling policy for cancer
and one affiliated hospital in a rural area. patients. If the patients wished to know, but the family was

against disclosure, 35% of physicians preferred truth-telling and
35% did not.



Physician and other medical professionals survey

Would the physicians wish to be told if they had cancer? Of the physicians sur-
veyed at a rural university hospital in 1989, only 62.9% said they would want to
be informed, 25.3% said their preference would depend on the specific circum-
stances and 7.8% would not want to be told.9 Furthermore, 53.9% of other
medical professionals wished to be told, which is similar to proportion of the
patients who gave the same response (55.9%). In a survey conducted in 1990,12

77% of 278 primary physicians from private clinics and hospitals said they would
wish to be told if they had incurable advanced cancer and the number rose to
87% for early-stage cancer. Surprisingly, some of the physicians said they would
not wish to be told.

One reason for wanting not to be told is the strong belief in Japanese culture
that the knowledge of the cancer diagnosis would make the patient feel helpless
and without hope.13 Furthermore, some Japanese people feel that being a ter-
minally ill cancer patient will cause them to be isolated and treated as outsiders,14

which may be why some people said that they would not wish to be informed of
their true diagnoses if they had terminal cancer.

Family wishes

If a member of your family had cancer, would you want the diagnosis to be dis-
closed to the patient? Ten to thirteen percent of the general population,5 27%
of the patients, 32.8% of the physicians and 22.8% of other medical profession-
als9 said that they would want the truth to be told to their family members (Table
7.1). Therefore, many Japanese would not want a family member to be given a
truthful diagnosis, even though they would want to be told the truth if they them-
selves were diagnosed with cancer. Thus, even some medical professionals seem
to believe that the disclosure of the diagnosis will bring only a loss of hope and
a fear of death, and that withholding the truth may protect the patient from emo-
tional distress. It is believed that disclosure of the true diagnosis may result in
only a loss of hope for terminally ill cancer patients.

Decision Making in Truth-Telling Practice

Family involvement in the decision to disclose or 
withhold the truth

In surveys of bereaved families conducted by JMHW in 1992,15 only 18.2% of
family members who had cared for a terminally ill cancer patient (28.6% of the
age-adjusted sample in 19943) reported that the cancer patient was given the true
diagnosis (Table 7.1). Although a clear trend toward disclosure has been observed
between the two surveys, 42.5% (43.8% in 1994) of caregivers reported that the
patient might have suspected cancer, 25.1% (28.8% in 1994) reported that the
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patient was not aware of the diagnosis, and 12.6% (3.2% in 1994) had no idea
whether the patient was aware of the diagnosis. The 1992 survey did show a 
significantly higher rate of disclosure for younger patients than for older patients,
and for patients living in urban areas compared to those living in rural dis-
tricts. Details of the treatment plan were known by 98.1% (93.8% in 1994) of
the families, although only 22.5% (43.7% in 1994) of the patients were informed,
respectively.

In Japan, the principle family members (e.g., spouse and children) are usually
informed by the physician of the cancer patient’s diagnosis, prognosis, and the
treatment plan before the cancer patient is told the truth.16 Then, the family
member(s) decide whether the patient should be told, usually after discussions
with other family members (e.g., the patient’s siblings, uncles, and aunts).

The family’s decision is usually accepted by the physician. At the time of the
diagnosis, rapid treatment will probably be needed to improve the patient’s
chance of survival. Thus, most cancer patients who are not informed of the diag-
nosis probably suspect that they have cancer.13 Usually, the patient never says the
word cancer to their family or physician.13,14 Therefore, Japanese people seem to
fear that disclosure of the truth would cause tension and distress among the
family members, including the patient, and between the family and the physi-
cian, and that the patient may not accept the family’s and physician’s decision to
withhold the cancer diagnosis.

This practice of family decision making is common in Japan and can be traced
to the aspects of Japanese culture that guide interpersonal relations, which prob-
ably originated in the traditional agricultural society of Japan.17 Group decision-
making is more common than the individual making his/her own decisions
because the sense of belonging to the family is strong. Cancer patients who are
not informed of the diagnosis but who nevertheless suspect that they have cancer
may accept the family’s decision because they think that their family hopes to
protect them from disappointment. Hosaka18 reported that, in Japan, the rate of
psychiatric morbidity (e.g., adjustment disorder with depressed mood) in cancer
patients who knew the true diagnosis was higher than for those who did not know
the truth. A similar observation has been made in Indian society.19

Thus, Japanese cancer patients may accept their families’ decisions to with-
hold the diagnoses in order to avoid distress and tension within the family. They
may want to be informed about their diseases step by step, rather than all at
once. The family may buffer the psychological impact of the cancer on the
patient. Further research regarding the relationship between the patient’s wish
and the family’s decision is required.

The physician’s policy toward truth disclosure

Japanese physicians are taught to interpret the Hippocratic oath as requiring
them to do that which is expected to have the best consequences for the patient;
they usually consider themselves the final authority regarding the medical treat-
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ment of their cancer patients. However, the decision of whether to disclose a
cancer diagnosis is left to the family members, who usually did not tell the truth
prior to the 1980s.

During 1989–1991, three surveys of Japanese physicians reported that only
13%–16% had a standard policy of disclosing the truth to their cancer
patients.10,12,20 However, a 1995 survey showed the rapid adoption of a more open
attitude; 40% of the physicians had a standard policy of telling the truth.21 Sur-
prisingly, the 1995 survey also showed that physicians are now more likely 
to make exceptions when deciding whether to tell the patient the truth. The
Japanese physicians reported considering more factors when making their deci-
sions than physicians in the United States. Seventy percent or more of Japanese
physicians consider the patient’s intelligence and age, the patient’s wish, the rel-
ative’s wishes, the patient’s desire to have hope, the available family support, the
type and stage of cancer, the length of expected survival, and anticipated suicide.

The 1995 survey also revealed the physician’s attitude toward conflict
between the wish of the patient and that of his or her family about disclosure;
35% reported that they tell the patient the truth and 35% do not. Therefore,
Japanese physicians do not always adopt the family’s decision,21 which suggests
that they are moving from a policy of nondisclosure to a case-by-case assessment
of the drawbacks and benefits of disclosure. Kai et al.22 studied patient–physi-
cian communication about terminal care in Japan and reported that the concor-
dance between the patient’s preference and the physician’s estimation was close
to the figure expected by chance alone. Whether decision making on a case-by-
case basis really helps the patients and their families should be examined further.

Court rulings

On April 25, 1995, the Japanese Supreme Court issued its decision regarding
whether patients should be told the true diagnosis.23 The case involved K.
Makino, a 50-year-old nurse. She was examined at a hospital in January 1983 and
died of gall bladder cancer in December 1983 after having been told by her
physician in March that she had a gallstone. Her physician suspected cancer and
recommended hospitalization for surgery. She promised to return to the hospi-
tal after a trip planned for the end of March, but she did not return to the hos-
pital immediately and by June the cancer had spread to her liver.

The Supreme Court ruled that the doctor’s practice was acceptable. The
doctor had undertaken a detailed examination of the patient and not told her of
his suspicion of cancer at her first attendance for two reasons: the doctor did not
know the patient well at the time of the first visit and concealment of the truth
was the usual practice in 1983 in Japan.23

Earlier, the Supreme Court upheld the decision of a lower Court in the same
case. The District Court in 1989 ruled that, although it is a doctor’s duty to
explain to the patient his or her illness accurately and concretely, it is up to the
doctor to decide to whom, and when, what, and how much to explain because
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the disclosure can affect the patient’s recovery.24,25 In 1990, the High Court stated
that the patient’s decision may be respected in certain circumstances but that
the doctor’s decision overrides the patient’s decision.16 Ms. Makino was 
solely responsible for the outcome because she had not followed her doctor’s
instructions.26

This Supreme Court ruling has met with heavy criticism from Western coun-
tries, which adopt universal cancer diagnosis disclosure. Although in 1983 the
vast majority of patients in Japan were not told of their cancer diagnosis, this
case had a great impact on the attitudes of Japanese physicians as well as those
of Japanese people.

Promotion of Truth-Telling by the Japanese Ministry of 
Health and Welfare Task Force

In 1989, a JMHW task force on care for terminally ill patients advocated inform-
ing patients of their limited life expectancy, as well as of the cancer diagnosis.1

The task force recommended that telling the truth to such patients should be
considered a necessity. Guidelines for informing terminally ill patients of their
limited life expectancy have been published. The physician is advised to inform
the patient of the true diagnosis if the following criteria are met: (1) the physi-
cian expects that the patient will maintain a stable psychological state after the
disclosure of the truth, for example, the patient has a desire to know the diag-
nosis, the patient will be able to deal with family affairs and to continue working,
the patient will be able to avoid a quarrel over inheritance, the patient will be
able to cope with and adapt to the emotional distress, and the patient will comply
with treatment; (2) the physician expects that the patient will be able to make
decisions related to their own care; (3) the physician is aware of the prior exis-
tence of a good relationship between the health care providers, the patient and
the patient’s family; and (4) a good support system is available to help the patient
manage the physical and psychological aspects of the illness.

In 1995, a JMHW task force on informed consent promoted the practice of
obtaining the patients’ informed consent before beginning every medical prac-
tice.2 However, these reports did not recommend that obtaining the patients’
informed consent, or telling the truth to cancer patients, should be made a legal
requirement, because a balance has not yet been established in Japan between
the patients’ desire for detailed information of their illnesses and the physicians’
belief that providing the patient with that information is not beneficial. The task
force stressed the beneficial aspects of informed consent and suggested that the
Japanese general public, as well as the cancer patients and medical profession-
als, would use the information to achieve a better quality of life.

The levying of a fee by the physician for providing information about the
patient’s treatment plan to the patient was endorsed by JMHW in 1996. It was
an epoch-making event for the practice of telling the truth because a consulta-
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tion with a physician in Japan used to be free or extremely inexpensive compared
to Western countries.27

Conclusion

During a 1995 clinical trial at National Cancer Center Hospital in Tokyo, one of
the leading cancer center hospitals, cancer patients were always told the true
diagnosis and patients were only enrolled in the trial after their written consent
had been obtained.28 In 1997, 75% of 1215 stomach, colon, or lung cancer in-
patients treated at 24 of the 26 cancer center hospitals in Japan reported (anony-
mously by mail) that they had been diagnosed with cancer and had given their
informed consent for cancer therapy.29 The truth-telling practice has been intro-
duced only in the cancer center hospitals in recent years.

Education about communication between medical professionals and cancer
patients and their families is required, especially in medical schools (although an
oncology department has not yet been established), and should be run in coop-
eration with the Cancer Center hospitals.30 It would also be beneficial to estab-
lish a mental health service run by psycho-oncology professionals to support the
communication between physicians and their cancer patients.31,32

A survey of bereaved family members that was conducted in 1994 showed a
slow but steady move toward disclosure.2 The predominant ethical principles in
Japan are thought to be based not only on respecting the patient’s right to know
but also on protecting the patient from the emotional distress of tense family
relationships. We conclude that Japanese people may prefer small changes to the
truth-telling practice in cancer care to avoid the psychological impact of the
cancer on the patient and to respect the family’s and physician’s decisions as well
as the patient’s wishes, without legalizing the requirement for truth-telling in
cancer care.

Acknowledgments

This work was supported in part by a Grant-in-Aid for Cancer Research (9–31) and by the Second
Term Comprehensive 10-Year Strategy for Cancer Control from the Ministry of Health and Welfare
of Japan.

References

1. Japanese Ministry of Health and Welfare and the Japan Medical Association. The
Report for Terminal Care. Tokyo: Chuo Hoki Shuppan, 1989 (in Japanese).

2. Japanese Ministry of Health and Welfare, Yanagida K. The Report for Informed
Consent. Tokyo: Chuo Hoki Shuppan, 1996 (in Japanese).

Truth Telling in Cancer Care in Japan 103



3. Japanese Ministry of Health and Welfare. FY 1994 Report on the Socioeconomic
Survey of Vital Statistics; Medical Treatment For Terminally Ill Patients. Tokyo: Sta-
tistics and Information Department, Minister’s Secretariat, Japanese Ministry of
Health and Welfare, 1995 (in Japanese).

4. Japanese Ministry of Health and Welfare. FY 1996 Report on Cancer Statistics. Tokyo:
Statistics and Information Department, Minister’s Secretariat, Japanese Ministry of
Health and Welfare, 1997 (in Japanese).

5. Mainichi Shinbun-sha. The Report on Public Opinion Survey on “Cancer.” Tokyo:
Public Opinion Center, Mainichi Shinbun-sha, 1990 (in Japanese).

6. Mainichi Shinbun-sha. The Report on Public Opinion Survey on “Aged Society.”
Tokyo: Public Opinion Center, Mainichi Shinbun-sha, 1998 (in Japanese).

7. Matsumura S, Fukuhara S, Bito S, Ohki M, Kurokawa K. Analysis of Japanese people’s
wish to be informed of cancer and correlated factors. Nihon Iji Shinpo 1997;
3830:37–42 (in Japanese).

8. Blackhall LJ, Murphy ST, Frank G, Michel V, Azen S. Ethnicity and attitudes toward
patient autonomy. JAMA 1995; 13:820–825.

9. Mizushima Y, Kashii T, Hoshino K, et al. A survey regarding the disclosure of the
diagnosis of cancer in Toyama prefecture, Japan. Jpn J Med 1990; 29:146–155.

10. Tanida N. Japanese attitudes towards truth disclosure in cancer. Scand J Soc Med
1994; 22:50–57.

11. Hamajima N, Tajima K, Morishita M, et al. Patients’ expectations of information pro-
vided at cancer hospitals in Japan. Jpn J Clin Oncol 1996; 26:362–367.

12. Suzuki K, Kurosaka H, Kaneko S, et al. Telling the cancer. Nihon Iji Shinpo 1992;
3543:43–47 (in Japanese).

13. Long SO, Long BD. Curable cancers and fatal ulcers: attitudes toward cancer in
Japan. Soc Sci Med 1982; 16:2101–2108.

14. Tsuji S. Psychological aspects of dying patients. In: Japan Soc Death Dying, eds. Shi
no Rinsho. Tokyo: Ningen to Rekishi Sha, 1990:114–127 (in Japanese).

15. Japanese Ministry of Health and Welfare. FY 1992 Report on the Socioeconomic
Survey of Vital Statistics: Malignant Neoplasms. Tokyo: Statistics and Information
Department, Minister’s Secretariat, Japanese Ministry of Health and Welfare, 1993
(in Japanese).

16. Hattori H, Salzberg SM, Kiang WP, Fujimiya T, Tejima Y, Furuno J. The patient’s
right to information in Japan: legal rules and doctors’ opinions. Soc Sci Med 1991;
32:1007–1016.

17. Namihira E. Brain Death, Organ Transplantation, and Telling the Truth to Cancer
Patients: Anthropological Studies on Death and Medical Care. Tokyo: Fukutake
Shoten, 1988.

18. Hosaka T, Aoki T, Ichikawa Y. Emotional states of patients with hematological malig-
nancies: preliminary study. Jpn J Clin Oncol 1994; 24:186–190.

19. Alexander PJ, Dinesh N, Vidyasagar MS. Psychiatric morbidity among cancer patients
and its relationship with awareness of illness and expectations about treatment
outcome. Acta Oncol 1993; 32:623–626.

20. Uchitomi Y, Okamura H, Minagawa H, et al. A survey of Japanese physicians’ atti-
tudes and practice in caring for terminally ill cancer patients. Psychiatr Clin Neurosci
1994; 49:53–57.

21. Elwyn TS, Fetters MD, Gorenflo W, Tsuda T. Cancer disclosure in Japan: historical
comparisons, current practices. Soc Sci Med 1998; 46:1151–1163.

104 COMMUNICATION ISSUES IN PALLIATIVE CARE



22. Kai I, Ohi G, Yano E, et al. Communication between patients and physicians about
terminal care: a survey in Japan. Soc Sci Med 1993; 36:1151–1159.

23. Tanida N. Supreme Court’s decision on patients’ rights in Japan. Lancet 1995;
345:1176.

24. Brahams D. Right to know in Japan. Lancet 1989; 2:173.
25. Swinbanks D. Japanese doctors keep quiet. Nature 1989; 339:409.
26. Tanida N. Patients’ rights in Japan. Lancet 1991; 337:242–243.
27. Mitsuya H. Truth-telling practice in cancer care in Japan. Ann NY Acad Sci 1997;

809:279–289.
28. Asahi Shinbun-sha. Clinical trials shall be explained through a written document.

Asahi shinbun 1995; April 6.
29. Sasaki J. Survey on informed consent and truth-telling. In: Sasaki J, ed. Annual Report

of the Cancer Research (8–12) of the Japanese Ministry of Health and Welfare FY
1997. Tokyo: Japanese Ministry of Health and Welfare, 1998 (in Japanese).

30. Okamura H, Uchitomi Y, Sasako M, Eguchi K, Kakizoe T. Guidelines for telling the
truth to cancer patients. Jpn J Clin Oncol 1998; 28:1–4.

31. Uchitomi Y, Sugihara J, Fukue M, et al. Psychiatric liaison issues in cancer care in
Japan. J Pain Symp Manage 1994; 9:319–324.

32. Uchitomi Y, Yamawaki S. Truth-telling practice in cancer care in Japan. Ann NY Acad
Sci 1997; 809:290–299.

Truth Telling in Cancer Care in Japan 105



This page intentionally left blank 



8

Advance Directives in Different Cultures

AKIRA AKABAYASHI AND RAYMOND VOLTZ

How can health care professionals communicate with patients effectively in the
palliative care setting? How can we make better clinical decisions when a ter-
minally ill patient can no longer give consent due to conditions like coma, anxiety,
or incompetence?

One method used to resolve such dilemmas is the provision of an advance
directive (AD), particularly in the United States. Such directives are made while
the patient is still competent, and specify the forms of medical treatment to be
provided by caregivers and/or designate someone to act as a proxy should the
subject in question lose his or her capacity to make decisions.

The moral arguments supporting ADs in the United States are based pri-
marily on the concept of autonomy or the patient’s right to self-determination.
Advance directives and the use of a health care proxy have been recom-
mended as a means to improve communication about the patient’s prefer-
ences in making health care decisions. Several articles indicate ADs should
contain disease-specific information rather than general statements that do not
offer much assistance in clinical situations, and should be seen as part of a 
more general plan for end-of-life decisions in which improved communica-
tion would be more important than a more formal preservation of rights,
achieved by simply completing a document.1–3 However, whether the disease-
specific ADs really improve patient–physician relationship has not been con-
firmed yet.4

An important question remains. Are ADs accepted and desired by patients
and health care professionals outside the United States, or even within a het-
erogeneous American culture? It is accepted to some degree, within all cultures
that individuals should not be treated against their wills, and some form of the
concept of informed consent is usually in evidence. Nevertheless, there is enough
variation concerning perceptions of autonomy and informed consent to make
cross cultural studies of ADs important.
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The idea of institutions specializing in the care of the dying such as hospices
or palliative care units, has spread to nearly all industrialized countries since their
inception in 1967 in Great Britain. These institutions do not fight death but rather
make dying as comfortable as possible. Once again, there is a question whether
or not basic hospice tenants cross cultural boundaries. More specifically, how do
ADs for palliative care work in institutions with diverse cultural backgrounds?

In order to explore this issue, international cross-cultural collaborative
studies were conducted between 1994 to 1996 in the United States, Germany,
and Japan (Note 1). This chapter reviews these studies and discusses their impli-
cations for the future development of ADs in palliative care.

A Multicultural Perspective on Advance Directives

The multicultural research under discussion took place in two phases. The first
phase was a book project where contributors from legal, medical, and philosoph-
ical disciplines described each country’s situation.5 The second phase moved
beyond the national perspective. People with disease-specific conditions (for
example, cancer, end-stage renal disease, HIV, dementia, amyotrophic lateral
sclerosis) as well as healthy people were examined by each multinational research
team.

In the preface of the book, the accomplishment of the first phase was sum-
marized by the editors, who stated:

In modern societies, rich with diverse values and wishes manifest in individual
expressions and convictions, there is no longer a uniform, general answer to the
question of when life-supporting medical interventions should cease. The answer
the physician might give if only his or her convictions mattered is not necessarily
the answer for the patient, who most likely will have other religious beliefs, visions,
personal expectations, hopes and fears. What is true for postmodern multicultural
societies is even more true for the diversity of attitudes among different traditions,
cultures, religions, and attitudes in the global village

Sass et al.5

In the context of this diversity of values, the acceptability of ADs was assumed
to be quite different in each culture or society. For example,

In cultures where self-determination and individual autonomy and choices play a
primary role in day-to-day life, competent and risk-aware adults will favor the exe-
cution of medical care directives in advance just as they write wills and employ
other strategies, legal and nonlegal, to reduce future risk that their wishes will not
be carried out.

Sass et al.5

However, in some contexts there was less of a need for ADs:

. . . there is a more traditional understanding of the individual person as a part of
the family and community, and therefore self-determination must be defined within
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the constraints and borders of family and community. In such a system, there is
less motivation to make advance oral or written statements, as the family or com-
munity or the trusted medical professional is customarily trusted to “do the right
thing.”

Sass et al.5

It is worthwhile examining the Japanese situation. The numbers in the Japan
Society for Death with Dignity who have signed living wills are steadily increas-
ing, although they still represent less than 0.1% of the population. A survey con-
ducted in 1996 of healthy subjects illustrates the Japanese situation more clearly.6

In this study, 210 healthy men who visited two urban general hospitals for their
physical check-ups were asked to fill out a self-administered questionnaire asking
about their knowledge, experiences, and attitudes related to ADs. More than
80% of the respondents knew the term living will and wanted to express their
preferences concerning future medical care. However, more than 80% answered
that they would give a lot of authority to surrogates to represent their prefer-
ences, and did not feel the necessity for detailed, concrete directives such as an
expressed preference for cardio-pulmonary resuscitation and the use of respira-
tors. More than 60% answered that oral statements were enough, whereas about
30% recognized the necessity for written documents. Eighty percent stated that
they would designate family or relatives, in most cases, a spouse as their surro-
gate decision maker. Howerer, those who do not want to express their prefer-
ences in advance (18%) gave the following reasons: psychological resistance to
talking about death and dying; difficulty in imagining such a future situation—a
point that represents a serious theoretical limitation of ADs—and trust in their
families (omakase, Note 2), etc.

In Japan, people know about ADs, but do not tend to make them. Tomoaki
Tsuchida explains the reasons for this as follows:

This limited utilization of advance directives is not just a result of slowness or
“underdevelopment” in terms of human rights among Japanese. Certainly, however,
the Japanese in general have yet to catch up with American and European coun-
terparts in terms of being aware of and respecting individual human rights. In addi-
tion to the issue of rights, there are some basic differences in the Japanese concept
of human life and death and in their view of “nature,” and so on, which contribute
to somewhat different attitudes among the Japanese toward advance directives.

Tsuchida7

Tsuchida further analyses the role of the family in Japan.

. . . in the traditional context this attitude of entrusting vital decisions to others
(family and/or physician) is interwoven with the Japanese view of the nature of
human being . . . the Japanese concept of human being is embodied in the German
word Mitsein, for example, that humans are human insofar as they live together
with fellow humans and that one’s life and death as a human renders one part of
the whole community of humans. Life and death are not wholly private acts but
rather concern the entire community of which one is a member. . . . It is the family
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to whom people turn for crucial decisions, especially those concerning life and
death.

Tsuchida7

There has been much written about the family in Japan. However, Tsuchida
suggests that traditional views are now largely fragmented, and some have been
consigned to oblivion (Note 3).

Throughout the book under discussion, Japan is considered to have a tradi-
tional culture still oriented to patterns of familial loyalty with social relationships
based upon status. The United States is seen to be the opposite. Germany is
located between these two extremes. The work also notes that different cultural
and legal traditions are not the only factors that underlie advance health care
planning. There is also a tension between different professional cultures (such
as medicine and law) as well as between professional and individual lay cultures.
Finally, five AD models (The Living Will Model, The Proxy Model, The Value
History Model, The Medical Instruction Model, and the combination Model)
were suggested. However, it is concluded that there is not and will not be one
single best moral, legal, or medical model that ensures that patients are not
treated against their interests, values, or plans for the future.

The work described above was a theoretical study, based upon literature that
emphasized cultural differences. In the second phase of the project we tried to
conduct an empirical study, based upon surveys that included hospice patients.

Advance Directives in the Palliative Care Setting: 
A Cross-Cultural Perspective Based Upon Questionnaires 
and Interviews of Patients and Health Care Professionals 
in the United States, Germany, and Japan

How relevant are ADs in the palliative care setting compared to other clinical
situations? The Canadian bioethicist Peter A. Singer8 attempts to answer this
question as follows:

ADs are at once more and less relevant in the palliative care setting than in health
care generally. They are more relevant to palliative care because of the high like-
lihood of deterioration and death among palliative patients. At the same time, they
are less relevant because palliative patients have already accepted a philosophy of
care that probably predetermines many of the treatment choices that are usually
made in the ADs. For this reason the AD concept should not be imported whole-
sale into the context of palliative care.

Singer8

To further explore this question, we will summarize briefly three papers
resulting from the studies conducted during the second phase of the project
under discussion.9–11 These were exploratory studies, using convenience sam-
pling, at several selected locations in the three countries in question. Although
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these samples are small, we believe the results have significant implications when
we consider the use of ADs in palliative care. The topics investigated were (1)
organization of palliative care in three countries; (2) the views and perceptions
of patients in palliative care institutions concerning their end-of-life decisions,
and attitudes towards ADs; (3) the attitudes of experienced health care profes-
sionals toward ADs in palliative care; and (4) the development of a method to
help in the planning of end-of-life decisions.

Methods

Patient interviews in palliative care institutions
A total of 159 patients were recruited between 1994 and 1996 from convenience
samples of specialized palliative care institutions in the United States (One insti-
tution, N = 90, mean age 68.0 years, 64% female, 51% diagnosed with cancer),
Germany (five institutions, N = 34, mean age 62.6 years, 65% female, 97%
cancer) and Japan (five institutions, N = 34, mean age 58.6 years, 65% female,
79% cancer). All of the patients suffered from a terminal illness. Patients were
considered eligible if they could communicate and participate without distress
and give informed consent. Structured interviews were performed and the
answers given were coded by the interviewer into the preformulated categories.

Self-administered questionnaire to health care professionals
A total of 93 health care professionals (convenience sampling, physicians: the
United States N = 8, Germany N = 14, Japan N = 14; nurses the United States
N= 18, Germany N = 15, Japan N = 24) with at least part-time experience with
palliative care patients were given or mailed a self-administered questionnaire.
The questionnaire asked subjects their perceptions of the usefulness of ADs in
palliative care settings. In order to investigate attitudes toward end-of-life clini-
cal decisions related to ADs, a case vignette was used where six important deci-
sions about care had to be made. (Appendix 1). At each critical point, the
questionnaire asked “Was there adherence to the patient’s wishes? Why or why
not?” and “Was the decision which was taken correct? Why or why not?” In addi-
tion, at the end, the questionnaire asked “Did the patient accomplish what she
wanted in her AD? Why or why not?”

Results

Patients’ perception of palliative care
In all of the countries surveyed, two-thirds of the patients investigated were
female. In the United States 34 patients (43%) had a non-cancer diagnosis, in
contrast to only 1 patient in Germany (3%) and 1 patient in Japan (4%). More
patients were cared for at home in the United States (69%) than in Germany
(32%) or Japan (6%). In all participating centers, only palliative therapies were
offered. These therapies included radiation, minor surgery, or chemotherapy if
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these were indicated for the control of symptoms. No resuscitation measures
were taken in the event of life-threatening complications.

In the participating centers in the United States, all patients or families were
asked to sign a written informed consent sheet. This included statements like
“hospice care is not designed to cure disease.”9 and that it “precludes the use of
aggressive, curative, life-extending treatments.” One paragraph read: “We under-
stand that we have the right under federal/state Patient Self Determination laws
to make health care decisions, accept and refuse treatments, and make advance
directives. We understand that a completed Advance Directive is not a require-
ment for admission to Family Hospice.”9

In Germany, no written informed consent forms were used. However, the
palliative goals were stressed before admission and oral consent was obtained
from patients in most cases. Similarly, in Japan, there was no procedure for
written consent. A certain proportion of the patients did not know the way in
which the disease they had would progress, or even their present medical con-
dition at the time of admission. Members of the patients’ families concerned,
however, were usually well informed. Obtaining oral consent for end of life deci-
sions from either the patients or their families is a common practice in Japan.

The vast majority of patients had been familiar with the concept of hospice
care for quite some time. When asked who recommended the hospice, patients
responded that the role of physicians in recommending palliative care was most
important in Germany (56%) and least important in Japan (12%). Family
members were most involved in Japan (35%). About 75% of patients in all three
countries felt that the decision to go into hospice care had been very easy or easy.
The vast majority of patients in all three countries felt that their expectations
were fulfilled. The reasons for a positive attitude toward hospice care did not
vary from country to country. The following comments were most frequent; “the
help was needed” (N = 49); “services were well explained by the staff” (N = 13);
“this was a relief of my symptoms” (N = 10); “I am not alone,” “they have time
for me” (N = 8).9

End-of-life decisions and advance directives in palliative care: 
the patients’ view
In order to assess patients’ views about their end-of-life decisions, they were
asked open-ended questions. Namely, what was the most important decision they
had to make in the last days or weeks, and what important decision they expected
to have to make in the near future. The answers were categorized in the fol-
lowing ways: location of care decisions, medical treatment decisions (continua-
tion or discontinuation of therapy, etc.), coping with the dying process, (that is,
to accept death, live life to the fullest), making an AD (signing an AD or appoint-
ing a proxy), and other personal organizational decisions. The response “I entrust
the decisions to my family (omakase)” was given only by Japanese patients.

Past and future decisions about the location of care and medical therapy
ranged between 3% and 45% without clear differences between the countries
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surveyed. In Japan, fewer patients (16%) than in the United States (49%) or
Germany (52%) indicated a concern about coping with future decisions. About
10% of the past decisions in the United States and Germany concerned formal-
izing the patients’ wishes through the use of an AD. However, no Japanese
patients answered so.

When asked how they felt when they faced future decisions, patients dis-
cussed a wide range of emotions. In the United States and Germany, more than
80% of the patients mentioned negative feelings. In Japan, 17% of patients said
they felt no emotions when facing their future decisions. Only 45% of Japanese
patients talked about experiencing negative emotions, this percentage being
lower than in the United States or Germany.

Turning specifically to the role of ADs in palliative care, patients were asked
whether they had signed an AD, and whether they had appointed a proxy. In the
United States many more patients had written an AD (N = 69, 79%). Some
patients in Germany and Japan had given an oral AD. In all three countries,
about 25% of those not having an AD wanted more information. When asked
what the signed ADs said, patients only mentioned general statements. None of
the ADs were disease- or patient-specific.

More American patients had appointed a proxy (had given durable power of
attorney according to the U.S. law) than in Germany (Betreuungsverfugung).
This possibility does not exist according to Japanese law. However, an informal
entrusting of everything to the family (omakase) was prevalent in Japan.

Advance directives in palliative care: the health care professionals’ view
There was a 100% agreement in the United States and Germany that ADs were
useful in palliative care. In Japan, fewer agreed with this view (N = 27, 71%). In
Germany and Japan, health care professionals felt less comfortable in helping
patients with their ADs than in the United States. In Germany, although 100%
(N = 29) had agreed that ADs were useful, only 62% (N = 18) of the profes-
sionals questioned felt comfortable helping patients in setting up an AD.

When asked about their views on appointing a proxy in palliative care, fewer
professionals agreed that appointing a proxy was useful when compared to the
writing of an AD (the United States N = 20, 78%, Germany N = 17, 41%, Japan
N = 17, 55%). The proportion of health care professionals who felt comfortable
in helping patients was similar to those who answered that appointing a proxy
was useful. The health care professionals responded by saying “the proxy
becomes the patient’s advocate” (N = 23), “it is a duty for health care profes-
sionals to help with naming a proxy” (N = 10), “a proxy cannot know patients’
real wishes” (N = 9).10

Attitudes toward clinical decision: a case vignette study
In general, this study (see Appendix 1) revealed only small differences between
the countries surveyed. At decision point A, a patient Ms. O., who is not actu-
ally suffering, deliberately does not want to drink fluid although her general 
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practitioner (GP) has asked her to do so. In the United States and Germany,
90%–92% of professionals felt this was in accordance with Ms. O.’s wishes,
slightly less (83%–85%) thought this was a correct decision. In Japan, only 66%
of the health care professionals agreed with this decision. Many professionals
suggested that communication between the members of the health care team
should be improved. At decision point B, Ms. O. develops symptoms due to sus-
pected nerve root involvement, but no further diagnostic tests were performed.
Fewer Japanese (42%) than American (85%) or German (76%) health care pro-
fessionals felt that this decision was in accordance with Ms. O.’s wishes.

At decision point C, Ms. O. is helped by the hospice nurse to set up an AD,
which is Ms. O.’s wish and brings her much relief. There was 100% agreement
from the health care professionals surveyed from all three countries that this was
in accordance with her wishes. At decision point D, while in the hospital for pal-
liative laser therapy, the resident follows Ms. O.’s wish not to perform any further
investigations or administer iv fluids. The majority of health care professionals
from all three countries agreed that this was in accordance with her wishes and
the correct decision. Some remarked that both admission to the hospital and
laser therapy should have been included in a specific AD for Ms. O.

At decision point E, Ms. O.’s GP admits her to the hospital because of con-
fusion due to suspected pneumonia. The majority of American and German and
half the Japanese health care professionals thought that the hospital admission
was against her wishes. Similarly, only about 10% of those questioned from each
country thought that this decision was correct. Most would have preferred treat-
ment of the suspected pneumonia with oral administration of antibiotics at home.
At decision point F, no further diagnostic tests were performed, and no iv fluid
was given. The vast majority of those questioned thought that this was in adher-
ence with Ms. O.’s wishes; slightly fewer agreed that this was the correct deci-
sion (79%–89%).

When asked whether Ms. O. had accomplished overall what she wanted in
her AD, the majority of professionals from all countries said yes: (the United
States N = 14 [54%], Germany N = 17 [59%], Japan N = 30 [79%]). Fewer pro-
fessionals disagreed, although the health care professionals from (the United
States contested the statement in greater numbers the United States N = 12
[46%], Germany N = 11 [38%], Japan N = 7 [18%]). It was felt that Ms. O. had
indeed reached her aims as expressed in her AD, because she died peacefully,
without receiving further diagnostic tests or life-prolonging therapy. Some others
felt that she did not achieve her aim, however, because she died in the hospital,
and she had expressed a wish to die at home. In addition they felt that her wishes
were not fully understood by the family physician. Again, it was remarked upon
that her AD had not been specific enough.

Planning for end-of-life decisions: a checklist

The most important findings of this study are that palliative care patients face
their decisions with mostly negative feelings and rely heavily on advice from their
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health care professionals. The health care professionals’ survey revealed that they
think ADs are useful in palliative care settings, and that the ADs used by patients
were not as specific as they would like them to be. We feel that these findings
indicate that ADs could be instrumental in aiding health care professionals, espe-
cially those who do not specialize in palliative care, in planning for end-of-life
decisions. Therefore, we have compiled a checklist from the answers obtained
in this study (see Appendix 2). Since writing an AD and naming a proxy were
considered important by patients and health care professionals, these categories
are included in Part A. The procedure for writing an AD in the palliative care
setting was then extrapolated for the comments made by the health care pro-
fessionals that we interviewed, and these are included in Part B.

Comments

Patients’ views
In this cross-cultural comparison, we found no differences in basic hospice
tenets, these being better care for dying patients, a focus on palliative care, and
no resuscitation. Small differences between the countries surveyed were seen in
the patients’ diagnoses and the location of patients. The types of end-of-life deci-
sions were also similar in all three countries. The number of coping decisions
were relatively lower in Japan, probably because more than 50% of the respon-
dents had already made all relevant decisions or entrusted them to their 
families.

Clear differences were seen when we examined how hospices gain consent.
In the United States, an explicitly written consent form is signed by the patients
before admission. In Germany, an explicit oral consent from the patient is
obtained in most instances, whereas in Japan, explicit oral consent is mostly
obtained from the families. Signing of an AD form and appointing a proxy
(durable power of attorney according to the U.S. law) is highly prevalent in the
palliative care setting in the United States.

Views of health care professionals
There was a unequivocal agreement among the health care professionals in the
United States and Germany that ADs were useful in palliative care. In contrast
to current practice, however, the professionals wanted ADs to be specific. In
Germany and Japan, there was an obvious discrepancy between the low preva-
lence of ADs and the relative readiness of health care professionals to use them.

The study based upon the vignette also illustrated similarities rather than dif-
ferences. At all the points where decisions had to be made, there was a clear
majority opinion with a 10%–20% minority opinion. The majority of those inter-
viewed thought it was wrong to admit Ms. O. to the hospital because she was
suffering from confusion due to suspected pneumonia. It was felt that this deci-
sion was clearly against Ms. O.’s wishes, although she did not specify hospital
admissions in her AD. The greatest agreement in all decisions taken in this case
report was that it was important to help Ms. O. to set up an AD.
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It has been shown in many studies that one’s cultural background affects one’s
values. In this study, however, we did not observe any major cultural differences
in attitude. Why then did we not find differences in attitudes that we might have
expected? Although there is the widely held and commonsensical theory that
one’s culture affects one’s values, there are some scholars who hold a different
position on this issue. For example, Tom Beauchamp insists that there is a uni-
versal code of morality, that goes beyond culture, which he describes “morality
in a narrow sense,”13 while Edmund Pellegrino supports valuing “something close
to autonomy”14,15 as universal (Notes 4, 5).

In sum, patients in all three countries perceive that these diverse palliative
care programs satisfy fundamental medical and social needs. There are some 
differences between the countries under discussion based upon this investiga-
tion. These may be organizational or related to cultural factors, such as the strong
role of the family and commumication style in Japan.15,16 This combination of
addressing fundamental needs and flexibility in practical terms may explain 
the success of the hospice idea in many countries. Moreover, our study supports
the concept of a universal “palliative care culture,” which emphasizes a univer-
sally accepted good, the core concepts of which are shared by ordinary people
in many cultures. The unity of opinion between health care professionals and
patients that we found in our study upon issues like not using fluid substitu-
tion, restricting diagnostic procedures to a minimum, and emphasizing home
care, are, we believe, all part of a palliative care culture that is seen as a univer-
sally accepted good. This somewhat counter-intuitive lack of cultural difference
may be a sign that certain attitudes toward death and dying transcend cultural
boundaries.

Checklist

The results discussed above imply that ADs have a use in many societies, when
they are modified to fit the cultural context. The checklist provided in Appendix
2 can be used as a guide for discussion on how to establish a procedure if a
written AD or a formal appointment of a proxy is desired by the patient. If,
however, it is felt that a written formal AD is not necessary, ADs can be made
orally. Then, however, the health care professionals involved with the case should
record the patient’s wishes in the treatment notes. An implicit, culturally based
appointment of a proxy should also be recognized and noted in the records. Each
advance care plan has to take into account the specific situation of each patient,
according to the patient’s medical condition and cultural background.

If a written AD appears useful in a given situation, the checklist may be 
used to set up an individually tailored specific AD. We suggest that this check-
list may also be used in the future to develop and validate an easy-to-use instru-
ment for physicians, especially non-palliative care specialists. This instrument
might prove useful to enhance communication between patients and health care
professionals.
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Advanced Directives and Palliative Care: A Global Perspective

Our discussion is based on our study conducted in three industrialized countries,
the United States, Germany, and Japan. We have tentatively concluded that ADs
are useful to some extent when they are modified to fit the cultural setting,
although only randomized intervention studies will prove their usefulness in these
industrialized countries.4 However, we realize these findings may not apply to the
important area of care in developing countries. Jan Stjernsward and Sandro Pam-
pallona movingly describe the problems of suffering in the developing world.12 In
countries where basic access to health care is not guaranteed, the modern Western
hospice philosophy is rendered somewhat useless. Crucially, there is an obvious
injustice concerning the means of palliation, chief among these being the avail-
ability of morphine. Morphine consumption seems to have a positive correlation
with the gross domestic product (GDP) of each nation. Palliative care for children
is becoming a topic of concern in industrialized countries. However, infants are
dying without adequate comfort in regions where the infant mortality rate is par-
ticularly high. Palliative care for HIV/AIDS patients is also an important issue,
although major pandemics are occurring in the world’s poorest countries.

Our assertion that basic hospice tenets cross cultural boundaries may seem
somewhat naive if we consider these urgent medical problems that face many
developing countries. As Tsuchida states:

[t]he onslaught of modern Western values, embedded in technoscientific culture
and society, ranged from the maternal view of the human body to a belief in the
autonomy of individuals. . . . Today, advanced medical technoscience has forced us
to face the need to determine, in the name of individual rights and autonomy, the
kind of medicine we desire or can afford. This advanced technological force, backed
by the capitalist principles of free enterprise and cost-benefit analysis and coun-
terbalanced by socialized medicine in differing degrees from one developed
country to another, of course promises us much in the way of lessening or obscure
our pain and suffering. . . . Advance directives are necessary part of this type of
medicine and the society that enables it to flourish.

Tsuchida7

This is one perspective on ADs. Nevertheless, ADs in palliative care can be a
useful tool in many different cultures, particularly in those cultures that have
adopted Western medical practices. However, it is hard to imagine ADs in a pal-
liative care setting in places that do not even have the capacity to provide basic
health care. If the day arrives when all people are able to access modern medi-
cine, and especially palliative care, then ADs may well have a universal role to play.
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by a grant-in-aid for scientific research nos. 0867259 and 09672297 by the Ministry of
Education, Science, Sports and Culture, Japan. The results of this study is published in
a book,5 Jahrbuch fur Recht und Ethik (Annual Review of Law and Ethics, Berlin:
Duncker and Humblot) vol. 4, 1996, and in other peer reviewed journals.

Note 2. Omakase: an attitude of dependency frequently observed among the 
Japanese. This attitude entails entrusting one’s care to one’s family and physician, assum-
ing that they will give the patient the most beneficial or appropriate care. The patient
would, thus, defer to his or her family and the physician in charge for decisions about
continuing or foregoing treatment, a matter that is very likely to affect his or her life and
death.7 It should be noted that omakase patients defer decision making authority when
they are still competent.

Note 3. Tsuchida also notes that “. . . [w]hat has been said above may not be pecu-
liar to the Japanese but may be rather common among non-Western peoples. There are
important factors other than mere economics that must be considered if people living in
the North are willing to reflect on the significance of advance directives in a global health
care context.”7

Note 4. Beauchamp states as follows. “Many today believe that secular pluralism has
created a so-called postmodern world in which we should give up our robust past beliefs
in the universality of moral precepts. I will maintain, however, that a body of general
ethical precepts constitutes morality wherever it is found. I will call this shared, univer-
sal system of beliefs ‘morality in the narrow sense.’ ”13 These beliefs included: obtain
consent before invading another person’s body, do not kill, do not cause pain, do not cause
offense, remove conditions that will cause harm to others, and help persons with disabil-
ities. Many of these beliefs are applicable to the hospice care setting, and more gener-
ally, to the modern practice of medicine across the world.

