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Introduction

Over the last 20 years, advances in the treatment of patients with
chronic obstructive pulmonary disease (COPD) have improved
survival even among patients in the most advanced stages of the
disease, such as those requiring domiciliary oxygen therapy.'? This
improvement—in principle a positive development—has given rise
to considerable clinical problems associated with the establishment
of a therapeutic ceiling and the difficulty of determining prognosis in
some of these patients. In this situation, the clinician should consider
introducing palliative care, that is, care aimed at improving symptom
control, communication, physical activity, and emotional support, in
order to achieve the best possible quality of life for the patient.
Palliative care is generally associated with the advanced stages of a
disease’s natural history, but in the case of COPD it is important to
emphasize it does not necessarily mean that death is imminent.

The lack of a generally accepted definition for “end-stage COPD”
makes it difficult to compare studies.> Table 1 defines the basic
concepts.

Improving the management of advanced-stage COPD not only has
adirect impact on the quality of care received by the patient, but also
has a positive effect on the health care system as a whole in that it
reduces hospital admissions shifts the burden of care from the
hospital to the community, and reduces unnecessary and unscheduled
admissions to intensive care units.*

*Corresponding author.
E-mail address: jescarrabill@gencat.cat (J. Escarrabill).

Many patients with COPD remain undiagnosed, and some of those
diagnosed do not fulfill the accepted criteria, and it is therefore
extremely difficult to establish how many patients actually have
very severe COPD, though it is estimated that the proportion may
range between 3% and 15% of the total.>¢

The concern with broadening the clinician’s approach beyond
actions taken primarily to prolong the patient’s life has developed
more recently in the context of COPD in comparison with other
diseases. Nonetheless, and despite the lack of precise definitions and
the unpredictability of this disease, this broader approach should be
an indispensable component of good practice in pulmonology. Figure 1
summarizes the final stages of life in patients with COPD.

Identifying the Patient With End-Stage Disease: Diagnostic
Criteria

The course of chronic diseases follows identifiable patterns.” In
patients with cancer, the period of decline is shorter. In the case of
age-related disability, the starting point is worse, the individual’s
independence is severely limited, and in many cases cognitive
disorders are present. The pattern associated with organ failure, as is
the case of COPD, is characterized by progressive deterioration over
a long period of time punctuated by severe exacerbations that
require hospitalization and may, in some cases, lead to death.® In
general, these patients are virtually never free of symptoms. COPD is
a disease associated with prognostic uncertainty and, furthermore,
the health care system does not usually prioritize the care of patients
with chronic diseases in the same way it does that of cancer patients.’
Table 2 lists some of the obstacles to planning end-of-life care in
patients with COPD.™®
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The search for prognostic certainty may paralyze some
physicians'': as they do not know what will happen, they take no
decisions. One way to approach this problem is to ask ourselves
whether we would be surprised if the patient should die within the
next 12 months. Table 3 lists a number of criteria used to identify
patients at risk of death within the next 6 to 12 months.'>'4

Since it is difficult to predict prognosis in end-stage COPD, it is
essential to anticipate the final stages of the disease. Certain
characteristics of the disease make it more difficult to be precise in
predicting survival in patients with COPD than in cancer patients.
Moreover, other factors make the prognosis even more difficult to
determine; for example, the lack of any tradition of living wills
(advance directives), the inappropriate use of time on the part of
both the physician and the patient, whether due to work overload or
because of a fear of the uncertainty of the information. All of these
circumstances tend to lead both clinicians and patients to find
reasons for postponing any discussion about the decisions that must
be taken on end-of-life issues.

In addition, the prognostic uncertainty associated with diseases
involving organ failure may lead patients to think that they are not
being given enough information.'>

Table 1
Definitions

Advanced COPD
End-of-life care

This imprecise term should be avoided

Care during the period prior to death (for example, the last
12 months of life)

A concept that does allow comparisons to be made

Care aimed at preventing or treating symptoms as early
as possible and dealing with the psychological and social
problems arising from the disease

During the final stages of the disease, the care and treatment
undertaken to prevent suffering in the final days or hours
of the patient’s life. The therapeutic effort should, in these
cases, be comparable to that invested in a medical action
with a curative aim

The process through which the caregiver adapts to the loss

Palliative care

Terminal care

Mourning

Diagnosis
I and planning
L]

Figure 1. Final stages of chronic obstructive pulmonary disease (COPD).