Note 5. Pellegrino argues that autonomy is a universal principle and is not just a cul-
tural artifact.14 He maintains that the democratic ideals that lie behind the contemporary
North American concept of autonomy will spread and that something close to it will be
the choice of many individuals in other countries as well. He suggests that a nation can
enjoy the benefits of medical progress only by dealing constructively with the conflict
between traditional values and modern medical progress. However, it is clear that Pelle-
grino is not simply arguing for the American version of autonomy.15
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Appendix 1. Case Vignette11

Ms. O. is 84 years old and has been diagnosed with advanced-stage rectal carci-
noma. She receives regular palliative laser therapy for which she has to be admit-
ted to the hospital for several days. The last time she suffered a bowel
perforation, and has now been in the hospital for several weeks. She desperately
wants to go home. Her daughter contacts a hospice home care service (offering
nurses and volunteers, but no full-time medical doctors), which she has heard of
through friends. Ms. O. is constantly getting weaker, refuses to drink, and
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becomes confused, which resolves with intravenous (iv) fluid replacement. Help
is organized, and Ms. O. is discharged home with medical advice to drink as
much as possible and take her medications (digitalis and diuretics for heart
failure). Ms. O. is feeling well back home, and her general practitioner (GP),
who knows Ms. O. for years, is now in charge.

After 1 week at home Ms. O. refuses to drink or take her medication. There-
after her nights are calmer than before and even without medication she has no
pain or other discomfort. Her GP urges her to drink more and take her med-
ication. Despite her not drinking, no action is taken (Decision point A). A few
days later Ms. O. feels that both her legs do not belong to her, and she has pins
and needles in them. Her GP suspects tumor infiltration of the nerves. Because
of Ms. O.’s declining state, no further investigation is pursued (Decision point
B). Two days later, the GP calls in again: Ms. O.’s legs are feeling better. The GP
is angry with Ms. O., as she has not followed the instructions to drink or take her
medication. Ms. O. says repeatedly: I do not want to drink so much, this is awful
for me. Confronted with the possibility of kidney damage, Ms. O. says: I want it
to be finished as soon as possible. According to her wish and with the help of
the hospice nurse, an advance directive (AD) is set up, which includes her state-
ments against fluid intake and the wish not to have life-prolonging therapy or
any other investigations. Having such an AD eases Ms. O. very much (Decision
point C).

A week later, Ms. O. is admitted to the hospital for another laser therapy. She
has no further studies and is not given iv fluids (Decision point D). Four days
later, Ms. O. is discharged home. On the last visit by the hospice nurse, Ms. O.
sits in front of her TV watching a soccer game, drinking Rebenbrau beer. On the
next day, Ms. O.’s condition suddenly deteriorates. She is confused. Her GP
admits Ms. O. to the hospital because of a suspected pneumonia (Decision point
E). The resident respects Ms. O.’s AD, no further investigations are done and
no iv fluids given (Decision point F). She improves slightly. Ms. O. dies peace-
fully the day before her planned discharge.

Appendix 2. Checklist for Planning of End-of-life Decisions in
Patients with a Terminal Disease10

A. What should be discussed?

1. Medical therapy decisions, such as

• disease modifying treatments—cardio-pulmonary resuscitation
• use of respirator—parenteral artificial nutrition
• enteral nutrition and hydration (for example, through percutaneous entero

Gastrostomy)—anticoagulation
• antibiotics—specific emergency treatments (e.g., for pain, dyspnea, bleed-

ing, epileptic seizure, restlessness, delirium)
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2. What is the preferred locus of care?

• stay at home?
• admission to hospital?—which hospital?—hospice care?

3. Who is the patient’s source of support?
for example, family, friends, emergency phone numbers, physicians, nurses,
social worker, other professionals, technical help, hospice group, proxy

4. How is the patient coping?

• Is professional help in communication with relatives wanted?
• Is spiritual help wanted?

5. Are there personal organizational decisions where the 
patient may need help?

• for example, financial?—writing a will?—funeral details?

6. Does the patient want to give an advance directive (AD)?

• Does the patient express preferences for future decisions on any decisions
mentioned above?

• Does the patient want information on how to set up a written AD?

7. Does the patient want to appoint a proxy?

• Is there an informal or culturally implicit appointment?
• Does the patient want information on a formal appointment?

B. How to proceed, if the patient wishes to express preferences
in advance?

Any expression of preferences should be the result of an intensive and 
long-standing communication between patients, health care professionals, and
relatives.

1. Advance directives

• note orally expressed ADs in the medical record
• help in writing an AD:

should know patient well
patient must be fully informed about diagnosis, prognosis, options
patient must be mentally clear (statement of treating physician included)
should be as specific and individualized as possible
regular (for example, monthly) revision
avoid influencing the wording, but give all necessary information

Advance Directives in Different Cultures 121



• patient must know that AD may be changed any time
• witness should be present when signing

2. Appointing a proxy

• Has the patient informally or (culturally) implicitly named a proxy already?
• help in formally appointing a proxy according to national laws

proxy must be trustworthy, fully informed, and available
try to avoid obvious conflicts of interests
regular revision and discussions

• witness present when signing
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9

Assessment of Symptoms in the 
Cognitively Impaired

WENDY M. STEIN

This chapter focuses on symptom assessment in the cognitively impaired, one of
the more challenging assessment problems faced by clinicians in the practice of
palliative medicine. Pain is the symptom best researched to date in cognitively
impaired patients, and the majority of the data presented pertains to this
symptom. The challenge in assessment predominantly affects the elderly; this
chapter emphasizes research in this rapidly growing segment of the population.
Clinical suggestions for cogent treatment strategies will be offered on the basis
of the data presented and recent clinical trials.

Folstein and Folstein defined cognitive impairment or altered mental state
as “a change in the patient’s usual premorbid state of mind”.1 This can include
delirium and dementia, as well as altered emotions and behaviors. Acute and
subacute changes in mental status have been documented in as many as 20%–
30% of medical inpatients and 50%–90% of nursing home residents.1 These
changes impact significantly upon an individual’s ability to participate actively in
both initial symptom assessment and evaluation of treatment efficacy. The first
step in assessment is to establish the patient’s premorbid mental status, and the
nature and association of any clinical changes that may have occurred. The pres-
ence of vision or hearing impairments must be determined because either may
further complicate both the assessment and treatment of pain and nonpain symp-
toms in the cognitively impaired.

The Graying of America

By the year 2020, the population over the age of 60 years is expected to in-
crease by 69%; those older than 85 years represent the most rapidly growing 
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subsegment of this population.2 Many scientific and technological breakthroughs
have contributed to the growth of an older, chronically ill elderly population.
Prevalence rates of many of the dementias, and specifically Alzheimer’s disease,
rise exponentially after age 65 years.3 Rates of Alzheimer’s disease have ranged
as high as 50% in those over the age of 90.2 Rates of delirium are also higher in
those affected by dementia.4 As a result of these trends, there is a very large and
growing population of elderly individuals suffering from delirium and dement-
ing illnesses.

Pain Prevalence in the Elderly

Population-based studies of community dwelling elderly have noted a two-fold
increase in important pain problems among those over age 60.5 Important pain
problems were defined as those significant enough to prompt patients to take a
pain medication daily or impair functional status. Among nursing home residents,
studies have estimated a pain prevalence of 45%–80%. It is common for these
individuals to suffer from more than one kind of pain, with musculoskeletal
sources of pain being the most common.6 Elderly individuals, when compared
with their younger counterparts, are also disproportionately affected by painful
syndromes such as peripheral vascular disease, temporal arteritis and polymyal-
gia rheumatica, peripheral neuropathy, herpes zoster (and the postherpetic neu-
ralgia that follows), and many types of cancer. These demographics suggest that
individuals suffering from dementia and delirium are likely to be disproportion-
ately affected by these painful syndromes. There are a large number of cogni-
tively impaired elderly in need of aggressive and appropriate pain assessment
and treatment.

Dementia

Folstein and Folstein define dementia as “a syndrome characterized by a decline
in multiple cognitive functions occurring in clear consciousness”.7 An estimated
10%–15% of elderly surgical patients, one-third of elderly medical inpatients,
and more than 50% of nursing home residents develop dementia.7 There are
over 50 causes of dementia. Primary dementia has no other associated disease;
secondary dementia is related to an underlying neurologic condition such 
neoplasm, movement disorders, motor neuron disease, multiple sclerosis, 
vascular disease, chronic infection, brain trauma, toxic exposures, endocrine 
disorders, and vitamin deficiencies. Psychiatric disorders such as chronic schiz-
ophrenia or pseudodementia, can mimic dementia. Conditions largely affecting
adolescents or young adults such as Wilson’s disease, progressive myoclonic
epilepsy, tuberous sclerosis, and the metabolic storage diseases can cause 
dementia as well.
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The first etiologies to be excluded in the course of a comprehensive demen-
tia evaluation are depression, which can mimic dementia, and the potentially
reversible dementias. The effort to reverse brain pathology might involve chang-
ing or eliminating drugs; treating infection; anemia, or metabolic impairments
such as hypothyroidism and B12 deficiency; and managing structural disorders
such as normal pressure hydrocephalus, tumors, and subdural hematomas.8 The
primary concern in identifying these phenomena is to limit further deleterious
consequences, not to reverse the degree of cognitive impairment that has already
occurred, as this is generally permanent in nature.

Dementia has been separated on clinical grounds into subcortical and corti-
cal categories. Subcortical dementias include Huntington’s disease, Parkinson’s
disease, and hydrocephalus. These characteristically exhibit amnesia, slowness of
thought, apathy and lack of initiative in all aspects of cognitive function, and early
disorders of movement.7 Cortical dementias such as Alzheimer’s disease, Jacob-
Creutzfeldt disease, Pick’s disease and multi-infarct dementia feature aphasia,
apraxia, agnosia, prominent amnesia, and in Alzheimer’s disease specifically,
preservation of fine motor movement until late in the illness.7

Delirium

Lipowski defined delirium as “an organic mental syndrome featuring global 
cognitive impairment, disturbances of attention, reduced level of consciousness,
increased or reduced psycho-motor activity, and disorganized sleep-wake cycle.”4

Symptoms can include difficulty in thinking coherently, anxiety, restlessness,
insomnia, disturbing dreams as well as fleeting hallucinations. Psychological
stress, sleep loss, and sensory deprivation or sensory overload can all facilitate
and maintain delirium. Factors such as age greater than 65, brain damage, and
chronic cerebral disease are the primary predisposing characteristics.4

Delirium has been well described in the cancer literature,9,10 but is actually
common in all elderly populations, especially those with underlying dementia.
Rates of delirium have ranged as high as 50% in hospitalized patients with 
previously diagnosed dementia;8 in reality, figures may be even higher as a 
large number of community dwelling individuals often go undiagnosed for long
periods of time as their loved ones naturally begin to compensate for the mental
deficits. Obviously, accurate diagnosis is extremely challenging.4

Ouslander et al. suggest the word DELIRIUMS as a way to recall its etiolo-
gies.8 D represents drugs, especially those with anticholinergic properties, as 
well as drug overdose or withdrawal. E suggests emotional causes such as mania
or agitated depression. L stands for low oxygenatic includes hypoxia as occurs 
in cardiac ischemia, congestive heart failure, chronic pulmonary disease, or pul-
monary embolism. I represents infection of any sort, and in hospitalized elderly
most often is urosepsis or pneumonia. “I” includes ictal states. R refers to reten-
tion of either urine or feces. U represents undernutrition and dehydration that
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occur commonly in community-dwelling as well as instituionalized elderly. M
includes metabolic causes such as hypo- or hyperthyroidism, or organ failure.
And finally, S suggest possible stroke or subdural hematoma. Each of these pos-
sible etiologies need to be carefully contemplated when investigating a diagno-
sis of delirium.

Differentiating Delirium From Dementia

It is vital to differentiate between delirium and dementia. This can be chal-
lenging, particularly when they occur simultaneously. Rates of delirium run 
as high as 50% among hospitalized patients with previously diagnosed 
dementia.8

Dementias, excluding vascular dementia, which follows a stepwise progres-
sion, usually evolve insidiously over time. Patients exhibit a normal sleep-wake
cycle and level of consciousness with stable and persistent symptoms. In early
dementia, the ability to attend to task is not yet affected. Orientation is most
often impaired, and aphasia and apathy are quite common. Autonomic or other
physical changes are unusual and EEG is normal, or at worst may exhibit mild
slowing.

Delirium presents acutely over days to weeks, fluctuating over time with
waxing and waning levels of consciousness. Sleep-wake cycle may be disturbed.
Ability to attend to task is impaired as well as orientation. Autonomic changes
are common and EEGs show diffuse slow waves. Language may be incoherent
and the patient may be fearful and agitated.

The Additional Burden of Sensory Impairment

Auditory and visual impairments occur commonly with aging and often com-
plicate both symptom assessment and management. Additionally, when uncom-
pensated, sensory impairment can negatively affect mood, function, sociability,
and gait and balance.

Hearing loss is the third most commonly reported chronic problem in indi-
viduals over age 65.11 Prevalence statistics for hearing loss in nursing home
patients range between 50% and 100%, with prevalence figures rising with
advancing age.12 Hearing impairment is composed of sensorineural disease
(cranial nerve VIII damage from noise, cochlear damage, ototoxic drugs such as
gentamycin, presbycusis, trauma, infarction, and acoustic neuroma), conductive
disorders (cerumen impaction, middle ear disease, and otosclerosis), and mixed
and central hearing loss. Mixed hearing loss itself affects 50% of those ages
51–91.12 Data from the Framingham Heart Study show that although 41% of
those over age 65 had some level of hearing impairment, only 10% of these indi-
viduals had ever tried hearing aids.12 This is a significant problem among the
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elderly, which can seriously impede the clinicians ability to conduct meaningful
symptom assessment.

Presbyopia, senile miosis, and age-related changes in color vision can occur
with normal aging. The four most common causes of blindness in older 
persons are cataracts, glaucoma, age-related macular degeneration, and diabetic
retinopathy. These disorders affect 9% of adults 65–74 years old, and the preva-
lence in those over 75 years old rises to greater than 50%.13 These impediments,
then, pose significant challenges to be overcome if the clinician is to conduct
valid and meaningful symptom assessments.

Studies of Pain in the Cognitively Impaired

Of the more than 50 documented symptoms occurring commonly at the end of
life, pain is the single symptom which has been best described in the cognitively
impaired. Sengstaken and King14 studied physicians’ abilities to detect pain
among geriatric nursing home residents and found that 66% of those able to
communicate were identified as having pain by both chart review and patient
interview. Only 34% of these patients, however, had pain identified by their treat-
ing physicians. When the noncommunicative residents were compared to those
able to communicate, the physicians were found to have identified pain less 
frequently in those who were noncommunicative. The groups were matched 
with regards to demographics and medical diagnoses other than dementia, and
although they would be equally likely to suffer pain, treating physicians identi-
fied chronic pain more than twice as frequently in those who were able to 
communicate.14

Parmalee et al.15,16 studied self-reported pain in 758 nursing home and resi-
dential housing residents with mild to moderate levels of cognitive impairment,
as documented by the Blessed Memory Information Concentration Test. This
study showed that, in general, pain complaints decreased with increasing levels
of cognitive impairment. Severely impaired subjects reported both less intense
pain and a smaller number of pain complaints than those who had either intact
cognition or mild impairment. However, when cognitively impaired individuals
reported pain, their pain complaints were no less valid.

Ferrell et al.17 examined the utility of currently existing pain scales for cog-
nitively impaired nursing home residents, drawing study patients drawn from 10
different Los Angeles nursing homes. The study population consisted of patients
with moderate to severe degrees of cognitive impairment (mean 12.1 +/- 7.9
on the Folstein Mini Mental Status Examination).18 The five scales included the
McGill Present Pain Intensity Subscale (0 to 5 with word anchors), the 10cm.
Visual Analog Scale, the Rand Coop Chart (cartoon figures with word anchors),
the Memorial Pain Assessment Card Subscale, and a verbal 0 to 10 scale. All
scales were presented in enlarged format and with adequate amounts of light
and hearing augmentation if required. Of the five scales presented, the Present
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Pain Intensity Subscale had the highest rate of completion (65%). Although only
32% of patients could complete all five scales presented, 83% of these individ-
uals with significant degrees of cognitive impairment could complete at least 
one of the existing scales presented. These findings validate the utility of attempt-
ing to utilize established pain assessment tools in communicative, cognitively
impaired elderly. The study participants were also able to communicate qualita-
tively their present pain intensity, but were unable to convey a sense of their pain
intensity in the past.

Porter et al.19 studied of 51 cognitively intact and 44 cognitively impaired
patients, and found that dementia significantly impacted upon the subjects’
ability to respond to questions about pain. Likewise, in a study of anti-
inflammatory use in patients with Alzheimer’s Disease, Scherder and Bouma20

found a lower percentage of patients with Alzheimer’s Disease using analgesics
than in controls despite similar percentages with a painful condition (69.7% and
78.6% respectively). The inability to communicate is likely the major explana-
tion for this discrepancy.14 Additionally, it remains unknown as to whether the
experience of the dementing illness itself might further exacerbate a patient’s
perceived suffering,21 making the above disparity all the more tragic.

Pain in Noncommunicative Cognitively Impaired Patients

Many of the studies of pain assessment in the noncommunicative cognitively
impaired focused on the use of pediatric instruments, and specifically those
developed for neonates.22 There are some fundamental issues to address when
contemplating the use of pediatric assessment tools in elderly patients. First,
pediatric tools were developed to measure acute, and often externally induced,
procedure-related pain; in the cognitively impaired elderly, clinicians are most
often evaluating chronic pain, or acute on chronic pain, which might be expected
to present differently. In acute pain, the clinician might anticipate changes in
facial expression, vocalization, increased muscle tension, and autonomic dis-
charge resulting in elevations of heart rate, blood pressure, and respiratory rate.
Although in chronic somatic pain states such as arthritis, which is highly pre-
valent in both community-dwelling and institutionalized elderly, clinicians may
witness vocalizations and increased muscle tension, chronic pain may just as
likely present as depression, or more likely as a change from the individual’s base-
line mental status. Second, infants have no wealth of pain memory to influence
their pain interpretation, and therefore cannot attach any meaning to induced
pain. It is currently unknown whether cognitively impaired elderly retain this
ability. Yet, nonverbal behavior, vocalizations, changes in function, and caregiver
reports are often used as indicators of pain in the noncommunicative cognitively
impaired elderly.23

Marzinski24 studied 60 patients living in a dementia unit. Forty-three percent
had potentially painful conditions based on chart review. Only 3 of these patients
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received routinely scheduled analgesics. The most clinically interesting finding
of this study was that the nursing staff could identify what amounted to norma-
tive behavior for individual patients. Once deviations were identified, they were
noted and acted upon.

Empiric Treatment Studies in the Cognitively Impaired

Several studies have sought to initiate pain interventions empirically in non-
communicative cognitively impaired demented elders. Of this group of studies,
the most detailed to date, in terms of extensive physical assessments and chart
reviews before medications are initiated, is that of Kovach et al.25 In a pilot study
that was part of a larger program to improve pain management practices in 57
Wisconsin facilities, researchers studied 104 noncommunicative residents with
dementia who resided at 32 participating long-term care facilities and had signs
or symptoms of pain or discomfort. The residents had a mean age of 85 years
and a variety of dementing illnesses. The nursing staffs were instructed to 
initiate a newly developed protocol entitled The Assessment of Discomfort in
Dementia (ADD) Protocol if a patient displayed signs or symptoms of possible
physical or affective discomfort. The first step was excluding common physical
causes for discomfort, such as occult infection or impaction, by thorough physi-
cal assessment and review of history, including consultations with family and/or
physicians. If the assessment was negative, nonpharmacologic comfort inter-
ventions were undertaken. If non-drug interventions were unsuccessful in am-
eliorating the symptom in question, the nurses were educated to administer an
non-opioid analgesic as needed. The nurses had asked the physicians for an anal-
gesic of their choice; in the event that none were available, the nurse requested
an order for a scheduled analgesic, such as 500mg of acetaminophen routinely
administered three times per day. If there was no response to the last step, the
nurse could consult with the study personnel and request an order for a stronger
analgesic agent, according to the World Health Organization three-step ladder
approach to the treatment of pain. The sample population went from an average
of 32.85 behavioral symptoms associated with discomfort in the 7 days prior to
initiating the ADD Protocol, to 23.47 symptoms on protocol, which was a sta-
tistically significant clinical change. Of particular interest was the fact that 88%
of the nurses involved felt that the protocol was somewhat to very helpful.

Non-Pain Symptoms in the Cognitively Impaired

Despite the reasonably high prevalence of non-pain symptoms such as dyspnea
and cough in both cognitively intact and cognitively impaired elderly, there is
little or no information in the scientific literature.26,27 Most of the information
available is usually in the form of case studies or case series.27
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Some symptoms are relatively easily assessed because objective findings can
suggest symptom distress. These include constipation, diarrhea, nausea and vom-
iting, decubiti, dry mouth, edema, insomnia, itching, seizures, urinary retention,
and anorexia and weight loss.

The prime considerations in the management of non-pain symptoms are to
start only one drug at a time to judge both efficacy and possible side-effects, 
to prevent their occurrence whenever possible (such as rectifying constipation
before initiating opioids), and to avoid pharmacological agents with the poten-
tial to cause delirium, especially those with strong anticholinergic properties.
Repeated assessment is key to safe and effective therapy.

Guidelines for Symptom Assessment and Management

The clinician must create an optimal physical situation in order to adequately
assess pain and non-pain symptoms in the cognitively impaired who are able 
to communicate (Table 9.1). Extra time should be provided for the patient to
assimilate questions. Large print visual cues, adequate ambient light, and the 
use hearing aids or pocket amplification devices and refractive lenses are vital.
Limited attention span may necessitate performing symptom assessments in por-
tions over time. Subjective responses must carry equal weight with fixed answers
to standardized tools. In the case of pain, multiple tools should be presented
upon initial assessment if standardized instruments are being utilized. Whichever
standardized pain tool is most clinically useful with a particular patient should
be carefully recorded in the chart and this information communicated to other
members of the interdisciplinary team. A large print version of the particular tool
can be physically placed in the clinical chart or over the patient’s bed. This pro-
cedure will ensure that each subsequent assessment is performed exactly the
same way regardless of the team member asking the questions. As the cogni-
tively impaired elderly are often able to report on pain at the time of, but not
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Table 9.1. Recommendations for symptom assessment

1. Give adequate time for the cognitively impaired patient to think about and respond to
questions.

2. Provide large print visual cues, adequate ambient light, hearing aids or pocket amplification
devices and refractive lenses as needed.

3. Spread some portions of the assessment over time in the case of patients with limited attention
spans.

4. When using standardized assessment tools, establish the best single tool for use with that
patient and document this information in the chart.

5. Ensure each team member utilizes the same assessment tool.
6. Conduct more frequent symptom assessment in the cognitively impaired patient; he or she can

tell you the degree of symptom severity at the moment but not in the past.
7. Enlist the support of the family member(s)/caregiver(s) to journal pain assessments.



previous to, the pain assessment, pain assessment should be conducted more fre-
quently than would be necessary with a cognitively intact patient.

When caring for the non-communicative cognitively impaired, the single
most important sign is deviation from what is considered baseline or normal
behavior for that particular individual (Table 9.2). If this should occur, a 
complete and thorough bedside examination should be conducted, with lab-
oratory and imaging studies consistent with the patient and family’s wishes. 
Physical examination should focus specifically on occult sources or atypical 
presentations of infection in the elderly, such as pneumonia or urinary tract 
infections. The input of nursing and other staff should be sought to exclude 
alterations in sleeping, eating, or elimination as the source of change in behav-
ior. Chart review should exclude changes in medications, doses, or dose inter-
vals as a possible etiology. After all of the above have been completed and
reviewed carefully with family members and staff, and informed consent
obtained from involved family members, there may be a role for a well-defined
empiric trial of short acting pain medication with consistent and continual
reassessment.28
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Defining and Measuring Quality of Life in
Palliative Care

S.  ROBIN COHEN

Palliative care is “the active total care of patients whose disease is not respon-
sive to curative treatment. Control of pain, of other symptoms, and of psycho-
logical, social, and spiritual problems, is paramount. The goal of palliative care
is achievement of the best quality of life (QOL) for patients and their families.”1

Therefore, if palliative care providers wish to evaluate the full impact of their
care, they must measure changes in QOL as well as improvements in areas
specifically targeted by particular interventions (e.g., pain; depression). Since pal-
liative care considers the family as the unit of care,1 patient QOL, family member
QOL, and the QOL of the family unit are all primary outcomes of palliative care.
Although problems in specific areas are important to address with specific inter-
ventions and specific measures, the best indicator of the quality of whole person
care is the QOL of the care recipients.

The importance of measuring QOL has been widely recognized in the health
care literature in the last 2 decades. Unfortunately, this has led to a great pres-
sure to measure QOL at all phases of cancer and HIV disease, even though the
measures are not adequately developed to be primary outcomes. We can do harm
if we base treatment and funding decisions on data obtained from instruments
that are not valid, reliable, and responsive to change. We would not consider
making important decisions based on a blood test that had not been shown to
have these properties, and we should not do so in the case of QOL. However,
just as in the case of blood tests that are accurate, accurate QOL measures can
help us to provide the most appropriate care or to detect problems sooner, when
they may be treated more easily. Therefore, we will also do harm if we do not
work to develop these measures that can be of great benefit in ensuring patient-
and family-centered care and can help us to reach our goal to achieve the best
QOL possible for them.
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Conceptualizing Quality of Life

In their 1989 review of the QOL literature, Donovan and colleagues2 state that
an accepted general definition of QOL is “a person’s subjective sense of well-
being derived from current experience of life as a whole.” Based on some large
studies of the QOL of Americans3,4 and more recent qualitative work asking
people with cancer or HIV disease to describe what health or QOL means to
them,5–8 I believe that their definition of QOL is an excellent one, but unfortu-
nately I cannot agree that this definition is generally accepted, especially in the
health care literature.

Depending on how people use the terms, QOL is very much like or identi-
cal to the concepts of life satisfaction and happiness, although all three terms
require clarification.3,9,10 In 1965, Cantril3 wrote that our satisfaction with our
lives is determined by the discrepancy between the lives we perceive ourselves
to have and the lives to which we aspire. Others have since produced evidence
supporting this hypothesis.4,11 More recently this hypothesis was used to define
QOL in the health care setting by Calman,12 and it is sometimes referred to as
“Calman’s gap.”

When measuring QOL, both positive and negative contributors must be con-
sidered. Bradburn’s large study on psychological well-being showed, to his sur-
prise, that positive and negative affect are not two ends of a continuum.13 The
amount of negative affect people feel is not related to the amount of positive
affect they feel, and these two constructs must be measured separately. Similarly,
a high QOL will not necessarily result from the absence of problems, and instru-
ments that attempt to measure QOL only through determination of the degree
to which certain problems are present ignore the reality that QOL is the balance
between positive and negative contributors.2,12,14

There has been a movement in the health care setting to ignore the broader
implications of QOL and focus instead on that part of QOL that the investiga-
tors believe is directly related to health care by studying “health-related QOL”.
“Health-related QOL refers to the extent to which one’s usual or expected phys-
ical, emotional, and social well-being are affected by a medical condition or its
treatment.”15 The term “health-related QOL” was created because constructs
such as life satisfaction and happiness are said to be “so distal to the goals and
objectives of health care that it would seem inappropriate to apply them as cri-
teria against which to judge the efficacy of medical intervention.”16 The term
QOL has been labeled a “misnomer” and “imprecise” because “it conjures up
images of religiosity, life satisfaction, and ambition, and makes pretense of rep-
resenting deeper philosophical notions underlying living.”17

Investigators choosing to measure “health-related QOL” seem to want to
measure the impact of health care on QOL as though there is a direct relation-
ship between them. A QOL measure is not an outcome measure that reflects the
quality of the health care service alone, or the effect of an intervention alone.
Instead, QOL is a measure of the outcome of the interaction between the health
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care service or intervention and the person or family whose QOL is being mea-
sured. We cannot separate out a health-related component of QOL from QOL
as QOL is determined by who we are as well as the objective situation we are
in.18–20 It is evident that adding the word “health” before QOL does not allow us
to disregard some aspects of the person such as spiritual well-being if we con-
sider that people with cancer and HIV disease define health as a sense of per-
sonal integrity6 consisting of physical, psychological, and spiritual domains.5

Changes within the person, family and their life outside of the health care system
are not a bothersome problem in QOL measurement21 but rather an integral part
of the equation that results in QOL. That is why QOL is truly a respondent-
centered outcome measure and will help us to provide patient- and family-
centered care. Many investigators make the mistake of thinking that contribu-
tors to QOL represent QOL. Surely severe physical symptoms contribute to
QOL, but the extent of that contribution will depend on many factors. There-
fore if QOL rather than the symptoms is of interest, it is important to determine
how much of an impact the symptom has on the respondent, rather than its inten-
sity. If the symptoms themselves are of interest, then a symptom assessment tool
rather than a QOL instrument should be used.

If we are measuring QOL rather than symptoms we should expect that shifts
in expectations will affect the score. For example, even if a person’s functional
capabilities decline, if that person also has lowered expectations, QOL may
remain the same or even improve since the difference between the lived expe-
rience and the situation aspired to (the ‘gap’) may be the same or reduced. Social
comparison theory predicts this kind of shift in expectations as we seek to
compare our abilities with those perceived to have abilities similar to ours and
tend not to compare ourselves to those whose abilities we perceive to be very
different from our own.22 Therefore, we would expect that when considering
their QOL, patients will begin to compare themselves to other patients rather
than those without a similar diagnosis, and family members who are exposed to
other families going through a similar experience may compare their situation to
that of those other families rather than their previous life situation.

Calman12 hypothesized that those who are seriously physically ill focus on
areas other than the physical when they are evaluating their QOL. Kreitler and
colleagues23 built on these ideas. They demonstrated that head and neck cancer
patients had a similar degree of life satisfaction to orthopedic patients and phys-
ically healthy people. However, the cancer patients derived their life satisfaction
from many more domains than the other subjects (10 versus 3 domains). 
Furthermore, the domains related to health had a decreased contribution to the
life satisfaction of the cancer patients compared to the other subjects, while the
domains not related to health made a relatively increased contribution.

Before we go any further with QOL studies, we need to reach a consensus
as to what QOL is and what we need to consider when measuring QOL.14,19–20

The confusion over the definition of QOL has resulted in investigations to assess
the effect of specific interventions where overall QOL is measured but 
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differences are expected only for a few physical symptoms or in the psycholog-
ical domain. Unless there is a huge effect (for example, someone with very severe
pain reduced to mild pain) it is unlikely that a difference in overall QOL will be
detected. Failure to choose an instrument appropriate to measure the expected
effect of the intervention has led and will continue to lead, I believe, to many
studies that give us very little useful information. Ultimately this will lead some
to the erroneous conclusion that QOL measures are of little value. I am con-
cerned that this misuse will lead to a backlash where people refuse to use QOL
measures, a situation that will be detrimental to care of the whole person or
family. To determine what we should be including in measures of QOL for pal-
liative care patients, family members, and families, we need to ask them what is
important to their QOL. If we choose or create our measures based on what the
respondents say is important to their QOL then the instruments are likely to
have content validity.

Studies Defining Patient Quality of Life

We are partway to our goal of defining what is important to the QOL of pallia-
tive care patients. There are now several studies wherein people who were ter-
minally ill or had advanced cancer were asked to explain what is most important
to their QOL. The earliest relevant study of which I am aware is that of Padilla
and colleagues24 carried out in the United States although the study population
is not necessarily a palliative care one. Thirty-eight of their 41 subjects had
advanced cancer. In order to learn what is important to the QOL of people with
cancer pain, the investigators asked them to describe what QOL meant to them,
what contributes to a good QOL and what contributes to a bad QOL, and how
pain influenced their QOL. However, many were still receiving chemotherapy
or radiation therapy, and it is not indicated whether the subjects believed 
that the goal of these treatments was to extend life or palliation. This situation
and the fact that they all had chronic pain means that these subjects may differ
somewhat from the typical palliative care patient. Content analysis of the
responses revealed the three broad domains of physical, psychological, and inter-
personal well-being. The physical well-being domain was broken into the sub-
categories of general functioning and disease/treatment specific attributes. The
psychological well-being domain included the subcategories affective-cognitive;
coping ability; meaning of pain and cancer; and accomplishments. The inter-
personal well-being domain included the subcategories social support and
social/role functioning. Negative and positive attributes were described in each
subcategory.

Chaturvedi25 developed a list of 10 themes identified as important to QOL
based on a few interviews with patients with metastatic cancer and health care
professionals, as well as from two instruments: the Functional Living Index
Cancer26 and the European Organization for Research and Treatment in Cancer
(EORTC) instrument available at the time.27 The themes were: peace of mind;
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spiritual tasks and satisfaction with them; satisfaction with religious tasks; hap-
piness with family/relatives; fulfillment of basic needs; self esteem, self respect;
satisfaction with functioning; physical health; psychological health; and level of
individual functioning. He presented this list to 18 Indians with metastatic
cancer, 20 relatives of people with metastatic cancer, and 3 doctors, 5 nurses,
and 4 psychologists and asked them to rate the importance to QOL of each of
the items/issues on the list. The themes rated as most important were: peace of
mind; spiritual tasks and satisfaction with them; satisfaction with religious acts;
happiness with family/relatives; and fulfillment of basic needs. He also developed
a list of four domains, each with the aspects of functioning and satisfaction
(marital functioning; marital satisfaction; occupational functioning; occupational
satisfaction; social functioning; social satisfaction; self care functioning; and sat-
isfaction with self ) and had the same subjects judge their importance. Satisfac-
tion in each of the domains was considered important, while functioning in each
of these domains was deemed not important by at least 75% of the subjects. He
concluded that “subjects in our study quite clearly have shifted the emphasis
from physical functioning to spiritual ones. The existing scales on QOL in fact
measure quality of functioning . . . QOL measurements were first made for
patients undergoing active chemotherapy . . . and may not meet the needs of
patients with a terminal illness adequately” (p. 93).

More recently the developers of two widely used QOL instruments, the
Functional Assessment of Cancer Therapy (FACT)28 and the EORTC QOL
Questionnaire (EORTC-QLQ)29 have recognized that their core QOL question-
naires are missing some contributors to QOL that are important for those with
a terminal illness. Both questionnaires consist of a core questionnaire and
modules that are disease specific that can be added to the core questionnaire.
Greisinger and colleagues have been developing a palliative care module for the
FACT.30,31 They asked 74 cancer patients in the United States who were deemed
to have less than 6 months to live and 39 of their family caregivers to identify
the major concerns and needs of the people with advanced cancer, and to talk
about all areas of their lives that had been changed by cancer. In addition, sub-
jects were specifically asked to discuss physical well-being, emotional well-being,
family issues, sexuality/intimacy, social relations, work status, and spirituality if
they had not mentioned these spontaneously. A list of 104 concerns was gener-
ated, and a new group of 120 patients was asked to rate the importance of each
concern on the list. The most important concerns were in the existential, spiri-
tual, family, physical symptoms, and emotional domains. Interestingly, the items
listed as most important in the physical symptoms domain concerned informa-
tion: knowing what symptoms I might experience; knowing my prognosis; talking
to my doctor truthfully about my prognosis. This study is enlightening, but it
does not comprehensively address QOL. The focus of the questions used to elicit
the themes was not on QOL as a whole, but rather on “health-related QOL”,
that is on negative contributors to QOL (concerns) and on changes in QOL since
diagnosis, which excludes aspects of life that continue to affect QOL but were
important before diagnosis.31

Defining and Measuring Quality of Life in Palliative Care 141



The EORTC-QLQ palliative care module is being developed based on inter-
views with 29 patients in Europe. Domains that emerged as needing to be added
to the core questionnaire were: symptom control; information; communication;
decision-making; social support; spirituality (religious and existential aspects).32

Using the Schedule for Evaluation of Individual Quality of Life (SEIQoL),
Waldron and colleagues33,34 interviewed 80 patients receiving palliative care. The
10 areas most commonly listed as important to their QOL were: family; health;
social life/activities; spiritual life/religion; friendship/relationships; content-
ment/happiness; work; finances; marriage; mobility; being pain free.

Together with Dr. Balfour Mount, I developed the McGill Quality of Life
Questionnaire (MQOL) for people with a life-threatening illness, based on a lit-
erature review, clinical experience, and informal conversations with palliative
care patients regarding QOL.35–38 MQOL includes the physical, psychological,
existential/spiritual, and support domains. Based on my sense that MQOL is
missing some relevant domains, my colleagues and I, of the Sociobehavioral
Cancer Research Network (SCRN) of the National Cancer Institute of Canada,
interviewed (in English and in French) 60 palliative care patients with cancer in
three Canadian cities to determine what is important to their QOL so that
MQOL could be revised if required. We used questions similar to those of Padilla
and colleagues24 and asked them to tell us what was important to their QOL,
what made for a good day, and what made for a bad day. To ensure that the
content of the revised instrument would be valid both at home and in the hos-
pital, half of the subjects were living at home and half were on a palliative care
unit. Content analysis of verbatim transcripts of the interviews showed the fol-
lowing broad domains to be important: own state; quality of palliative care; 
relationships; outlook; environment. Domains and subcategories are shown in
Table 10.17,39

There is a lot of consensus among the results of these studies asking people
with advanced disease to define what is important to their QOL. The domains
concerning the spiritual/existential; social/family relationships; psychological; and
physical symptoms/functioning were listed in all six studies. Information/com-
munication was listed as important to QOL in two-thirds of the studies. Both
Padilla and colleagues24 and Cohen and colleagues7 found control, coping, enjoy-
ment of life, and cognitive function to be important to QOL. Cohen and col-
leagues7 also include the concept of uncertainty and the domain of environment,
while Kaasa and Ahlner-Elmquist32 mentioned decision-making. The results of
these studies show the domains important to the QOL of palliative care patients
to be quite similar to those found to be important to the general population in
a large international study by the World Health Organization Quality of Life
Working Group (physical; psychological; level of independence; social relation-
ships; environmental health; spirituality, religion, and personal beliefs).40 This list
of domains is more comprehensive than that included in most instruments
designed to measure the “health-related QOL” of people with cancer or
AIDS.26,28,29,41–43
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Review of Palliative Care Patient Quality of Life Instruments

Without content validity, it is of no use to consider other psychometric proper-
ties. If an instrument does not have content validity but its reliability and respon-
siveness are high, then it is measuring something well, but that something is not
QOL as the patients define it. The content validity is obvious for instruments
that require the respondent to list the areas of his or her life that are most impor-
tant to his or her QOL, and then to rate his or her current functioning or satis-
faction in those areas. This approach is used in the SEIQoL33,34,44,45 and
the Patient Evaluated Problem Score.45 Although the latter is described as a 
QOL measure, the respondents are only asked to list their major problems, and
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Table 10.1. Domains and subcategories relevant to the quality of life of palliative care
patients

Own state

Physical condition
Physical functioning
Cognitive functioning
Psychological

Quality of palliative care

Feeling secure/vulnerable
Feeling cared for/being treated with respect
Spiritual care
Continuity of care/staff
Availability/acceptance of limitations of health care staff

Environment

Right place to be: home/hospital
Indoors (does/does not meet psychosocial needs; does/does not meet physical/functional needs)
Outdoors (access to nature; weather)

Relationships

Support
Communication
Change in roles
Being a burden
Grow closer/more distant through crisis

Outlook

Coping/enjoying
Control/uncertainty
Existential/spiritual/facing death

Sources: Cohen et al., 19977; Leis and Cohen, 199939.



therefore it does not really focus on overall QOL, although it is likely to provide
other useful information to clinicians. The SEIQoL asks respondents to nomi-
nate the five life areas most important to their QOL. Following this, they rate
their current functioning in each area. They are then asked to assign weights to
each area, based on the relative importance of that area to their QOL. The
SEIQoL was originally developed using judgement analysis to assign weights.44

An alternate form of SEIQoL was recently developed, replacing the fairly com-
plicated judgement analysis with the more simple direct weighting (DW) pro-
cedure (SEIQoL-DW), making it more useful for clinical care.33,34,45,47 This
measure may be very useful for clinical services trying to ensure that their
patients receive individualized care that addresses those areas that are most
important to their QOL. It has been used to measure the QOL of palliative care
inpatients34 and outpatients who were HIV positive.45

Standardized instruments, which measure QOL with the same set of ques-
tions for every respondent, will not address the specific concerns of each respon-
dent, but can, if they have content validity, inform us about the QOL of the group
as a whole. Unfortunately, no published QOL instruments include all the
domains that are important for palliative care patient QOL as determined in the
six studies described in the previous section. Therefore, I will only consider
briefly the psychometric properties of those instruments that have the most
content validity (they contain items that represent the physical symptoms/ func-
tioning, psychological, social/family relationships and spiritual/existential
domains) and are in a format acceptable to palliative care patients (not too long,
able to be administered by being read aloud). Several published self-report QOL
instruments include items from at least these four domains but have not been
developed beyond the initial stage48,49 or the psychometric properties have not
been established in the palliative care setting.50–54

The MQOL’s 16 items form 5 submeasures established through factor analy-
sis in three studies: a single item measuring physical well-being and subscales for
physical symptoms, psychological well-being; existential well-being, and
support.36–38 The MQOL submeasures showed convergent and divergent validity
with the Spitzer Quality of Life Index,55 although not completely as expected. The
total score for MQOL predicted the score on a single-item scale measuring overall
QOL better than did the total score of the Self-Administered Spitzer Quality of
Life Index. The MQOL Total score and each submeasure have acceptable test-
retest reliability over a period of 2 days. All MQOL scores (total and submeasures)
change significantly when the patients say that their QOL has changed, with the
exception of the Support subscale, where mean scores indicate a high degree of
support at all times.56,57 Recently the MQOL Total, Physical Symptoms, Physical
Well-being, Psychological Well-being, and Existential Well-being scores were
shown to improve significantly during the first week following admission to five
Canadian palliative care units.8 This demonstrates that the effect of palliative care
can be measured if appropriate QOL instruments are used.

The McMaster Quality of Life Scale contains 32 items referring to the phys-
ical, psychological, cognitive, social, and spiritual/existential domains, but data
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suggest that the questions can reliably be divided into two subscales: physical
and nonphysical QOL.58 The total score showed the expected correlation with
the Spitzer Quality of Life Index. Test-retest reliability was good at an interval
of 3 hours but decreased with an interval of 1 week between tests. Responsive-
ness was appropriately tested against the patient’s judgement that QOL (rather
than disease status) had changed. The authors hypothesize and report some evi-
dence that nonphysical QOL declines as death approaches, in contrast to an
earlier report that many factors contributing to QOL remain stable or improve
as death approaches.59

The Hospice Quality of Life Index contains 25 items concerning the physi-
cal, functional, psychological, social, spiritual, and financial domains as well as
an item concerning environment.60,61 The attempt to weight patient ratings of
satisfaction by patient ratings of item importance is laudable, but the method of
calculation described would have the counterintuitive result of a higher (better)
score for items indicated to be important but about which the patient is dissat-
isfied than for unimportant items on which satisfaction is rated as low. Factor
analysis of data from the Hospice Quality of Life Index showed that not all items
load on the factors in a way that allows a clear conceptual distinction between
subscales.60 The overall QOL score and the subscale scores were not significantly
different at admission to hospice and 3 weeks later.61

The revised MQOL being developed by the SCRN (renamed Quality of Life
in Life-Threatening Illness—Patient Version or QOLLTI-P) and the palliative
care modules in development for the EORTC-QLQ and the FACT may give
these instruments complete content validity. However, given that the core
EORTC-QLQ has 30–33 items (depending on the version used) and the FACT-
General Questionnaire has 29 items, adding items to them to achieve content
validity may render them too long to complete for many palliative care patients,
if they are not already too long. The QOLLTI-P will be as brief as possible, with
a maximum of 20 items. The psychometric properties of these new versions are
presently being tested.

Studies Defining Family Member Quality of Life

There are two projects presently underway to develop QOL measures for the
family caregivers of cancer patients that are based on the reports of family care-
givers themselves as to what is important to them. Both groups are studying the
QOL of the primary family caregiver only rather than the QOL of all family
members. Weitzner and colleagues developed their Caregiver Quality of Life
Index-Cancer (CQOLC) Questionnaire with family caregivers of patients in the
anticancer treatment phase, and have recently tested it in a United States hospice
setting.62–64

The content in CQOLC is based on interviews with 22 patient-caregiver
dyads wherein they were asked to explain how the patient’s illness had impacted
on the family caregiver’s physical, emotional, family, social, and other function-
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ing.62 One limitation of this approach is that the emphasis is not on overall QOL,
but rather on changes affecting functioning since the patient was ill. Another
limitation is that only family caregiver interviews where the patient also partici-
pated were used. Therefore none of the family caregivers in the study were
caring for patients who were unable to participate due to their poor physical or
mental condition, which represents a large part of the palliative care population.
In addition, the family caregiver was excluded “if substances known to affect the
central nervous system (i.e., narcotic analgesics, antiemetics, or steroids) were
administered to the caregiver or patient 1 week or less before entry into the
study.” This exclusion criterion is likely to result in few family caregivers of
advanced cancer patients being included. The 35-item CQOLC was tested for
validity and test-retest reliability in the anticancer treatment setting, where its
psychometric properties appear to be good.62 Factor analysis has revealed five
factors representing mental/emotional burden, lifestyle disruption, hopefulness,
social support, and financial concerns.63

My SCRN colleagues and I are developing a measure of the QOL of family
caregivers of palliative care patients, the Quality of Life in Life-Threatening
Illness–Family Caregiver Version questionnaire (QOLLTI–F) to complement
our QOLLTI-P. Fifty-nine family caregivers of palliative care patients from three
Canadian cities were interviewed in either English or French. They were asked
to describe what was important to their QOL at this time, what made a day good,
and what made a day bad. In half the cases the patient was at home, in the other
half the patient was admitted to a palliative care unit. Content analysis revealed
many themes that we grouped into the seven domains and subcategories listed
in Table 10.2: state of caregiver; patient well-being; quality of palliative care;
outlook; environment; financial; relationships.39,65 The domains of state of the
caregiver, patient well-being, quality of palliative care, relationships, and sense
of purpose in life (which falls under the outlook domain) have previously been
shown to be important to family caregivers of advanced cancer and/or palliative
care patients in other studies not focussed specifically on QOL.66–74

Review of Family Caregiver Quality of Life Measures

A recent review of the literature concerning families with a palliative care patient
indicated a need to develop appropriate and psychometrically sound outcome
measures concerning the family.72 In view of the trend to have more health care
take place in the home and the desire of most people to die at home,75 these
measures are urgently needed.

Most of the literature concerning family members of palliative care patients,
or even of patients at earlier phases of the disease trajectory or with Alzheimer’s
disease, has focussed on the burden and stress of caregiving,70,76–78 caregiver
needs,79–82 family satisfaction with care,66,81,83,84 family member health,66 and
family insight and anxiety as assessed by staff.85
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Few studies have examined family member QOL. Our SCRN study is the only
one that directly asked family caregivers of palliative care patients what is impor-
tant to their QOL. While this study identifies the domains that need to be included
in a measure of family caregiver QOL, evidence from other studies is required to
confirm these findings. Some investigators have used modifications of instruments
designed for the patients.61,69,86,87 Mohide88 developed a QOL measure specific to
family caregivers that used the time trade-off technique, but this was tested with
family caregivers of disabled relatives with chronic degenerative disorders and
measured only physical, psychological, and social functioning.

McMillan and Mahon89,90 developed the four-item Caregiver Quality of Life
Index for caregivers of palliative care patients, covering emotional, social, finan-
cial, and physical domains, each measured by a single item. Content was based
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Table 10.2. Domains and subcategories relevant to the
quality of life of family caregivers of palliative care patients

State of caregiver

Interference with/maintaining normal life
Caregiver condition

Patient well-being

State of the patient
Meet patient needs/goals/wishes

Quality of palliative care

Comfort with decision-making process
Quality of care

Environment

Finances

Relationships

Support
Communication
Family
Impact on relationships

Outlook

Coping
Control/helplessness/uncertainty
Existential/spiritual
Feeling about being a caregiver
Preparing for the future
Hope

Sources: Leis and Cohen, 199939, Cohen and Leis, 199966.



on a literature review and verified by five people who had been the family 
caregivers of patients who had died 2 years previously. They rated all the items
as highly important. Some important domains are missing, including all that are
concerned with patient well-being and care. Furthermore, it remains to be deter-
mined whether the single item measuring each domain has sufficient test-retest
reliability. The CQOLC of Weitzner does not address caregiver physical con-
dition, and patient well-being and quality of care are not directly addressed. 
The appropriateness of the environment and control/helplessness are also not
included in the CQOLC. Since QOLLTI-F is based on our own qualitative study,
we have, of course, included all of the relevant domains, but as mentioned above,
confirmatory evidence of its validity is required.

Studies of Family Quality of Life

The quality of family life is not directly addressed by studies focussing on the
QOL of its individual members. Studies such as those described in previous sec-
tions have focused on the patient, the primary caregiver, or both. There are very
few studies of whole families in the palliative care setting. I am not aware of any
studies that have focussed specifically on family QOL. Davies and colleagues91,92

have made an excellent start to understanding how the family manages with the
illness and their perceptions of care received, but this was a small study (8 fam-
ilies) and the focus was not on overall QOL but rather on the impact of the illness
and care. Kristjanson and colleagues66,93 studied family functioning from the per-
spective of a single family member (the primary family caregiver). They found
that the discrepancy between the family caregivers’ expectations and percep-
tions of palliative care while the patient was alive significantly predicted family
functioning during the bereavement phase. Family caregivers who were older or
caring for a female patient assessed family functioning as better than did family
caregivers who were younger or caring for a male patient. However, neither study
sampled more than one family member’s viewpoint, and there is evidence that
individual members of the same family may have important differences in their
assessment of family functioning.94

Measures of Family Quality of Life

Since we do not know the basics of what is important to the QOL of families
where one member is dying, we cannot judge whether instruments developed
to measure the state of the family in the general population are valid in the 
palliative care setting. To my knowledge, the only instruments that have been
used as measures relevant to the family in the palliative care setting are the 
Self-Report Family Inventory66,95 and the General Functioning subscale of the
McMaster Family Assessment Device.93,96 These studies provided some inter-
esting information regarding family functioning and its relationship to family
caregiver variables in the palliative care setting.
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Individualized Versus Standardized Measures

The specific contributors to QOL vary tremendously from individual to individ-
ual or family to family. In consideration of these individual differences, the argu-
ment has been made that it is not useful to measure QOL with standardized
instruments, and that QOL measures must be individualized, as in SEIQoL, to
include the specific contributors that are important to the individual whose QOL
is being measured. A similar case has been made that QOL measures must allow
the individual to assign weights to each domain indicating its importance to him
or her.12,18,44,45,47 This may be the case if one is attempting to measure the QOL
of an individual for clinical purposes (although I am not convinced that a ques-
tionnaire can ever replace an excellent clinical interview). It should be noted that
if an instrument is to be used to inform us about the QOL of individuals, the
measure must have a higher degree of stability (test-retest reliability) than that
required to measure the QOL of groups, where somewhat more measurement
error is tolerable because both positive and negative measurement errors will
occur and tend to average toward zero. For purposes other than clinical care for
an individual, such as determining the strengths and weaknesses of a palliative
care service, assessing the overall impact of a particular intervention, comparing
the effectiveness of palliative care services, and determining what QOL is related
to in order to provide better care in the future, it is appropriate to measure the
QOL of groups of people. For these purposes, if the questionnaire items have
been selected to reflect the areas that palliative care recipients have said are
important and are worded in general rather than specific terms, so that they are
applicable to everyone, then it may not be necessary to have items specific for
each person or have individual weighting of the domains.20,38,97,98 For example, it
may be sufficient to know the degree to which the group is physically comfort-
able rather than to know that one person has uncontrolled pain, another has a
problem with fatigue, another has no physical problems, etc. Similarly, we need
to know the degree to which the group feels a sense of meaning in their lives,
rather than that one person obtains their sense of meaning from their faith in
God and another obtains it from feeling a part of a family. If the data are to be
grouped, the specifics will be lost in any case, and we can measure QOL in more
general terms with standardized instruments so that we are comparing groups
on the same domains. To date weighted data have not been used in published
studies or have correlated so closely with unweighted data that they did not
supply any additional or different information.61,99 This is the result that would
be expected if equal numbers of people weight each of the different domains
highly, so that the group average weight of each domain is similar. In addition,
while some items are inherently important (for example, depression), circum-
stances that may be important for some people but not others (such as feeling
in control) can be phrased to implicitly include a rating of importance by asking
“How much of a problem was X for you?” rather than “How much of X is
present?” The importance of weighting needs to be tested directly in studies
comparing weighted and unweighted scores.
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I am doubtful about the utility of individualized measures when com-
parison of groups is required. With individualized measures, each respondent 
is evaluating his or her status in areas nominated by him or herself, so that 
different groups of respondents are not rating their status in the same 
areas. Therefore, these instruments provide an overall QOL score but do not
have subscales. For most purposes, I believe that how the group is faring in 
different domains is important, and subscales are required. Valid and reliable
subscales are particularly important for measuring QOL in the palliative care
setting, where QOL related to physical functioning and physical symptoms such
as fatigue will inevitably decline, but QOL in other domains may im-
prove. Data from studies using MQOL show that the more advanced the 
disease, the greater the discrepancy between scores in different domains for both
people with cancer and HIV disease.36–38 The importance of measuring each
domain with a separate subscale is therefore greater when the disease is more
advanced.

We can and should test directly whether the total score obtained from indi-
vidualized QOL measures is more valid than that obtained from standardized
measures by comparing them to QOL scores obtained from a valid and reliable
questionnaire that directly assesses overall QOL (that is, contains items such as
“How has your QOL been?”).

Who Should Rate Quality of Life? Limitations 
in the Palliative Care Setting

If we accept that QOL is subjective well-being, then it is best measured by the
person(s) whose QOL is of interest. If you are trying to determine the impact 
of a particular intervention that is geared toward at least some palliative care
patients who are able to complete a QOL questionnaire, then it is best to make
sure to have those patients rate their own QOL. However, in the palliative care
setting the physical or mental condition of many patients is so poor that they
cannot complete even a brief QOL questionnaire. If your goal is to evaluate or
compare palliative care services, then you must collect information concerning
all the patients treated by those services, not only those who can complete a QOL
questionnaire. Different methods must be found for evaluating the care of those
who cannot speak for themselves. Interested readers are referred to published
work by Dr. Irene Higginson on audit in palliative care.

Conclusion

Since the goal of palliative care is to achieve the best QOL possible for patients
and their families, measures of patient, family member, and family QOL are crit-
ically important as outcome measures in this field. The availability of valid,
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acceptable, reliable, and responsive QOL measures will enable studies to ensure
that the palliative care delivered is perceived by the recipients as whole-person
care. Considerable thought, time, and energy has been expended and will con-
tinue to be needed to define what is important to the QOL of palliative care
patients, their family members, and their families in order to create measures
that have content validity. These studies are also helping us to define whole-
person care, a term widely used but not always understood, particularly by those
outside the field or who are new to it. We are well on the way to having the
patient QOL measures we need. The process has begun for the QOL of family
members. We are still waiting for someone to take up the formidable challenge
of understanding and measuring family QOL.
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Economic Outcomes and Palliative Care

THOMAS J .  SMITH AND LAURIE LYCKHOLM

The cost of cancer care is rising because of increasing age, more cancer cases,
increased demand for treatment, and new expensive technologies. Our limited
resources must be rationed wisely so that we can provide both curative and pal-
liative care. The ethical implications of using economic and management out-
comes rather than traditional health outcomes include shifting emphasis from
helping at all cost to helping at a cost society can afford, how much society is
willing to pay, the value of care to the dying versus those with curable illnesses,
and tolerance of suboptimal care.

The outcomes of palliative care do not differ from other cancer treatment,
from the perspective of economics or health service research. For treatment 
to be justified, there must be some demonstrable improvement in disease-free
or overall survival, toxicity, quality of life, or cost effectiveness. Palliative care
usually does not change survival, and it does not have a measurable cost-
effectiveness ratio since palliative therapy does not gain years of life. There may
be little change in quality-adjusted life years because the improvements in health
state are too small to measure with current instruments, or are lost in the impact
of the disease.

Only a few studies have assessed the economic outcomes of palliative therapy.
The major areas of interest include the following: (1) palliative chemotherapy
versus best supportive care; (2) supportive care for cancer symptoms; (3) the
process and structure of care; (4) follow up; and (5) hospice care. Palliative first
line chemotherapy for Stage III and IV non-small cell lung cancer, mitoxantrone
for prostate cancer, and fluorouracil-based chemotherapy for gastrointestinal
cancer all have acceptable cost-effectiveness ratios. Supportive care effectiveness
and cost for infections, nausea, and pain can be improved. Hospice care saves at
best 3% of total care cost, but gives care equal to non-hospice care. Coordina-
tion of palliative care will save 40% of costs but will not improve the clinical out-
comes of dying patients.
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Whether half full or half empty, it will be a smaller glass.
Detmer, 19971

Why Are Economic Outcomes Important?

Health care spending and health care quality are major problems in the United
States. Cancer care costs have risen from $35 billion in 19902 to $40 billion in
19943 to one estimate of $50 billion by 1996.4 We are spending a significant
amount on high technology care for the elderly, since nearly one-third of all
Medicare spending is on patients in their last year of life,5,6 and those funds
cannot be spent on preventive services or chronic disease conditions for the same
population.7 In the largest Virginia insurance plan, the top 1% of the population
consumes 30% of the resources. The pressure on health care funds will increase
due to increased demands for care from an educated elderly population, more
elderly long-term survivors, new and expensive technologies, new diseases, and
demands for cost cutting.

It is clear that the process of care may not be optimal for all patients, 
and that quality of palliative care could improve. The SUPPORT study showed
that half of all dying patients had unnecessary pain and suffering in their final
days of life while in the hospital.8 Nearly half of patients suffer unnecessary 
pain even when cared for by oncologists or academic oncologists.9 The care given
to cancer patients in general can be improved.10–12 For breast cancer as an
example: (1) some states have five times the number of mastectomies versus 
the preferred method of breast conserving lumpectomy and radiation;13,14 (2)
there is substantial under use of adjuvant therapy;15 and (3) there is underuse 
of surveillance mammography in patients after breast cancer treatment, with
about 20% having no follow up mammogram within 2 years.16 For other illnesses,
we have documented substantial underuse of thoracotomy in the elderly with
lung cancer compared to younger patients,17 and similar patterns in prostate
cancer.18

The whole neglected issue of cancer care quality is now under discussion,
with active efforts to improve it.19 The relationship of volume to quality is 
striking: (1) a significant (5%–10%) overall survival advantage at a cancer 
specialty center for breast cancer, rather than at community hospitals;20,21 (2)
better survival for testicular cancer patients treated at specialist centers;22 (3)
better survival and fewer complications for ovarian cancer surgery performed 
by specialist gynecologic oncologists rather than general surgeons or gynecolo-
gists,23 and (4) better survival for prostate cancer patients at high-volume
centers.10

We have identified some important questions about economic outcomes 
and palliative care (Table 11.1). We reviewed Medline from 1970 to 1998 for 
relevant articles, and did selected searches within bibliographies.
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The Ethics of Adding Economic Outcomes

In the modern arena of health care, non-medical concerns such as cost control,
oversight and audit, utilization review and decreasing liability risk have assumed
a significant role. Some authorities have argued that such management tools are
not inherently unethical.24 Cost control is certainly not inherently unethical, but
should be considered secondary to the goal of quality care. The goals of medi-
cine are grounded in a tradition of promoting health and providing comfort and
relief of suffering in a just manner. Cost control through aggressive disease 
management may actually promote these goals in making more or better care
available.

Cost control must be differentiated from profit motivation and entrepre-
neurship, which have never been considered the goals of medicine. These activ-
ities in the context of medical care are unethical in that they may make medical
care more expensive and difficult to access, especially for those who are socially
disadvantaged. They may also create further conflicts of interest in already pre-
carious fiduciary relationships between physicians and their patients. A code of
ethics that covered everyone, rather than just one group, might be useful.25

Tolerance of sub-optimal care is an equally important ethical issue, and one
that is rarely mentioned in either ethical or management studies. Studies such
as the SUPPORT study have revealed that many aspects of end of life care are
still suboptimal. The national dialogue about physician assisted suicide might 
also indicate that end of life care has not been optimized, thus resulting in 
despair and frustration so significant as to urge dying persons to consider suicide
to end their suffering. If palliative care can be improved, or made less costly, or
both without sacrificing quality of care, it must be done in the service of 
promoting the values of beneficence, compassion, and respect for autonomy. 
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Table 11.1. Types of studies of health and service research

Type of study Question posed

Policy analysis What outcomes justify treatment? Who should make
those decisions?

Type of care: chemotherapy versus Does chemotherapy save money compared to best
best or other types of supportive supportive care, when all costs are considered?
care chemotherapy

The site of service Is home versus hospitals more effective and less costly?
Structural and process changes in care Can costs of care be reduced by changes in how it is

delivered? For example, by coordination or at 
home?

Hospice versus non-hospice Does hospice improve quality of life or reduce costs of
care?

Advanced directives and do not Do advanced directives influence medical treatment
resuscitate orders decisions or change costs?



This movement is occurring on a national level, with the advent of several impor-
tant/ national/international/large initiatives [Project on Death in America
(PDIA), Education of Physicians on End of Life Care (EPEC), etc.]. HCFA’s
approval of an ICD-9 code for palliative care was hoped by some to indicate its
significance in the health care system.26 The economic outcomes are not known,
and may be difficult to measure, but regardless, the ethical impetus to correct
the deficiency is critical.

Another serious ethical question is the ownership of disease management
models. Should management tools that improve care be protected, or be avail-
able to the general public? If one developed a tool that improved care at
markedly lower cost, one could argue that it should be made available for wide-
spread distribution, much like polio vaccine.

Some have argued that budgets should not be balanced with penalty to 
one group such as the elderly or those on Medicare.27,28 Many health care goods
are rationed justly according to age, such as transplants, coronary bypass, 
and hemodialysis, based on the theory of equality of opportunity according 
to ability to benefit from such procedures.29 However, palliative care is dif-
ferent in that age does not determine whether a person stands to benefit. In 
this circumstance, the ethic of distributive justice supports the concept that
medical and social needs dictate whom stands to benefit most from palliative
care.

Downie reported:

It does not seem reasonable to postulate that the medical needs of the elderly ter-
minally ill are any less than those of younger patients, and indeed they may be
greater because of multiple additional pathologies associated with aging.30

Sidgwick’s argument that each moment of life is equally valuable no matter
when it occurs31 is most poignant in the instance of palliative care.

Patients may view benefit and toxicity in ways very different from their health
care providers, and from those who are well. Dying patients would undergo
almost any treatment toxicity for a 1% chance of short-term survival, while their
doctors and nurses would not, and these decisions were not changed after
patients experienced the toxicity of treatment.32 A study of palliative radiother-
apy for brain tumor patients showed little survival and modest functional benefit,
and a substantial decrement in intellectual function, but most patients and 
families would still want it.33,34

What is the Right Amount to Spend on Health Care?

This question cannot be answered without knowing the economic and cultural
particulars of a country or even health system. Blanket statements about a per-
centage of the Gross National Product (GNP) may be misleading if a compari-
son country spends a higher percentage on social net programs but less on direct
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medical care costs. Comments about health care spending as a percent of the
GNP may also reflect opinions about alternative uses, for example, “We should
stop spending money on defense and spend it on health care.” In the United
States, the amount spent on education has declined from 6% to 5% of GNP,
while the amount spent on health care (especially for the elderly) has risen from
6% to about 14%.35

Should There Be Special Economic or Policy 
Considerations for Palliative Care?

No, in general. Most health care policy analysts and economists would argue 
that all care should be evaluated equally. For example, a therapy that gains 1
week for 52 patients should be valued as much as an equivalent cost therapy 
that gains 52 weeks for 1 patient.36 Recently, some health economists have 
argued that time given to those who are most at risk should be valued more (e.g.,
time added in the last 6 months of life should be given triple value).37 The analogy
was made to food and hunger: a sandwich given to a starving person would be
of more intrinsic value than one given to a person who already had many 
sandwiches. Such discussions, while interesting, are outside the scope of this
chapter.

The World Health Organization has made lists of priorities for health care.
In cancer, palliative care has always been included in the same category as 
curative therapy for Hodgkins’s disease. In part, this was done because most 
palliative care is so inexpensive.38

What are Important Economic Outcomes?

Economic outcomes are not different from clinical outcomes, except that 
cost must be considered along with clinical benefit. Only one medical group, 
the American Society of Clinical Oncology, has published recommendations on
what benefit is justified to recommend a medical intervention, listed in 
Table 11.2.39 Of note, ASCO could not define the lowest amount of benefit 
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Table 11.2. Outcomes that justify a medical intervention

Justify Do not justify

Improved overall survival False hope that survival will be improved
Improved disease free survival
Improved formal quality of life
Less toxicity
Improved cost effectiveness Cost alone



that justified an intervention, for example, 2 weeks of quality survival, but 
recommended that the benefit be weighed against the toxicity and costs. If 
cost effectiveness data are not available, then cost consciousness with atten-
tion to lowest costs for comparable results would be appropriate; cost alone 
is not sufficient, since more expensive treatments such as bone marrow trans-
plantation for relapsed leukemia may give better survival at reasonable cost 
effectiveness.36

The economic data necessary to make decisions about treatment may be col-
lected in much the same way as clinical information, and standard formats for
collection and analysis are now available.40 Some standard definitions are listed
in Table 11.3.

162 RESEARCH OUTCOMES IN PALLIATIVE CARE

Table 11.3. Standard definitions for economic outcome analysis

Term Definition Comment

Resource utilization Number of units used, Best collected prospectively, using a
e.g., 9 hospital days combination of clinical research forms,

hospital bills, and patient diaries for
outpatient or off-site events.

Charge What is billed to the May be fair representation of the cost of
patient service. Can be accurately converted to

costs using ratio of charges to cost.41

Cost What it costs society to
provide the service

Direct medical cost Cost of standard medical Usual cost-drivers include: hospital days,
interventions professional fees, diagnostic tests,

pharmacy fees, and other (blood
products, operating room, or emergency
services, etc.)

Direct nonmedical Costs of medical Includes: transportation, time lost from
cost interventions not captured, work, caregiver costs, etc. most are not

but directly caused covered by insurance and may be out-of-
pocket costs.

Perspective The viewpoint of the Should be explicitly stated. Most analyses
analysis are done from the perspective of society

(valuing this intervention versus other
uses of the same money) or a health care
system (valuing this intervention against
other local health care needs.) The
perspective of the individual patient or
provider may give less attention to the
needs of others.42,43

Discounting Adjusts value of intervention Health effects and costs should normally
for future benefit to be discounted at 3%/year.
present time amount

Source: Modified from Smith et al.36



Cost Effectiveness as an Outcome

One approach to funding treatments has been based on cost-effectiveness
ratios.36 Laupacis and colleagues in Canada proposed explicit funding criteria:
(1) treatments that worked better and are less expensive be adopted; (2) treat-
ments with cost-effectiveness ratios <$20,000 per additional year of life (LY)
gained be accepted, with the recognition that they cost additional resources; (3)
treatments with cost effectiveness ratios $20,000–$100,000/LY be examined on
a case by case basis with caution; (4) and treatments with cost effectiveness ratios
of >$100,000/LY be rejected.44 This approach is valid in a system where all
resources are shared equally; it is not clear how this system applies to other health
care systems where resources may not be shared.43 Alternatively, patients might
be allowed to purchase additional insurance for expensive treatments, or pay for
them out of pocket. In the United States, there has been no accepted answer
but most authorities have agreed on an implicitly defined benchmark of
$35,000–$50,000 per year of life saved.36

It is important to organize data in a way that balances clinical and cost infor-
mation side by side as shown in Table 11.4.
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Table 11.4. Ways to balance clinical and cost studies

Type of study Advantages and disadvantages

Clinical outcomes only Ignores costs. e.g., Easy to choose among clearly superior therapies
such as cisplatin for testicular cancer; harder among all others
that give lesser benefits at high costs.

Cost only, e.g., costs of Ignores clinical outcomes. Does not help choose among clinical
treating febrile strategies. e.g., The cost of CSF mobilization of stem cells may
neutropenia be higher than that of bone marrow collection, but it saves

money later by reducing hospital stay.45

Costs and clinical outcomes
together

Cost-minimization Assumes that two strategies are equal; lowest cost strategy is
preferred

Cost-effectiveness Compares two strategies; assigns $ per additional LY saved by
strategy. Example: at present, CSFs have not improved survival,
so cost must be lower for therapy to be cost-effective.

Cost-utility Compares two strategies; assigns $ per additional LY saved by
strategy, then estimates the quality of that benefit in $/QALY.
e.g., No data show significant improvement in quality of life or
utilities in patients who have received CSFs, so unlikely to have
major impact.

Cost-benefit Compares two strategies but converts the clinical benefits to money,
e.g., a year of life is worth $100,000. Possible but rarely done
due to difficulty in assigning $ value to benefit; requires
assigning a $ value to human life.

CSF, colony stimulating factor; LY, year of life; QALY, quality-adjusted year of life.



Table 11.5. Chemotherapy versus best supportive care or alternative treatments

Topic Conclusion

Lung cancer

Chemotherapy versus best Chemotherapy gained 8–13 weeks compared to best supportive
supportive care in non- care. Chemotherapy generally saved money for the province of
small cell lung cancer52 Ontario, from a savings of CAN$8000 to additional cost of

CAN$20,000 depending on assumptions. Similar results found
for vinorelbine and cisplatin.54

Combined modality Chemotherapy in combination with radiation or surgery adds
including chemotherapy clinical benefit; for chemotherapy plus radiation 1- and 5-year
versus radiation or survival is increased from 40% to 54% and 6% to 17%, for
surgery for Stage III non- instance. The addition of chemotherapy for IIIA patients added
small cell lung cancer55–57 cost of CAN$15,866, and addition of chemotherapy to IIIB

patients added CAN$8912. The cost year of life gained was
well within accepted bounds at CAN$3348 to CAN$14,958.

Alternating chemotherapy The alternating chemotherapy arm cost more, but because it was
for small cell lung cancer67 more effective, the marginal cost effectiveness was only

$4560/LY.

Gastrointestinal cancer

Chemotherapy versus best Chemotherapy added 5 months median survival if given early
supportive care followed rather than late, with symptom palliation for 4 months. The
by chemotherapyfor additional cost of about CAN$20,000/life year was within
GI cancer patients58 accepted bounds.

Prostate cancer

Palliative chemotherapy Mitoxantrone did not improve survival, but improved quality of
with mitoxantrone plus life as measured by several indices, and the mitoxantrone
prednisone versus strategy cost less than prednisone supportive care.
prednisone59,60

Breast cancer

High dose chemotherapy High dose chemotherapy added 6 months at a cost of 
for limited metastatic CAN$58,000, or CAN$116,000/LY; this is palliative care as this
disease versus standard treatment has not been shown to be curative.
chemotherapy64

Other

Acute myelogenous Chemotherapy, compared to supportive care, added additional
leukemia66 cost but thecost effectiveness was CAN$18,000/LY, within

acceptable limits.

LY, year of life.
Source: Modified from Smith et al.36
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Chemotherapy is one of several types of palliative care and may be helpful
for symptom relief or to prolong survival, as long as the switch to supportive care
is made while resources and good quality time are still available.46

It is possible to give chemotherapy and either save money, or have a cost
effectiveness within accepted limits as shown in Table 11.5. Patient treated with
chemotherapy for non-small cell lung cancer have a small benefit, estimated 
at 2–4 months in most series,47,48 and symptom relief in up to 60%.49 Both the
American Society of Clinical Oncology50 and Ontario government51 recommend
consideration of chemotherapy for suitable patients. Jaakimainen et al. found
that chemotherapy actually saved disease management costs compared to best
supportive care by preventing hospitalizations late in the disease course. The cost
effectiveness ratios ranged from $-8000 (cost saving) to $+20,000 Canadian for
each additional year of life.52 Smith and colleagues found that chemotherapy with
cisplatin and vinorelbine, compared to vinorelbine alone or cisplatin and vinde-
sine, added substantial clinical benefit53 at a reasonable cost effectiveness of
$15,000–$17,000 per year of life.54 Given the benefit and low cost of the drugs,
vinorelbine and cisplatin compared to best supportive care would give results
similar to those of Jaakimainen and colleagues.52 Evans and colleagues used deci-
sion analysis to show that chemotherapy in combination with radiation and/or
surgery for Stage IIIA or IIIB disease, in comparison to treatment without
chemotherapy would improve survival at a cost of $3348 to $14,958 Canadian
per year of life saved.55 The model showed benefit at a reasonable cost under all
situations of reasonable clinical efficacy. The chemotherapy treatments fit exist-
ing monetary guidelines for use.56,57

A trial of fluorouracil-based chemotherapy for gastrointestinal cancer patients
randomized to first-line chemotherapy versus best supportive care that could
include later chemotherapy for symptom control showed benefit at acceptable
cost-effectiveness ratios.58 For the whole group, chemotherapy enhanced sur-
vival by about 5 months at a cost of about $20,000 per year of life gained, within
accepted bounds.36 For subsets of types of cancer, such as gastric cancer, the
treatment was effective at a reasonable cost. For most other subsets, the patient
numbers were too small to draw meaningful conclusions about either clinical
effect or cost-effectiveness.

For patients with metastatic prostate cancer mitoxantrone added a small clin-
ical benefit in terms of pain relief and symptom control in 23 of 80 patients, lasting
for 6 more months than prednisone alone, but did not alter survival when com-
pared to prednisone alone,59 Although initial drug costs were higher, total disease
costs were lower in the group that received mitoxantrone as initial treatment,60 so
good chemotherapy palliation could be accomplished at no additional cost to
society. Total androgen blockade produced small clinical benefit at an acceptable
cost to society, compared to single androgen blockade.61

There have been no studies on the effectiveness or cost effectiveness of
chemotherapy for metastatic breast cancer compared to best supportive care.
Hospitalization accounts for the majority of costs, while chemotherapy has been
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a relatively trivial cost in the United Kingdom.62 High-dose chemotherapy is
commonly used for incurable metastatic disease, and in the one randomized con-
trolled trial, it doubled overall survival from 10.4 to 20.8 months but did not
produce a long-term survival plateau.63 In the only available study of compara-
tive treatment, Hillner et al.64 compared best standard chemotherapy to high-
dose chemotherapy with a stem cell transplant. High-dose chemotherapy (HDC)
added about 6 months at a cost-effectiveness ratio of $116,000 per year of life
gained, outside the bounds of accepted treatments. Of interest, drug costs for
most breast cancer patients amount to less than 10% of the total cost.65

Acute myelogenous leukemia chemotherapy cost more than supportive care
and certain death, and allogeneic transplant was even more effective. The trans-
plant survival benefit 48% versus 21% at 5 years was sufficient to offset higher
costs of treatment and make the cost-effectiveness ratio about $18,000/LY.66

The less expensive a setting, the less costly the intervention, as shown in Table
11.6. Home narcotic infusions had lower total costs due to less hospital costs
despite higher drug equipment and nursing costs.68 Outpatient administration 
of chemotherapy was less expensive than inpatient administration.69 Home
chemotherapy compared to outpatient chemotherapy was well-accepted with
only two of 424 patients electing to discontinue home treatment, safe, and no
more costly with an average cost $50 compared to $116 in hospital, with equal
total costs.70

Disease management strategies have shown some modest improvements,
with better quality of care, less cost, and high patient satisfaction. The available
studies are shown in Table 11.7.

Coordinated care may be one of the most successful disease management
strategies. The Medicare Hospice Benefit requires nurse coordination, team
management, easy access to low per diem hospital beds for respite or temporary
care, and expanded drug coverage.71,72 Adding a nurse coordinator for terminally
ill patients in England did not change any disease outcomes; patients still died,
and most still had some unrelieved symptoms, but patient and family satisfac-
tion was helped slightly.73 The total costs were reduced from £8814 to £4414
(US$12,870 to $6444) from decreased hospital days for a cost savings of 41% in
almost all conditions.74

Home nursing care was associated with more patients dying at home.75
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Table 11.6. Site of service

Topic Conclusion

Narcotics Narcotics at home per diem costs were higher for home patients, but
total costs were lower with equivalent palliation.68

Inpatient or outpatient Outpatient administration was less expensive, US$184 versus US$223
chemotherapy in.69

Home or inpatient/clinic Home chemotherapy was safe, well accepted, and cost less per
chemotherapy treatment.70



One center did a pain management intervention with enhanced institutional
education programs, a highly visible respected consultative team, and a pain
resource center for nurses and families. This was associated with a decrease in
admissions and re-admissions for pain control with marked cost savings.76 The
study was not randomized, and could not account for other significant changes
such as the growth of managed care with restricted admission policies. However,
the conclusion must be that this is better pain management, better medical care,
and probably saves money.

Teaching medical staff about choices for intensive care unit use can improve
economic outcomes. An ethicist in the surgical intensive care unit (SICU)
addressed the issues of patient choice about dying and the ethics of futile care.
This was associated with a decrease in length of stay from 28 to 16 days, and a
decrease in SICU days from 2028 to 1003 days, far greater than observed in other
parts of the hospital. Cost savings were estimated at $1.8 million.77 Dowdy and
colleagues did pro-active ethics consultations for all mechanically ventilated
patients beyond 4 days, and showed improved length of stay (less use of the
intensive care unit, either by discontinuing futile care or transferring the patient
to lesser intensity units) and a decrease in costs.78

Clinical practice guidelines for supportive care may decrease costs, but formal
data have not been published (reviewed by Smith72). Standardization of care can
improve the process of care even if not the outcomes, for most areas studied.11,12

The available data do not show that hospice improves care or saves money,
as shown in Table 11.8.72,81,82

A large randomized controlled trial of hospice versus standard care showed
that hospice did not improve quality of care by any measured benchmark (pain,
ability to perform activities of daily living). Patients still used many hospital days,
48 for control, 51 for hospice, but more of the hospice patients were hospital-
ized on the hospice unit. There was no difference in diagnostic procedures, or
total costs of about $15,000 per patient.
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Table 11.7. Process or structural changes in care

Topic Conclusion

Reducing uncontrolled A system wide intervention of focus on pain management, a
pain admissions supportive care consultation team, and making a pain resource

center. This was associated with a reduction in admissions from
255/5772 (4.4%) to 121/4076 (3.0%), at a projected cost savings
of US$2,719,245.76

Presence of nursing care Nursing care availability allowed more patients to die at home
for end of life consistent with the wishes of most patients.75

Clinical practice guidelines A division changed practice to standardized oral antiemetics, and
for supportive care: once-daily ceftriaxone and gentamicin. Cost savings were
antiemetics, treatment estimated at US$250,000 for each intervention, yearly.72,79,80

of febrile neutropenia,
treatment of pain



More recent data suggest that hospice care can be cost-saving.83 In the 1992
Medicare files those who elected hospice cost less than cancer patients who did
not elect hospice. For those who enrolled in the last month of life, typically over
half of Medicare patients, Medicare saved $1.65 for each $1 spent. Those who
elected hospice tended to use more resources in the months from diagnosis until
about 3 months before death, so the total disease management savings were close
to zero. Similar findings were reported previously.84

Hospice may actually not be saving total disease management costs, but just
shifting them to costs not captured by our current accounting systems. In our own
study of Medicare hospice use in Virginia, total disease management costs were
actually higher for those who eventually elected hospice. Those who elect hospice
tend to be patients with resources to absorb more home care costs, more out-of-
pocket drug costs, etc. The data are consistent with an affluent group of patients
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Table 11.8. Hospice versus non-hospice care

Topic Conclusion

Randomized controlled Hospice did not improve or worsen quality of care by any measured
trial of hospice versus benchmark (pain, ability to perform activities of daily living.).
non-hospice care in There was no difference in diagnostic procedures. Total costs were
Veterans Hospital $15,000 per patient, with no difference in the arms.86

Hospice election versus Medicare saved $1.65 for each $1 spent on hospice programs; most
standard care, Medicare of the savings occur during the last month of life83

beneficiaries, 1992

Hospice election versus Medicare saved $1.26 for each $1 spent on hospice programs; most
standard care, Medicare of the savings occur during the last month of life84

beneficiaries, 1988

Total costs from data No significant difference in total costs from diagnosis to death, but
bases significant cost savings of 39% for hospice patients who were in

hospice over 2 weeks.87

Total disease management No difference or slightly higher costs among Medicare beneficiaries
costs comparing those who elected hospice. Within the hospice period, average 27 days,
who elected hospice costs were slightly lower for those who elected hospice.72

to those who did not

Home care Home care provided by relatives is not much different ($4563 for
each 3-month period) than costs in a nursing home or similar
setting. The sicker the patient became, the more the cost to the
family regardless of diagnosis. Costs were lowest when the patient
and care giver lived in the same household.88,89

Matching resource use to Hospice patients more likely to receive more home nursing care, and
the dying patient spend less time in the hospital than conventional care patients.

Conventional care was the least expensive when overall disease
management costs were calculated, but hospital-based hospice
($2270) and home care hospice ($2657) were less expensive than
conventional care ($6100) in the last month of life.85

All amounts in US dollars.



using all the resources needed for treatment, then using hospice resources in addi-
tion.Therearenopublisheddata on whether the medically undeserved use hospice,
will accept its philosophy, or how much those patients will cost the system.72

Database studies have shown similar results. In a retrospective study of
12,000 patients at 40 centers, Aiken et al. found that hospice patients were more
likely to receive home nursing care, and spend less time in the hospital than con-
ventional care patients.85 Of the three models of care evaluated, conventional
care was the least expensive when overall disease management costs were cal-
culated, but hospital-based hospice ($2270) and home care hospice ($2657) were
less expensive than conventional care ($6100) in the last month of life.

Advanced directives, such as do not resuscitate (DNR) orders, have been
advocated to allow patients to make autonomous choices about their care at the
end of life and possibly reduce costs by preventing futile care. However, as
reviewed by Emanuel and Emanuel, there has been no cost savings associated
either with the use of advanced directives or DNR orders81,90 (Table 11.9). These
findings have been confirmed in the more recent SUPPORT study.91

Advanced medical planning is clearly a part of palliative care and care of the
dying. Norman Levinsky has questioned whether advanced medical planning has
become an economic strategy as much as a way to respect a patient’s wishes. He
says,

Confusion between advance planning as a method to find out what the patient
wants and advance planning as a mechanism to reduce medical care and thereby
contain costs represents a clear danger to the goals of informed consent and 
autonomy for patients.27

In one randomized study of 204 patients with life threatening diseases, it was
found those who executed an advance directive had no significant positive or
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Table 11.9. Use of advanced directives, do not resuscitate orders

Study Conclusion

California Durable Power of No effect on treatment charges, types of treatment, or health
Attorney for Health Care status.
placed on chart92

DNR93 Average of $57,334 for those without DNR orders, to $62,594
with those with DNR orders.

Advanced directives in No cost savings with advance directives. For patients prior to the
SUPPORT hospitals91 SUPPORT intervention, there was a 23% reduction in cost

associated with presence of advance directives, $21,284 with
compared to $26,127 without. The intervention patients were 
more likely to have advance directives documented. Average cost
was $24,178 for those without advanced directives, $28,017 for
those with advanced directives on the intervention arm.

DNR, do not resuscitate.
All amounts in US dollars.



negative effect on a patient’s well-being, health status, medical treatments, or
medical treatment charges.92

Conclusion

Economic outcomes will become increasingly important for all types of health
care, including palliative care. The few studies show substantial opportunities for
improvement by using disease management strategies. Chemotherapy for some
cancers (non-small cell lung cancer, prostate cancer, and gastrointestinal cancer)
is reasonably effective and has acceptable cost-effectiveness ratios; this does not
apply to any regimen that has not been formally evaluated. Coordination of pal-
liative care shows no major clinical benefit but major cost savings. Directed
ethical interventions about futile care appear to produce significant cost-savings.
The use of advanced directives or hospice care may be good medical care but
are do not produce major economic benefit.
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12

Symptom Assessment Outcomes in 
Home-Based Palliative Care

FRANCO DE CONNO AND CINZIA MARTINI

In view of the fact that 90% of patients assisted by palliative care centers suffer
from advanced cancer,1 the purpose of this chapter is to analyze the use of
symptom assessment as outcome of home-based palliative care strategies for
advanced cancer patients.

Indeed, it is necessary to define the population of patients on which pallia-
tive care is focused as consisting of terminal patients who, with the exception of
very rare cases, are not intended to be treated with specific cancer therapies and
for whom the therapeutic goal exclusively consists of symptom control intended
as subjective well-being.

Home care for advanced cancer patients requiring palliative care first estab-
lished and has developed for various reasons. Today, palliative care is given in
different settings: in palliative care units (PCU) in general hospitals or cancer
hospitals, in hospices, and in home care units. These models are not alternatives,
but rather integrate each other. Their availability is aimed at guaranteeing ade-
quate response to the various problems emerging in the care of advanced cancer
patients.

Among the various reasons that have determined the development of home-
based palliative care, there is primarily the acknowledgement of the wish,
expressed by healthy as well as ill individuals, to die in their own homes, sur-
rounded by the affection of their loved ones. There is, however, an equally sig-
nificant resource allocation problem of the various States’ health policies. In fact,
although common ethics assigns extreme importance to the life of the dying indi-
vidual, in practice there are always many obstacles in the way of planning ade-
quate global health and assistance services for patients in the terminal phase of
the disease.
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When there is the possibility of choice, individual preferences range from
home care to hospitalization. It should therefore not be a question of choosing
between good home care and good hospital or hospice care, but the different
options are both needed. Home assistance first of all assumes compliance with
the patient’s preference as to home or hospital, often a much more complex and
personal issue when compared to any external evaluation.2

This century has witnessed a progressive trend toward terminal status hos-
pitalization, since the hospital is viewed as the place where it is possible to
perform diagnostic examinations and treatments from the most simple to the
most sophisticated, and where medical and nursing personnel is present around
the clock. In the public’s opinion, all this is equivalent to the best care possible.
Furthermore, especially in large cities, family and community life is conditioned
by small living quarters and long working hours that do not leave much time for
the care of a dying patient who instead needs adequate space and continuous
assistance. Conversely, hospitals have developed into places specialized in the
care of acute pathologies and provide high-tech diagnostics and therapies, but
precisely because of their structure are poorly equipped for the care of terminal
patients.

Certainly in the last 20 years, palliative care programs for cancer patients
have attempted to invert this tendency to hospitalize death. An epidemiological
study performed in Genoa, Italy demonstrated that the trend of home cancer-
related death rate can be influenced by offering home care services. Indeed,
between 1985 and 1990 it increased from 28% to 33% in association with the
development of palliative home care services for patients with advanced cancer.3

In industrialized countries today, over 80% of cancer-related deaths occur in
hospitals. The experience of many palliative home care teams has shown that the
percentage of patients who underwent home care services died in their own
homes in significantly higher percentages. To date it is impossible to prove that
the offer of home assistance has any effect on the will or capability of our society
in assisting terminal patients at home up to their death, whereas there is certainly
a significant population of terminal patients receiving palliative home care, no
matter whether they die at home or in a hospital or hospice. A study conducted
by Parkes shows that in the case of palliative home care, the period spent by ter-
minal patients at home is longer even when they then die in hospice. It is there-
fore necessary to verify the palliative home care methods, the resources dedicated
to them, and their effectiveness in achieving the expected therapeutic results.

Symptom Outcome

The first goal of palliative care is to improve the quality of life in the advanced
stages of incurable diseases. There is global consensus in deeming the control of
the physical and psychological symptoms an element of primary importance in
the terminal patient’s quality of life.4
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Measuring and documenting the outcomes of symptom assessment is, there-
fore, meaningful from a clinical perspective for individual patient monitoring and
therapeutic decision making, from a quality insurance perspective for auditing
the care provided by different services and setting of care and from a research
perspective to determine significant end-points for clinical research.5

Pain and symptom management in the home presents a challenge to health
care professionals. A peculiarity of palliative home care is the fundamental role
played by the family, even more important than in the hospice setting, and the
initial assessment of the patient and family are the key to making an appropri-
ate care plan. Most of the nursing provided at home is given by the patient’s
family, and the emotional involvement with the lack of specific knowledge may
be source of great anxiety. These factors clearly affect symptom evaluation, too.

Explanation of the causes of the symptomatology and of the therapeutic
options to the patient and his or her family is mandatory when planning a 
therapeutic strategy that will focus on symptom prevention, anticipation of acute
events, and preparing the family for eventual problems. Patient and family coun-
seling is therefore indispensable.

Symptom evaluation appears to be crucial in that it is the only parameter
guiding care planning. Although other clinical evaluations obviously are also
important, they take on secondary importance with respect to the main objec-
tive. The symptom must, therefore, be seen as a multidimensional concept 
(physical, psychological, existential), and the subjective aspect must be stressed
in the clinical relationship with the patient and with his family, in assessing the
outcomes and in scientific research.

Based on our experience over the last 18 years, we can state that pain and
other symptom management, and psychosocial support can be efficaciously 
delivered at home.6

Symptom Prevalence

It is not easy to compare symptom prevalence tables in advanced cancer patients
because the checklists differ, the data collection methods differ, the taxonomy
sometimes used differs, especially as regards psychological symptoms, and the
studied population’s survival differs, ranging from several months to a few weeks.

Physical symptoms

Numerous surveys have documented the high prevalence of symptoms in patients
with advanced cancer. Several studies confirmed that most patients experience
multiple symptoms. Advanced cancer patients’ symptom prevalence data unani-
mously show asthenia, anorexia and pain as being the most frequent symptoms,
followed by dyspnea, confusion, and vomiting7–13 whereas the most distressing
symptoms are pain and dyspnea.14 Pain is experienced by approximately 70%–90%
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of patients with advanced cancer.15 Fatigue or asthenia are reported by 75% of
cancer patients16,17 and in almost half of the patients admitted to St Christopher’s
Hospice,18 the prevalence of anorexia is in the range of 30%–80%.9,10

It is possible to outline a model—almost a final common path—characteriz-
ing the clinical approach to the terminal phases of advanced cancer, indepen-
dently from the type of primary tumor, and that includes, as regards physical
symptoms: pain, appetite deterioration, cognitive disorders, gastrointestinal 
disorders, and respiratory distress.19

Psychological symptoms

Physical symptoms are reported as more common than psychological symptoms
but when specific psychological measures are applied, the latter have high preva-
lence rates. The prevalence of major psychiatric disorders in cancer patients has
been reported to be 2%–6%20 but the prevalence of psychological symptoms is
higher.21 In fact, depressive or anxious symptoms are quite frequent in cancer
patients with adjustment disorders, reported as high as 47%.20

Symptom Assessment

Symptom evaluation is a complicated matter and includes various aspects beyond
simple prevalence. Evaluation is a process that can go from simple and imme-
diate to extremely complex. There are various aspects to be considered:

• the multiplicity of cancer patient symptoms
• the multidimensionality of the symptoms—it is, in fact, possible to discern

a symptom’s intensity, duration, frequency, as well as the degree of distress
it causes in the individual patient

• the possible interaction between different symptoms (e.g., anorexia and
pain)22

• the interaction between symptoms and the subject’s functionality/
autonomy10

• the possible interaction between the symptoms and the patient’s aware-
ness of the disease, of its terminal nature, or both

• the interaction between symptoms and quality of life.14

Only an accurate evaluation allows for the identification of the cause(s) of a
symptom, and especially for the understanding of the interrelationship between
the various causes and the various manifestations of the symptom.

The need to implement an objective evaluation of symptoms has boosted the
search for standard assessment methods through the use of specific instruments
capable of providing valid and repeatable quantification.

If symptom evaluation is useful, this raises the question. Is there a practical
approach for symptom evaluation in far–advanced cancer patients receiving
home care?
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Symptoms are by definition perceptions, and, therefore, subjective. For this
reason, the assessment of symptoms is a particularly difficult task. Moreover, the
same semantic and terminology-related definition may vary for given symptoms
in different individuals. Finally, linguistic translations do not always succeed in
defining the same content for a given word. For example, most surveys report
that fatigue is the most common symptom in the population with advanced
cancer but the complaint of fatigue may actually reflect the presence of several
other related symptoms. Patients use fatigue to describe lack of energy or 
vitality, muscle weakness, tiredness, or sleepiness. This indicates that symptom
assessment not only must be conducted using specifically designed instruments,
but also that said instruments must be validated along with their versions in lan-
guages different from the original.

Symptoms are multidimensional. It is possible to measure these various
dimensions: intensity, frequency, duration, characteristics, as it is also pos-
sible to measure their degree of psychological (global distress) and physical
impact on the patient’s daily functions and in general on his or her quality of 
life.

The fact that symptoms are subjective leads to the conclusion that the best
source of information is the patient himself. Unfortunately, in the terminal
phases of the disease, the patient may be incapable of providing this information
due to excessively deteriorated physical and cognitive conditions.

When the symptom is accompanied by an objective sign, it is possible to
monitor the latter, as is the case with vomiting, for example, but objective assess-
ment cannot replace subjective assessment tout court. The difficulties in assess-
ing symptoms in patients who are dying have led to the use of data from
observers, despite concerns about the validity of this methodology. Observer
ratings of symptom severity correlate poorly with patient ratings and are gener-
ally an inadequate substitute for patient reporting.23–25

Peruselli found a congruence in 63% of reported instances when the patients’
own descriptions of their symptoms were compared with their symptoms as 
identified by nursing staff. Agreement was more frequently found with somatic
symptoms than with psychological ones.26 Some observations make this topic
intriguing: a survey of 154 inpatients and home care cancer deaths found that
approximately 33% of patients were able to interact 24 hours before death, 5%
could interact 12 hours before, and 8% were able to communicate in the last
hour of life.27

One may debate at this point whether or not symptom assessment finds 
its natural and final limitation in when the patient can no longer be the source
of information. Conversely, is it feasible to find a compromise and identify 
other sources of information? Could this source be the family? Or the team 
of carers? Is the situation different for the patient living the last phase of the
disease in a hospice or at home? Great efforts are being made to collect data on
the last stage of life, allowing for the limitations of these assessments in regard
to symptoms.
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Validated Symptom Assessment Instruments

There are instruments that measure multiple symptoms and instruments that
measure one specific symptom. These instruments should be simple and not
excessively time-consuming aiming at a good compliance over time, enable self-
assessment, validity, reliability, and multidimensionality.

They should be inserted as far as possible within a patient-operator rela-
tionship context. One common difficulty resides in scarce compliance, not on the
part of the patient but of the operator who views the giving out of a question-
naire as a cold, detached, and useless gesture in clinical practice.

Instruments for assessing single symptoms

The measurement of subjective variables and in particular of symptoms suffers
from the absence of an external golden standard to establish the validity of a
given measurement instrument. An operational solution of this problem is the
use of visual analogue scales (VAS), and the numerical and verbal rating scales
(NRS, VRS). All these scales share the characteristic of forcing the subject ex-
periencing a given sensation or symptom to rate the magnitude of his or her sub-
jective feeling from minimum to maximum. The intensity rating is expressed on
an abstract continuum (as in the VAS) or by numbers (NRS) or words (VRS) rep-
resenting different grading of intensity distributed between the minimum and
maximum intensities. These methods although apparently simple should be 
carefully understood considering the complex psychophysical, and statistical
issues implicated. It is however useful to recognize that many different clinical
variables can be measured by VAS, NRS, and VRS provided the validity of the
method and its measurement properties have been established and its clinical
meaning clarified.

Pain
Pain is certainly the most studied symptom from a measurement perspective.
Pain-related items are present in all symptom checklists for cancer patients.
There are, however, various specific instruments for pain assessment, which can
be distinguished into monodimensional and multidimensional. The former assess
pain intensity and relief and include visual analogue, numeric, and categoric
(verbal) scales. Among the multidimensional instruments, the most renowned
are the Brief Pain Inventory and the McGill Pain Questionnaire.

The Brief Pain Inventory is self-administered. Numeric scales, ranging from
0 to 10, indicate the intensity of pain in general, at its worst, at its least, and right
now. Seven questions indicate the degree to which pain interferes with function,
mood, sleep, and enjoyment of life. It has been translated and validated into
several languages.28

The McGill Pain Questionnaire is a self-administered questionnaire that 
provides global scores and subscale scores that reflect the sensory, affective, 

182 RESEARCH OUTCOMES IN PALLIATIVE CARE



and evaluative dimensions of pain.29,30 A short form of the questionnaire is 
available.31

Dyspnea
Dyspnea occurs in 21%–70% of patients with advanced cancer. There are several
methods to assess dyspnea but only few have been used in cancer patients. 
Different tests have been used in cardiopulmonary diseases: a five-points 
scale developed by Fletcher,32 the Chronic Respiratory Questionnaire,33–35 the
Borg Scale (Ratio of Perceived Exertion),36 the Oxygen Cost Diagram,37 and the
Dyspnea Index.38 They have been recently reviewed.39

Fatigue/asthenia
Fatigue/asthenia is a complex symptom difficult to assess. The following tools
have been proposed:

The Piper Fatigue Self-Report Scale. This is a 41-item scale to evaluate the
multidimensionality of fatigue—that is, intensity, distress, and impact on patients
during radiotherapy. It has excellent reliability and moderate construct validity
in this population.40

The VAS-F (Visual Analogue Scale-Fatigue). This 18-item scale evaluates the
multidimensionality of fatigue in patients with sleep disorders. It has high inter-
nal consistency and correlates significantly with the fatigue subscale of POMS.41

The Edmonton Functional Assessment Tool (EFAT). The EFAT is a 
validated instrument to assess asthenia in the context of the functional and 
performance status of terminally ill patients. Ten items are rated according 
to predetermined standards of performance, which are described in behavioral
terms. These descriptors are ranked from 0 to 3, 0 being independent and 3
being totally dependent. Numerical ratings of the EFAT allow a visual display 
of performance status, facilitating communication of performance status to the
multidisciplinary team. It has been found to have good values for validity and
reliability and it seems to change appropriately according to the changes in 
the patients’ clinical status.42

Nausea and vomiting
Nausea and vomiting in advanced cancer occur as a manifestation of the disease
process or as a complication of drugs used for symptom control. Reuben and
Mor, using the data of the National Hospice Study, found that nausea and 
vomiting developed in 62% of terminal cancer patients in the last 6 months of
life, with prevalence rates of at least 40% during the last 6 weeks.43

Morrow Test. This self-assessment method includes 17 items. Nausea and
vomiting frequency and intensity are evaluated with Likert scales; duration is
also recorded. It has been specifically designed for chemotherapy-induced
emesis.44

Overall Nausea Index. This instrument is based on three indices—nausea
evaluation index, nausea global intensity, and nausea intensity visual analogue
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scale. It is a modified version of the McGill Pain Questionnaire with the term
nausea substituted for the term pain.45

Cognitive impairment
Symptoms of cognitive impairment can be screened and assessed with many 
different methods among which the most commonly used are the MiniMental
Status Exam46 and the Blessed Orientation-Memory-Concentration Test.47 In
terminally ill cancer patients, symptoms of cognitive impairment are often asso-
ciated with the diagnosis of delirium. The diagnosis of delirium is based on 
criteria outlined by the American Psychiatric Association in the DSM-IV, and
several tools have been developed and validated to facilitate this diagnosis, for
example, the Confusion Assessment Method,48 the Delirium Rating Scale,49 and
the Delirium Symptom Interview.50

Instruments for assessing multiple symptoms

Edmonton Symptom Assessment System
This instrument is based on nine visual analogue scales measuring pain, activity,
nausea, depression, anxiety, drowsiness, appetite, wellbeing, and shortness of
breath, which are completed twice a day in the palliative care unit. Its validity
and reliability have not been completely studied.51

Symptom distress scale
This scale is used to evaluate the subjective perception of symptoms. It is self-
administered and has 13 items with responses rated on a 5-point Likert scale
ranging from 1 (no distress) to 5 (extreme distress). It evaluates the frequency
and intensity of pain, frequency and intensity of nausea, appetite, bowel pattern,
breathing, coughing, fatigue, insomnia, concentration, and two psychological
symptoms, appearance and mood.52

Rotterdam Symptom Checklist
It was developed as a tool to measure the symptoms reported by cancer patients;
this questionnaire uses a 4-point Likert scale to evaluate 34 physical and psy-
chological symptoms plus 8 items defining the impact of symptoms on the activ-
ities of daily living. It gives information about symptom distress but not about
the intensity and the frequency.53

The European Organization for Research and Treatment in Cancer QLQ-C30
This is a self-reporting questionnaire of quality of life that incorporates 9 
multi-item scales, 5 functional scales (physical, role, cognitive, emotional, and
social), 3 symptom scales (fatigue, pain, nausea, and vomiting) and a global 
health and quality of life scale. Several single-item symptom measures are also
included.54
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Memorial symptom assessment scale (MSAS)
It is self-administered and provides multidimensional information about 32 phys-
ical and psychological symptoms. Severity, frequency, and distress are evaluated.
Its reliability and validity has been proven in the cancer population.55

Therapy impact questionnaire
It has been validated for quality of life assessment in advanced cancer patients
and is composed of 36 items that assess physical symptoms (24 items), functional
status (3 items), concomitant emotional and cognitive factors (6 items), and social
interaction (2 items). A global well-being judgement completes the Therapy
Impact Questionnaire (TIQ). It uses a 4-point verbal Likert scale from “not at
all” to “very much”.56

Supportive team assessment schedule
Higginson and McCarthy have proposed an assessment method that uses the
AUDIT concept, resulting in the most renowned instrument of this type. It 
contains 17 items assessing gravity with a rating from 0 to 6, including those 
for the control of pain and of other symptoms (in two separate items). Support-
ive Team Assessment Schedule (STAS) ratings completed by 2 palliative care
teams were compared with patients’ ratings and with carer’s ratings of 7 out of
17 items. Team ratings were usually closer to those of the patients than those of
the carer.57

Other instruments validated in palliative care are reviewed by Hearn and
Higginson.5

Experience of Symptom Assessment in Home Care

The patient receiving home care usually has a short life expectancy, even though
the criteria for activating this type of service may vary. Cases reported show 
that the mean duration of home assistance varies from 29 days58 to 62 days.59

These values do not differ much from those of the National Hospice Study where
50% of patients had a survival rate shorter than 35 days.1

Higginson reports the evaluation of symptoms in 86 cancer patients referred
to a district terminal care support team. The symptoms were rated throughout
care using a standardized schedule with a score of seven points corresponding
to a progressive worsening of the symptom. The mean length of time in care was
62 days with a mean of 7.2 weekly assessments. Pain was the most common main
symptom (41%) at referral, but became less prominent over time. After the first
week of care, weakness or dyspnea became main symptoms and in the last week
became the most common uncontrolled symptoms (21%). The scores suggest
that pain was controlled very early in care, while dyspnea increased with the
approach of death.59
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Mercadante reported the experience of a home palliative care unit with 745
terminal cancer patients in 4 years in Palermo, Sicily. Data about symptoms were
recorded but only pain was measured. Pain was assessed using a VAS, consider-
ing pain level good when kept at the level of slight or moderate, less than 4cm
using VAS. Pain was controlled according to the criterion in more than 80% of
cases.60

The home care team of the National Cancer Institute of Milan used the TIQ
for symptom and quality of life assessment in 348 terminal cancer patients over
3 years. The duration of the assistance ranged between 1 and 6 weeks for 50%
of the patients, but for one third of them it was shorter than 2 weeks. Eight-six
percent of patients died at home and 14% died in hospitals. Multivariate analy-
sis showed that only a higher degree of family support was associated with home
death. The prevalence of distressing symptoms indicates that severe uncontrolled
pain had a major role in patients being referred for symptom control to the
service (50% of all cases) and pain was the only symptom showing substantial
improvement throughout the home care duration. However, a significant group
of patients still complained of severe pain in their last week of life (23.8%).
Among the other symptoms, dyspnea showed an increasing trend and poor
control, also in agreement with previous observations, and was 15.3% in the last
week of life. Psychosocial distress, as evaluated by the TIQ, did not show signif-
icant changes from the first to the last week of care.6

Peruselli et al. used the symptom distress scale (SDS) developed by
McCorkle and Young for the evaluation of the degree of symptom distress in 106
terminal cancer patients cared for at home. The median survival in palliative
home care was 29 days. The SDS score demonstrated a reduction in symptom
distress after starting home care. The improvement in symptom distress was
more pronounced in the group of patients with an initially higher level of dis-
tress whose symptom control was essentially good until death. On the contrary,
in the group of less severe cases, the trend was quite different, with a gradual,
albeit slow, deterioration. Palliative care was effective in mitigating pain and in
part stimulating appetite, curbing nausea, and controlling psychological aspects,
whereas the outcome for social and functional aspects worsened independent of
the home care support.58

Recently, symptom prevalence and outcome for inpatients and outpatients
referred to a palliative care team were evaluated with E-STAS, an extension of
STAS. The most common symptoms at referral were psychological distress 93%,
anorexia 73%, pain 59% and mouth discomfort 59%. In all symptoms, except
depression, there were statistically significant improvements from first to last
assessment.61

In conclusion, in a setting of severely debilitated patients in home care or 
in hospices, it is best to use simple and short assessment instruments that,
although they do not give in-depth assessment of the various aspects of 
symptoms, are nonetheless useful for monitoring the clinical situation and its
evolution.
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Results of Measuring Symptom Outcome in Comparing
Different Settings of Care

One of the major issues debated in palliative care is which setting of care is more
appropriate to offer good palliative care. Studies aimed at comparing different
settings of care on the basis of their results in symptom control are excessively
rare.

Kane et al. reported no significant differences between terminally ill cancer
patients randomly assigned to receive hospice or conventional care in measures
of pain and other symptoms. Both patients and their family caregivers were more
satisfied with the hospice care and significantly less anxious than those without
support.62

The results of the National Hospice Study comparing hospice care with 
conventional care indicate that pain and symptom control were better in the
inpatient hospice setting than in home care or conventional care.1 The NHS was
conducted on 1754 terminal patients selected in 40 hospices distributed nation-
ally and 14 conventional cancer care settings. Patients had to have cancer, have
a primary care person to help care for them, and have a life expectancy of 6
months or less. Patients and their caregivers were interviewed biweekly regard-
ing the patient’s condition, symptoms, and services provided. The last interview
occurred, on average, 7 days prior to death, the second to last interview occurred
about 21 days before death and the third to last interview occurred 35–42 days
before death. Patient’s experiences of symptoms were measured using a modi-
fied set of questions from Melzack.29 If the patient were unable to respond to
the interview, the caregiver was asked whether the symptom had occurred,
although not about how severe it was.63

In the past, the data from Parkes comparing pain control at home, in hospital
and in hospice in a specific area of the city of London had been based on the mem-
ories of a patient’s surviving relative. Parkes concluded that pain control in the
hospital was equivalent to that obtained in hospice in the 1977–1979 period,
whereas 10 years prior to that time the same symptom was better controlled in
hospice. In both study periods, the symptom of pain as recalled by the relatives
was more severe at home than in a care-giving structure. The percentage of rela-
tives reporting very high levels of anxiety was much higher when the patient had
been hospital- or home-assisted compared to when the patient died in hospice.
This last result was entirely similar in the two studies conducted 10 years apart.64

In another study conducted in 1974–1976, 51 patients who had been cared
for by the home care team from St. Christopher’s hospice were compared with
51 who had spent time at home during the terminal period but had not received
help from the hospice. No significant differences in the incidence of physical and
emotional distress were found between the two groups. The length of time that
each group spent in hospital during the terminal phase was different in the two
groups: 2.6 weeks for patients receiving home care from the hospice, and 5.6 for
the other group.65
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A study conducted by Ventafridda et al. compared home assistance and hos-
pital assistance based on clinical, psychosocial, and economic parameters. The
results obtained from two populations of 30 patients each did not show any sta-
tistically significant difference regarding pain control, the number of symptoms,
or the number of sleeping hours.66

Dunphy and Amesbury reviewed all patients cared for by St Joseph’s
Hospice, London, in the hospice or in home care during 6 months. The average
length of time from initial involvement to death was 21.75 days for the hospice
group and 40.5 days for the home care group. About the clinical symptoms expe-
rienced by the two groups at referral, there was a higher than expected preva-
lence of both dyspnea and anxiety or depression among the home care group,
but the proportion of patients experiencing individual symptoms in both groups
was similar.67

Symptom Assessment in the Last Phases of Life

The last days of life have been often considered a critical period for palliative
care and a time when good palliative care is felt to be particularly necessary. In
this period, therefore, the need to document the quality of symptom control in
different settings of care is particularly acute although difficult as already men-
tioned above.

The National Hospice Study (NHS) reported that pain was more prevalent
in the last weeks of life and the percentage of patients with persistent or severe
pain increased within 2 days of death compared to the previous 6 days.68 Using
the same data, Reuben evidenced an increasing prevalence of dyspnea in the last
6 week of life and 64% in the week before death.69 In the NHS, 50% of patients
were incapable of responding 2 weeks before death, whereas this occurred in
80% of cases 1 week before death. In these cases, data were collected by the
caregiver.

Ventafridda et al. evaluated the symptoms of 120 terminal cancer patients
assisted by a home care team until death for an average of 41 days, with the aim
to document how long before death symptoms appear that patients term un-
endurable. They observed the presence of unendurable symptoms in 52% of
patients on an average of 2 days before death, the most common symptoms 
being dyspnea, pain, delirium, and vomiting. The intensity of symptoms was
assessed by an endurable/unendurable dichotomous category as reported by 
the patients.70

Fainsinger et al. demonstrated that patients in a palliative care unit gradu-
ally reduced their compliance with twice daily visual analogue score measures
for pain, activity, nausea, drowsiness, appetite, sensation of well-being, depres-
sion, and anxiety as their disease progressed. On the day of referral 69% of the
VAS were completed by the patient and 28% by the nurse, on the day of death
only 8% of the VAS were completed by the patient.12
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Coyle et al. evaluated the prevalence of symptoms during the last 4 weeks of
life of 90 patients who had been followed by their Supportive Care Program. At
4 weeks before death, 71% of patients experienced three or more symptoms and
fatigue, weakness, sleepiness, and cognitive impairment were the most common.
In the last week sleepiness increased from 24% to 57%, and dyspnea increased
from 17% to 28%.11

Conclusions

Available data indicate that palliative home care is feasible and that the outcome
in terms of symptom control is similar to that of in-hospice care and of conven-
tional care. Family anxiety and emotional burden are more pronounced at home
and this aspect should receive more attention by home care programs. The
savings of state financial resources in promoting palliative home care has to be
balanced with the family, financial, and social resources that are used instead.
Anyhow, the offer of special home care must strive for an improvement in home
care quality and for documenting its outcomes in terms of symptom control, so
as to define the indications and limitations of this kind of palliative care.

Another aspect requiring special attention is the choice of assessment
methods in research, considering that here evaluations become more complex.
This is a very important issue, because only its development can guarantee
improvement of the care models, although we know that they are not indicated
for terminal patient conditions, especially during the terminal phases of life.

Assessment of the terminal patient for clinical purposes must be very simple
and must foresee the possibility of exploiting the leader relative in the home care
setting.

It is obviously very difficult to produce instruments useful in this sense, and
the current lack of validated assessment instruments is an indication of this 
situation.

This is where future efforts should be channeled, and represents one of the
many challenges for palliative care.
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Opioid Tolerance: A Clinical Perspective

LEIA PHIOANH NGHIEMPHU AND 
RUSSELL K.  PORTENOY

Although opioids play a central role in the treatment of chronic pain, under-
treatment continues to be common. In part, undertreatment can be traced 
to persistent fears and misconceptions about opioid properties, such as toler-
ance. To optimize the use of these drugs, the mechanisms and clinical relevance
of tolerance must be understood. The disparities between experimental research
and clinical observations must be highlighted and can help inform future
research.

Definition of Tolerance and Related Terminology

The term tolerance is a part of a nomenclature applied to opioids, which also
includes terms such as physical dependence and addiction. These labels imply
very diverse processes. This terminology must be appropriately defined for
opioid-treated patients with pain (Table 13.1).

Tolerance

Tolerance refers to the diminishing effect of a drug after repeated exposure, or
requirement of a higher dose to maintain the same effect.1 The term is similarly
defined by the World Health Organization2 as a “decrease in response to a drug
dose that occurs with continued use.”

Both physical and psychological factors can contribute to tolerance.2 Toler-
ance can be regarded as associative or nonassociative based on these factors.
Associative tolerance refers to reduced drug effectiveness as a result of a learned
behavior, such as operant conditioning. Nonassociative, or pharmacological, 
tolerance is independent of learning and relates to the physiological changes
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induced by the drug. Nonassociative tolerance can be dispositional (i.e., phar-
macokinetic) or pharmacodynamic. Dispositional tolerance would occur, for
example, if repeated exposure to a drug caused an increase in metabolism or
elimination, thereby lowering the drug concentration in the blood at the sites of
action. In contrast, pharmacodynamic tolerance follows adaptive changes in the
nervous system, such as changes at the receptor level, that change the sensitivity
of the system to the drug.

For opioids, dispositional tolerance does not exist3 and pharmacodynamic tol-
erance, which has been demonstrated in numerous animal models,4–6 predomi-
nates. Associative tolerance also has been demonstrated in animal models.7 It
can be inferred that similar processes also occur in humans, and the need for
increasing doses of opioids to maintain the same analgesic effect could be related
to learning and to changes in the central nervous system.

Given the complexity of opioid dosing in the clinical situation, tolerance may
be a problematic term when used to describe the need for a dose increase during
the course of treatment with an opioid. Unfortunately, clinicians often label any
patient tolerant whenever dose escalation is required to maintain analgesia. This
usage ignores the fact that declining effects might not be attributable to either
associative or nonassociative tolerance, but rather to other causes (Table 13.2).8

Clinical observation, particularly in the population with cancer pain, suggests that
a decreasing drug effect usually occurs because of increased pain associated with
worsening pathology. For example, progression of a mass lesion, increasing
inflammation, or the development of new pathophysiology that is relatively less
opioid responsive could produce an increase in pain. Psychological processes can
also influence the perception of pain, and changes in affect (e.g., anxiety or
depression), or changes in cognitive states (causing altered pain reporting or
shifts in the meaning attached to the pain or the responses of significant others)
could be involved as well.
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Table 13.1. Definitions of nomenclature

Tolerance Decreased drug effect after repeated exposure, requiring increased dose
for same effect.

Associative Tolerance as a result of a learned behavior, such as operant conditioning.
Nonassociative Tolerance from pharmacological processes of the drug, also known as

pharmacological tolerance.
Dispositional Tolerance as a result of drug redistribution or metabolism, also known 

as pharmacokinetic tolerance.
Pharmacodynamic Tolerance from adaptive changes in the neural system.

Physical dependence Development of withdrawal symptoms upon cessation of drug use.

Addiction A psychological and behavioral syndrome characterized by loss of
control over drug use, compulsive use, and continual use despite
harm; from the clinical perspective, therapy is characterized by
aberrant drug-related behaviors.



Even though it is reasonable to speculate that pharmacodynamic tolerance
to analgesic effects also could contribute to the need for dose escalation, the 
phenomenon should not be labeled tolerance without considering this differen-
tial diagnosis for worsening pain. If an alternative cause cannot be found, then
it is possible that the decline in drug effect is caused solely by associative or 
pharmacodynamic tolerance. Stated in another way, pharmacodynamic toler-
ance cannot be assumed to be the driving force for dose escalation unless there
is concurrent stability in the patient’s baseline physical and psychological con-
dition. Of course, there can be no direct proof of the neural changes that 
presumably cause tolerance in the patient, but the inference is reasonable under
these conditions.

In the clinical setting, the term tolerance is often used in a manner that
implies a negative outcome. Although tolerance to analgesic effects is indeed a
concern, the phenomenon actually applies to all effects, including the undesir-
able, nonanalgesic effects of opioids such as respiratory depression, somnolence,
and nausea.9 Development of tolerance to these effects can open the therapeutic
window and allow an increased range for dose titration. The rapid development
of tolerance to some adverse effects, particularly respiratory depression and
nausea, appears to be very common and greatly increases the proportion of
patients who can benefit from opioids.

Physical dependence

Physical dependence and tolerance are physiologically related and misconcep-
tions characterize both phenomena. In the addiction literature, for example, both

Opioid Tolerance: A Clinical Perspective 199

Table 13.2. Differential diagnosis for declining analgesic effects in the clinical setting

Increased activity in nociceptive pathways
Increased activation of peripheral nociceptive pathways from

Mechanical factors (e.g., tumor growth)
Biochemical changes (e.g., inflammation)
Peripheral neuropathic processes (e.g., neuroma formation)

Increased activity in central nociceptive pathways from
Central neuropathic processes (e.g., sensitization, shift in receptive fields, change in

modulatory processes)

Psychological processes
Increasing psychological distress
Change in cognitive state leading to altered pain perception or reporting (e.g., delirium)
Conditioned pain behavior independent of the drug

Tolerance
Pharmacodynamic processes
Pharmacokinetic processes
Psychological processes

Source: Adapted from Portenoy, 1994.8



tolerance and physical dependence are viewed as necessary for the development
of addiction: tolerance would necessitate higher doses to maintain euphoric
effects, while conditioned avoidance of withdrawal symptoms further sustains
aberrant behavior.10 Although this perspective has been included in the Diag-
nostic and Statistical Manual, 4th Ed (DSM-IV) of the American Psychiatric Asso-
ciation,11 it is not appropriate for a definition of addiction relevant to patients
with pain, as discussed in the next paragraphs.

Physical dependence is a physiological state characterized by withdrawal, or
abstinence syndrome, after abrupt dose reduction, discontinuation of the opioid,
or administration of an antagonist drug.1 This condition has been studied exten-
sively in both animals12–14 and humans.14–21 Abstinence symptoms are diverse
(Table 13.3)8,18,20 and the specific manifestations and the intensity of each
symptom cannot be predicted in humans. Some patients experience a range of
uncomfortable symptoms, whereas others experience just one or two. Some
patients are so sensitive to withdrawal that they experience discomfort between
opioid doses, whereas others remain entirely asymptomatic even if high dose
therapy ceases altogether.

Both animal models and in vitro preparations suggest that the mechanisms
for tolerance and physical dependence are interrelated.22,23 In the clinical setting,
however, these processes may or may not coexist to the same extent in individ-
ual patients. Although patients who are receiving relatively high doses are most
likely to be both physically dependent and tolerant to at least some of the effects
of opioids, this observation indicates only that the mechanisms for both of these
phenomena are dose-related. In the absence of evidence in humans that links
the physiology of physical dependence and tolerance, the two terms should be
applied to distinct clinical phenomena.
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Table 13.3. Signs and symptoms of opioid abstinence in
addicts

Signs Symptoms

Hypertension Pain (abdominal cramps, myalgia, allodynia)
Tachycardia Dysphoria (fear, anger)
Tachypnea Insomnia
Hyperthermia Craving for opioids
Diarrhea Nausea
Pupillary dilatation Anxiety
Rhinorrhea
Chills
Vomiting

Source: Adapted from Portenoy, 1994.8



Addiction

Clinicians tend to confuse physical dependence with addiction, mislabeling
patients who have the potential for abstinence as addicts. This is a serious error,
which stigmatizes patients and does not help clarify the defining characteristics
of addiction. Tolerance and physical dependence do not imply addiction. The
disease of addiction implies the loss of control over drug use, compulsive use,
and persistent use despite harm.1,9,24,25 Addiction is not an inherent property of
opioids. Rather, it is a biopsychosocial phenomenon in which access to a poten-
tially abusable drug leads a predisposed person to engage in a maladaptive
pattern of use. To decrease the stigma associated with opioids and avoid patient
distress, the distinction between physical dependence and addiction must be rec-
ognized26 and the difficulty that may be involved in diagnosing addiction when
the drug is a licit medicine given for an appropriate target symptom must be
acknowledged.24,27

Basic Research Relevant to Opioid Tolerance

Experimental models have clarified the factors that may affect the development
of both associative and nonassociative tolerance.7 These factors include duration
of drug exposure and dose, receptor selectivity of the drug, genetic make-up,
and pain mechanism.5,14,20,22,23,28–37

Most studies have concentrated on pharmacodynamic opioid tolerance. A
large number of investigations using in vivo and in vitro assays have established
that tolerance can develop after acute dosing or accrue more gradually with
repeated dosing, and that different opioid effects manifest tolerance at varying
rates.38,39 They have confirmed that pharmacodynamic processes make up most
of nonassociative tolerance18 and that the process is highly dose-dependent.28,39,40

Further, these studies have observed that the rate of tolerance development can
vary with different drugs, dosing schedules, routes of administration, and study
paradigms.5,37,41

Studies of cross-tolerance among opioids have revealed that differences in
intrinsic efficacy also play a role in the development of tolerance. In several
animal models, intrinsic efficacy closely predicted both the pattern of tolerance
to antinociceptive effects and the degree of cross-tolerance conferred by alter-
native opioid drugs.6,40,42–45

Drug-selective differences may relate to variations in drug-receptor interac-
tions. A m-receptor agonist induces minimal tolerance at k and d receptors.46 In
rats previously treated with levorphanol, a m and k receptor agonist, significant
cross-tolerance developed to the m agonist, morphine, whereas rats infused with
morphine developed less cross-tolerance to levorphanol.47 It is also possible that
one receptor might influence the efficacy of a drug at another receptor site. For
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example, a k-opioid agonist has been shown to block the development of toler-
ance to morphine,48,49 and the d-receptor antagonist naltrindole inhibits toler-
ance and dependence to morphine in mice.50 Receptor-selective interactions also
seem to affect abstinence phenomena.51–53

Variations in drug-receptor interaction are, in part, related to genetic differ-
ences in sensitivity.54–55 In a recent study, different strains of rats had significantly
different sensitivity and rate of development of tolerance and dependence to
morphine.56 Presumably, different species, or even strains within a single species,
can express different densities of receptor subtypes or have different affinities to
opioid receptors. This genetic variability may also explain the different responses
to opioids seen in humans.57

Nociception also might influence the development of analgesic toler-
ance. Rats with adjuvant-induced arthritis self-administered less morphine
overall than rats without a nociceptive lesion.58 It is possible that this toler-
ance is receptor-selective. Different nociceptive stimuli (cutaneous thermal
versus visceral chemical)59 and a model of neuropathic pain60 respond in distinct
ways to drugs that bind the various opioid receptor subtypes. The degree to
which this receptor-selectivity affects the influence of nociception on tolerance
is unknown.

The mechanisms responsible for receptor-selective pharmacodynamic toler-
ance are presumably diverse. Among the possibilities are (1) a down-regulation
or decrease in number of opioid receptors, (2) uncoupling of the receptor from
its second messenger systems, especially the cyclic adenosine monophosphate
(cAMP) pathways, and (3) upregulation or activation of parallel systems.

In vitro studies have shown that the development of tolerance occurs in con-
junction with receptor desensitization after exposure to m-opioid agonists,61–63 but
not with change in the density of receptors.29 Exposure to exogenous opioids also
can cause changes in endogenous opioid peptides, which might itself affect
receptors.64 Changes in basal levels of endogenous peptides may also be a factor
in the development of abstinence syndrome following withdrawal of exogenous
opioids.22 Although these observations suggest a direct role of the endogenous
peptides and receptor change in the development of tolerance, this has not been
consistently supported,33 and more emphasis has been given to the other poten-
tial mechanisms.

Functional decoupling of opioid receptors from second messenger systems
appears to be an important mechanism. Binding of opioids to their receptors
activates a cascade of events via G-protein linkage to second messenger systems,
such as adenylate cyclase/cAMP, with subsequent activation of calcium-
dependent protein kinases such as protein kinase A (PKA) or protein kinase C
(PKC).32 Uncoupling from G proteins could inhibit cell function,29,65,66 possibly
through phosphorylation of the receptors or G protein subunits.33 The system
directly involving PKC has been implicated in development of opioid tolerance.67

Changes in other steps along the second messenger pathways may also be
involved.68
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The activation of parallel systems might also be involved. Binding of excita-
tory amino acids (EAA), such as glutamate, to the N-methyl-d-aspartate
(NMDA) receptor, for example, causes a number of intracellular events, includ-
ing increased PKC, that secondarily affect the sensitivity of the m receptor.69,70

Studies in animal models observed that noncompetitive and competitive NMDA
antagonists, such as MK801, LY274614 and dextromethorphan, can reduce or
prevent morphine tolerance.69,71–75

N-methyl-d-aspartate receptor activation also leads to release of nitric oxide,
which might also play a role in the development of tolerance. Nitric oxide 
synthase (NOS) inhibitors such as NG-nitro-l-arginine can also block morphine
tolerance in an animal model.71,72,76 Similar results are not produced when 
the opioid agonist is k-selective,72,34 pointing to separate mechanisms of toler-
ance among different receptor subtypes.

Clinical Investigations and Observations

Unlike the extensive research on opioid tolerance in animals, few studies have
specially addressed the development of tolerance in humans. One study sug-
gested that acute tolerance, like that observed in animals, can also occur in
humans.77 This potential for rapid changes has also been suggested by studies of
physical dependence in opioid addicts in recovery.16,17 These observations were
not supported, however, by a pharmacokinetic–pharmacodynamic study of
methadone, in which brief infusions of methadone were given to patients with
chronic cancer pain who had previously received chronic opioids.78 Analysis of
plasma concentration and analgesia during and after the infusion did not demon-
strate a clockwise hysteresis, suggesting that acute tolerance, or any other process
that would lessen analgesic efficacy during this brief period, did not occur. Given
the limited data available, the likelihood and importance of acute opioid toler-
ance remains unproven.

A few other studies evaluated the development of tolerance after more pro-
longed administration of opioids. The most systematic of these studies have been
performed in subjects without pain, specifically post-addicts who received
opioids in a monitored inpatient setting for weeks or months.18,20 In a group of
studies, subjects were closely monitored for changes in vital signs, pupillary
diameter, and psychological functions as they were given gradually increasing
dosages of morphine for 5 weeks. They were maintained on 240mg daily for 7
months, then tapered off morphine and monitored for several more months.
These studies demonstrated that tolerance to the different opioid side effects
develops at different rates and with great variability among individuals.

In a controlled study of patients with cancer pain, Houde and colleagues79

evaluated the analgesic effects of graded single doses of morphine in 10 patients,
before and after 2 weeks of regular morphine therapy. A shift to the right in the
dose-response curve suggested that tolerance developed to the analgesic effects

Opioid Tolerance: A Clinical Perspective 203



of morphine during this period. Another study by the same investigators com-
pared morphine and metapon in 13 patients before and after 1 week of regular
dosing with either drug.80 Again, a rightward shift was demonstrated in the dose-
response relationships for both drugs. The latter study also demonstrated the
occurrence of cross-tolerance between these drugs, which occurred less rapidly
and less completely than direct tolerance.

Although these limited clinical investigations suggest that some of the
processes observed in experimental animal models also occur in humans, they
are limited and do not adequately explain the range of reactions observed in 
clinical practice. Unlike the rapid development of tolerance to analgesic effects
produced in animals,4,5,45 most patients receiving chronic opioid treatment main-
tain a stable dose for long periods of time, with continued analgesia.30,81–95

The need for dose escalation may occur periodically during opioid treatment,
however, and some patients even need continuously increasing doses to main-
tain analgesia. Usually, this need to increase the dose does not compromise the
ability to have adequate analgesia.28,96 Furthermore, the need for dose escalation
usually relates to an identifiable process that could cause increasing pain, such
as heightened nociceptive input from a worsening physical lesion.91,97,98 The
existence of a disease process in patients in pain thus complicates the effort to
ascribe the need for dose escalation to tolerance. Although tolerance may con-
tribute to declining efficacy, it cannot be said to be the predominating process
if alternative reasons for escalating pain can be identified.

In clinical practice, opioid doses usually can be increased gradually with
limited risk of most adverse effects, including respiratory depression and 
somnolence. Indeed, opioid doses have been known to reach extraordinary
levels, many tens of thousands of morphine equivalent milligrams per day,
without adverse results.99 This observation confirms that pharmacodynamic tol-
erance to the adverse effects of opioids does occur. These effects are favorable
and have mechanisms that are obscure. Ongoing pain also may be involved in
the ability to tolerate dose escalation, but this process, like others involved in tol-
erance, is not understood.

Another observation in clinical practice is that opioid doses can be reduced
dramatically with the effective use of a nonopioid analgesic method. For
example, procedures such as nerve blocks or cordotomy reduce nociceptive
afferent input and can allow prompt reduction in the opioid required to treat
residual pain.91,100 Similar findings occurred in delirious cancer patients who 
were given high doses for their crescendo pain; once the delirium improved from
co-administration of a neuroleptic, the patients could be managed on much lower
doses.101 The ability to reduce the dose while maintaining effectiveness appears
to indicate that analgesic tolerance had not occurred to the higher doses that
were given before the nonanalgesic intervention was applied. It is also possible 
that analgesic tolerance did occur and quickly reversed once other factors 
contributing to pain were removed. Again, these observations support a possible
relationship of pain or pain-related factors to changes in opioid response.
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Abrupt reduction of nociceptive input via a procedure such as cordotomy can
also result in development of adverse opioid effects that were not present prior
to the procedure. This event would be unexpected if tolerance had occurred to
the adverse effect. This observation again supports the importance of pain in the
relationship between dose and response. Perhaps pain acts as an antagonist 
to the respiratory depressant effects of opioids via nociceptive input to the 
respiratory center in the medulla.28 The ability to tolerate opioid dose escalation
is, therefore, not an outcome of pharmacodynamic tolerance to adverse effects
alone, but is rather likely to be some combination of nociceptive and tolerance
mechanisms.

These clinical observations have not been investigated under controlled con-
ditions. Presumably, analgesic tolerance does occur and contributes to the need
for increasing dosages. Tolerance should not be viewed as an unimportant aspect
of opioid treatment. Possibly, analgesic tolerance is more relevant in defining the
dose-response relationship at the beginning of opioid treatment and it is also
likely that patients differ vastly in their tendency to develop tolerance to anal-
gesic and nonanalgesic effects. The few available observations must be general-
ized with caution.

Recent studies have begun to evaluate the combination of an opioid and an
NMDA receptor antagonist in the hope that this formulation will provide synergy
and, perhaps, reduce analgesic tolerance. The majority of these studies use either
ketamine or dextromethorphan in combination with an opioid agonist.70,102,103

Although these studies provide evidence that NMDA receptor blockade does
potentiate analgesia, the extent to which the outcome relates to a change in tol-
erance remains to be investigated. Long-term studies that evaluate the need for
dose escalation over time with these combinations are awaited.

Conclusion

From the clinical perspective, there is yet no unifying perspective on opioid 
tolerance. It is difficult to apply the findings in the laboratory and in pain-free
patients to patients undergoing opioid treatment for pain, and the difficulty is
compounded by the variability of response to opioids.

Clinical observations have become the main source of data for the develop-
ment of guidelines for patient care. From these observations, several implica-
tions should be emphasized. First, tolerance to the analgesic effects of opioids
rarely limits the course of pain treatment, and early administration of an opioid
drug should be implemented as necessary. Second, tolerance presumably occurs
to adverse effects and is a favorable phenomenon, widening the therapeutic
window and creating a more favorable balance between analgesia and side
effects. Third, tolerance should not be assumed to be the cause when a patient
on a stable opioid dose begins to have increasing pain. The patient should always
be evaluated for a change in pathology. Treatment with opioid drugs requires
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close follow-up, with repeated dose titration over time in an effort to maintain
the optimal balance between analgesia and side effects. Fourth, tolerance is not
a major element in a clinically relevant definition of addiction.

As more is learned about tolerance, basic and clinical research are needed to
clarify the importance of tolerance in patient care and the strategies that might
be used to prevent tolerance and improve the balance between analgesia and
side effects. Additional studies are needed to evaluate the multiple opioid effects
and the effect of chronic pain on opioid tolerance.
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14

Problems with Opioid Dose Escalation in
Cancer Pain: Differential Diagnosis and

Management Strategies

SEBASTIANO MERCADANTE

Chronic opioid therapy has been recognized as standard management for cancer
pain. Analgesia can be achieved with different opioid dosages in individuals, as
there is effectively no ceiling to their analgesic effect and the proportion of
adverse effects that the patient can tolerate is usually the limiting factor of the
dose used. Thus, analgesic dosage should be titrated to effect. However, opioid
escalation may have different causes in the course of the illness, and several
factors can interfere with an appropriate analgesic opioid response. The pain that
requires increased opioid requirement poses assessment difficulties. The need
for opioid escalation may indicate progression of the underlying disease, or reveal
a previously unknown complication, indicating a change in the relation between
dose and response. Other factors may play a role, including any process that
reduces the efficacy of the current analgesic approach, the occurrence of toler-
ance, the appearance of intractable adverse effects and symptoms other than
pain, type and temporal pattern of pain, morphine-metabolite ratio, individual
factors, and primary psychological processes. Furthermore, the presence of far-
advanced disease and associated multiorgan failure may confound the clinical
picture.1–4

Disease Progression

Increasing activity in nociceptive pathways may occur with progression of a lesion
or associated factors, like inflammatory change or evolution of peripheral or
central process.5 There appears to be general acceptance that the most common
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reason for escalating opioid doses is progression of the underlying malignant
disease, which causes increasing pain.6 Several studies have indicated that dose
increases during chronic morphine treatment were related to particular events,
such as surgery, invasive exploration, or progression of disease, generating an
increase in pain,7,8 supporting the view that development of tolerance to opioids
is unlikely to be the driving force for loss of analgesia in patients who have alter-
native reasons for increasing pain. Notable examples of pain conditions with
rapid onset over the course of days or weeks include prefracture pain from a
weight-bearing bone, epidural compression, perforation of the gastrointestinal
tract, and abscess formation.9 Rapid increases in opioid requirements most often
represent a harbinger of progressive cancer and not opioid tolerance, as
described in preterminal rapid dose escalation.10 However, progression of disease
often occurs with little or no pain, as in the development of pulmonary or hepatic
metastases, and opioid escalation can became unexpectedly rapid without
evident progression of disease or modifications in the type of pain. Therefore,
there is no clear relationship between the progression of disease and the associ-
ated pain syndrome, as a primary tumor mass or metastasis may not produce
pain, whereas even small lesions can produce severe pain.11 The differential diag-
nosis may be difficult in circumstances where there are no evident signs of tumor
progression.

Five distinct patterns of opioid escalation have been reported. Whereas
stable opioid use accounted for 30% of patients, 23% had a rapid escalation 24
hours prior to death or before a stabilization of dose. The other categories
included 16% of patients reporting a varied pattern (zigzag) due to changing
symptoms and medical status, 14% of patients with a slow increase in opioid
requirements, and a minority of patients (9%) with a bell-shaped pattern—a
gradual increase, then stabilization followed by a slow decrease in opioid require-
ment before death.10 In another survey, most patients maintained or decreased
the opioid dose in the last weeks of life, although maintaining acceptable pain
relief, probably due to the worsening of the clinical condition.12 A stable or
decreasing dosage pattern has been reported in 50% of patients.13

Tolerance

Pharmacodynamic tolerance is pharmacologically defined as a reduced potency
of the analgesic effects of an opioid following its repeated administration or the
need for a higher dose to maintain the same effect, thus causing a shift to the
right of the dose-response. It reflects some type of change in the neural systems
activated by the drug, different from dispositional tolerance, which involves
kinetic factors. A progressive diminution in antinociceptive responses is com-
monly observed with repeated opioid exposure.14,15 This complex phenomenon
is poorly understood. Pharmacodynamic tolerance seems not to be due to change
in receptor number, which can be either up- or down-regulated following chronic
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exposure to opioids.16 Rather, a functional decoupling of opioid receptors from
second messenger-regulated cellular mechanisms occurs, possibly in addition to
down-regulation of opioid receptors and adaptive behavioral changes.17 Differ-
ent observations suggest multiple involvement of opioid receptors in the devel-
opment of tolerance. Other studies suggest that there may be important
interactions among receptor subtypes. It has been postulated that non-mu com-
pounds might be efficacious in limiting the development of opioid tolerance
when given in an alternative regimen with mu-selective drugs.18 Therefore, this
function is to some extent a mixed-receptor function.19 There is also evidence
that parallel systems, including cholecystokinin and excitatory amino acids, are
involved in tolerance. Finally, tolerance may be dependent on individual genetic
differences in sensitivity to receptor-selective drugs.5 For these reasons, a large
intraindividual and interindividual variability in the development of tolerance
exists that makes this phenomenon unpredictable. Tolerance remains obscure
because data acquired in animals or pain-free subjects may not be applicable to
patients who receive opioid drugs for pain.

In patients with cancer pain, a high baseline opioid requirement may be
determined by prior opioid exposure.4 Large increments are required to observe
further analgesic effects during dose titration. Misinterpretation of poor anal-
gesic response can be attributed to a low dose increment, as tolerance does not
in itself reduce opioid responsiveness.20 Dose escalation may be due to opioid
analgesic tolerance rather than progressive disease.21 This is also demonstrated
by the reduction in the equianalgesic dose when switching opioids, because of
possible incomplete cross-tolerance. An increasing trend in opioid requirement
of 5% or greater of the initial dose, but not previous high doses, has been con-
sidered to be a risk factor for poor outcome.4 With high dosages, there is a risk
of metabolite accumulation and the occurrence of related adverse effects.22 Thus,
the possibility of rapid development of tolerance to the analgesic effects of
opioids may be a problem in some circumstances.

There is no clear indication of what causes tolerance and what percentage of
patients can be expected to develop tolerance in a presumed absence of disease
progression. About 15% of 108 patients receiving parenteral opioids were
reported to develop tolerance.23 However, patients who are given opioids for
cancer pain may remain on a stable dosage for a long period after achieving ade-
quate analgesia.24 In some circumstances, morphine doses can be decreased or
stopped if pain is relieved by another treatment or the source of pain is abruptly
eliminated. Studies of nonmalignant pain have shown that morphine doses may
remain stable for a long time or occasionally may require escalation for pain exac-
erbation.25 Another study showed that although mean morphine requirements
increased 60% during the treatment period, the dose either remained stable
throughout the course of therapy or could be reduced in more than 50% of
patients.6 Whereas the previous opioid dose did have univariate correlation with
outcome, the results of a multivariate analysis showed that this correlation was
probably due to the fact that patients with neuropathic pain were receiving 
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significantly higher doses of opioids. Therefore, previous dose had no indepen-
dent correlation with outcome.26

Tolerance develops to any opioid effect, including sedation, cognitive
changes, respiratory depression, nausea and vomiting, and constipation. This is
the favorable side of the coin, which may open the therapeutic window and facil-
itate successful individualization of therapy, allowing for an aggressive upward
dose titration with a decline in dose-limiting toxicity.27 Tolerance to adverse
effects may not entirely be due to neural changes; rather, other mechanisms
related to the pain may be involved. This observation is suggested by the occur-
rence of severe sedation after pain input had been removed by a neurolytic pro-
cedure in patients who were taking stable doses of opioids, with previously
uncontrolled pain but who were alert.27

Tolerance to analgesic and nonanalgesic effects commonly occurs, although
other factors may be operant that allow the patient to tolerate higher doses of
opioids. Although the recognition of these unclear phenomena may have some
clinical relevance, early and aggressive treatment of pain should be undertaken
without concern that tolerance will inevitably compromise the efficacy of treat-
ment. Tolerance may be predominant in some patients and minimal in others,
or may be relevant in a patient for a short period. Escalating pain in a patient
receiving a previously stable opioid dose should never be attributed, a priori, to
the development of analgesic tolerance, unless a comprehensive evaluation has
failed to disclose an alternative explanation.

Drug-Selective Effects

Opioid response may also be drug-selective, a possibility suggested by the
remarkable individual variability of response to different drugs. Different recep-
torial attitudes may explain these differences. It has been suggested that the
degree of tolerance is inversely related to the reserve of spare opioid receptors,28

according to the law of mass action, which states that more potent drugs modify
relatively fewer receptor–effector mechanisms to produce effects. It is possible
to express the efficacy of a drug in terms of the fraction of the total receptor pop-
ulation (fractional receptor occupancy) that an agonist must occupy to yield a
given effect. The number of receptors to be occupied is inversely proportional
to the intrinsic activity. As the amount of the remaining unoccupied receptors
depends on this property, the larger the receptor reserve, the greater the intrin-
sic efficacy. Characterization of various opioids into high efficacy and low effi-
cacy agents has been proposed. Morphine has high occupancy characteristics and
is considered a low intrinsic efficacy agonist. Thus, it may induce tolerance more
readily than a high efficacy agonist, such as sufentanil, which has a higher recep-
tor reserve.28–30 The latter hypothesis also has been tested in relation to the dose-
response changes with progressive increases in stimulus intensity.31,32 The greater
shift in morphine dose-response relative to sufentanil when stimulus intensity
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rises may support the receptor occupancy theory. Thus, whereas morphine acts
as a full agonist at low stimulus intensity, it may become a partial agonist at high
levels of pain stimulation, and the relative potency of sufentanil to morphine
increases as tolerance develops.29 Several opioids, including methadone, fen-
tanyl, and sufentanil have been demonstrated to have much higher efficacy than
morphine, due to their higher receptor reserve.33 When acting through the same
receptor, morphine, with its lower reserve, may lose its effectiveness as a result
of tolerance, acting as a partial agonist when compared to methadone.34 Although
significant cross-tolerance for both sufentanil and morphine has been demon-
strated, the magnitude of cross-tolerance from sufentanil to morphine was
greater than from morphine to sufentanil, showing a unidirectional asymmetri-
cal cross-tolerance.29

These observations may explain the loss of efficacy with increasing doses of
morphine on the one hand, and the possibility of excitatory side effects produced
by high doses of morphine itself or high concentrations of its metabolites, on the
other hand (see Opioid Metabolites).

Pain Mechanisms

Nociception also may modulate or prevent the development of analgesic toler-
ance. The complexity of receptor heterogeneity, number, co-localizations, inter-
actions, and plastic changes in response to pain stimulation and opioid exposure
is extraordinary. The possible neurophysiological basis for the phenomenon of
pain that is poorly responsive to opioids can be explored with specific reference
to pain conditions consequent to a nerve injury. Both the mechanisms underly-
ing tolerance and the plastic changes in the central nervous system after nerve
injury are particularly relevant. When nerve injury occurs, there may also be loss
of presynaptic opioid receptors. The importance of the latter outcome is not
clear, however, as recent studies have globally shown a maintenance of opioid
receptors after nerve injury.35,36 Moreover, postsynaptic as well as supraspinal
receptors will still be available and morphine can be effective with higher
doses.37,38 Experimental studies suggest similarities between a neuropathic pain
state and opioid tolerance, and may explain why neuropathic pain states appear
more resistant to opioid therapy.39,40 The development of hyperalgesia and the
rightward shift of the morphine antinociceptive dose-response curve can be pre-
vented by the administration of NMDA receptor antagonists.39

Neuropathic pain has been shown to require higher doses of opioids to
achieve acceptable analgesia, which is often accompanied by greater toxicity. Rel-
atively high opioid doses and the need for a rapid increase in opioid dose predict
a poor outcome for pain relief,4 and rapid tolerance and opioid-related side
effects are often associated in neuropathic cancer pain syndromes.21 Although
neuropathic mechanisms may reduce opioid responsiveness, pain can be still
responsive to analgesic treatment and does not result in an inherent resistance
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to opioids.26,41 The clinical characteristics of neuropathic pain do not predict
response to opioids.42 Indeed, patients with neuropathic pain did not show a par-
ticular disadvantage compared to those exhibiting nociceptive pain,43 unless asso-
ciated with neurological impairment.44 As mentioned above, opioids with high
efficacy should also be potentially more effective in neuropathic pain conditions.
In a recent randomized, double-blind, crossover study of intravenous fentanyl in
neuropathic pain, fentanyl was reported to relieve neuropathic pain. The bene-
ficial effect of fentanyl may be independent of the type of neuropathic pain and
the degree of sedation, and was attributed to its efficacy.42

Pharmacokinetic Processes

Dispositional tolerance is defined by changes in opioid plasma concentrations
caused by different pharmacokinetic factors. Absorption of morphine may be
poor due to different conditions. A low blood concentration of morphine has
been found in patients with stomatitis or with cancer of the oral cavity and poor
appetite.45 Patients with mucosal damage in the gastrointestinal tract may have
a reduction in absorption of drugs, requiring an increase in opioid dosage. Pain
flare also may be caused by regurgitation of medication causing an unwanted
decrease in analgesic plasma concentration. Large surgical resections of the gas-
trointestinal tract may reduce the intestinal surface for absorption. The admin-
istration of opioids through a digestive stoma may be less effective. An
elimination effect with an abrupt decrease in plasma concentration of morphine
can be anticipated in some circumstances, such as in the case of bleeding, a
pathological condition in which morphine may be rapidly eliminated from the
body. A decreased consciousness level due to hypotension may render it difficult
to determine plasma concentrations, as these patients seldom complain of pain.
Pathological conditions may also influence the distribution of morphine.
Whereas in patients without fluid retention there is a correlation between the
plasma concentration of morphine and dosage, in patients with pleural fluid,
ascites or edema, the plasma concentration of morphine shows a different 
correlation with dosage. This is because in patients with fluid retention the dis-
tribution volume is about twice as large as that in patients without fluid reten-
tion. Edema at the site of infusion may produce poor absorption of opioids 
given by the subcutaneous route because of a local dilution effect and poor 
blood circulation.

The metabolite :morphine ratio is markedly altered in renal failure as a result
of a decrease in the clearance of metabolites and an increase in their elimina-
tion half-life. In this condition, an increase in the dose of morphine is associated
with a small rise in plasma morphine concentration but a sharp increase in M6G
concentration. Renal failure also affects morphine pharmacokinetics in other
ways, including impairment of intestinal absorption, reduction of the volume of
distribution, increase in hepatic blood flow with an increased clearance of mor-
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phine, and increased deconjugation. Hepatic disease, which potentially reduces
the efficiency of glucuronidation, may explain cases in which a higher concen-
tration of morphine than M6G has been found, although no significant associa-
tion between hepatic dysfunction and plasma concentrations of morphine or
metabolites has been found.46 Glucuronidation may be inhibited by the con-
comitant administration of ranitidine.47

Effect of Tumor

A possible relationship between opioid drugs and tumor growth has been hypoth-
esized, suggesting that the tumor itself may play a role in reducing the effects of
opioids, mimicking opioid tolerance. m-receptors have been found in cancer cells
of neural origin as well as in different cancer lines of human non-neural origin,
with effects on cell growth.48 Moreover tumor cells may also develop resistance
and may mediate intracellular events by binding with opioid drugs, through
mechanisms similar to those reported with chemotherapeutic agents.49 The trap-
ping of the drug in tumor cells may result in the drug being diverted from spe-
cific sites of the nervous system.50 This hypothesis should be tested in appropriate
study designs for the interesting implications it may have in explaining the unpre-
dictability of opioid therapy in cancer patients.

Primary tumors may have a different evolution in terms of distant metastases
and then pain mechanisms.51 High doses of opioids and adjuvants are necessary
to achieve an acceptable pain relief in patients with mesothelioma. Patients with
head and neck tumor presented a high opioid escalation index.44 Prevalence of
moderate or severe pain was highest in gynecological cancer.52 Similarly, signifi-
cant differences in the prevalence of most symptoms depending on the primary
site have been found. Nausea has been found most prevalent in gynecological
cancer, or typical gender-related cancer.51–54 This may limit or influence an appro-
priate opioid escalation.

A metastatic involvement of midbrain periaquaductal gray, which plays a key
role in analgesia via caudal projecting pathways to pain-related regions of the
spinal cord, has been also hypothized to explain massive opioid resistance, requir-
ing increasing doses.55 Structural lesions in the brain may be associated with 
allodynia.

Age and Sex

Gender and age can influence opioid requirements. Women report severe levels
of pain, more frequent pain, and pain of longer duration than do men,56 and have
been reported to more likely have inadequate pain management.57 Gender dif-
ferences in morphine analgesia might be due to interactions between opioid and
steroid receptors, different production of metabolites, or a different involvement
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of the NMDA system. Women also have been reported to present with a high
prevalence of nausea and vomiting.53,54 The presence of these side effects may
limit dose escalation and the achievement of adequate analgesia. The opioid
escalation index was lower and intervals without changing therapy were longer
in the presence of higher VAS and frequency of intestinal symptoms in women
than in men.44

Elderly patients are more likely to be affected by the acute and chronic tox-
icities of opioids. Opioid requirements for acute pain decrease with age, and
plasma concentrations tend to be higher after morphine dosing in the elderly.58,59

With advanced age, elimination of metabolites tends to be prolonged, probably
as a result of a reduced renal function.46 Concomitant organ dysfunction is com-
monly present in older patients, thus facilitating the occurrence of undesirable
effects.60 Although this group of patients could be considered at risk for devel-
oping more adverse effects during opioid therapy, an appropriate dosage of
opioids has been associated with a lower intensity of opioid-related symptoms,
but similar pain relief and fewer opioid doses.53 In a recent survey, elderly
patients have been reported to have lower opioid doses than younger adults,
although experiencing a similar level of pain intensity.61

Temporal Factors and Breakthrough Pain

Breakthrough pain has been defined as a transitory increase in pain intensity on
a baseline pain of moderate intensity in patients on regularly administered anal-
gesic treatment. Intermittent pain may be induced by movement, defined as inci-
dent pain, or may not be related to activity and, therefore, less predictable.62

These transient pains have been reported to reduce opioid responsiveness. Most
terminally ill patients with incident pain found that it was a major limiting factor
to activity. Freedom from pain was particularly difficult to achieve in patients
with bone metastasis and incident pain.2

The difficulty with incident pain is not a lack of response to systemic opioids,
but rather that the doses required to control the incident pain produce unac-
ceptable side effects when the patient is at rest. Pain control is usually excellent
if the patient remains immobile or refrains from performing the pain-causing
maneuver. Some breakthrough pains may be related to a low baseline opioid dose
or long intervals between doses.63

Opioid Metabolites

Morphine metabolites are involved in various ways in determining the complex
effects of morphine, both favorable and adverse, and may complicate the 
clinical use of morphine in the treatment of cancer pain. While morphine-
6-glucuronide (M6G) binds the opioid receptors exerting a relevant analgesic
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activity, morphine-3-glucuronide (M3G), the principal morphine metabolite, has
been shown to functionally antagonize the analgesic effects of morphine, possi-
bly contributing to the development of tolerance.64–66 Moreover, M3G has been
reported to have excitatory effects and may induce hyperalgesia, myoclonus, agi-
tated delirium respiratory stimulation, and behavioral excitation by non-opioid
mechanisms via an antiglycinergic effect at the spinal cord level.67

Studies suggest that analgesic response is dependent on the M3G:M6G ratio
on an individual basis.68 Chronic morphine therapy may induce high levels of
M3G placing a self-limitation on morphine therapy, with a paradoxical require-
ment of higher doses. This antianalgesic effect of M3G, however, remains con-
troversial. In subsequent clinical studies, this hypothesis was not confirmed. In
patients with morphine resistant-pain who elected to have invasive procedures,
M3G:M6G ratios, either in blood and cerebrospinal fluid, were similar to those
of patients with well-controlled pain.69 No relationship between M3G concen-
tration in CSF and pain relief was detected in patients treated by epidural 
morphine.70

Although the hypothesis that M3G plays a major role in morphine resistance
is weak, it does not exclude the possibility of the occurrence of important toxic
effects limiting opioid responsiveness.71–74 Changes in production, distribution,
and metabolism of morphine and its metabolites, due to varying degrees of renal
insufficiency, may account for the variability of the morphine :metabolite ratio
observed.1,75 A progressive increase in the concentration of M3G and of M6G 
in the CSF of patients with renal failure has been reported.1,76 Patients who 
predominantly accumulate morphine-6-glucuronide would be expected to
develop progressive sedation, whereas patients significantly accumulating 
morphine-3-glucuronide would be expected to exhibit excitatory symptoms
with decreased analgesia. More likely, mixed syndromes may be expected when
both types of metabolites accumulate.77 Taking into account these clinical obser-
vations, it has been suggested that the accumulation of toxic metabolites during
chronic opioid therapy can reduce the opioid response, leading to severe and
intolerable adverse effects, even in patients with apparently normal renal 
function.46

Opioids with Extra-Opioid Effects

According to several experimental observations, neuropathic pain and hyperal-
gesia as well as tolerance development in cancer pain patients may potentially
be prevented or decreased by repeated treatment with NMDA antagonists, so
that any manipulation targeted to prevent NMDA receptor activation, its intra-
cellular consequences, or calcium influx would inhibit the induction of tolerance
and hyperalgesia.39,78 Morphine has no affinity for NMDA or monoamine recep-
tors. Its analgesic effects, and many of its adverse effects (an exception is its
central excitatory effects, which probably involve a non-opioid receptor), seem
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mainly to be mediated via the mu receptor. In contrast, it is now clear that some
opioids have appreciable affinity for the NMDA receptor. Methadone, ketobe-
midone, meperidine, and dextropropoxyphene have been reported to have an
independent effect on NMDA receptors, inducing antagonist effects,79–82 These
drugs may potentially be more effective in circumstances in which a NMDA
receptor activation develops, such as in patients with neuropathic pain who seem
to develop tolerance. Thus, differences in the selectivity of opioids toward these
other receptors may produce varied opioid responses, especially in the presence
of some mechanisms.83

Predisposition to Side Effects

Upward dose titration is often difficult due to the development of adverse effects.
Pharmacokinetic factors or pharmacodynamic factors may favor the occurrence
of adverse effects because of higher than anticipated plasma concentration or
exaggerated responses at low plasma opioid concentrations.

Sedation is commonly observed when patients initially receive opioid anal-
gesics or after a significant increase in dose. This effect tends to disappear with
stable opioid doses. In some patients, severe sedation persists and poses a limi-
tation to further opioid escalation, although the data may be confounded by the
disease and concomitant drugs as well as the beliefs, personality, and motivation
of the patient.

Nausea and vomiting are frequent complications at the beginning of opioid
therapy, but usually disappear within a few days of treatment. These symptoms
may persist, however, beyond the first few days of treatment or develop during
long-term opioid therapy.84,85 The presence of these gastrointestinal symptoms
may render the treatment less effective because of pharmacokinetic holes pro-
duced by the low absorption of oral opioids.

Delirium, which is a process of global brain dysfunction, should be included
in the differential diagnosis of possible causes of opioid escalation for uncon-
trolled pain. Delirium, including perceptual distortions and hallucinations, which
can occur in the absence of significant confusion, attention deficits, or psy-
chomotor changes, tends to disappear after some days of stable dosing, but may
occur again after a rapid opioid escalation. A differential diagnosis include post-
anoxic lesions, uremia, cerebral metastases, chronic use of steroids, and many
others.86 Although the occurrence of confusion is attributed to multiple factors
in advanced cancer patients, especially in the last week of life, it often appears
specifically related to opioids when it occurs acutely.

Delirium may be an important and frequently unrecognized factor associated
with crescendo pain, and opioids can contribute to exacerbate delirium. It may
also be speculated that delirium can increase pain through associated emotional
lability and affective disinhibition, increased anxiety, and altered ability to report
pain accurately.87 There is a poor response to opioids during cognitive failure
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episodes. Cancer patients with pain who are at risk for developing delirium
should be identified using simple screening methods such as the Mini-Mental
Status Examination.88 Specific treatment for agitation should be appropriate in
these circumstances. Confusional states were associated with an increased opioid
escalation index and neuropathic pain. The response of these patients may be
less than that observed in patients with nociceptive pain, because the neurolog-
ical impairment is more likely when a quick escalation is required.44

Neuroexcitatory symptoms, such as myoclonus and hyperalgesia, are occa-
sionally reported to limit opioid escalation, and are attributed to both opioid and
extra-opioid effects.46,89 Many authors speculate that the neuroexcitatory metabo-
lites of morphine may be responsible for the simultaneous development of
myoclonus and a hyperalgesic state in cancer pain patients treated with high
doses of opioids.65,68,72,90 However, myoclonus may also occur after the adminis-
tration of other opioids67,91 or the use of concomitant drugs.92

As mentioned above, with hepatic or renal insufficiency, opioid effects are
less predictable. Metabolic derangement produced by major organ dysfunction
may predispose patients to additive central toxicity because of changes in drug
or drug metabolite concentration. Most adverse effects occurring during chronic
opioid therapy have been explained by metabolite production and accumulation,
possibly dependent on individual factors, regardless of the renal condition. Meta-
bolic and cerebral derangement, commonly present in older patients, may facil-
itate the occurrence of undesirable effects. Significant associations between
increasing age, elevated bilirubin or LDH levels, and the occurrence of cogni-
tive impairment have been found.60 However, results of a multivariate analysis
suggest that cognitive function did not have any univariate or multivariate cor-
relation with outcome.93

Concurrent administration of other neurotropic drugs may predispose
patients to opioid adverse effects. Sedation from opioids may be additive or syn-
ergistic with sedation from many other central nervous system depressants,
including antidepressants, anxiolytic, and neuroleptic agents.94

Psychological Factors

Worsening pain may also occur as a consequence of psychological processes, such
as anxiety or depression, changes in cognitive state leading to altered pain per-
ception or reporting, or conditioned pain behavior independent of the drug.5

Affective and cognitive factors can modify a patient’s pain compliant. Although
difficult to assess, psychological status plays an important role in the experience
of cancer pain.44 The degree of psychological distress has been reported as the
major negative prognostic factor and addictive personalities were considered at
risk of a poor prognosis for pain control. A history of drug addiction or severe
alcoholism may result in misuse of opioids and in the rapid development of tol-
erance.4 However, patient misinformation may be a source of inadequate dosage.
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Pain severity correlated with the patient’s belief that his or her pain was due 
to cancer.95 The clinical implications are obvious for cancer patients who 
often not only ignore the pain cause but also their diagnoses and prognoses. A
false opioid resistance with inadequate pain relief may be due to patients’ or
physicians’ fears of the risks of using opioids. Inadequate self-care or family care
may substantially contribute to an ineffective outcome for opioid therapy. Mis-
conceptions and lack of knowledge deficit, motivation, and performance capa-
bilities should be detected in clinical practice to avoid cases of pseudo-opioid
resistant pain.96 Moreover, inadequate treatment of the patient’s pain may lead
to behavioral changes similar to those seen with addiction. Inadequate prescrip-
tion of analgesics and the consequent escalation demands by the patient may
induce a crisis of mistrust between the patient and the health care team, with
disastrous consequences.97 The suspicion of addiction in patients who are receiv-
ing opioids for the treatment of pain may arise from some predictive aberrant
drug-related behaviors, including selling prescription drugs, forging prescrip-
tions, stealing drugs from others, injecting oral formulations, obtaining pre-
scription drugs from nonmedical sources, concurrent abuse of illicit drugs,
multiple dose escalations despite warning, and multiple episodes of loss of 
prescription.5

Infection

Occult local infection may prove to be the cause of worsening pain and escalat-
ing opioid requirement.98–100 Infection may be an underrecognized cause of pro-
gressive pain in the cancer population, because of associated immunologic
deficits with absence of febrile response, variable value of white count due to
tumor stimulation or use of steroids, concurrent anticancer therapy, or bone
marrow infiltration. Moreover local signs of infection may be absent because of
a depressed inflammatory response.

Management Strategies

The analysis of the factors influencing opioid escalation may be useful in ex-
plaining the loss of efficacy with increasing doses, although multiple causes 
are commonly involved. The interpretation of these data may be difficult. A com-
prehensive evaluation of the causes that can contribute to worsening pain or
altered pain perception, including recurrent disease, psychological distress, pain
characteristics, and the history of previous opioid use, should be performed
before making any therapeutic decisions. Patients with organ dysfunction and
aged populations should be treated cautiously, with low initial doses, relatively
small increments, and frequent reevaluation. Attempts should be made to check
and normalize the metabolic and hydration status.101
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Treatment strategies also include establishing trust with the patient and edu-
cating the family. Although difficult to assess, psychological status plays an impor-
tant role in the experience of cancer pain. It is possible to attain better analgesia
following the introduction of psychological interventions or psychotropic med-
ication.20 Appropriate explanation and reassurance should be offered distressed
patients. For example, a patient with a pain syndrome resistant to 12 g of oral
morphine responded to listening, explanation, 60 mg of morphine daily, and low
doses of diazepam.102 Moreover cancer-related organic factors can present as
depression. Antidepressant medications are the mainstay of management in
patients who meet criteria for major depressive episodes and the judicious use
of benzodiazepines is the mainstay of the pharmacologic treatment of severe
anxiety.103

From a clinical point of view, different strategies have been proposed to shift
the dose-response curve when dose escalation fails, because of inefficacy or pro-
duction of adverse effects. These strategies may involve aggressive treatment of
adverse effects or symptoms associated with pain or methods to enhance anal-
gesia when opioids alone are ineffective at maximally tolerated doses. These
approaches may produce either a leftward shift of the analgesia curve or a right-
ward shift of the toxicity curve.

Drugs That Reduce Opioid Side Effects

As adverse effects may limit further opioid escalation, aggressive management
may allow higher and more effective opioid doses. Opioid-induced nausea and
vomiting occur in an unpredictable way in many patients, especially ambulatory
patients. Tolerance to nausea and vomiting usually develops after a few days.
However, these symptoms can persist in some patients and reduce the patient’s
compliance with opioid escalation. Moreover, nausea and vomiting should be
aggressively treated because they may also reduce opioid absorption when the
opioid is given by oral route. Persistent nausea should be managed according to
its putative triggering mechanism.104,105 Aggressive therapy with antiemetics is
indicated while changing the route of administration until tolerance to these side
effects occurs.106 A combination of drugs with different mechanisms can be more
effective.

In patients in which a confusional state may mimic pain, an appropriate
assessment may abort the pattern of crescendo pain with the use of a therapeu-
tic trial of neuroleptic drugs, switching to an alternative drug, or using a differ-
ent route of opioid administration.87 Symptoms can be relieved in some cases 
by hydration or psychotropic drugs, including benzodiazepines or neurolep-
tics.86,107,108 Benzodiazepines must be used cautiously because they may exacer-
bate sedation and the confusional state in some patients.94 Midazolam seems to
be the drug of choice, allowing easy titration and reversal of sedation by decreas-
ing the dose. Haloperidol is a well-recognized neuroleptic that can reduce some
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cognitive disturbances.106 The drug dose is titrated to the level required to control
symptoms.88

Myoclonus is generally managed with opioid dosage reduction, but in some
cases this is not possible because of existing pain. A specific treatment to control
myoclonus may allow continued opioid escalation when pain is uncontrolled. For
example, myoclonic activity can be reduced by drugs with peripheral muscle
relaxant effects, such as dantrolene.91 A change to a different opioid, and the
addition of a benzodiazepine, such as diazepam, clonazepam, or midazolam, may
be useful. In one report, clonazepam dramatically reduced myoclonus after
lorazepam failed to control the contractions in a patient treated with high doses
of opioids.109 In another report, severe multifocal myoclonus and seizures asso-
ciated with high dose opioid therapy responded to parenteral midazolam, and
rotation to alternative opioids.22 A continuous infusion of midazolam may be
useful because of the rapid effect after midazolam administration, the mainte-
nance of the analgesia achieved with a specific dose of morphine, the physical
compatibilty of morphine with midazolam, and the short half-life of midazolam
during short-term administration that allows for rapid titration to an effective
dose.110 However, benzodiazepines may act by masking the effects of metabo-
lites rather than clearing them, and lead to a down-regulation of endogenous
GABA.74

The sedative effects of opioid therapy may be manageable using psychos-
timulants. Methylphenidate has been shown to increase the analgesic effective-
ness and to decrease sedation in cancer patients taking opioids.107 The use of
methylphenidate has been demonstrated to allow patients to tolerate higher
doses of opioids during the period between incident pain episodes.108 Other
studies, however, did not definitively demonstrate a significant benefit for
methylphenidate in opioid-induced drowsiness.111 Although psychostimulants
may be useful, they should be administered cautiously. Sedation caused by other
factors could potentially respond poorly to psychostimulants and worsen neuro-
logical status.112

Drugs to Enhance Analgesia

One approach to the patient with pain that is poorly responsive to escalating
doses of opioids may be the administration of a nonopioid analgesic. Most 
of these drugs, however, may add further problems because of additive or 
synergistic effects on opioid-related adverse effects or produce further pro-
blems in the cancer population. Because the nature of dose-related analgesic
effects is poorly characterized for these drugs, a stepwise titration to effect is 
recommended.

Antidepressants may improve depression, enhance sleep, and provide
decreases in perception of pain. While the analgesic effect of the tricyclic anti-
depressants is not directly related to antidepressant activity, efficacy has been
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established in many painful disorders with a neuropathic mechanism. Neuro-
pathic pain characterized by continuous dysesthesias is believed to be the most
favorable indication for antidepressant therapy.106 However, in meta-analyses
conducted to clarify the effectiveness of amitriptyline in chronic pain, partial 
or insignificant relief and a number of disagreeable side effects were 
evidenced.113–115 Adverse effects, including antimuscarinic effects, such as dry
mouth, impaired visual accommodation, urinary retention, constipation, antihis-
taminic effects (sedation), and anti-alpha-adrenergic effects (orthostatic
hypotension), may limit clinical application in cancer pain.

The evidence supporting analgesic efficacy is particularly strong for
amitriptyline. Amitriptyline has been shown to induce analgesia and potentiate
morphine analgesia; it also increases the plasma concentration of morphine.116

Nevertheless, alternative drugs with lower incidences of side effects should be
considered in patients predisposed to its sedative, anticholinergic, or hypoten-
sive effects.106

Local anesthetics (lidocaine and mexiletine), carbamazepine, phenytoin, and
open sodium channel blockers have been reported to relieve neuropathic pain
states. Although the exact mechanism of these drugs is not known, they all inhibit
sodium channels of hyperactive and depolarized nerves while not interfering with
normal sensory function. Mechanisms other than sodium-channel blockade have
been advocated for the systemic analgesic effect, including the modification of
presynaptic calcium channels and postsynaptic receptors, involvement of the
opioid system, an central action mediated by glycine.117

Evidence suggests that sodium channel-blocking agents act both centrally
and peripherally within the nervous system. The analgesic response to lidocaine
was characterized by a precipitous break in pain over a narrow dosage and con-
centration range.118 Oral mexiletine is more convenient because of its oral prepa-
ration and has been used empirically. The response to intravenous lidocaine
infusion has been reported to predict the response to oral mexiletine.119 Although
cancer patients with neuropathic pain have been reported to benefit from lido-
caine,120 one double-blind, crossover, placebo-controlled study failed to demon-
strate any benefit from 5mg/kg of lidocaine administered as an intravenous
infusion over 30 minutes for neuropathic pain syndromes related to cancer.121

Although sodium channel-blocking agents are useful for the management of
chronic neuropathic pain, no conclusive clinical study has statistically verified
these observations in cancer pain. Flecainide may be useful in the management
of neuropathic pain of advanced cancer patients, although concern about pos-
sible cardiac complications has limited its use.122

Other anticonvulsant agents, such as carbamazepine, phenytoin, valproate,
and clonazepam, have been reported to relieve pain in numerous peripheral and
central neuropathic pain conditions, although contradictory results have been
found.85,106,123 The efficacy of these drugs could be explained by the inhibitory
effects exerted on NMDA-receptors,124 and other mechanisms, including sodium
channel blockade for some. However, no measurable differences in the analgesic
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benefit of anticonvulsants and antidepressants were evidenced in a systematic
review of available trials in neuropathic pain.115

Topical approaches may also be useful in neuropathic pain. Capsaicin
depletes substance P in small primary afferent neurons. Patients with neuro-
pathic pain presumed to have a strong peripheral input, including postmastec-
tomy syndrome and postherpetic neuralgia, may benefit from topical capsaicin
cream. A cream of eutectic mixture of local anesthetics (EMLA) applied under
an occlusive dressing to increase skin penetration, also has been reported to
produce skin anesthesia and to reduce neuropathic pain with a strong peripheral
component.125

Nonsteroidal anti-inflammatory drugs (NSAIDs) may be effective in some
breakthrough pains, such as headache and incident pain due to bone metas-
tases.11 Thus, NSAIDs may be useful to increase basal analgesia or provide short-
lived analgesia for breakthrough pain (rescue drugs). The opioid-sparing effect
of NSAIDs may be helpful in conditions in which it is necessary to reduce the
opioid dose on account of the occurrence of adverse effects.126 However, pro-
longed use is associated with complications at the gastrointestinal and renal
levels, and often requires drugs to prevent gastric damage.12 In a recent survey,
however, severe gastrointestinal bleeding was attributed to the advanced disease
rather than to NSAID use.127

The bisphosphonates potentiate the effects of analgesics in metastatic bone
pain by inhibiting the cascade of cellular, biochemical, and physiochemical events
that lead to osteoclastic bone resorption. Incident pain due to bone metastases
may potentially benefit directly or through prevention of pathological fractures.
Pamidronate, a potent bisphosphonate, significantly reduced morbidity caused
by bone metastases, including a 30% to 50% reduction in pain, impending patho-
logical fractures, and the need for radiotherapy. Best results are obtained with
doses of 60mg or 90mg of pamidronate every 4 weeks. This treatment is gen-
erally well tolerated; side effects include transient low grade fever, nausea,
myalgia, and mild infusion site reactions.11,128

Nitrous oxide has properties that might enable prompt control of break-
through pain. It is an analgesic, anxiolytic, and sedative agent with a rapid onset
of action. Nitrous oxide delivered in 50%–50% with oxygen by a patient-
controlled mechanism was safely and effectively used by advanced cancer
patients with breakthrough pain because of bone metastases.129 Environmental
exposure to caregivers was minimal. It should not be used in the presence of
bowel distension.63

Drugs That Enhance Analgesia Produced by Opioids

Another strategy to address poor responsiveness is to target analgesic toler-
ance and attempt to reduce or prevent it. Agents that block the activity of
NMDA-receptors may provide new tools for the treatment of poorly responsive
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pain syndromes, particularly in the presence of opioid tolerance or neuropathic
mechanisms.130 These drugs may have both direct analgesic effects or reverse
tolerance.

Most clinical experience is with ketamine, a noncompetitive NMDA recep-
tor blocker. Ketamine significantly influences central hyperexcitability and
inhibits the wind-up phenomenon in spinal cord neurons. In this way, ketamine
may inhibit central temporal summation and have a marked hypoalgesic effect
on high intensity stimuli.131 A synergistic effect between ketamine and opioids
has been observed in cancer pain patients who no longer responded to high doses
of morphine.132–139 Ketamine should be given at an initial starting dose of 100–150
mg daily, whereas the dose of opioids should be reduced by 50%, with the dose
being titrated against the effect. Psychotomimetic effects should be monitored
and prevented using haloperidol in doses of 2–4mg daily, or minimal doses of
diazepam.140 In a recent double-blind study, ketamine was highly effective in
enhancing morphine analgesia in neuropathic cancer pain.141 Moreover, intrathe-
cal ketamine 1mg daily has been shown to enhance intrathecal morphine anal-
gesia in advanced cancer patients with pain.142

Dextromethorphan, a potent NMDA-antagonist, has been considered a
promising drug because it does not appear to produce psychotomimetic side
effects.143 However, studies of cancer patients with pain with doses of 90mg daily,
did not show significant analgesic activity.144

Some broad spectrum opioids, such as methadone, kerobemidone, meperi-
dine, and dextropropoxyphene, possess NMDA-antagonist activity, and, as a 
consequence, may be potentially more effective in circumstances in which an
NMDA-receptor activation develops, such as in cases of neuropathic mechanism
associated with tolerance.83

Magnesium ions are natural blockers for ion channels that are permeated by
calcium and opened by NMDA-receptor activation. However, exogenously
administered magnesium failed to reduce pain and allodynia significantly in
patients with different neuropathic syndromes.145

In a double-blind, randomized, controlled study, the NMDA-receptor 
antagonist amantadine was safe and partially effective for surgical neuropathic
pain in cancer patients. Further trials with a long-term design, higher dose, 
and different neuropathic mechanisms should be conducted to confirm this
observation.146

Proglumide, a cholecystokinin antagonist, has been shown to have significant
effects at low doses on opioid analgesia. In a short, double-blind, crossover study
in cancer patients with pain, no differences between full opioid dosage with
placebo and one-half opioid dose with proglumide were found. Different designs
are necessary to establish the real additive analgesic effect of proglumide.147

Many investigators have shown that calcium channel blockers may poten-
tiate opioid nociception, as pharmacological interference with calcium-related
events may modify chronic opioid effects, including the expression of tolerance.
Controversial results have been reported in patients with cancer pain. In a 
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clinical series, nimodipine succeeded in reducing the daily dose of morphine in
16 of 23 patients, although it failed in 2 patients and was withdrawn in 5
patients.148 However, nimodipine given orally at a dose of 30mg every 8 hours
failed to enhance the analgesic effect of slow-release morphine in cancer patients
with pain.149 Subsequently, in a double-blind, placebo-controlled study, nimodip-
ine enhanced opioid analgesia in cancer patients requiring morphine dose esca-
lation.150 However, the design of study and a high rate of patient withdrawal
before the end of study may limit the value of these findings.

Emergencies Due to Abrupt Disease Progression

In cases of rapid progression of disease, a protocol for management of cancer
pain emergencies has been suggested. A loading dose of 10–20mg of intravenous
morphine administered over 15 minutes, a rapid upward dose titration doubling
the dose every one-half hour, with careful monitoring over time for dose-related
toxicity, allowed for a safe management of acute cancer pain presentation.9 Such
rapid escalation of dose would be difficult to manage orally, although a protocol
has been reported previously.105 However, a continuous infusion is characterized
by slow increases in plasma concentrations, which is inadequate to manage emer-
gencies. The risk of respiratory depression is low, because the presence of severe
pain despite a bolus of morphine predicts that the dose can be safely doubled,
although careful observation and frequent assessment are required to ensure that
dose escalation may be stopped when adequate pain control is achieved.9

Nevertheless, a delay occurs between the peak blood level and the time of peak
analgesia with morphine. This hysteresis, because of the relatively poor lipid sol-
ubility, may be overcome by choosing more lipophilic opioids with an immedi-
ate effect, such as fentanyl or, better, alfentanil. This is even more useful when
very high doses of morphine are ineffective and may induce severe hyperexcita-
tion of the central nervous system.22 Remifentanil may provide an immediate
effect, within seconds, but it poses some problems in titration, because of lack
of experience in the setting of cancer pain management.63

Route of Administration

The route of administration has an important role in determining the mor-
phine:metabolite ratio both in plasma and CSF. The prevalence of myoclonus
among patients receiving oral morphine was threefold higher than those receiv-
ing parenteral morphine.60 Concentrations of M3G and M6G in relation to mor-
phine were found to be greater following oral administration than after
intravenous administration.151 Therefore, switching from oral administration to
parenteral administration may change the morphine:metabolite relationship and
reduce toxicity caused by accumulation of the metabolites. The use of nonoral
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routes of opioid administration as the patient’s pain problems progress is often
necessary for other reasons as well.152

Adverse effects also may be reduced in intensity with the use of the spinal
route. In a prospective randomized comparative study in patients with an
involvement of the brachial or lumbar plexus, the epidural route for opioid
administration was superior to oral opioids because of a lower incidence of
adverse effects. However, complete pain relief was not achieved in all patients
and technical problems arose in the group treated by epidural route.153 Patients
chronically treated with oral morphine showed all reaction time percentiles sig-
nificantly longer than controls, whereas the epidural opioid group showed only
the involvement of the longest reaction times.154 However, epidural and subcu-
taneous administration of morphine were comparable in terms of both effec-
tiveness and acceptability. Both treatments provided better pain relief with 
less adverse effects compared with the previous oral morphine treatment.155

Moreover, continuous pain originating from deep somatic tissues is equally well
controlled by both oral and spinal opioids, whereas somatic pain from mucocu-
taneous ulcers and from fractures, from intestinal distension as well as neuro-
pathic pain, respond poorly to spinal opioids, suggesting a lack of improved
analgesic activity by spinal morphine.156 Even when opioids are administered
intrathecally, pain relief can still be insufficient, especially when neuropathic or
incident pain components are present. The use of local anesthetics and other
adjuvants, such as clonidine and neostigmine, by the intrathecal route is decisive
in recapturing patients unresponsive to opioid escalation given either systemi-
cally or spinally, who did not benefit from previous opioid substitution or change
of route of administration.157

Modality of Administration

Some pain with a typical temporal pattern needs to be treated with rescue doses
rather than with increases in the basal regimens, to avoid increased opioid plasma
concentrations when the pain crisis disappears. However, intervals between the
pain flares still are at risk for adverse effects. A rescue dose of opioid can provide
a means to treat breakthrough pain in patients already stabilized on a baseline
opioid regimen.63 Although orally administered patient-controlled analgesia
(PCA) is currently a standard practice in cancer pain management, with a dose
equivalent to 5%–10% of the total opioid dose administered every 2 to 3 hours,62

the onset of action of an oral dose may be too slow and better results may be
obtained with a parenteral rescue dose. A subcutaneous administration is asso-
ciated with a slower onset of effect compared to an intravenous one, but should
be considered equivalent in terms of efficacy.152

Oral transmucosal dosing is a noninvasive approach to the rapid onset of anal-
gesia. Highly lipophilic agents may pass rapidly through the oral mucosa avoid-
ing the first-pass metabolism, therefore achieving active plasma concentrations
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within minutes.158–160 In a randomized, double-blinded, placebo-controlled trial,
oral transmucosal fentanyl appeared effective in the treatment of cancer-related
breakthrough pain.161

Opioid Switching

As opioids have differential effects on selective subsets of opioid receptors in the
central nervous system, and cross-tolerance between opioids is incomplete, a
shift from one opioid to another is a useful option when the side effect–analgesic
relationship is inconvenient; also, it allows for elimination of possible toxic
metabolites. Patients who experience dose-limiting adverse effects during opioid
escalation may benefit from a trial of an alternative opioid.77,162,163 In a switch
from one opioid to another, the latter drug is often observed to be relatively more
potent than would be anticipated, given published estimates. Hydromorphone
is often used. However, the presence of a renal disease suggests a choice of opioid
with no active metabolites.83 Moreover, alternative opioids with high intrinsic
efficacy, such as fentanyl and methadone, may be more effective in conditions
characterized by a rapid development of tolerance or sustained by a neuropathic
pain mechanism, or both.101 This is much more relevant when switching to
methadone, because it has a high efficacy when compared with morphine, extra
opioid anti-NMDA effects, and interesting pharmacokinetic properties, that
make its use unique. Methadone can be particularly beneficial in patients on
doses of opioids requiring rapid dose escalation, in which NMDA-receptor acti-
vation is likely to develop, such as in the case of neuropathic mechanisms asso-
ciated with tolerance.83,101,164,165

Methadone has been reported to be useful in restoring opioid responsive-
ness in patients whose pain ceases to be controlled by morphine, hydromorphone
or diamorphine163,166–172 at doses much lower than those suggested by the opioid
conversion charts. The clinical benefit will depend on the degree to which cross-
tolerance exists to analgesia as well as to side effects. As the degree of cross-tol-
erance may change as opioid doses are escalated, it is advisable to proceed with
caution when switching from one opioid to another in patients receiving very
high opioid doses. Data suggest that switching to methadone using current pro-
posed ratios may lead to severe toxicity. A strongly positive correlation between
dose ratio and previous morphine dose suggests the need for a highly individu-
alized and cautious approach when rotating from morphine to methadone in
patients with cancer pain on high doses of morphine.173–175 To circumvent this
problem, different methods have been proposed. A gradual switch over has been
suggested, using 1/3 of the previous opioid dose for oral methadone, and using
an oral methadone/parenteral hydromorphone ratio of 1 : 1.171 If extra doses are
not required, the previous opioid may be reduced without a concomitant increase
of methadone. Other authors suggest an initial dose of methadone of one tenth
of the total daily morphine dose, but not greater than 30 mg at intervals deter-
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mined by the patient, but no more frequently than 3 hours, and then to divide
the steady-state total daily dose (after 6 days) into a twice daily regimen.176 If
long-acting opioid metabolites are considered responsible for adverse effects;71,164

a rapid switch using a morphine-methadone ratio of 5 : 1, and monitoring of the
dosage in the following days, may be useful and is currently used at our institu-
tion. The subsequent titration process should take into account the characteris-
tics of the pain syndromes and the individual clinical situation.101

Fentanyl series also have been used successfully for opioid switching. Fen-
tanyl has been shown to relieve neuropathic pain by its intrinsic analgesic effect.42

Patients with cancer pain requiring a cessation of morphine therapy due to unac-
ceptable opioid side effects, and switched to subcutaneous fentanyl, obtained an
improvement in adverse effects, and adequate pain relief was observed in almost
all patients.177,178 An approximate equivalence of 68 :1 of morphine to fentanyl
has been reported clinically. Sufentanil, a more potent opioid than fentanyl, was
effective when the dose necessitated too large a volume for a syringe-driver, with
a relative potency of sufentanil to fentanyl of about 10 :1.178,179 Subcutaneous fen-
tanyl was convenient in patients with terminal bowel obstruction associated with
renal failure.180 Uremic patients, suspected to have an accumulation of active
morphine metabolites, who developed increasing agitation on a continuous sub-
cutaneous infusion of diamorphine within the last few days of life, were switched
to subcutaneous alfentanil using an alfentanil-diamorphine conversion ratio of
10 :1, and doses very much towards the lower end of the range of alfentanil were
commonly used.181

Other Measures

An occult infection should be pursued aggressively as a potentially reversible
cause of intractable pain and increasing opioid requirements. Appropriate inves-
tigations include blood cultures, diagnostic imaging, and needle aspiration and
culture. If a specific focus of infection is not clearly demonstrated, but the sus-
picion is high, a trial of broad spectrum antibiotics may be appropriate. Anti-
biotic therapy and drainage of the abscess resulted in markedly improved pain
control, decreased analgesic requirements, and improved quality of life in a
patient with metastatic breast cancer.99

Radiotherapy provides an effective symptomatic treatment for local bone
pain and can be another method for treating a breakthrough pain that may 
be result from poor opioid responsiveness. Treatments with single fractions may
be more convenient and equally effective in terms of pain relief in advanced
cancer patients.182 Hemibody radiation has been suggested in the presence of
multiple areas of pain, although toxicity is of concern.183 Although radioisotopes
are more imprecise in delivering specific dose irradiation, their advantages
include less toxicity, easy administration, and effectiveness in subclinical sites of
metastases.11
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Breakthrough pain may be reduced with effective bracing. Unfortunately, 
the lower extremities are rarely amenable because of the high degree of load. 
In some circumstances, mobility aids, bracing of the painful part, instruction in
ergonomic principles, and adaptation of the patient’s home may be more pro-
ductive than a pharmacologic approach. Orthopedic intervention may restore
mobility in bed-bound patients. Impending fractures require surgical stabiliza-
tion using fixation devices or prosthetic reconstruction. Surgical stabilization of
the spine and extremities may dramatically improve quality of life, decrease inci-
dent pain and prevent complications associated with immobility. However, risks
should be balanced against the benefits of such interventions.11,63

Selected well-localized pain syndromes with breakthrough somatic and neu-
ropathic mechanisms may benefit from an intermittent or continuous adminis-
tration of local anesthetics by a catheter.184–189 Location and type of pain are of
primary importance in considering patient seletion.

Some neurolytic blocks, such as celiac plexus block, have fewer complica-
tions. Although it has been recommended in the early stage of the illness,190,191

the use of a nociceptive pathway block has not gained general acceptance.
Rather, this procedure should be considered an opioid sparing technique, which
may convert a patient with poorly responsive pain into a patient who achieves
good comfort with lower and more tolerated doses.192

A percutaneous cervical cordotomy by radiofrequency has been utilized in
patients with unilateral bone pain. This technique usually produces good relief
in most patients for unilaterally well-localized pain of any origin except for some
neuropathic pains. However, some pain may persist or develop below or above
the level of analgesia, with worsening pain at the opposite side of the body. More-
over, the risk of serious complications, including mirror pain, general fatigue or
hemiparesis, and respiratory failure, with a deterioration in performance status,
is high.11,193
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Dose Ratios Among Different Opioids:
Underlying Issues and an Update on the

Use of the Equianalgesic Table

PETER LAWLOR, JOSE PEREIRA, AND
EDUARDO BRUERA

In patients with cancer pain, a change of opioid is recognized as a useful strat-
egy in the management of either opioid toxicity alone or the combination of
opioid toxicity and failure to achieve adequate analgesia with an existing opioid.1–3

Terms such as opioid rotation,2 sequential opioid trials,4 or opioid substitution5,6

are used to describe this strategy. The frequency of opioid rotation varies in 
different centers with rates as high as 40%.7 To assist physicians with dose cal-
culation for an opioid switch, guidelines in the form of equianalgesic tables 
are available in health agency publications,8,9 major textbooks,10,11 and major
reviews.12

This chapter initially clarifies relevant terminology and briefly summarizes
the putative underlying mechanisms and factors associated with opioid cross-
tolerance. The basis of the current equianalgesic tables is discussed, followed 
by an outline of their limitations, particularly in the light of recently published
studies. Finally, suggestions are made regarding potential revision of specific
areas of these tables, and also regarding methodological aspects of future clini-
cal research on equianalgesic dose ratios.

Clarification of Terminology

Tolerance is defined as the decrease in a drug affect, such as analgesia or an
adverse effect, as a result of prior exposure to the drug. Cross-tolerance between
two opioids refers to the phenomenon whereby tolerance to a particular opioid
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effect from an existing opioid is conferred to a newly substituted opioid. The
extent to which this occurs is commonly referred to as complete or incomplete.
The order or direction in which they are administered can influence the level of
cross-tolerance between two opioids. Cross-tolerance is not necessarily the same
in both directions, hence the term asymmetrical cross-tolerance,13 or it may only
exist in one direction, hence the term unidirectional cross-tolerance.14 True phar-
macological tolerance implies a pharmacodynamic or a neuroadaptive process.
This is in contrast to pharmacokinetic or dispositional tolerance, which refer
more to drug bioavailability rather than neuroadaptive processes.

Potency of an opioid refers to the dose required to produce a given opioid
effect. This is not synonymous with intrinsic efficacy, which refers to the degree
of receptor occupancy in order to achieve a certain level of effect. The relative
potency of two opioids is determined by the respective doses required to achieve
the same level of effect, and in the case of analgesia, this ratio is commonly
referred to as either the dose ratio or equianalgesic dose ratio.

Relevance of Tolerance and Cross-Tolerance

While the phenomenon of tolerance is well recognized in animal models of
opioid exposure,15–17 its existence with regard to analgesia in cancer pain patients
is debated.18,19 However, the development of tolerance in cancer patients to
opioid side effects is well recognized.11,19 This allows for dose increases to occur
without intolerable sedation, nausea, or respiratory depression. Although clini-
cal use of the term cross-tolerance commonly tends to refer exclusively to anal-
gesic effects, the term also encompasses the level of tolerance to adverse effects.
Differences between opioids in the balance between analgesic cross-tolerance
level and the level of cross-tolerance to adverse effects can be exploited to clin-
ical advantage. Switching opioids can possibly achieve a more favorable balance
between analgesia and adverse effects, hence the rationale for trial of a differ-
ent opioid in the event of toxicity or inadequate analgesia.2,19,20

Pharmacodynamic Basis of Opioid Cross-Tolerance

Putative pharmacodynamic mechanisms and factors implicated in opioid toler-
ance and cross-tolerance are outlined in Table 15.1. Although the combination
of these mechanistic variables, their interrelationships and in turn, their rela-
tionships with associated factors in parallel systems are highly complex, the 1990s
has revealed greater insight into these phenomena. This insight has occurred 
primarily because of the development of techniques such as receptor cloning21

and antisense oligonucleotide sequences that “knockdown” specific opioid re-
ceptors.22 Clinical experience suggests that tolerance is generally not a major
problem in the treatment of chronic pain.19,23 Therefore, cross-tolerance in this
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setting is possibly of greater importance, particularly in relation to switches
among currently available opioids but also in relation to the potential develop-
ment of new drugs, whose receptor targeting will possibly entail greater selec-
tivity than those currently available. Although, the preponderance of research
has focussed on opioid tolerance rather than cross-tolerance, there is a con-
siderable degree of conceptual duality in the mechanisms underlying both 
tolerance and cross-tolerance. Reviewing these pharmacodynamic mechanisms
provides potential explanations for incomplete cross-tolerance and asymmetrical
or unidirectional cross-tolerance.

The differential level of opioid receptor selectivity ascribed to individual
opioid agonists is recognized as a potential explanation for the level of cross-
tolerance among opioids.19,23,24,25 Both animal and in vitro studies of opioid 
cross-tolerance between m- and k-receptor selective agonists have largely 
demonstrated a lack of cross-tolerance.26 –29 However, some studies have demon-
strated a degree of cross-tolerance between selective m- and k-receptor ago-
nists.30,31 The occurrence of either cross-tolerance or lack of cross-tolerance in
one direction between two opioids does not imply a similar occurrence in the
opposite direction.14,30,32 Hence in rats treated with levorphanol, a mixed m and
k agonist, cross-tolerance was conferred to both levorphanol and morphine, a m
agonist, but the reverse failed to occur when morphine was administered first.14

The d opioid receptor has been suggested as having a modulatory role in the
development of morphine tolerance.33 Studies involving selective blockage of the
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Table 15.1. Potential pharmacodynamic mechanisms and factors implicated in opioid
tolerance and cross-tolerance

Levels of operation Potential mechanism or factor

Opioid receptors Differential receptor selectivity of opioid agonist 
Receptor occupancy and intrinsic efficacy of opioid
Downregulation of receptor numbers—internalization
Altered receptor affinity and uncoupling of G protein link 
Modulatory role of d-receptoractivation

NMDA receptor Increased intracellular calcium levels
Nitric oxide production

Intracellular Protein kinases: receptor phosphorylation adenylyl cyclase
phosphorylation

Protein kinase C activation—NMDA activation
Other parallel systems ? Cholecystokinin (CCK)

? a 2-adrenoreceptor
? Adenosine (A1) receptor
? 5-HT receptors
? Dopamine (D) receptors

Genetic c-fos proto-oncogene activation

NMDA, N-methyl-d-aspartate.



d receptor in mice, using either a selective opioid antagonist34 or an antisense
oligonucleotide to “knockdown” the receptor,35 suggest a consequent attenuation
of morphine tolerance. Interaction or “cross-talk” between m and d receptors has
also been proposed, in addition to a possible m–d receptor complex.36 The het-
erogeneity of the d opioid receptor is demonstrated by the opposing actions of
its subtypes.37 Collectively, studies examining the differential receptor selectiv-
ity associated with different opioids suggest a potential role for this mechanism
in relation to incomplete cross-tolerance.

Opioid receptors are coupled to effector proteins such as adenylyl cyclase
through G-proteins (guanine nucleotide regulatory protein).38,39 Opioid agonists
promote receptor signaling via G-proteins, including inhibition of adenylyl
cyclase and regulation of calcium and potassium channels.39,40 Regulation of
opioid receptor activity following agonist binding can be achieved by endocy-
totic internalization, resulting in a downregulation or decrement of receptor
number,41– 43 or by desensitization, a process involving an uncoupling of the link
between receptor and effector protein.44,45 An in vivo study of tolerance devel-
opment in mice exposed to an opioid with high intrinsic efficacy showed ini-
tially a receptor downregulation but following the opioid infusion there was a
55%–65% increase in m receptor mRNA associated with a decrease in tolerance
level.46 Differences in the level of rapid internalization or downregulation of
opioid receptors relates to both type specific receptor mechanisms43,47 and vari-
ations in the ability of different opioids to bind to these receptors.48–50 Morphine
is exceptional in its inability to promote rapid internalization of m receptors.48,51,52

A study involving chronic administration of morphine to rats showed that
desensitization of m and d opioid receptors in different brain structures is not
identical.37 Desensitization of both m and d receptors has been linked to the phos-
phorylation activity of G-protein–coupled receptor kinases.53,54 Other kinases,
including protein kinase C have also been implicated in m receptor desensitiza-
tion.45 While the relative contribution of desensitization and internalization 
to the development of opioid tolerance is not entirely clear, some authors have
suggested an interrelationship between these two mechanisms.55 A recent animal
study revealed that chronic morphine exposure is associated with phosphoryla-
tion of adenylyl cyclase, which is likely to be protein kinase C–mediated.56 As an
earlier study of chronic morphine exposure showed an increased G-protein stim-
ulatory effect on adenylyl cyclase,57 the authors propose that phosphorylation of
certain adenylyl cyclase isoforms increases their responsiveness to the stimula-
tory effects of these G-proteins. Hence tolerance would involve a shift from inhi-
bition to stimulation of adenylyl cyclase.

The influence of the intrinsic efficacy of different opioids on the develop-
ment of tolerance and cross-tolerance has been examined in animal and in vitro
studies. The level of intrinsic efficacy of an opioid is reflected in the number of
“spare receptors” available for opioid binding. In the case of methadone, its high
intrinsic efficacy has been associated with the development of relatively less tol-
erance,58,59 and in addition it has been suggested to play a role in the asymmet-
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ric cross-tolerance between morphine and methadone.58,60,61 In a comparison
study of intrathecally administered fentanyl and morphine in rats, the lower level
of tolerance development with fentanyl and in turn, the greater level of cross-
tolerance as a result of pretreatment with morphine, was attributed to the greater
intrinsic efficacy of fentanyl.13 A study examining tolerance to morphine, etor-
phine, and fentanyl in mice showed that tolerance development was inversely
related to intrinsic efficacy when administered by continuous but not intermit-
tent infusion.62 In the case of acute opioid tolerance, a study of the analgesic
effects of morphine, alfentanil, and sufentanil in rats concluded that the magni-
tude of acute tolerance to these opioids was not inversely related to their rela-
tive potency.63

Many studies using N-methyl-d-aspartate (NMDA) receptor antagonists
have demonstrated a role for activation of the NMDA receptor in the develop-
ment of tolerance to morphine.64–67 The role of NMDA activation in opioid tol-
erance has been linked with activation of protein kinase C,65,68,69 elevation of
intracellular calcium levels,69,70 and nitric oxide production.71,72 Promotion of
immediate early gene (IEG) expression such as c-fos has been associated with
NMDA receptor activation, and is likely mediated by an increase in intracellu-
lar calcium.73 An association between c-fos proto-oncogene expression and the
neuronal ability to convert short-term stimulation to longer-term plasticity
changes, similar to those involved in memory formation has been suggested.74

N-methyl-d-aspartate antagonism has been suggested to play a role in opioid
potency, in addition to differentially modulating m and k receptor tolerance.75

Methadone has been shown to act as a noncompetitive NMDA antagonist.76,77

This property of methadone has been queried by many authors as contributing
to its greater relative analgesic potency when substituted in the case of chronic
as opposed to acute administration of morphine and hydromorphone.78–80 A
recent prospective randomized study comparing morphine and methadone in 40
advanced patients suggested escalation of opioid dose over time was less likely
to occur with methadone than with morphine.81 The mechanism of pain warrants
consideration, as neuropathic pain has generally been reported to be less respon-
sive to opioids,82–84 or in the case of some studies, nonresponsive to opioids.85

Methadone is possibly more effective in the treatment of neuropathic pain, an
observation that has been attributed to its recognized NMDA receptor antago-
nist properties.6 Moreover, an explanatory model of shared mechanisms (pre-
dominantly NMDA receptor activation) subserving both the neuronal plasticity
of hyperalgesia and opioid tolerance has been suggested.70

Apart from the NMDA system, many studies have investigated the complex
interplay of other parallel systems in relation to their potential role in opioid tol-
erance and cross-tolerance. A study of cross-tolerance between a2-adrenoceptor
agonists and selective opioid receptor agonists in mice demonstrated differential
cross-tolerance between a2 receptors and opioid receptor types or subtypes.86

Symmetrical cross-tolerance has been shown to exist between adenosine (A1)
and m peripheral antinociceptive mechanisms.87 A further study of peripheral
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antinociception showed cross-tolerance between m and a2 receptors, and
between a2 and A1, suggesting that their underlying mechanisms are related.88

The authors of the latter study proposed the existence of an A1, a2, and m recep-
tor complex. Cross-tolerance has also been demonstrated between intrathecal
fentanyl, a potent m agonist and 5-HT.89 The phenomenon of cross-tolerance
between opioidergic and at least some of the parallel systems is likely to relate
to convergence and sharing of second messenger systems. Interaction between
the opioid and cholecystokinin systems has been proposed.90 Animal studies
suggest that cholecystokinin antagonists attenuate morphine tolerance.91–93 A
randomized double-blind, cross-over study in patients with cancer pain sug-
gested beneficial analgesic effects with the addition of proglumide, as an adjunct
to opioid therapy.94

In the mouse, chronic morphine administration has been shown to lead 
to increased dopamine receptor sensitivity,95 whereas bromocriptine has been
shown to attenuate the development of tolerance to morphine analgesia.96 The
complexity of interaction between opioidergic and dopaminergic systems was
highlighted in a recent study in rats.97 Chronic morphine administration resulted
in desensitization of both dopamine D2 and d opioid receptors in striato-pallidal
neurons, but failed to induce m receptor tolerance in the striato-nigral pathway.

Opioids differ in their intrinsic efficacy, potency, relative receptor selectivity,
and in turn receptors differ in their regulatory processes such as phosphoryla-
tion, uncoupling, and internalization. These factors combined with the potential
interactions of other parallel systems could contribute in varying degrees to 
the pharmacodynamic phenomenon of tolerance, whereas their contribution to
opioid cross-tolerance has been less well-studied and consequently is less 
well-known.

Nonpharmacodynamic Issues in Opioid Cross-Tolerance

The predominantly nonpharmacodynamic factors worthy of consideration in 
the context of opioid cross-tolerance are summarized in Table 15.2. The role of
ongoing nociception on the development of opioid tolerance is controversial.98

Although there has been a profusion of both in vitro and animal experimental
model studies of opioid tolerance, the translation of their findings to the clinical
context of humans with advanced cancer is extremely challenging. Tolerance
development with opioid treatment in animal studies can occur within hours to
days,99,100 or even after a single dose.101 In humans, the duration of opioid treat-
ment required for tolerance development and the influence of route of adminis-
tration on this duration are less clear. Clinical experience in humans suggests that
using different routes of administration, plateaus of stable dosing are maintained
for long periods of time, usually days to weeks.23,102,103 Animal studies suggest that
the presence of chronic nociceptive stimulation does not prevent the develop-
ment of tolerance17 but might significantly facilitate the development of morphine
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tolerance.104 While there is some control over the level of pain stimulus in animal
studies, this rarely occurs in clinical practice. In patients who appear tolerant to
opioid side effects, a neurolytic procedure can result in the emergence of side
effects such as sedation if the opioid dose is not reduced.19 The presence of 
tolerance therefore often warrants the use of adjuvant therapies,23 and in turn, the
continued use or discontinuation of these therapies in the context of opioid rota-
tion could influence the apparent level of opioid cross-tolerance. Disease 
progression is considered the most likely reason for dose escalation in patients
with advanced cancer.102,105 Clinical experience suggests that escalation in opioid
analgesic requirements is likely to relate to disease factors such as the mechani-
cal effects of tumor growth and the biochemical effects of inflammation,19 or local
infection.106,107 The presence of predominantly incidental pain has a recognized
association with greater difficulty in achieving analgesia,108 and the use of opioid
doses high enough to control episodes of incident pain but in excess of analgesic
requirements between these episodes, thereby resulting in the manifestation of
adverse effects.109 Incidental pain can therefore play a role in the manifestation of
tolerance levels to both analgesic and adverse effects. Neuropathic pain, dis-
cussed previously in relation to methadone and NMDA activation, similarly war-
rants clinical consideration in relation to opioid cross-tolerance, albeit that the
complex relationship between neuronal modulatory processes and tolerance
development is not completely understood.

Problems with delivery of an opioid or its active metabolite to its site of action
can result in escalation of opioid dose to maintain the same level of analgesia,
hence the development of dispositional or pharmacokinetic tolerance. Many
factors in the absorption, metabolism, and elimination sequence can influence
this type of tolerance. Specifically these factors include pharmacokinetic prop-
erties such as route of administration, partition coefficient, pKa, degree of 
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Table 15.2. Nonpharmacodynamic factors to consider in relation to opioid tolerance and
cross-tolerance

Pain related Disease progression or infection at tumor site
Incidental versus non-incidental
Impact of other therapies and adjuvant drugs

Dispositional or pharmacokinetic Absorption of opioid—change of route of administration
factors Drug interactions

Drug biotransformation and metabolism
Antinociceptive metabolites (e.g., morphine-6-glucuronide)
? Antagonist metabolites (e.g., morphine-3-glucuronide)
Renal function
Genetic enzymatic deficiencies

Patient behavior and psychological Somatization and psychological distress
state Chemical coping

Cognitive status and delirium



ionization, unbound fraction of dose, apparent volume of distribution, and clear-
ance.110 A change in route of opioid administration is required in approximately
60% of advanced cancer patients in their last 4 weeks of life,111 often because of
impediments in relation to the mode of administration and absorption.

Current equianalgesic dose tables quote the oral to parenteral potency ratios
for most opioids. In the case of morphine, single-dose studies showed a 6 :1 
oral to parenteral dose ratio.112 However, clinical practice in cancer patients
(reflected also in most equianalgesic tables) exposed to repeated dosing suggests
this ratio is 2 : 1 or 3 : 1.113,114 The different oral to parenteral dose ratios of mor-
phine in single dosing and chronic dosing has been attributed to the accumula-
tion of the active analgesic metabolite, morphine-6-glucuronide (M-6-G),113

possibly facilitated by an enterohepatic circulation.115

The potential role of morphine metabolites in the generation of morphine
tolerance is controversial. Morphine is largely metabolized to morphine-3-
glucuronide (M-3-G) and to a lesser extent to M-6-G and normorphine.115

Morphine-6-glucuronide has an analgesic potency in the range of 2 to 800 times
that of morphine, depending on route of administration, species studied, and
study design.116 A study of morphine infusions in humans showed a significant
correlation between M-6-G/morphine ratio and pain relief.117 In contrast, ani-
mal studies suggest that M-3-G administered intracerebroventricularly can
antagonize morphine analgesia.118 Studies have also suggested that M-3-G can
functionally antagonize both the antinociceptive and respiratory depressive
effects of M-6-G via intrathecal and intracerebroventricular routes,119 but does
not do so via intravenous administration.120,121 Morphine-3-glucuronide has been
associated with a number of neuroexcitatory phenomena such as allodynia,
hyperalgesia, “wet-dog shakes” and myoclonus in animals.118 Similar neuroexci-
tatory effects, including seizures have been reported in humans on high dose
morphine or hydromorphone.112–126 The hydromorphone metabolite, hydromor-
phone-3-glucuronide (H-3-G)127 and the morphine metabolite, normorphine-3-
glucuronide128 also have neuroexcitatory and antinociceptive effects in rats, and
therefore these metabolites could potentially influence tolerance development.
In the case of morphine, some authors have suggested an imbalance in the ratio
of M-3-G to M-6-G, with a disproportionate amount of M-3-G giving rise to para-
doxical pain.129 A study of M-6-G antinociception in mice showed a rightward
shift of the dose response curve with prior administration of M-3-G.130 However,
a study of cancer patients with morphine-resistant pain revealed ratios of M-6-
G/morphine in plasma and cerebrospinal fluid (CSF) that were similar to those
previously reported for patients in good pain control.131 Furthermore, a system-
atic review of the M-6-G/M-3-G ratio in a variety of study populations suggested
that this ratio remains virtually constant.132 A study of morphine metabolite levels
in hospice patients showed significantly higher levels of both M-3-G and M-6-G
in patients with renal impairment, and all of these patients had associated nausea
and delirium.133 Given the recognized role of the NMDA receptor in opioid tol-
erance and the recognized low affinity binding of M-3-G to this receptor,134 a

254 PAIN AND OTHER SYMPTOMS: TREATMENT CHALLENGES



study in rats failed to show that this metabolite’s neuroexcitatory effects were
elicited through the NMDA receptor.135 In the setting of high opioid dose admin-
istration there is growing evidence suggesting that accumulation of these
metabolites is associated with the development of adverse neuroexcitatory
effects.122,123,136 In the context of renal impairment, there is clear evidence of
accumulation of morphine metabolites,116,137,138,132,133 and in humans this accu-
mulation has been documented in association with adverse effects such as
nausea,133,139 respiratory depression,140 multifocal myoclonus,122,136 and delir-
ium.133 An opioid switch could therefore allow for the clearance of these metabo-
lites and restoration of a more favorable balance between analgesia and adverse
effects, often at a much lower dose of opioid than standard dose ratios would
suggest,4,125,141 especially where hyperalgesia has occurred in relation to the pre-
vious opioid.122,126,142

A study of cancer pain management in humans examined the relationship
between analgesia and CSF levels of morphine and its metabolites following a
switch from oral or subcutaneous to intracerebroventricular (ICV) administra-
tion of morphine.143 The CSF level of morphine increased 50-fold in the first 24
hours following ICV administration of morphine. This was the main reason pro-
posed for the improved analgesia, on the grounds that morphine was delivered
closer to one of its main sites of action and was in higher concentration in this
region. Despite detection of M-6-G in plasma, CSF levels of M-6-G were unde-
tectable in 9 out of 20 patients with poor pain control on systemic morphine,
suggesting that M-6-G contributes to the analgesic effects of systemically admin-
istered morphine. Because the ICV dosage requirements did not increase over
time, and because reduction in side effects coincided with a 90% decrease in
CSF levels of M-3-G, the authors suggest that both morphine tolerance and its
neuroexcitatory side effects are unlikely to be caused by morphine itself but
rather involve the active glucuronide metabolites. A study of the disposition of
morphine in cancer patients receiving long-term subcutaneous infusions of mor-
phine showed large intra- and interindividual variability.144 In a pharmacokinetic
study of 151 cancer patients undergoing chronic treatment with oral morphine,
morphine dose, age, sex, renal and hepatic dysfunction, and concomitant med-
ications as explanatory variables accounted for 70% of the variance in plasma
concentrations of morphine, M-6-G and M-3-G.145 In the case of concomitant
medications, raised creatinine and coadministration of tricyclic antidepres-
sants increased plasma M-3-G concentrations, ranitidine increased morphine
plasma concentrations, and raised creatinine plus coadministration of ranitidine
increased M-6-G plasma concentrations. The pharmacodynamic relevance of the
coadministration of tricyclic antidepressants or ranitidine with morphine or other
opioids in clinical practice is less clear. Overall, on the basis of current evidence,
it is likely that morphine metabolites are involved in both adverse effects and
analgesic tolerance, although their precise contribution remains unclear.

Genetic polymorphism in relation to the enzymatic ability to metabolize
opioids can possibly influence both the level of analgesia and the emergence of
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adverse effects. In the case of codeine, an estimated 7%–10% of caucasians lack
the cytochrome P-450 enzyme, CPY 2D6 to allow O-demethylation to its active
analgesic metabolite, morphine.146,147 Poor metabolizers of codeine that lack the
CPY 2D6 enzyme therefore achieve a poorer level of analgesia but surprisingly
have the same level of adverse effects.148 This enzymatic deficiency could have
a significant impact on cross-tolerance between codeine and other opioids. Oxy-
codone undergoes demethylation to oxymorphone using the same cytochrome
enzyme but the amount produced149,150 and the role of this metabolite in the anal-
gesic effects of oxycodone are not entirely clear,151 albeit that oxymorphone has
a relative analgesic potency 10 times that of morphine.152 Poor pain control has
been documented in a known poor metabolizer of oxycodone lacking the CPY
2D6 enzyme.153 Severe respiratory depression and sedation reported in a cancer
patient following an opioid switch from oxycodone to hydromorphone was 
postulated to be because of an inadvertently high dose of hydromorphone in 
the case of a poor metabolizer of oxycodone.154 Apart from these examples, the
interindividual variability in opioid responsiveness has been postulated to be due
in part to genetic differences,155 Hence it is possible that genetic differences
could potentially influence cross-tolerance between opioids.

The impact of psychological state and behavioral patterns on pain expression
and consequently on opioid dosing and possible tolerance development is well
recognized but difficult to quantify. Somatization or psychological distress, and
a history of drugs or alcohol abuse have been identified as risk factors for poor
pain control in cancer patients.156 Delirium in cancer patients is often manifested
as disinhibition with the consequent risk of misinterpreting pain level and admin-
istering opioids inappropriately.157

Earlier Clinical Studies of Opioid Cross-Tolerance and Basis of
Current Equianalgesic Tables

Some of the earlier clinical studies of cross-tolerance in humans were conducted
in cancer pain patients on relatively low doses of opioid.158 One of these studies
involved an initial double-blind relative potency comparison using placebo and
graded doses of morphine and metopon on two groups of patients. One group
were administered morphine for a week, whereas the other received metopon.
At the end of this period, a relative potency estimate was again conducted with
graded doses similar to the initial relative potency assay. Although their sample
sizes were too small to allow definitive conclusions, their findings demonstrated
a trend that direct tolerance developed to both opioids and cross-tolerance also
occurred, albeit to a lesser degree.

The current equianalgesic tables are based largely on the pioneering work 
of Houde et al.112 Originally the tables were developed to provide the pharma-
ceutical industry with dose guidelines when introducing new analgesics. These
early studies involved single dosing with an elegant study design, incorporating
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double-blind and cross-over features. The studies involved cancer patients with
postoperative and chronic pain. The patients were largely either opioid naïve or
else had limited opioid exposure to low-dose opioids. Broad confidence intervals
accompanied most of the relative potency estimates derived from these studies,
indicating a wide interindividual variability. In summary, the early studies did 
not involve long-term treatment, high doses, and systematic monitoring of toxi-
city, and therefore did not capture potential ratio changes over time. Current
equianalgesic tables, incorporating much of the data derived from these early
studies, express the relative potency of different opioids in relation to route of
administration and also in relation to a standard dose of morphine. However,
current tables usually do not include the standard deviation or range of dose
ratios. The characteristics of the current tables are summarized in Table 15.3. In
daily clinical practice, the equianalgesic tables require the user to make three
basic assumptions: (1) that the ratio is fixed over a variety of opioid doses; (2)
that the ratio is unchanged whether the switch takes place in one or other direc-
tion; (3) that the variation is not extensive enough to justify not starting at the
recommended ratio.

More Recent Studies of Cross-Tolerance and Relative Analgesic
Potency of Opioids

In the last decade there have been numerous studies reported on the relative
analgesic potency of different opioids. These studies are summarized in Tables
15.4–15.7. The studies in relation to morphine, hydromorphone, methadone,
oxycodone, and fentanyl are discussed. A comprehensive discussion of conver-
sion ratios for the various routes of administration of an opioid is beyond the
scope of this chapter.

Studies of Morphine and Hydromorphone

Three studies of the relative potency between these two opioids are summarized
in Table 15.4. The consumption of morphine and hydromorphone by patient con-
trolled analgesia for the treatment of oral mucositis in two different groups of
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Table 15.3. Characteristics of earlier studies on relative
analgesic potency of opioids

Single-dose studies
Low doses used
Wide confidence intervals for dose ratios
Limited follow-up in relation to tolerance or toxicity



patients was studied over a 7-day period.180 This was not a cross-over study but
rather a comparison between two separate groups. Although there was a similar
level of satisfaction between the two groups in relation to the opioid that was
administered, resting pain scores for mouth pain and throat pain, and scores for
throat pain on swallowing were different between the morphine and hydromor-
phone groups. The mean dose ratio of 3.55 (M:HM) derived from this study
contrasts markedly with the ratios given in the current equianalgesic tables,
which quote either 7 :19–11,159 or 5 : 1 ratios.8 This study also suggested that the
dose ratio changes over time reflecting a lesser potency of hydromorphone with
repeated use. The other two studies in Table 15.4 come from the same center
but relate to patients from different time periods. Both of these studies involved
switches from morphine to hydromorphone or vice versa, the previous opioid
being administered for at least 48 hours before the opioid switch, a time to reach
stabilization of 2478 or 4832 hours, and then a 48-hour period where stable dosing
was maintained. The earlier study involved opioid switches that also involved a
change of administrative route, whereas the most recent study involved opioid
switches without a change in route of administration. Our most recent study
showed no statistically significant difference in dose ratios between the same
opioid switches that involved either oral to oral or subcutaneous to subcutaneous
administrations. Both of these studies showed marked interindividual variability
and no correlation between the previous opioid dose and the dose ratio. The 
M :HM dose ratios derived from these two studies were 5 and 5.3. However, the
dose ratio (expressed as M:HM) for the HM to M switches were 3.5 and 3.7,
differing significantly from the ratio for M to HM switches (p = 0.0001).32

This suggests a differential level of cross-tolerance between these two opioids.
Alternatively, the authors suggest that a unified median dose ratio of 4.29, 
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Table 15.4. Studies of morphine and hydromorphone

Study authors Study design N Direction of switch Dose ratio†

[Stable dosing] and routes studied*

Bruera et al.78 Retrospective 36 M:HM 5.3 (4.9–6.4)
[48 hours] (po—sc and sc—po)

12 HM:M 3.6 (5.0–3.3)
(po—sc and sc—po)

Dunbar et al.180 Prospective 36 M iv—PCA 3.5‡

[4-day minimum] 21 HM iv—PCA

Lawlor et al.32 Retrospective 44 M:HM 5.0 (4.2–5.9)
[48 hours] sc—sc and po—po

47 HM:M 3.7 (2.9–4.5)
sc—sc and po—po

* M, morphine; HM, hydromorphone; po, oral; sc, subcutaneous; iv, intravenous.
† Expressed as median (first–third quartiles) in the direction M : HM.
‡ Mean value.



based on a total of 91 switches between morphine and hydromorphone, would 
accommodate the possibility that cross-tolerance is the same in both directions,
M to HM and HM to M. The concept of a unified dose ratio is a contrived 
mathematical explanation and is less in keeping with the real life study findings,
which suggest an inequality of bidirectional cross-tolerance between these two
opioids.

Studies of Methadone and Other Opioids

Four studies examining the relative potency of methadone, and reported in 
the last 3 years are summarized in Table 15.5. The dose ratio of oral morphine
to oral methadone quoted in the current equianalgesic tables is as low as 3 : 1.9,11

In each of the four studies summarized in Table 15.5, the relative potency 
of methadone to the other opioids was higher than anticipated on the basis of
ratios quoted in the current equianalgesic tables. One of these studies involved
a comparison of retrospectively collected data from centers in Edmonton and
Milan.160 In 37 switches from hydromorphone to methadone conducted by the
Edmonton group the median (range) hydromorphone dose in mg was 236 (36–
1080), and in 51 switches from other opioids to methadone conducted by the
Milan group the median hydromorphone equivalent dose prior to switching 
was 3 (1–60) (p < 0.001). In this study as well as the three other studies sum-

Dose Ratios Among Different Opioids 259

Table 15.5. Studies of switches to methadone from other opioids

Study authors Prior opioid Dose range N Median dose ratio
(design) (route)a [mg/day] (1st–3rd quartiles)

Bruera et al.78 HM (sc) [13–300] 49 0.95 (0.2–12.3)
(Retrospective) [≥300] 16 1.6 (0.3–14.4)b

[13–2,076] 65 1.14 (0.5–2.04)b

Lawlor et al.79 M (iv, po, sc) [42–12,012]c 14 11.36 (5.9–16.3)
(Retrospective) ME (po, pr) [3–240] 6 8.25 (4.37–11.3)

Combined 20 11.20 (5.06–13.24)

Ripamonti et al.160 HM (sc) [36–1,080] (37) 1.47 (0.81–2.47)
(Retrospective) Othersd (51)e 0.25 (0.17–0.44)

88 0.51 (0.20–1.38)

Ripamonti et al.80 M (po) [30–90] 10 3.7 (2.5–8.8)b

(Cross-sectional, [90–300] 20 7.75 (4–10)b

prospective) [≥300] 8 12.25 (10–14.3)b

[30–800] 38 7.75 (5–10)b

a po = oral, iv = intravenous, sc = subcutaneous, pr = rectal.
b Median (range).
c Expressed as morphine equivalent subcutaneously (sc).
d Morphine (15), Oxycodone (15), Codeine (8) orally and Buprenorphine sublingual (8).
e Doses of initial opioid were converted to a hydromorphone equivalent.



marized in Table 15.5, the dose ratio was correlated positively with the opioid
dose prior to switching to methadone. Many other case series and case reports
also suggest that the relative potency of methadone is much greater than the
current equianalgesic tables would suggest.125,126,161–165

The most recent study demonstrates differing dose ratios in relation to the
different dose ranges of morphine prior to rotation.80 The correlation of previ-
ous opioid dose and dose ratio was highly positive, reflected in a Pearson corre-
lation coefficient, r = 0.91. The authors of this and other studies propose a phased
switch over protocol over a 3-day period when switching from another opioid to
methadone.78–80,160 During each of these 3 days approximately 33% of the esti-
mated final methadone dose is added whereas the original opioid dose is reduced
by approximately 33%. Morley and Makin166 propose a protocol that involves
stopping the prior opioid on the day of switching to methadone and then in the
case of patients on a prior oral morphine equivalent dose of more than 300 mg
daily, the dose of methadone is given as 30mg on a prn basis (not more than 3-
hourly) for 6 days. For those patients on a prior morphine equivalent dose of less
than 300mg daily, the corresponding dose of methadone given on a prn basis
(not more than 3-hourly) for 6 days is 10% of the oral morphine equivalent of
the opioid prior to switching. At the end of this 6-day period they recommend
continuing with a mean 12-hourly dose based on the last 2 days use of
methadone. Further prospective studies are required to determine the most
appropriate protocol to use in switching from other opioids to methadone.

Studies of Oxycodone and Other Opioids

Recent studies examining the relative potency of oxycodone (Oxy) are summa-
rized in Table 15.6. Earlier single-dose studies in cancer patients by Beaver et
al. suggested that the parenteral : oral dose ratio for oxycodone was 1 :2167 and
the dose ratio between parenteral morphine and oxycodone was in the range of
2 :3 and 3 :4.168 Current equianalgesic tables quote a dose ratio for oxycodone :
morphine of 1.5 : 1 for parenteral administration10,11,159 and 1 :1 to 3 : 210 or 1 :
19,11,159 for oral administration. Kalso and Vainio’s randomized double-blind study
of morphine and oxycodone in cancer patients suggested that the consumption
of intravenous oxycodone was a median of 30% higher than that of morphine to
achieve equianalgesia, and the order in which the drugs were administered had
no effect on the consumption.169 In contrast, the inferred ratio of oral M:oral
Oxy based on consumption levels was 1.48 :1, suggesting that oral oxycodone was
more potent than oral morphine. A further study by Kalso et al.170 in postoper-
ative patients suggested a 2 : 3 ratio for intravenous Oxy : intravenous M. Two
further studies suggested equipotency between morphine and oxycodone, in 
the case of oral to oral switch,171 and in the case of intravenously administered
morphine and oxycodone to two similar patient groups without a cross-over
feature.172 The remaining three studies in Table 15.6 case conducted in cancer
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patients and included two randomized double-blind cross-over studies,173,174 and
a retrospective study. They all suggested a 2 : 3 dose ratio for Oxy :M, when given
orally173,174 or subcutaneously.175 The study by Heiskanen and Kalso174 found that
the direction of the opioid switch with oral administration resulted in a differ-
ent dose ratio, 2 : 3 for an oxycodone to morphine switch and 4 :3 for a morphine
to oxycodone switch. The authors of this cross-over study suggest the possibility
of a period effect relating to the previous opioid, particularly as the study design
did not involve a wash-out phase. This bidirectional difference was not found in
the study by Bruera et al.173

Fentanyl and Other Opioids

The use of fentanyl in advanced cancer patients has increased, particularly with
the advent of a transdermal mode of administration. Studies that examined the
relative potency of fentanyl in relation to other opioids are summarized in Table
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Table 15.6. Studies of morphine or hydromorphone and oxycodone

Study authors Study design N Direction of switch Dose ratioc

(dosing period)a and routes studiedb

Kalso and Vainio169 RDBXO 20 Oxy iv—Oxy po 0.7 (0.49–0.78)
(48 hours) M iv—M po 0.31 (0.17–0.35)

M po—Oxy po 1.48d

M iv—Oxy iv 0.7 (0.6–0.88)

Kalso et al.170 RDB Oxy iv or M iv Oxy :M, 2 :3
(2 hours)

Glare and Walsh171 Prospective, open 10/24 Oxy po—M po 1 :1
Oxy po—M iv 3 :1

Heiskanen and Kalso174 RDBXO 27/45 Oxy po—M po 2 :3
(3–6 days) M po—Oxy po 4 :3

Bruera et al.173 RDBXO 23/31 M po—Oxy po M:Oxy, 1.5 : 1
(7 days) Oxy po—M po (1–2.3 :1)

Silvasti et al.172 RDB 24 Oxy iv (PCA) M:Oxy, 1 : 1
(24 hours) 25 M iv (PCA)

Gagnon et al.175 Retrospective 8 M sc—Oxy sc 1.0
(24 hours minimum) 11 HM sc—Oxy sc 0.4

19 M sc—Oxy sce 1.4

a RDB, randomized, double-blind; XO, cross-over study.
b M, morphine; HM, hydromorphone; Oxy, oxycodone; po, oral; iv, intravenous; sc, subcutaneous; PCA, patient-
controlled analgesia.
c Ratios expressed in the direction of the switch unless otherwise stated. Ratios are quoted as per original papers
and their values as median and (range) where available.
d Ratio was inferred from median doses given in the original paper.
e Expressed as morphine equivalent.



15.7. The mean ratios quoted in these studies show relatively close agreement.
The largest study to date that examined fentanyl’s relative potency with chronic
use, involved a prospective study of the transdermal route.176 Although this study
found a mean ratio of 70 :1 for M:F, the authors concluded that a ratio of 100 :
1 provides for a relatively safe conversion in the direction from oral morphine
to fentanyl. Although the manufacturers of the fentanyl transdermal patch have
provided a slide table with dose ranges of other opioids and the recommended
dose of fentanyl relative to these ranges, there is a paucity of data in the litera-
ture concerning the use of fentanyl in chronic therapy. Furthermore, there is
some controversy over the most appropriate protocol for switching either from
or to the fentanyl transdermal delivery system in relation to other opioids.177,178

Limitations of the Current Equianalgesic Tables in the Light of
Recent Clinical Studies

There are several limitations to the current equianalgesic tables.3,179 These tables
represent essentially an effort to provide a cookbook-styled guide for physicians
when switching from one opioid to another. Given the potential interplay and
complexity of pharmacodynamic and nonpharmacodynamic factors described
earlier in this chapter, it is hardly surprising that such a cookbook-styled table
would inherently entail certain limitations when used in the context of chronic
opioid administration. Switching opioids in advanced cancer patients is often
done against a background involving one or more of the following factors: cog-
nitive impairment or delirium, hepatic or renal dysfunction, other concomitant
metabolic disturbances, and finally the influence of often many concomitant
treatments. The context in which an opioid switch takes place in palliative care
is therefore often in contrast to the relatively controlled environment in the early
relative potency studies.
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Table 15.7. Morphine or hydromorphone and fentanyl studies

Study authors Study design N Direction of switch Dose ratio
and routes studied*

Paix et al.182 Retrospective 8 M sc—F sc 68†

(Range, 15–100)

Donner et al.176 Prospective 38 M po—F td 70†

Open

Watanabe et al.183 Retrospective 4 M sc—F sc 85.4 (65–112.5)‡

6 HM sc—F sc 23 (10–29)‡

* HM, hydromorphone; F, fentanyl; sc, subcutaneous; po, oral; td, transdermal.
† Mean value.
‡ Median value (range).



With the current equianalgesic tables there are at least five major areas with
limitations that warrant recognition:

1. These tables do not reflect the tremendous interindividual variability in
relative potency estimates.32,78

2. Although Houde et al. recognized that tolerance development with repet-
itive dosing could influence the relative potency estimate between two opioids,
this message is often inadequately portrayed or absent from many of the cur-
rent equianalgesic tables. However, in the text accompanying these tables many
authors have recommended equianalgesic dose reductions in the range of 25%–
75% to allow for incomplete cross-tolerance.10,159

3. The current equianalgesic tables assume that the same relative potency
ratio operates irrespective of the level of opioid dose reached prior to an opioid
switch. The relative potency ratio in switching to methadone has been shown to
vary in relation to the previous opioid dose.78–80,160 The earlier studies of Houde
et al.158 involved single doses and the doses used were relatively low and hence
the rather unique finding in relation to methadone, where the dose ratio is 
correlated positively with the previous opioid dose, might not have been 
manifested.

4. The current equianalgesic tables do not account for the possibility of uni-
directional cross-tolerance, for example, the relative potency ratio for a switch
from morphine to hydromorphone is considered to be the same as the reverse
switch. Recent studies however suggest that this might not be the case and that
the level of cross-tolerance is not equal when switching in both directions.32,78

5. The current equianalgesic tables do not take into account the possi-
bility of the accumulation of active metabolites, particularly in the case of renal
impairment.133

Proposals for Updating the Current Equianalgesic Tables

While the cookbook concept has obvious flaws in relation to equianalgesic 
tables, there is nonetheless a need to present information for the busy physician
in a readily accessible format. We suggest that the following areas warrant 
consideration for revision in relation to the opioid pharmacotherapy of chronic
pain:

1. There is compelling evidence to suggest that methadone is more potent
than previously appreciated. The correlation of dose ratio with the previous
opioid dose is paramount. We therefore suggest different dose ratios depending
on the dose of previous opioid similar to that used by Ripamonti et al.80 in their
most recent study outlined in Table 15.5. Although there is no universally agreed
protocol for switching to methadone, all equianalgesic tables should in the 
meantime carry a warning concerning methadone’s long half-life and the need
for experience on the part of a physician making opioid switches involving
methadone.
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2. Both earlier and more recent studies, as outlined in this chapter, have
demonstrated tremendous interindividual variability in dose ratios. We suggest
that this warning should be stated directly in the equianalgesic tables and the
need for careful individual titration be stated emphatically.

3. Regarding oxycodone, the bulk of available evidence from randomized
controlled trials169,173,174 suggests that oral oxycodone has a dose ratio of 2 : 3 
when compared to oral morphine. Different bidirectional cross-tolerance pos-
sibly also exists174 but warrants further study. In the meantime we suggest 
that a ratio of 1 : 2 for oral oxycodone to oral morphine would serve for safe initial
titration.173

4. The best available evidence relating to the inequality of bidirectional
cross-tolerance between morphine and hydromorphone32,78 (see Table 15.3) and
the dose ratio of 3.5 between these two opioids with chronic use180 could be of
particular significance with higher opioid doses. We therefore suggest that there
should be at least a footnote warning placed in relation to the dose ratio between
these two opioids, most commonly quoted as 7 : 1 for M:HM.9–11,159

5. The reports of severe opioid toxicity (including hyperalgesia) in renal
impairment, associated with the accumulation of pharmacologically active
metabolites122,133,136,181 merit a footnote warning concerning the use of those
opioids with active metabolites such as morphine and hydromorphone in renal
impairment.

Methodological Issues and Future Research

The dangers of misinterpreting data from single-dose studies in relation to the
chronic use of opioids in cancer patients is highlighted in this chapter. In a 
somewhat similar way, the interpretation of randomized controlled trials exam-
ining dose ratios in the context of advanced cancer warrant caution. In clinical
practice, the reason for switching opioids in a palliative care setting is often
adverse side effects such as delirium.141,153 This contrasts markedly with many of
the randomized controlled trials where the titration of opioid doses do not reach
the point of toxicity, which is the particular juncture where opioid switching is
likely to occur in clinical practice. Although randomized controlled trials are con-
sidered the “gold standard” of evidence, it is possible therefore that they might
not capture the real clinical context of switching opioids in advanced cancer. 
Randomized controlled trials in the context of repeated opioid dosing, and in-
corporating a cross-over feature will still provide more useful information than
single-dose studies. To incorporate a cross-over feature in the clinical context of
opioid toxicity, anticipatory consent would have to be obtained from the patient
in a cognitively intact state, or alternatively proxy consent from a relative or other
designated proxy could be obtained at the time of occurrence of opioid toxicity.
Clearly the design of such studies are challenging in both a pragmatic and ethical
sense. In the interim some of the best possible evidence might emanate 
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from systematic and sequential observations of dose patterns in cohorts of
patients, who are on chronic opioid treatment and require a switch in the event
of toxicity.

The advent of patient-controlled analgesia provides a useful mechanism 
for studying relative potency of opioids but again might not represent the 
clinical context of opioid switching in an effort to manage opioid toxicity. Fur-
thermore, studies that calculate the consumption of two opioids over an extended
number of days, do not necessarily reflect the actual dose of opioid needed
directly at the time of switching, where there is likely to be a carry-over or 
period effect, which can relate to a plethora of pharmacodynamic and pharma-
cokinetic factors, as discussed previously. In the context of clinical practice 
it would seem wise to adopt a study methodology that has an arm incorporating
a cross-over feature and hence captures the early carry-over effect associated
with the previous opioid, which could have a significant impact in clinical 
practice.

The issue of equianalgesia also poses some difficulties in interpreting the
findings of some studies.169,174 In clinical practice in the setting of palliative care,
the patient is often cognitively impaired and unable to give a reliable account of
pain perception through visual analog or other descriptor scales.

The role of morphine as a reference opioid for all other opioids is probably
related to its frequency of use and many years of clinical experience with its use.
The issue of the correct oral to parenteral dose ratio for morphine with repeated
dosing warrants further research as relatively few studies have examined this in
a systematic way.

Conclusions

The issue of cross-tolerance among opioids is highly complex and reflects the
interplay of many pharmacodynamic and pharmacokinetic factors. Hence there
are appreciable difficulties in reaching a simple ratio or value regarding the 
relative potency of two opioids, particularly in the context of chronic opioid
treatment. The current equianalgesic tables were based largely on single-dose
studies and therefore have definite limitations in their applicability to chronic
opioid pharmacotherapy. We suggest that revisions be considered regarding
opioid switches involving methadone, particularly in relation to the under-
appreciated potency of methadone, and the correlation of methadone dose with
the dose of prior opioid, which is best reflected by presenting different dose
ratios for different dose ranges. Current evidence suggests that oxycodone is
more potent than previously appreciated, this in turn warrants recognition in the
equianalgesic tables. The inequality of bidirectional cross-tolerance between
morphine and hydromorphone in chronic therapy also merits recognition. The
findings of randomized controlled clinical trials have limited applicability to the
context of opioid toxicity in clinical practice.
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Ultimately, the equianalgesic tables can be no more than guidelines for physi-
cians. The emphasis should be placed on initial safe-dose conversions and the
need to follow up with careful titration of opioid dose in each individual case, as
evidenced by the extensive interindividual variability in relative potency ratios
obtained to date.
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Intraspinal Pain Therapy in Palliative Care

MAGNUS SJÖBERG AND NARINDER RAWAL

It has been suggested that the guidelines for treatment of cancer pain established
by the World Health Organization1 can control more than 90% of cancer-related
pain syndromes.2 The oral and parenteral routes of opioid therapy are favored
for their simplicity and lower cost. Some patients do not respond adequately to
these approaches, however, and more invasive techniques are needed.

The discovery that small doses of opioids administered in either the sub-
arachnoid or epidural spaces provides profound and prolonged segmental anal-
gesia represented a major breakthrough in pain management. Since their
introduction into clinical practice in 1979, spinal opioids have achieved great
international popularity, either as sole analgesic agents or in combination with a
low-dose local anesthetic. Segmental analgesia induced by intraspinal opioids has
a role in the management of a wide variety of surgical and nonsurgical painful
conditions. The technique has been employed successfully to treat intraopera-
tive, postoperative, traumatic, obstetric, chronic, and cancer pain.

About 2% of patients with cancer pain are candidates for spinal opioid treat-
ment.3,4 The indications are inadequate pain relief or intolerable side effects from
other routes. The main advantages of spinal opioid analgesia are prolonged anal-
gesic effect after a dose and a lower intensity of side effects such as sedation,
drowsiness, emesis, nausea, and constipation. The unique feature of spinal opioid
analgesia is the lack of sensory, sympathetic, or motor block, which allows a
patient to ambulate without the risk of orthostatic hypotension or motor incoor-
dination usually associated with local anesthetics administered epidurally or
intrathecally.

In general, a good analgesic response to systemic opioids, compromised by
intolerable side effects, appears to predict good pain relief with spinal opioids.5

Some patients have pain syndromes that are relatively poorly responsive to spinal
opioids (Table 16.1). The alternative treatments in the event of failed spinal
opioid therapy include destructive methods (neurolytic blocks and neurosurgi-
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cal interventions, both of which may cause irreversible side effects), or nonde-
structive methods using spinal infusion of non-opioids, with or without addition
of opioids (Fig. 16.1, Step 5).

Intraspinal treatment provides reversible side effects and gives the patient
the ability to control the pain treatment, both by close communication with the
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Table 16.1. Likelihood of responsiveness to treatment with
intraspinal opioids*

Continuous somatic pain
Continuous visceral pain
Intermittent somatic pain
Intermittent visceral pain
Neuropathic pain
Cutaneous, ulcer, and fistula

* From most to least likely.
Source: Arnér and Arnér, 1985.5

Figure 16.1. Horizontal axis: Increasing complexity and refractoriness of cancer pain.
Vertical axis: Pain treatment ladder, including the WHO Analgesic Ladder (Steps 1–3),
with additional methods of increasing invasiveness (4–5), adapted to the progress of
cancer pain.21



pain team and by patient-controlled analgesia (PCA). It encourages an accept-
able balance between pain relief and side effects. A wide choice of drugs is, at
least theoretically, possible. However so far, wide clinical use involves the choice
between a combination of local anesthetics and opioids or clonidine and opioids.
Treatment must choose between the epidural or intrathecal route and the use
of technically well-functioning catheter systems with external or internal devices.
Rational, safe routines in the care of the patients and the catheter systems are
mandatory.

General Aspects of Intraspinal Infusion: 
Epidurally or Intrathecally?

The epidural and intrathecal routes for opioids, with or without addition of local
anesthetics, are both useful to provide effective pain relief in severe cancer pain.
Epidural treatment is familiar to every anesthesiologist and this may be advan-
tageous. However, the intrathecal route has some potential advantages compared
to the epidural route.

The main differences between the intrathecal and epidural modes are
anatomical, biomechanical, and pharmacokinetic.6–12 The epidural and intrathe-
cal spaces are separated by the dura mater, which is difficult to penetrate by
hydrophilic drugs, such as morphine, and more easily permeable to lipophilic
drugs, such as sufentanil and fentanyl.7,10 The epidural space is filled with loose
connective tissue, fat, and blood vessels, which absorb a major part of the
epidural drug. This results in enhanced risk of systemic opioid-related side
effects by the epidural route compared to the intrathecal route. Opioid doses
need to be increased rapidly during epidural treatment due to fibrosis and tol-
erance. The nerve roots in the epidural space are draped by a thick perineural
tissue, which is also a thicker tissue barrier to drugs than the thin and easily per-
meable membrane that surrounds the rootlets in the intrathecal space.

There is often a rapid appearance of extensive fibrosis around an epidural
catheter (Fig. 16.2a), whereas fibrosis around intrathecal catheters is scarce or
nonexistent in humans (Fig. 16.2b).13–15 Although animal studies have reported
increased fibrous reaction with polyurethane,16 polyethylene,17 and silicone-
elastomer18 catheters, no fibrous reaction was noted when nylon15,19 and
polyamide catheters19 were used in human studies. The difference in the rate of
fibrosis results in more biomechanical complications, increased doses, and 
maldistribution of the drugs when the epidural route is used during long-term
treatment.

Another anatomical cause of maldistribution of the spinal infusate is
intraspinal tumor growth.20 Epidural stenosis due to collapsed vertebrae and
tumor growth are more frequent than intrathecal stenosis in cancer patients.20

Furthermore, neuropathic pain induced by epidural metastases—a common
mechanism of refractory cancer pain—must be blocked proximal to the epidural
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Figure 16.2a. Microscopic view. The epidural space after 188 days of intrathecal
catheterization. Epidural tissue with fibrous capsule (small arrows) and calcifications
(large arrow) around the catheter canal (*). (Stained by Van Gieson colour, bar, 1 mm.)

Figure 16.2b. Microscopic view. The catheter in the subarachnoid space after 274 days
of intrathecal treatment by morphine and bupivacaine. There is no sign of reaction on 
its surface and adjacent spinal roots are normal. (Stained by Van Gieson colour. The 
diameter of the catheter is 1.1 mm.)
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nerve damage. This is possible by an intrathecal catheter with its tip located
above the stenosis.20,21

The considerable differences between the epidural and intrathecal routes
regarding the fractions of morphine doses available for the spinal opioid recep-
tors results in much higher doses of morphine and bupivacaine by the epidural
compared to the intrathecal route. The epidural : intrathecal dose ratio suggested
for morphine is 10–20 :1 and for bupivacaine is ª10 :1. This results in larger
volumes and more frequent exchange of drug cassettes or larger drug reservoirs
when epidural therapy is used.21,22 A 100ml drug reservoir with mixture of mor-
phine and bupivacaine usually lasts for 2–4 weeks when the intrathecal route is
used, compared to 12–24 hours when epidural infusion is used.11 To use bupi-
vacaine and morphine storage in cassettes for several weeks seems to be pos-
sible, as the drugs have been reported to be stable for 3023 and up to 90 days24

with no bacterial contamination.
The technically more complicated procedure of insertion of intrathecal

catheters25 at a high thoracic or cervical level may favor the epidural route as the
first choice when these procedures are needed. Lumbar or low thoracic inser-
tion techniques seem to be more or less equally difficult.

Intrathecal Treatment for Cancer Pain

Combination of opioids and local anesthetics

The rationale for combining drugs intraspinally is that different types of drugs
may eliminate pain by acting at different sites. Local anesthetics act at the nerve
axon and opioids act at the receptor site in the spinal cord.

Local anesthetic and opioid combination techniques have been studied
extensively in the obstetric population. If even an extremely low concentration
of local anesthetic is added to the opioid, the quality of analgesia may be far supe-
rior. As might be expected, pain relief at rest is better than during movement.
Spinal opioids alone provide good pain relief at rest but may not be adequate
during physiotherapy and mobilization. Epidural local anesthetics alone are 
incapable of maintaining sensory anesthesia for a prolonged period due to 
tachyphylaxis.

Patient selection

Criteria for initiating trials of regional opioid analgesia, as well as for select-
ing a delivery system, remain ill-defined. In general, intraspinal opioids are 
considered in the presence of inadequate analgesia and/or persistent side 
effects despite careful trials of systemic analgesics titrated to effect. Relative 
contraindications include bleeding diathesis, severe immune dysfunction, 
local tumor infiltration, local or systemic infection, and lack of informed 
consent.

Intraspinal Pain Therapy in Palliative Care 281



Patients with neuropathic pain because of plexus or peripheral nerve inva-
sion, and those with movement-related pain, are more likely to require
intraspinal therapy in which an opioid and local anesthetic are combined. This
is independent of prognosis, although life expectancy is a major determinant of
the selection of a drug delivery system.

Catheter and drug delivery systems

Intrathecal catheter systems can be either implantable or external percutaneous,
tunneled devices (Table 16.2).

Percutaneous catheters
Untunneled or short-tunneled catheters should be used only for days or a week.
For longer use, a percutaneous catheter should be tunneled subcutaneously for
a longer distance. The drug is either administered manually by serial bolus injec-
tions or is infused via an external portable pump. Placement of the catheter is
simple and undemanding for the patient, and this system is cost-effective for a
very short-time use, for example, postoperatively. However, the short- or untun-
neled catheters are more prone to migration or dislodgement and, because they
exit the skin near the spine, the risk of central nervous infection may be enhanced
with prolonged use. Percutaneous, long-tunneled catheters with a firm fixation,
herein termed externalized long-tunneled systems, can be used for long periods
(months, years). This system is associated with a much lower rate of technical
complications.26

Totally implantable systems
These systems consist of an internalized catheter system attached to a fully-
implanted subcutaneous infusion pump (see Table 16.2.). A computer and
special software are required to monitor and reprogram the devices. The cost
ranges between $6000 and $10,000. The cost-effectiveness of these systems has
been debated considerably. Proponents claim that by limiting pharmacy and
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Table 16.2. Classification of drug delivery systems

Type I Percutaneous epidural or intrathecal catheter (taped)
Type II Percutaneous epidural or intrathecal catheter short-tunneled subcutaneously
Type III Percutaneous epidural or intrathecal catheter long-tunneled subcutaneously with

external, portable, PCA-programmable pump
Type IV Totally implanted epidural or intrathecal catheter attached to a subcutaneous injection

port
Type V Totally implanted epidural or intrathecal catheter attached to implanted manually

activated (patient-controlled) pump or a fixed rate infusion pump
Type VI Totally implanted epidural or intrathecal catheter attached to implanted computer-

programmed infusion pump



home care nursing costs, these techniques are cost-effective. It is generally
agreed that these systems are indicated in highly functional, ambulatory patients
and when therapy is anticipated for longer than 3–6 months.

Indications for intrathecal opioids and local anesthetics

Long-term infusion of intrathecal opioids and local anesthetics is indicated espe-
cially for pain that is poorly responsive to opioid drugs and when systemic or
spinal opioids result in unacceptable side effects. The most common types of
poorly responsive cancer pain include intermittent somatic pain, intermittent vis-
ceral pain, most types of neuropathic pain, and somatic pain due to large muco-
cutaneous ulcers. Experience to date is extensive enough to describe intrathecal
administration as a safe and very effective method, and to use this method as an
early choice in the clinical practice for long-term treatment of severe refractory
cancer pain.11,21,25,27–32

Contraindications to treatment

Intrathecal catheterization is contraindicated in the setting of increased intracra-
nial pressure (e.g., from intracranial metastases). Both epidural and intrathecal
catheterization should be avoided in cases of infection in the catheterization area,
septicemia, severe bleeding diathesis, severe immune dysfunction, local tumor
infiltration, lack of informed consent, and severe mental disturbance or sub-
stantial lack of cooperation from the patient. When treatment at home is
planned, cooperation is also needed from the family.21,32 In cases with spinal
stenosis because of epidural metastases, special consideration should be taken
regarding the risk of neurologic complications and technical difficulties during
the insertion of the intrathecal catheter. Epidural tumor and spinal stenosis are
not absolute contraindications, however. Also debilitation is not a contraindica-
tion. At times, effective pain relief without heavy sedation can lead to a remark-
able improvement.

Experience with long-tunneled intrathecal catheters

As previously discussed, the systems for long-term use should be either
implanted or external long-tunneled devices. The following guidelines are based
on experience using externalized long-tunneled intrathecal catheters in more
than 330 patients during 27,600 treatment days, including more than 10,000
treatment days at home. The treatment lasted for between 2 and 755 days
(median 40 days).21,26

Technique
The insertion of a long-tunneled catheter (intrathecal or epidural) should be per-
formed under strictly sterile precautions in an operation theater. The procedure
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is usually performed after infiltration of local anesthetics. In patients with mul-
tiple fractures or with other types of severe pain that complicate the positioning
on the operation bed/table, spinal anesthesia can be given before the start of the
insertion procedure. The use of different sizes of catheters has been
described.21,26,33–37 Up to 18G catheters can be used.21,26 The dura mater is punc-
tured by a Tuohy needle and the catheter is inserted. The tip of the catheter is
placed in the middle of the segments of maximum pain. In cases with spinal
stenosis, the catheter is usually placed immediately above the stenosis. To facil-
itate the location of the catheter, fluoroscopic imaging and soft steel mandrin can
be used in the catheter.

The catheter is tunneled subcutaneously far from wounds and stomas. For
example, the catheter can be tunneled paravertebrally over the shoulder with
the exit at the level of the pectoral muscle. The catheter is fixed by a silicone
muff and by two sutures at the exit. The catheter hub is fixed by two steel sutures.
A reliable fixation of the catheter is a necessity for a long-term intrathecal
catheter system used at home. An antibacterial Millipore filter (size 0.22 mM) is
connected between the catheter hub and the drug tube.

Continuous infusion should be used preferably by a portable pump with 
PCA facility.21,38 After catheter insertion, the patient is supervised in a postoper-
ative ward for about 12 hours before admission to the ward. After another 2–5
days of dose adjustments, the patient is able to leave the hospital for home or
hospice.

The infusate typically contains morphine without preservatives (0.5–
1.0mg/ml) and an isobaric solution of bupivacaine (4.5–4.75mg/ml). A test dose
of 0.75–1.0ml of the mixture is injected. A starting dose of 4.5ml/day is rapidly
increased until acceptable pain relief is obtained. Further guidelines for dose
adjustment are presented in Table 16.3.

Care
The dressing at the tunnel exit is changed within 48 hours after the catheter
insertion and every 7–10 days thereafter. A compress protects the skin from pres-
sure from the filter. The exit, the catheter hub, and the filter are covered by a
transparent adhesive dressing. A label “intrathecal catheter” is recommended on
the dressing. The antibacterial filter is changed once a month23 This change
carries a risk of bacterial contamination and meningitis. It should, therefore, be
performed using strictly antiseptic precautions, including sterile gloves, and
cleaning the catheter, hub, and filter with 0.5% chlorhexidine in 70% alcohol
before the filter exchange. As chlorhexidine and alcohol are neurotoxic, the solu-
tion must not go into the catheter. The filter is primed with the drug mixture
before connection of the hub. The filter is a protection against bacterial conta-
mination. During the care on the pump side of the filter, the hands are cleaned
by alcohol/chlorhexidine, and a strict antiseptic technique is used during filling
and exchanging drug reservoirs. The drug reservoirs are exchanged when empty.
When the tunnel exit is covered by an impermeable dressing, the patient may
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Figure 16.3. A patient with intrathecal pain treatment cooking his porridge at his 
home. He had a systemic morphine resistant pain. The catheter tip was placed at the
segment of Th 8–9. He had a continuous intrathecal infusion of morphine and bupivacine
by a portable pump, with patient-controlled analgesia-availability, and was treated at home
for 8 months.
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take a shower and change the dressing afterwards. The pump should be 
protected from water.

Results
Using these techniques, all patients with poorly responsive pain obtained accept-
able pain relief during the major part of the rest of their lives. The pain score
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Table 16.3. Suggestions for starting intrathecal morphine or bupivacaine via lumbar and
low thoracic catheters

These suggestions represent one of several different ways to start intrathecal treatment with
mixtures of morphine and bupivacaine in refractory cancer pain. They are based on experience
with >300 cancer patients during >25,000 days, including >9500 days that were at home. To make
the dose adjustments more suitable, a mixture with fixed concentration of morphine and
bupivacaine can be chosen. Bupivacaine is the more effective of the drugs, and a higher
concentration and dose of bupivacaine is chosen to obtain good pain relief in severe morphine
resistant pain.49,58,62

1. Place the tip of the catheter at the middle of the segments of maximum pain. In cases with
spinal stenosis, the catheter is usually placed immediately above the stenosis.

2. Use continuous infusion, preferably by a volume-programmable pump with PCA facility.
3. The mixture contains morphine 0.5–1.0mg/ml and isobaric solution of bupivacaine 4.5–

4.75mg/ml. After insertion, a test dose of 0.75–1.0ml of the mixture is injected. The starting
dose with this mixture is usually 0.2ml/hour. The incremental dose is set to the dose
corresponding to the infused dose of approximately 1 hour. The patient is supervised on the
recovery unit for 12–14 hours before moving to the regular ward.

4. The volumes (doses) are increased gradually until adequate pain relief (VAS 0–2 out of 10) is
obtained by adding the total infused dose with the sum of the incremental doses of the last 24
hours. This dose is set as the infused dose during the following 24 hours and the new
incremental dose as described above.

5. The patient, family, and staff should be informed about the most common side effects. An
incremental dose <1.25mg bupivacaine/day does not usually result in side effects. Some of the
side effects, for example, paresthesia, are transient within a few days despite the same dose.

6. Mostly high doses of bupivacaine per hour and on demand are required in patients with pain
involving many spinal segments; deafferentation pain from spinal cord, nerve roots, or from the
brachial, celiac, or lumbosacral plexus; and pain due to subileus and ileus or of ischemic origin
or pain caused by large mucocutaneous ulcers from the tumor. In these cases, bupivacaine-
related side effects are more common.

7. The systemic administration of opioids should be gradually decreased and not suddenly
withdrawn. Opioid abstinence should be treated independently of the intrathecal morphine
doses. An addition of oral clonidine may be used to treat withdrawal effects from systemic
morphine. A dose of opioid by other routes with addition of peripheral and nonsteroidal
analgesics are often needed to treat pain distant from the area treated by the intrathecal
catheter.

8. Sedatives can gradually be reduced but not suddenly interrupted. The intrathecal pain
treatment has no effect on anxiety, and many patients still have need for anxiolytics even during
a well-functioning pain treatment.

9. Daily contact with the patient every day in the beginning of the treatment, for dose
adjustments and recurrent pain analysis, is of great importance. A pain physician has to be
easily available 24 hours/day in the event of breakthrough pain or complications. Psychosocial
support is of great importance.



on a 10 cm visual analogue scale declined to 0–2 from 6–10 before.11,29

Other studies,21,28 however, have shown temporary therapeutic failures when 
the catheter tip was not placed at the appropriate level, when the bupivacaine
doses were too low and morphine doses too high, and when the pain 
was spread widely over, for example, over both upper/lower thoracic and lumbar 
segments.

Effective pain treatment was obtained at very different intrathecal doses
(intrathecal morphine 1.0–25.0 mg/day, median 6 mg/day; bupivacaine 9.0–
250.0mg/day, median 50mg/day, volumes 2–50ml/day, median 10ml/d). There-
fore, the intrathecal doses must be individually titrated due to differences in
spread and types of pain.11,21,28,29

There were large differences in doses required by patients with and without
epidural or intraspinal metastases associated with spinal stenosis.20 Epidural
metastases obstruct epidural analgesia but intrathecal treatment can still be
effective.11 The largest doses were registered in cases with total spinal stenosis
with paraplegia due to epidural tumor growth. After starting intrathecal treat-
ment, the total opioid consumption could be reduced to a tenth of the systemic
dose.21,28,29 The patients’ minds were clear and the use of sedatives21,29 were
reduced. The duration of undisturbed sleep improved from 2–3 hours to 4–6
hours per night in more than 90% of the patients.11,21,28,29

Intrathecal infusion did not significantly improve ambulation, but none of the
patients became bedridden as a consequence of the treatment. Patients with
impaired mobility could be moved more easily and spend more time out of bed
because of less pain. Hospitalization was not because of the intrathecal treat-
ment, but was needed because of the patient’s general condition. In different
reports, between 40%–79% of cancer patients with intrathecal infusion of 
morphine and bupivacaine were treated at home.21,28,29,31

Factors influencing intrathecal doses

The doses of intrathecal morphine and bupivacaine range widely, indepen-
dent of age, sex, and weight. The only reported correlation between doses and
pain types is an increased need of bupivacaine in cases with neuropathic
pain.21,29,30 Thus, the dose of morphine and bupivacaine have to be titrated 
individually.21,28

Eighty percent of patients with neuropathic pain required more than 
60mg/day of bupivacaine to obtain sufficient pain relief.21,29 Increasing intrathe-
cal morphine doses to more than 20–30mg/day in combination with bupivacaine
does not enhance pain relief in patients with refractory pain. In addition, intrathe-
cal morphine infusion exceeding this limit may cause hyperalgesia, allodynia, and
myoclonic jerking.21,28,39–43 To keep the morphine doses low, the morphine 
concentration in the mixtures should be low, for example, 0.5–1 mg/ml.11,28,29 The
solution for infusion of morphine and bupivacaine in the literature ranges
between morphine 0.2–5.0mg/ml and bupivacaine 0.2–4.75mg/ml.11,21,27–32,36
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Side Effects

Drug-related side effects

The drug-related side effects and their management are similar when epidural
and intrathecal morphine and bupivacaine solutions are used, but no studies have
systematically presented the relationship between epidural dose and the rate of
side effects. Therefore, intrathecal treatment with morphine and bupivacaine
will be more extensively described. The drug-related side effects are dose-
dependent and reversible.

Opioid-related side effects
When intrathecal morphine doses are kept below 10–15 mg/day, opioid-related
side effects are kept to a minimum, except for a contribution to urinary reten-
tion. Pruritus is very rare. In the group of cancer patients who have previously
received high opioid doses, respiratory depression during infusion of mixtures of
intrathecal morphine and bupivacaine has not been reported.11,21,27–32,36,44

Bupivacaine-related side effects
The bupivacaine-related side effects consist mainly of urinary retention, pares-
thesias, and transient paresis. Urinary retention seems to be the earliest sign of
the bupivacaine-related side effects in patients with lumbar catheters. During
intrathecal bupivacaine infusion at doses >60–90mg/day and morphine <10mg
day, urinary retention occurs in up to 33% and paresthesias in up to 23% of the
patients. Transient paresis with gait impairment is reported by 3.5% of the
patients who had 45–60 mg/day and in 15% of those who had >60mg bupiva-
caine per day. The paresis, which is mostly transient, and the paresthesias appear
sometimes after an intermittent extra-dose of >1.25mg bupivacaine added to an
infusion of >2–3mg bupivacaine/hour or after a sudden large increase of the
infused dose.21,28,29 With infused bupivacaine doses of <30–45mg/day and mor-
phine doses of <5mg/day, and incremental doses of £1.25mg bupivacaine, the
risk of urinary retention, paresthesia, or paresis is almost absent.21,28,29,36 Postural
hypotension is reported as a very rare side effect after large intermittent bupi-
vacaine doses (3.75–5.0mg) are added to infused doses of >85.0mg/day.21,28,29

Factors potentially contributing to bupivacaine-related side effects are nerve
lesions due to progression of tumor and polyneuropathy.20,21 The margin for
intrathecal doses causing motor disturbances and urinary retention is consider-
ably reduced, often to 1.0 mg/hour of bupivacaine,21,29 in patients with neuro-
logical disturbances in the lumbosacral segments before the start of intrathecal
treatment. Compared to unaffected patients, the limit for this group may be 2–
3mg/hour of bupivacaine. The type of side effects is related to the site of catheter,
for example, lumbar catheters more than thoracic catheters are associated with
urinary retention.21
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Management of the drug-related side effects

With reduction of the bupivacaine dose, the side effects decrease. An important
point is to inform the patient, the family, and the staff about expected side effects
to prevent unnecessary anxiety. Mostly, side effects are accepted by the patients
when weighed against the very good pain relief. To keep side effects to a
minimum and to obtain best control of the pain, continuous infusion is preferred.
Intrathecal morphine and bupivacaine have mainly regional effects, which means
that the catheter tip should be placed at the segment of maximum pain to avoid
unnecessary high doses and to further reduce the side effects.21,29,30 Gait impair-
ment after intrathecal bolus doses mostly disappear spontaneously within 30–45
minutes.21 Paresthesias and slight muscle weakness, which appear after dose
adjustment, often disappear within 2–4 days despite the same infused intrathe-
cal dose.21 Urinary retention is managed by intermittent catheterization or
indwelling catheter.11,21,28,29

Safety of intraspinal bupivacaine and morphine

The long-term intrathecal infusion of bupivacaine and morphine has, until
recently, been considered hazardous due to anticipated risk of severe infec-
tions, cumbersome side effects, and neurological complications. However, 
no systemic toxicity has been reported despite long-term infusion of epidural
bupivacaine up to 1800 mg/day and intrathecal infusion between 90 and 
200mg/day.11,19,21,26–32,36,44–47

Neurotoxicity of opioids
The use of opioid infusion with preservatives is a controversial subject. Despite
negative outcomes in histopathological studies, there is an intuitive reluctance
to administer preservative into the spinal space. However, no clinical or neu-
ropathological signs of neurotoxicity were found by Nitescu et al.48 in 125 cancer
patients who received a mixture of morphine and bupivacaine intrathecally with
sodium metabisulfite and edetate.

Hyperalgesia, allodynia, and myoclonic jerking have been reported in some
cases during infusion of high doses of spinal morphine.21,39–43 The mechanisms
are unknown but Yaksh has suggested that the morphine-related allodynia could
be because of the metabolite morphine-3-glucuronide, which has a glycine
receptor antagonistic effect on spinal neurons. These side effects are extraordi-
narily painful and unpleasant. They can be reversed by stopping intrathecal mor-
phine and starting again at a lower dose. Hyperalgesia, allodynia, and myoclonic
jerking may be avoided when the daily intrathecal infusion of morphine is less
than 20–30mg/day. However, the risk of these morphine-related side effects
appears to be individual, since several patients treated with more than 30 mg/day
(including a patient receiving up to 215mg/day) have been reported.
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Neurotoxicity of local anesthetics
Based on multiple animal and clinical studies of diverse local anesthetics, it is
clear that local anesthetics, per se, are neurotoxic to nerve.49–52 However, in
several animal studies, the doses and concentrations exceeded greatly the clini-
cal doses in humans. The neurotoxic potential of local anesthetics has not been 
correlated clearly to pH, osmolality, dissociation constants, or lipid solubility in
preservative-free solutions.52,53 The toxicity seems to be dependent on the local
anesthetic concentration in the tissue and not on the total dose.52,54 In fact, their
relative potency for nerve injury seems to be the same as their relative potency
for producing nerve block.52,54 The clinical reports of neurotoxic reaction during
long-term infusion of local anesthetics is mainly related to the use of hyperbaric
solutions and small-bore catheters, which might be related to catheter coiling in
the most inferior aspects of the inferior intrathecal dural sac.49,55–58 Drasner et
al.34 have reported from an in vitro model that repeated injections of hyperbaric
solutions through a sacrally directed catheter result in continuously increasing
CSF-concentration in the caudal segments to a level demonstrated to be neuro-
toxic. Thus, for long-term infusion of local anesthetics, hyperbaric solutions
should not be used.

Clinically used concentrations (£5.0mg/ml) of plain bupivacaine produced
no persistent neurologic damage in either rats13 or rabbits.59 Absence of abnor-
mal neuropathological findings in dogs60 or very discrete findings such as focal
mononuclear cell infiltration (dog)61 or focal slight neuronal vacuolation (rats)62

are reported as well after long-term infusion of bupivacaine. Neuropathological
studies on humans are rather few and performed on patients with disease (spinal
metastasis or paramalignant phenomena), which may have influenced or con-
cealed neuropathologic changes. However, none of these neuropathological15,19,48

or clinical studies11,28–32,36,48,63 have presented evidence of neurotoxicity attributed
to plain bupivacaine during continuous infusion with concentrations <5mg/ml.

Systemic toxicity
The risk of systemic and central nervous toxicity is presumably dependent on the
level of the free (non-protein bound) bupivacaine fraction and not the total
amount in plasma.64 The level of bupivacaine-binding AAG (alpha-1-acid-
protein) is enhanced in cancer patients and increases rapidly after a few days
with spinal treatment with bupivacaine. This may explain the relative resistance
to CNS toxicity.12,64,65 Furthermore, the plasma threshold concentration for
expressions of toxicity appear to be higher during infusion than during intermit-
tent injections. Despite intrathecal bupivacaine doses between 90–200 mg/day
for several months11,21,28,29 and epidural infusion with doses of up to 1800mg/
day,12 no cardiovascular, respiratory, or central nervous toxic symptoms are
reported. No clinical signs of accumulation and uncontrolled rostral spread of
the block affecting respiration and circulation after continuous intrathecal doses
up to >250mg/day of bupivacaine (>40ml/day) are reported.11,28,29 However,
pharmacological data of the rostral spread of bupivacaine are still lacking.
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Complications due to long-term epidural catheterization

Fibrosis
Epidural catheterization is associated with a high rate of epidural fibrosis around
the catheter. Early clinical signs of epidural fibrosis (Fig. 16.2a) around a catheter
are resistance and pain during injection. In some cases, the drugs will be 
maldistributed and there may be a backward leak of the injected drugs along the
subcutaneous tunnel.14 Subsequently, the analgesia tends to be patchy and insuf-
ficient and additional analgesics will be needed for satisfactory pain relief.
Finally, infusion and injection will become impossible because of obstruction of
the catheter.14 Another mechanical complication by epidural catheters is a slight
risk of inward migration of the catheter.

Complications due to fibrosis usually appear after 2–3 weeks of treatment
and will increase with the duration of the use of the catheter. They often result
in recatheterization. The rate of technical complications during long-term
epidural catheterization, a major part of which is probably related to fibrosis, is
reported to be up to 55%; this may be compared to 5%–7.5% after £3 weeks’
use of an intrathecal catheter.14,26 However, the complication rate during the 
first 3 weeks of catheterization is reported to be higher with the intrathecal 
(25%) than the epidural route (8%). The major part of these intrathecal com-
plications is transient post-dural puncture headache. Thus, when the catheter is
planned to be used more than a few weeks, the intrathecal route seems to be
desirable.14

Infection
As the dura mater is a barrier, a deep infection associated with an epidural
catheter will more likely be an epidural abscess rather than meningitis. An
epidural abscess is not always sufficiently treated by antibiotics and surgery may
be needed. The incidence of epidural abscess is reported to be 5%.66

Complications from long-term intrathecal catheterization

Cerebrospinal fluid leakage and post-dural puncture headache
Complications associated with intrathecal catheters seem to appear mostly
during the first weeks after insertion. In contrast to the epidural route, these
seem to be transient and do not usually cause abandonment of the treatment.14

Within 2–3 weeks, the rate of complications is dramatically decreased and is
thereafter reported to be not higher than 5%–7.5%.14,26

The most common complication is post-dural puncture headache (PDPH).
The PDPH usually appears during the first days after the catheter insertion. It
is mostly moderate and remits spontaneously within a week. It is often treated
using analgesics, increased fluid intake, or intrathecal injection of isotonic sterile
NaCl ª10ml 2–3 times a day during the first days. Only on rare occasions is a
blood patch needed.14,26,30
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The intrathecal technique had renewed interest after the introduction of
small-bore catheters, for example, 24–32G. The reported rate of PDPH with
microcatheters is 8%–13%.34–36 With larger diameter catheters, for example, 18G
and 22G, the rate of PDPH is 15%21,26,36 and about 10%,11,30 respectively. This
advantage must be balanced against potential problems with microcatheters,
including neurological complications,57,67 kinking,34–36 disconnection with loss
between the connector and the catheter, or the obstruction of the catheter when
the tube is screwed too tight. Finally, it can be difficult to place the catheter tip at
the intended segment when the catheters are soft and weak.57,67 These problems
are minimized with the slightly larger diameter catheters.21,26,30,36 There are prob-
ably other contributing factors to the appearance of PDPH, including the size of
the needle and the number of dural punctures before successful insertion.

Chronic CSF leakage may result in prolonged post-spinal headache, CSF
pseudomeningocele, catheter track infection, and epidural hematoma from the
tearing of the subdural or epidural veins. Thus, CSF leakage should be treated
in the early stages. To avoid infection, prophylactic antibiotics should be con-
sidered in these cases.26 Cerebrospinal fluid leakage by external devices is usually
not associated with removal the system. Leakage at the insertion site can be
stopped by resuturing the skin in the cases of skin dehiscence and by local com-
pression for 2–3 weeks. In cases of CSF leakage at the tunnel exit, the local com-
pression at the insertion site should be combined with a purse-string suture
around the tunnel outlet and a compressive, rolled dressing applied on the last
part of the tunnel track (Fig. 16.4). When the CSF leakage has resulted in
headache, an epidural blood patch should be considered.26

Infection
The occurrence of meningitis is probably the most feared complication, and 
the one which has contributed to the hesitation to use intrathecal treatment by
many clinicians. Although deep infections such as meningitis probably cannot 
be avoided completely, they can be minimized by a careful routine, limitation 
of catheter interventions, and aseptic precautions during filling and exchang-
ing the drug reservoirs and filters. With these precautions, the incidence of 
meningitis has been less than 1% (one case after a total of 6250 catheter 
days), despite cancer patients’ predisposition to infections due to advanced age,
malignancy, debility, diabetes, and infection sources (e.g., colostomy or
catheters).14,21,26,30,31,36,46

An early sign of meningitis may be a rather rapid increase in pain with new
distribution, sometimes generalized, and often intense and radiating in charac-
ter. This may occur before septic symptoms such as neck stiffness, headache,
fever, and unclear mind appear.36 Intravenous antibiotics, sometimes in combi-
nation with intrathecal antibiotics during the first days before the intrathecal
catheter is withdrawn, usually are sufficient.21,36

Overall, using the previously described approach to external long-tunneled
intrathecal catheterization, the catheters were well functioning in 92% of the
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Figure 16.4. The procedure of insertion of an external long tunneled intrathecal
catheter. A: The intrathecal space is identified and thereafter the catheter is introduced
into the subarachnoid space. B: The catheter is subcutaneously tunneled by a Portex®

tunneling instrument paravertebrally, over the shoulder, having the exit located at the
level of the third condrocostal juntion. (continued)

A

B
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patients. Complications included transient leakage 1.5%; transient catheter
obstruction 1%; dislocation of the catheter tip 1.5%; and unintended withdrawal
4%.26

Treatment failures during intrathecal morphine and 
bupivacaine

Beside technical failures of the catheter system and failure caused by psycho-
logical factors, other factors may be associated with a poor response to this
therapy. As the effect of the intrathecal morphine and bupivacaine in opioid
refractory pain is mainly regional, it is of great importance to place the catheter
tip at the segment of maximum pain. Therefore, when widespread pain occurs
or poorly responsive pain appears involving segments far from the catheter tip,
insufficient pain relief may occur. A large increase in dose may be sufficient in
some cases, but at an increased risk of side effects. Furthermore, large or wide-
spread destruction or tumor compression of the spinal cord often results in tran-
sient failure due to an incomplete block of the neural axis proximal to the pain
origin and incomplete spread of the drugs.21,28–30
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Figure 16.4. (continued) C: A = .22 mM Milliporefilter is connected to the catheter hub.
The catheter hub is firmly fixed by steel sutures and an external portable pump with
patient-controlled analgesia facilities is connected.



Devices for Long-Term Therapy

Decisive factors for the choice of device are the rate of technically well-
functioning catheters, the safety, the convenience for the patient, the simplicity
of the care, and finally, the cost of the method. A review of the advantages 
and disadvantages between external and implanted devices is presented in 
Table 16.4.

For long-term administration of intraspinal opioids and local anesthetics,
internal (implanted) devices, with or without external or internal pumps and
reservoirs,68–71 generally have been recommended. It has been suggested that the
externalized systems have a much higher rate of complications, such as local
infections, meningitis or epidural abscess, accidental catheter withdrawal, and
unmanageable CSF leakage. This conclusion is not definitive. Comparisons have
been made between groups with implanted catheters on the one hand and a
mixed group of patients with externalized non-tunneled, short-tunneled, and
long-tunneled catheters on the other.69 There is a great difference in the rate of
complications between long-term intraspinal treatment with non-tunneled and
long-tunneled catheters, with better outcomes in the latter group.26 Several
studies have reported the long-tunneled external devices to be just as safe and
with a very high rate of well-functioning catheters compared to implanted
devices for long-term intraspinal pain treatment.11,21,26,28–31,36

There are several options for externalized tunneled catheter
systems.11,28–30,32,36,66 Generally, the tunneled catheters are recommended to be
long-tunneled and fixed firmly.11,21,26,28,30,36,66 A closed catheter system is obtained
by connecting the catheter and an antibacterial filter with an extension tubing to
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Table 16.4. Long-term intrathecal catheters: external versus implanted devices

Long-tunneled external Implanted
intrathecal catheters intrathecal catheters

(%) (%)

Catheter obstruction 0–1–4 6
Catheter tip dislodgement 1.5–8 6
Accidental withdrawal 3 Not documented
External CSF leakage along the catheter or 3.5–5–6 4

around the port
Removal of systems 4–6.5 5–50
CSF hygroma 1.5 4–6
Meningitis <1–2 3
Port or pump pocket infection (implanted or 0.5–4–6 11

local infection at catheter entry site (external)

CSF, cerebrospinal fluid.
Source: Nitescu et al., 1995.26



the drug reservoir. By exchanging the filter using strict hygienic precautions26 once
every 4th week, the risk of contamination of the system seems to be mini-
mized.21,26,30,36 The antibacterial filters have been reported to be used safely
between 3023 and 60 days72 without bacterial contamination on the internal side
of the filter and without clinical infection. Theoretically, the external systems are
closed until the exchange of the filter once every fourth week.21,26,36,72 Implanted
ports and reservoirs that require frequent punctures have a risk of bacterial 
contaminationfrom the skin around the port and further contamination of the port
chamber, which may cause epidural abscess, systemic infection, or meningitis.

Using the precautions described previously with external long-tunneled
catheters, complications mostly are kept equal or even lower than implanted
devices for long-term infusion (Table 16.4).26 The rates of CSF leakage or fistula
and CSF hygroma are no higher with long-tunneled external intrathecal than
with implanted devices. The main advantage of implanted systems is reduced
risk of dislocation of the catheter by pull,31 but some authors have reported spon-
taneous catheter tip dislodgement because of curling of the catheter with the
implanted systems.45 The risk of accidental withdrawal by external catheters can
be reduced to minimum by firm fixation.26

Cost effectiveness

The completely implanted devices with implanted pumps are much more expen-
sive and require more technically advanced programming equipment than a
simple externalized catheter connected to a portable programmable pump with
PCA.26 This has to be weighed against the convenience of an implanted device,
especially in young active patients.69 It is probably more a matter of practical 
differences concerning insertion technique of catheters and the care of the
pumps, the convenience for the patient, and, finally, the advantage of a simple
device and simpler equipment, which can be handled by a large number of 
physicians.

Home Care

For many patients, it is of great worth to stay at home for at least a period of the
last part of their lives (Fig. 16.3). This requires well-functioning catheter systems
and drugs with predictable side effects. Long-term epidural and intrathecal infu-
sion of morphine, with or without bupivacaine, is very effective and is reported
to be safe and well-functioning for the home care setting, both with tunneled
external and implanted devices.11,12,21,29–32,36,45,73 The organization of the home care
setting should be aimed at giving good pain relief, preventing complications, and
recognizing and correcting them should they occur. To obtain a high rate of well-
functioning catheters and a low infection rate, technical procedures and follow-
up are of utmost importance.
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In groups of patients with poorly responsive pain, up to 40%,11,28,29,46 and in
mixed groups with opioid-sensitive and non-sensitive pain, up to 70%30,36 of
the patients have been treated at home for shorter or longer periods. Several
authors have reported succesful home care with intrathecal morphine and bupi-
vacaine for a median time of 28–40 days, and single cases for up to more than
500 days.11,28–32,36,46

The staff who are responsible for the intraspinal treatment should have exten-
sive experience with the technique and with intraspinal drugs. Follow-up is very
important, with frequent and regular contact to ensure the patient’s confidence.
This will decrease anxiety and the experience of the pain as well. The patient
and the family should have clear information about the contact staff person. A
24-hour consultation service by the pain doctors is desirable. Every event that
could affect the results of the intraspinal pain treatment can, therefore, be
immediately addressed and corrected. The most risky procedure in the care of
the spinal catheters, such as, programming the pumps and exchanging the
antibacterial filters of the external intrathecal catheter systems, should be per-
formed only by a limited number of nurses and doctors with great experience
with the method.21,46

Summary

Oral (and increasingly transdermal) opioid therapy remains the treatment of
choice for uncomplicated cancer pain. However, spinal opioids with or without
local anesthetics provide an important alternative for patients who cannot
achieve acceptable pain control with simpler, conventional methods. Historically,
cancer pain patients were the first group to receive spinal opioids. Although most
patients with cancer pain have sufficient pain relief with standard drug treat-
ment, 10%–30% of patients need alternative therapies because of persisting pain
or side effects.

Intraspinal opioid analgesia is well adaptable to the home and home–hospice
environment by virtue of the selective nature of pain relief and an absence of
effects on sensory, motor, and autonomic functions. The administration of opioids
in close proximity to their receptors in the central nervous system represents one
of the most important recent advances in the management of chronic cancer
pain. The chief advantage of regional opioid analgesia over systemic administra-
tion relates to the potential for achieving more analgesia with fewer attendant
side effects. Reliable screening, together with reversibility, titratability, and suit-
ability for generalized pains, have resulted in a preference for regional opioid
therapies, with or without local anesthetics, over neurodestructive procedures.

Both epidural and intrathecal opioids provide very effective pain relief for
opioid-sensitive pain. In cases with opioid refractory pain, a combination of
opioids and local anesthetics (usually morphine and bupivacaine) provides a very
effective option for long-term pain treatment. In poorly responsive cancer pain,
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the intrathecal route with opioids and local anesthetics, seems to be more effec-
tive, with smaller doses and smaller volumes, and fewer complications during
long-term treatment compared to epidural administration. Furthermore, long-
tunneled catheters connected to a portable programmable pump with PCA 
facilities seem to be equally safe as implanted devices for long-term pain treat-
ment, both in home care and in hospital. However, as with all other invasive
methods, long-term intraspinal infusion of opioids and/or bupivacaine is associ-
ated with risk, which should be weighed against the advantages and must be
explained to the patient. Finally, the methods should be carefully handled and
followed-up thoroughly.1,26
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Diagnosis and Management of 
Delirium in the Terminally Ill

WILLIAM BREITBART

Delirium is a common and often serious medical complication in the patient with
advanced illness. Cognitive disorders, and delirium in particular, have enormous
relevance to symptom control and palliative care. Delirium is highly prevalent
in cancer and AIDS patients with advanced disease, particularly in the last weeks
of life. Depending on the population and assessment methods, prevalence rates
range from 25% to 85%.1–8

Delirium is one of the most common mental disorders encountered in
general hospital practice. Knight and Folstein9 estimated that 33% of hospital-
ized medically ill patients have serious cognitive impairments. Massie and co-
workers found delirium in 25% of 334 hospitalized cancer patients seen in
psychiatric consultation and in 85% (11 of 13) of terminal cancer patients.6

Pereira and co-workers found the prevalence of cognitive impairment in cancer
inpatients to be 44%, and just prior to death, the prevalence rose to 62.1%.10

Delirium also occurs in up to 51% of postoperative patients.11,12

The incidence of delirium is currently increasing, which reflects the growing
numbers of elderly, who are particularly susceptible.13 Studies of elderly patients
admitted to medical wards estimate that between 30% and 50% of patients age
70 years or older showed symptoms of delirium at some point during hospital-
ization.14–18 Elderly patients who develop delirium during a hospitalization have
been estimated to have a 22%–76% chance of dying during that hospitalization.19

Delirium is associated with increased morbidity in the terminally ill, causing
distress in patients, family members, and staff.2,20,21 Delirium can interfere dra-
matically with the recognition and control of other physical and psychological
symptoms, such as pain,22–24 in later stages of illness. Often a pre-terminal event,
delirium is a sign of significant physiologic disturbance, usually involving multi-
ple medical etiologies, including infection, organ failure, medication side effects
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(including opioids), as well as extremely rare paraneoplastic syndromes.8,25–28

Lawlor and colleagues29 recently reported on their experience in the manage-
ment of delirium in advanced cancer patients in a palliative care unit. While 42%
of patients had delirium upon admission to their palliative care unit, terminal
delirium occurred in 88% of the deaths.

Unfortunately, delirium is often under-recognized or misdiagnosed, and 
inappropriately treated or untreated in terminally ill patients. Impediments to
progress in the recognition and treatment of delirium include confusion regard-
ing terminology and lack of consistency in utilizing diagnostic classification
systems. In addition, the signs and symptoms of delirium can be diverse and are
sometimes mistaken for other psychiatric disorders, such as mood or anxiety dis-
orders. Practitioners caring for patients with life threatening illnesses must be
able to diagnose delirium accurately, undertake appropriate assessment of eti-
ologies, and be knowledgeable about the benefits and risks of the pharmacologic
and non-pharmacologic interventions currently available in managing delirium
among the terminally ill.

Diagnosing Delirium

Clinical features

The clinical features of delirium are quite numerous and include a variety of neu-
ropsychiatric symptoms that are also common to other psychiatric disorders such
as depression, dementia, and psychosis.30 Clinical features of delirium include
prodromal symptoms (restlessness, anxiety, sleep disturbance, and irritability);
rapidly fluctuating course; reduced attention (easily distractible); altered arousal;
increased or decreased psychomotor activity; disturbance of sleep-wake cycle;
affective symptoms (emotional lability, sadness, anger, and euphoria); altered
perceptions (misperceptions, illusions, delusions [poorly formed], and halluci-
nations); disorganized thinking and incoherent speech; disorientation to time,
place, or person; and memory impairment (cannot register new material). 
Neurologic abnormalities can also be present during delirium, including cortical
abnormalities (dysgraphia, constructional apraxia, dysnomic aphasia); motor
abnormalities (tremor, asterixis, myoclonus, and reflex and tone changes); and
electroencephalogram (EEG) abnormalities (usually global slowing). It is this
protean nature of delirious symptoms, the variability and fluctuation of clinical
findings, and the unclear and often contradictory definitions of the syndrome
that have made delirium so difficult to diagnose and treat.

Table 17.1 lists the DSM-IV31 criteria for delirium. These criteria indicate
that the essential defining features of delirium have shifted from the extensive
list of typical symptoms and abnormalities described above to a focus on the two
essential concepts of disordered attention (arousal) and cognition (while contin-
uing to recognize the importance of acute onset and organic etiology). Associ-
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ated phenomena such as psychomotor behavioral changes, perceptual distur-
bances, hallucinations, or delusions are no longer viewed as essential to the diag-
nosis of delirium. 

Delirium is now conceptualized primarily as a disorder of arousal and 
cognition32 in contrast to dementia, which is a disorder of cognition (with no
arousal disturbance). It is this disorder of the arousal system, with conse-
quent disturbances in level of consciousness and attention, which is pathogno-
monic of delirium and is, in part, the basis for classifying delirium into several
subtypes.

Subtypes of delirium

Three clinical subtypes of delirium, based on arousal disturbance and psy-
chomotor behavior, have been described. These subtypes included the hyperac-
tive (hyperarousal, hyperalert, or agitated) subtype, the hypoactive (hypoarousal,
hypoalert, or lethargic) subtype, and a mixed subtype with alternating features
of hyperactive and hypoactive delirium.8,33 Researchers31 suggest (see Table 17.2)
that the hyperactive form is most often characterized by hallucinations, delu-
sions, agitation, and disorientation, whereas the hypoactive form is characterized
by confusion and sedation, but is rarely accompanied by hallucinations, delu-
sions, or illusions. In addition, there is evidence suggesting that specific delirium
subtypes may be related to specific etiologies of delirium, may have unique
pathophysiologies, and may respond differently to treatment.34,35 It is estimated
that approximately two-thirds of deliria are either of the hypoactive or mixed
subtype; hence, the prototypically agitated delirious patient most familiar to clin-
icians is actually a minority of the deliria that occur.33,34

Differential diagnosis

Many of the clinical features and symptoms of delirium can also be associated
with other psychiatric disorders, such as depression, mania, psychosis, and
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Table 17.1. DSM-IV criteria for delirium

Delirium because of a general medical condition:
Disturbance of consciousness (that is, reduced clarity of awareness of the environment) with

reduced ability to focus, sustain, or shift attention.
Change in cognition (such as memory deficit, disorientation, language disturbance, or perceptual

disturbance) that is not better accounted for by a pre-existing, established, or evolving
dementia.

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

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



dementia. For instance, delirious patients may exhibit emotional (mood) distur-
bances such as anxiety, fear, depression, irritability, anger, euphoria, apathy, and
mood lability. Delirium, particularly the hypoactive subtype, is often initially mis-
diagnosed as depression. Symptoms of major depression, including altered level
of activity (hypoactivity), insomnia, reduced ability to concentrate, depressed
mood, and even suicidal ideation, can overlap with symptoms of delirium, making
accurate diagnosis more difficult.

In distinguishing delirium from depression, particularly in the context of
advanced disease, an evaluation of the onset and temporal sequencing of depres-
sive and cognitive symptoms is particularly helpful. Importantly, the degree of
cognitive impairment in delirium is much more severe and pervasive than in
depression, and has a more abrupt temporal onset. Also, the characteristic dis-
turbance in arousal or consciousness is present in delirium but, usually is not a
feature of depression.

A manic episode also may share some features of delirium, particularly a
hyperactive or mixed subtype of delirium. Again, the temporal onset and course
of symptoms, the presence of a disturbance of consciousness (arousal) as well as
of cognition, and the identification of a presumed medical etiology for delirium
are helpful in differentiating these disorders.

Delirium that is characterized by vivid hallucinations and delusions must be
distinguished from a variety of psychotic disorders. In delirium, such psychotic
symptoms occur in the context of a disturbance in consciousness or arousal, as
well as memory impairment and disorientation, which is not the case in other
psychotic disorders. Delusions in delirium tend to be poorly organized and of
abrupt onset, and hallucinations are predominantly visual or tactile rather than
auditory as is typical of schizophrenia. Finally, the development of these psy-
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Table 17.2. Subtypes of delirium

Hyperactive Hypoactive Mixed

Type Hyperalert Hypoalert Features of both hyperactive
Agitated Lethargic and hypoactive
Hyperarousal Hypoarousal

Symptoms Hallucinations Sleepy
Delusions Withdrawn
Agitation Slowed

Examples Withdrawal Encephalopathies
syndromes (hepatic, metabolic)
(benzodiazepines, Benzodiazepine
alcohol) intoxication

Pathophysiology Elevated or normal Decreased global
cerebral metabolism cerebral metabolism

EEG: fast or normal EEG: Diffuse
slowing



chotic symptoms in the context of advanced medical illness makes delirium a
more likely diagnosis.

The most common differential diagnostic issue is whether the patient has
delirium, or dementia, or a delirium superimposed upon a pre-existing demen-
tia. Both delirium and dementia are cognitive impairment disorders and so share
such common clinical features as impaired memory, thinking, judgment, and dis-
orientation. The patient with dementia is alert and does not have the disturbance
of consciousness or arousal that is characteristic of delirium. The temporal onset
of symptoms in dementia is more subacute and chronically progressive, and one’s
sleep-wake cycle seems less impaired. Most prominent in dementia are difficul-
ties in short- and long-term memory, impaired judgment, and abstract thinking,
as well as disturbed higher cortical functions (such as aphasia and apraxia).

Occasionally one will encounter delirium superimposed on an underlying
dementia such as in the case of an elderly patient, an AIDS patient, or a patient
with a paraneoplastic syndrome. Delirium, in contrast with dementia, is con-
ceptualized as a reversible process. Reversibility of the process of delirium is
often possible even in the patient with advanced illness; however it may not be
reversible in the last 24 to 48 hours of life. This is most likely because irreversible
processes such as multiple organ failure are occurring in the final hours of life.
Delirium occurring in these last days of life is sometimes referred to as terminal
delirium in the palliative care literature.

Delirium screening/diagnostic scales

A number of scales or instruments have been developed that can aid the clini-
cian in rapidly screening for cognitive impairment disorders (dementia or delir-
ium), or in establishing a diagnosis of delirium36–44 (see Table 17.3). Such scales
have been described and their relative strengths and weaknesses reviewed else-
where.35,45 Perhaps most helpful to clinicians are the Mini-Mental State Exami-
nation (a cognitive impairment screening tool) and several delirium diagnostic
or rating scales, including the Delirium Rating Scale, the Delirium Rating
Scale—Revised 98, The Confusion Assessment Method, the Abbreviated 
Cognitive Test for Delirium, and the Memorial Delirium Assessment Scale.
These tools are described briefly below.

Mini-Mental State Examination
The Mini-Mental State Examination (MMSE)43 is useful in screening for cogni-
tive failure, but does not distinguish between delirium and dementia. The
MMSE provides a quantitative assessment of the cognitive performance and
capacity of a patient, and is a measure of severity of cognitive impairment. It 
is also most sensitive to cortical dementias, such as Alzheimer’s disease, and 
less sensitive in detecting subcortical deficits such as those found in AIDS
dementia. The Mini-Mental State Exam assesses five general cognitive areas
including orientation, registration, attention and calculation, recall, and 
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language. Although a score of 23 or less has generally been considered the cutoff
score for cognitive impairment, a three-tiered system is now often utilized sug-
gesting that a score of 24–30: no impairment; 18–23: mild impairment; and 0–17:
severe impairment.

Delirium Rating Scale
The Delirium Rating Scale (DRS), developed by Trzepacz et al.42 is a 10-item
clinician-rated symptom rating scale for diagnosing delirium. The scale is based
on DSM-III-R diagnostic criteria for delirium and is designed to be used by the
clinician to identify delirium, and distinguish it reliably from dementia or other
neuropsychiatric disorders. Each item is scored by choosing one best rating and
carries a numerical weight chosen to distinguish the phenomenological charac-
teristic of delirium. A score of 12 or greater is diagnostic of delirium.

Delirium Rating Scale—Revised 98
The Delirium Rating Scale—Revised 98 (DRS-R-98) is a revision of the 
Delirium Rating Scale (DRS). The DRS-R-98 has 13 severity and 3 diagnostic
items with descriptive anchors for each rating level. It includes more items 
than the DRS and was designed for phenomenological and treatment research,
though it can be used clinically. The DRS-R-98 is a valid, sensitive, and reliable
instrument for rating delirium severity. It has advantages over the original DRS
for repeated measures and phenomenological studies because of its enhanced
breadth of symptoms and separation into severity and diagnostic subscales.46
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Table 17.3. Assessment methods for delirium in cancer
patients

Diagnostic classification systems
DSM-IV
ICD-9, ICD-10

Diagnostic interviews and instruments
Delirium Symptom Interview4 (DSI)
Confusion Assessment Method35 (CAM)

Delirium rating scales
Delirium Rating Scale76 (DRS)
Delirium Rating Scale—Revised—98 (DRS-R-98)46

Confusion Rating Scale88 (CRS)
Saskatoon Delirium Checklist50 (SDC)
Memorial Delirium Assessment Scale13 (MDAS)
Abbreviated Cognitive Test for Delirium (CTD)48

Cognitive impairment screening instruments
Mini-Mental State Exam29 (MMSE)
Short Portable Mental Status Questionnaire88 (SPMSQ)
Cognitive Capacity Screening Examination36 (CCSE)
Blessed Orientation Memory Concentration Test38 (BOMC)



Confusion Assessment Method
The Confusion Assessment Method (CAM)47 is a 9-item delirium diagnostic scale
utilizing the DSM-III-R criteria for delirium, which can be administered rather
quickly by a trained clinician. A unique and helpful feature of the CAM is that
it also can be given using a simplified diagnostic algorithm, which includes 
only 4-items of the CAM. This algorithm is designed for rapid identification of
delirium by non-psychiatrists. The 4-item algorithm requires the presence of (1)
acute onset and fluctuating course, (2) inattention, and either (3) disorganized
thinking, or (4) altered level of consciousness.

Abbreviated Cognitive Test for Delirium
The Abbreviated Cognitive Test for Delirium (CTD)48 was recently developed
as a tool to help identify delirium in patients in the intensive care unit setting
who have limited ability to communicate verbally. This brief tool utilizes visual-
ization span and recognition memory for pictures as 2 of 9 content scores that
produces a total score that reliably identifies delirium and can discriminate delir-
ium from dementia, depression, and schizophrenia.

Memorial Delirium Assessment Scale
The Memorial Delirium Assessment Scale (MDAS) is a 10-item delirium assess-
ment tool, validated among hospitalized inpatients with advanced cancer and
AIDS.37 The MDAS is both a good delirium diagnostic screening tool as well as
a reliable tool for assessing delirium severity among patients with advanced
disease. A cut-off score of 13 is diagnostic of delirium. The MDAS has advan-
tages over other delirium tools in that it is both a diagnostic and a severity
measure, and is ideal for repeated assessments and for use in treatment inter-
vention trials. Recently, Lawlor and colleagues49 examined the clinical utility and
validation of the MDAS in a population of advanced cancer patients in a 
palliative care unit. These investigators found the MDAS to be useful in this 
population, and found that a cutoff score of 7 out of 30 yielded the highest 
sensitivity (98%) and specificity (76%) for a delirium diagnosis in this palliative
care population.

Management of Delirium in the Terminally Ill

The standard approach to managing delirium in the medically ill, and even in
those with advanced disease, includes a search for underlying causes, correction
of those factors, and management of the symptoms of delirium.37,50,51 The desired
and often achievable outcome is a patient who is awake, alert, calm, cognitively
intact, not psychotic, and communicating coherently with family and staff. In 
the terminally ill patient who develops delirium in the last days of life (terminal
delirium), the management of delirium is in fact unique, presenting a number
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of dilemmas, and the desired clinical outcome may be significantly altered by the
dying process.

Assessment of etiologies of delirium

When confronted with a delirium in the terminally ill or dying patient, a differ-
ential diagnosis should always be formulated as to the likely etiology(ies). There
is an ongoing debate as to the appropriate extent of diagnostic evaluation that
should be pursued in a dying patient with a terminal delirium.2,4,21,52 Most pal-
liative care clinicians would undertake diagnostic studies only when a clinically
suspected etiology can be identified easily, with minimal use of invasive proce-
dures, and treated effectively with simple, interventions that carry minimal
burden or risk of causing further distress. Diagnostic work-up in pursuit of an
etiology for delirium may be limited by either practical constraints such as the
setting (home, hospice) or the focus on patient comfort, so that unpleasant or
painful diagnostics may be avoided.

Most often, the etiology of terminal delirium is multifactoral or not identifi-
able. Bruera et al.2 report that an etiology is discovered in less than 50% of ter-
minally ill patients with delirium. When a distinct cause is found for delirium in
the terminally ill, it is often irreversible or difficult to treat.

Studies in patients with earlier stages of advanced cancer have demonstrated
the potential utility of a thorough diagnostic assessment.2,53 When such diagnos-
tic information is available, specific therapy may be able to reverse delirium. One
study found that 68% of delirious cancer patients could be improved, despite a
30-day mortality of 31%.45 Another found that one-third of the episodes of 
cognitive failure improved following evaluation that yielded a cause for these
episodes in 43%.2

In a recent prospective study of delirium in patients on a palliative care unit,2

investigators reported that the etiology of delirium was multifactorial in the great
majority of cases. Even though delirium occurred in 88% of dying patients in 
the last week of life, delirium was reversible in approximately 50% of episodes.
Causes of delirium that were most associated with reversibility included 
dehydration and psychoactive or opioid medications. Hypoxic and metabolic
encephalopathy were less likely to be reversed in terminal delirium.

The diagnostic work-up should include an assessment of potentially
reversible causes of delirium. A physical examination should assess for evidence
of sepsis, dehydration, or major organ failure. Medications that could contribute
to delirium should be reviewed. A screen of laboratory parameters will allow
assessment of the possible role of metabolic abnormalities, such as hypercal-
cemia, and other problems, such as hypoxia or disseminated intravascular co-
agulation. Imaging studies of the brain and assessment of the cerebrospinal fluid
may be appropriate in some instances.

Delirium can have multiple potential etiologies. In patients with advanced
cancer, for instance, delirium can be because of the direct effects of cancer on
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the central nervous system (CNS), or to indirect CNS effects of the disease or
treatments (medications, electrolyte imbalance, failure of a vital organ or system,
infection, vascular complications, and preexisting cognitive impairment or
dementia).2 Given the large numbers of drugs cancer patients require, and the
fragile state of their physiologic functioning, even routinely ordered hypnotics
are enough to tip patients over into a delirium. Opioid analgesics such as levor-
phanol, morphine sulfate, and meperidine, are common causes of confusional
states, particularly in the elderly and terminally ill. Chemotherapeutic agents
known to cause delirium include methotrexate, fluorouracil, vincristine, vinblas-
tine, bleomycin, BCNU, cis-platinum, asparaginase, procarbazine, and the glu-
cocorticosteroids.25,54–58 Except for the steroids, most patients receiving these
agents will not develop prominent CNS effects.

The spectrum of mental disturbances related to steroids includes minor
mood lability, affective disorders (mania or depression), cognitive impairment
(reversible dementia), and delirium (steroid psychosis). The incidence of these
disorders ranges from 3% to 57% in non-cancer populations, and they occur most
commonly at higher doses. Symptoms usually develop within the first 2 weeks
of treatment, but in fact can occur at any time, on any dose, even during the
tapering phase.53 These disorders are often rapidly reversible upon dose reduc-
tion or discontinuation.53

Non-pharmacologic interventions

In addition to seeking out and potentially correcting underlying causes for 
delirium, symptomatic and supportive therapies are important.3,4,21,37,52 In
the dying patient, these interventions may be the only steps taken. Fluid and
electrolyte balance, nutrition, vitamins, measures to help reduce anxiety and 
disorientation, and interactions with and education of family members may 
be useful. Measures to help reduce anxiety and disorientation (i.e., structure 
and familiarity) may include a quiet, well-lit room with familiar objects, a 
visible clock or calendar, and the presence of family. Judicious use of physical
restraints, along with one-to-one nursing observation may also be necessary and
useful.

Recently, Inouye and colleagues59 reported on a successful multicomponent
intervention program to prevent delirium in hospitalized older patients. This
program focuses on a set of risk factors that were highly predictive of delirium
in the elderly, including: pre-existing cognitive impairment, visual impairment,
hearing impairment, sleep deprivation, immobility, dehydration, and severe
illness. Interventions directed at constant reorientation, correction of hearing
and visual impairment, reversal of dehydration and early mobilization appeared
to significantly reduce the number and duration of episodes of delirium in hos-
pitalized older patients. The applicability of these interventions and the likeli-
hood that they would prevent delirium in the terminally ill, particularly in the
last days of life, is likely minimal.
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Pharmacologic interventions in delirium

Supportive techniques alone are often not effective in controlling the symp-
toms of delirium, and symptomatic treatment with neuroleptics or sedative 
medications are necessary (Table 17.4). Neuroleptic drugs (dopamine-
blocking drugs) such as haloperidol, are utilized frequently as antiemetics in 
the medical setting, but only 0.5%–2% of hospitalized cancer patients, for
instance, receive haloperidol for the management of the symptoms of delir-
ium.60,61 In terminally ill populations, as many as 17% receive an antipsychotic
for agitation or psychological distress, despite an estimated prevalence of delir-
ium ranging from 25% in the hospitalized cancer patient to 85% in the termi-
nally ill.62,63

Haloperidol, a neuroleptic drug that is a potent dopamine blocker, is often
the drug of choice in the treatment of delirium in patients with advanced
disease.7,37,54,64–70 Haloperidol in low doses, 1–3 mg/day, is usually effective in tar-
geting agitation, paranoia, and fear. Typically 0.5–1.0mg haloperidol [perorum
(PO), intravenously (IV), intramuscularly (IM), subcutaneously (SC)] is admin-
istered, with repeat doses every 45–60 minutes titrated against target symp-
toms.6,71,72 Parenteral doses are approximately twice as potent as oral doses. An
intravenous route can facilitate rapid onset of medication effects. If intravenous
access is unavailable, one can start with intramuscular or subcutaneous admin-
istration and switch to the oral route when possible. Although the majority of
delirious patients can be managed with oral haloperidol, the subcutaneous route
is utilized by many palliative care practitioners.66,73
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Table 17.4. Medications for managing delirium in termi-
nally ill patients

Generic name Approximate daily dosage
Range route

Neuroleptics
Haloperidol 0.5–5mg every 2–12 hour, PO, IV, SC, IM
Thiorodazine 10–75mg every 4–8 hour PO
Chlorpromazine 12.5–50mg every 4–12 hour PO, IV, IM
Molindone 10–50mg every 8–12 hour PO
Risperidone 1–3mg every 12 hour PO
Olanzapine 2.5–10mg every 12 hour PO
Methotrimeprazine 12.5–50mg every 4–8 hour IV, SC, PO

Benzodiazepines
Lorazepam 0.5–20mg every 1–4 hour PO, IV, IM
Midazolam 30–100mg every 24 hour IV, SC

Anesthetics
Propofol 10–70mg every hour IV, titrated up to

200–400mg/hr

PO, Perorum; IV, Intravenously; SC, Subcutaneously; IM, Intramuscularly.



Low doses of neuroleptic medication are usually sufficient in treating delir-
ium in elderly terminally ill patients. In general, doses need not exceed 20 mg of
haloperidol in a 24-hour period; however, there are those that advocate high
doses (up to 250 mg/24 hour of haloperidol usually intravenously) in selected
cases.66

A common strategy in the management of symptoms related to delirium is
to add parenteral lorazepam to a regimen of haloperidol.51,54,64,71,73,74 Lorazepam
(0.5–1.0mgq 1–2 hour PO or IV), along with haloperidol may be more effective
in rapidly sedating the agitated delirious patient, and may help minimize
extrapyramidal side effects associated with haloperidol.75 In a double-blind, 
randomized comparison trial of haloperidol versus chlorpromazine versus
lorazepam, Breitbart and colleagues demonstrated that lorazepam alone, in 
doses up to 8mg in a 12 hour period, was ineffective in the treatment of 
delirium and in fact contributed to worsening delirium and cognitive impair-
ment.1 Both neuroleptic drugs however, in low doses (approximately 2mg of
haloperidol equivalent/per 24 hours), were highly effective in controlling the
symptoms of delirium (dramatic improvement in DRS scores) and improving
cognitive function (dramatic improvement in MMSE scores). In addition, both
haloperidol and chlorpromazine were demonstrated to significantly improve the
symptoms of delirium in both the hypoactive as well as the hyperactive subtypes
of delirium.76

Methotrimeprazine, a phenothiazine neuroleptic with properties similar to
chlorpromazine is often utilized parenterally (intravenously or by subcutaneous
infusion) to control confusion and agitation in terminal delirium.77 Dosages range
from 12.5mg to 50mg every 4–8 hours, up to 300 mg per 24 hours for most
patients. For the elderly, doses at the lower end of the range are preferable.
Hypotension and excessive sedation are potential limitations of this drug.
Methotrimeprazine has the advantage of also being an analgesic.76

Several new antipsychotic agents with less or more specific dopamine-
blocking effects (less risk of extrapyramidal side effects or trade-off dyskinesia)
are now available. These include such agents as clozaril, risperidone, and 
olanzapine.26,78 Risperidone has been useful in the treatment of dementia and
psychosis in AIDS patients at doses of 1–6mg per day, suggesting safe use in
patients with delirium.69 There are a limited number of published studies of 
the use of these agents in the treatment of delirium.79–81 Many palliative 
care clinicians are using risperidone in low doses (e.g., 0.5–1.0 mg twice a day,
orally) or olanzapine (2.5–20mg/day in divided doses) in the management 
of delirium in terminally ill patients, particularly in those who have a demon-
strated intolerance to the extrapyramidal side effects of the classic neuroleptics.82

Currently, a limitation on the use of these new agents is the lack of availability
of these agents in parenteral formulations. Figure 17.1 illustrates an algorithm
that has been developed for use by the Memorial Sloan-Kettering Cancer Center
Psychiatry Service, for the management of delirium in hospitalized cancer
patients.
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While neuroleptic drugs such as haloperidol are most effective in diminish-
ing agitation, clearing the sensorium and improving cognition in the delirious
patient, this is not always possible in a delirium that complicates the last days of
life. Processes causing delirium may be ongoing and irreversible during the active
dying phase. Ventafridda et al.19 and Fainsinger et al.24 have reported that a sig-
nificant group (10%–20%) of terminally ill patients experience delirium that can
only be controlled by sedation to the point of a significantly decreased level of
consciousness. Lawlor and colleagues29 report that at least 50% of terminal delir-
ium is reversible. The goal of treatment with such agents as midazolam, propo-
fol, and to some extent methotrimeprazine, is quiet sedation only. Midazolam,
given by subcutaneous or intravenous infusion in doses ranging from 30 to 
100mg/24 hours can be used to control agitation related to delirium in the ter-
minal stages.83,84 Propofol, a short-acting anesthetic agent, has also begun to be
utilized primarily as a sedating agent for the control of agitated patients with ter-
minal delirium. In several case reports of propofol’s use in terminal care, an intra-
venous loading dose of 20 mg of propofol was followed by a continuous infusion
of propofol with initial doses ranging from 10mg/hour to 70mg/hour, and with
titration of doses up to as high as 400mg/hour over a period of hours to days in
severely agitated patients.85,86 Propofol has an advantage over midazolam in that
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Figure 17.1. The delirium algorithm.



the level of sedation is more easily controlled and recovery is rapid upon decreas-
ing the rate of infusion.84

Controversies in the management of terminal delirium

Several aspects of the use of neuroleptics and other pharmacologic agents in the
management of delirium in the dying patient remain controversial. Some have
argued that pharmacologic interventions with neuroleptics or benzodiazepines
are inappropriate in the dying patient. Delirium is viewed by some as a natural
part of the dying process that should not be altered. In particular, there are clin-
icians who care for the dying and view hallucinations and delusions that involve
dead relatives communicating with, or in fact welcoming dying patients to
heaven, as an important element in the transition from life to death. Clearly,
there are many patients who experience hallucinations and delusions during
delirium that are pleasant and in fact comforting, and many clinicians question
the appropriateness of intervening pharmacologically in such instances.

Another concern that is often raised is that these patients are so close to death
that aggressive treatment is unnecessary. Parenteral neuroleptics or sedatives may
be mistakenly avoided because of exaggerated fears that they might hasten death
through hypotension or respiratory depression. Some clinicians are unnecessarily
pessimistic about the possible results of neuroleptic treatment for delirium. They
argue that since the underlying pathophysiologic process often continues un-
abated (such as hepatic or renal failure), no improvement can be expected in the
patient’s mental status. There is concern that neuroleptics or sedatives may
worsen a delirium by making the patient more confused or sedated.

Clinical experience in managing delirium in dying patients suggests that the
use of neuroleptics in the management of agitation, paranoia, hallucinations, and
altered sensorium is safe, effective, and often quite appropriate.75 Management
of delirium on a case-by-case basis seems wisest. The agitated, delirious dying
patient should probably be given neuroleptics to help restore calm. A wait-and-
see approach, prior to using neuroleptics, may be appropriate with some patients
who have a lethargic, or somnolent presentation of delirium, or those who are
having frankly pleasant or comforting hallucinations. Such a wait-and-see
approach must however be tempered by the knowledge that a lethargic or
hypoactive delirium may very quickly and unexpectedly become an agitated or
hyperactive delirium that can threaten the serenity and safety of the patient,
family, and staff. An additional rationale for intervening pharmacologically with
patients who have a lethargic or hypoactive delirium is recent evidence that neu-
roleptics (i.e., haloperidol, chlorpromazine) are effective in controlling the symp-
toms of delirium in both hyperactive as well as hypoactive subtypes of delirium.1

In fact neuroleptics improved both the arousal disturbance, as well as cognitive
functioning in patients with hypoactive delirium. Also, some clinicians suggest
that hypoactive delirium may respond to psychostimulants or combinations of
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neuroleptics and stimulants.27 Similarly, hallucinations and delusions during 
a delirium that are pleasant and comforting can quickly become menacing and
terrifying. It is important to remember that by their nature, the symptoms of
delirium are unstable, and fluctuate over time.

Finally, perhaps the most challenging of clinical problems is management 
of the dying patient with a terminal delirium that is unresponsive to standard
neuroleptic interventions (the 10%–20% of patients described by Ventafridda 
et al.19 and Fainsinger et al.87), whose symptoms can only be controlled by 
sedation to the point of a significantly decreased level of consciousness. Before
undertaking interventions, such as midazolam or propofol infusions, where the
best achievable goal is a calm, comfortable, but sedated and unresponsive
patient, the clinician must first take several steps. The clinician must have a 
discussion with the family (and the patient if there are lucid moments when 
the patient appears to have capacity), eliciting their concerns and wishes for 
the type of care that can best honor their desire to provide comfort and symptom
control during the dying process. The clinician should describe the optimal
achievable goals of therapy as they currently exist. Family members should be
informed that the goal of sedation is to provide comfort and symptom control,
and not to hasten death. They should also be told to anticipate that sedation 
may result in a premature sense of loss, and that they may feel their loved 
one is in some sort of limbo state, not yet dead, but yet no longer alive in the
vital sense. The distress and confusion that family members can experience
during such a period can be ameliorated by including the family in the decision-
making and emphasizing the shared goals of care. Sedation in such patients is
not always complete or irreversible; some patients have periods of wakefulness
despite sedation, and many clinicians will periodically lighten sedation to reassess
the patient’s condition. Ultimately, the clinician must always keep in mind the
goals of care and communicate these goals to the staff, patients, and family
members. The clinician must weigh each of the issues outlined above in making
decisions on how to best manage the dying patient who presents with delirium
in a manner that preserves and respects the dignity and values of that individual
and family.

Several interesting clinical questions in this area exist, and more research
could helpfully inform clinical management. Must we always treat delirium in
the terminally ill or dying patient? What are appropriate goals for treatment?
What is the impact of delirium on patients, family, staff? What are effective 
pharmacologic and non-pharmacologic interventions?

Summary

The clinician caring for patients with life threatening illnesses is likely to
encounter delirium as a common major psychiatric complication of advanc-
ing illness, particularly in the elderly and during the last weeks of life when 
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up to 85% of patients may develop a delirium. Proper assessment, diagnosis, 
and management are important in minimizing morbidity and improving quality
of life.
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Acute care, 11
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side effects, 288–289
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treatment studies, 129
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Hyperalgesia, 289

Immediate early gene (IEG) expression, 251
Infection

due to long-term epidural catheterization,
291

due to long-term intrathecal
catheterization, 292, 294, 295

Informed consent, 102. See also Self-
determination; Truth-telling

Integral care systems. See Teams, palliative
care

Intensive care unit (ICU), 89
surgical, 167

Intracerebroventricular (ICV) administration
of morphine, 254, 255

Intraspinal infusion, analgesic/anesthetic,
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patterns of, 214
Opioid metabolites, 217, 220–221
Opioid receptors, 249–250
Opioid side effects, 222–223
drugs that reduce, 225–226

Opioid switching, 232–233, 255, 259–260,
262. See also Opioid cross-tolerance;
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