Advanced-stage COPD

Palliative care

End of life

Table 2
Barriers to Planning End-of-Life Care in Patients With COPD

The difficulty of establishing the prognosis and knowing which exacerbation will
be the “last” one

A tendency to postpone discussion of the possible options

The lack of awareness on the part of the patients of how far their disease has
progressed

The high percentage of caregivers who are also not aware of the seriousness
of the patient’s situation

The difficulty of deciding in many cases whether a death at home or in hospital
is the better option

The lack of communication between the different care providers

A sense of inevitability that leads some physicians to take a passive attitude toward
therapy

The fact that palliative care is not as common or intensive in patients with COPD
as it is in patients with cancer'

Table 3
Profile of the Patient Who May Die Within 6-12 Months

FEV,<30%
Scant physical activity
Dependence on caregivers for the basic activities of daily living
Not dressing every day
Inability to walk up a few steps without resting
Walking less than 30 minutes per day
Consumption of healthcare resources
Three or more severe exacerbations (emergency department visits and/or
hospitalizations) in the past year
>21 days of hospital care during the previous year
General health affected by disease
Comorbidities
Body mass index <21 kg/m?
Dyspnea (3-4 on the modified MRC scale)
A BODE index score between 7 and 10
Personal and social factors
Older age
Depression
Living alone (or without a partner)

Abbreviations: FEV,, forced expiratory volume in the first second: MRC: Medical
Research Council.
Adapted from Hansen-Flaschen,'? Chu et al,”* and Celli et al."

Death

A good death
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Advance Care Planning

Very few studies have been done on the end-of-life care needs of
COPD patients, but it is not reasonable to delegate the care of these
patients to other professionals at the end of their lives. The physicians
who have cared for the patient throughout the entire process should
also take on the responsibility of managing the final stages of the
disease. In some cases, the contribution of a team of palliative care
experts may provide a useful support for the medical team as they
devise the best care plan. Bioethics committees can also play an
important role if they are able to respond immediately and help in
critical situations with difficult decisions such as whether a patient
should be intubated or the desirability of using noninvasive
ventilation. The key element in the organization of the whole process
is continuity of care (Figure 2). A single team (especially if hospital
based) cannot respond to all the patient’s needs in every situation. It
is, therefore, essential to ensure that all those involved in the patient’s
care are working together towards the same goals, especially the
primary care teams, social workers, and medical support personnel.'®
The provision of home care is a useful way of affording COPD patients
direct care and at the same time guaranteeing continuity of health
care."”

Certain issues that cause great anxiety can be quickly and easily
resolved when patients and their caregivers can consult by
telephone.

The signs and symptoms of the advanced stages of COPD do not
differ substantially from those associated with the final stages of
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other chronic processes. Patients with COPD experience dyspnea,
sometimes accompanied by pain (flattened vertebrae, immobility),
gastrointestinal symptoms (nausea, loss of appetite, constipation),
anxiety or depression, sleep disorders, and weight loss. The best care
plan should include the following?®:

» Medical treatment of proven efficacy.

« Interventions that ensure the patient’s comfort.

« Continuous, coordinated, and integrated treatment.

 An advance care plan.

* An individualized approach to care that takes the patient’s
preferences into account.

« Careful and considered use of the patient’s and the relatives’
resources.

« Support aimed at making the best of each day.

* Consideration of comorbidities, in particular heart or kidney failure
and diabetes.!

When conventional treatments fail, some patients may turn to
complementary medical techniques. There is no evidence that
acupuncture improves dyspnea.?® Patients have the right to turn to
alternative medicine, and this choice is often related to 2 evident
facts: the inability of conventional medicine to provide solutions to
some of their real needs (which go beyond drug treatment and the
hope of a cure), and the better communication provided by some
alternative medical practitioners in the case of patients whose chief
need is for someone to listen to them. Patients who turn to alternative

Identify the candidate
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Figure 2. End-of-life care in patients with chronic obstructive pulmonary disease.
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medicine often use it to complement conventional care rather than
as a substitute.?! Respiratory specialists should advise patients to
avoid any practices that are potentially dangerous and to carefully
evaluate the costs and benefits of any supposedly therapeutic
intervention.

Training in End-of-Life Care

The training of residents and other professionals who care for
patients with respiratory diseases (personnel with degrees in nursing
or physiotherapy) should cover the core competencies of end-of-life
care, including symptom control, achieving a reasonable quality of
life, effective communication and emotional support, and how to
maintain, as far as possible, the patient’s ability to independently
carry out activities of daily living. Table 4 summarizes the components
of the palliative care syllabus.

Palliative care unit rotations for residents have been shown to
change their attitudes towards end-of-life care.??

Care for the Caregiver

In the advanced stages of COPD, the impact of the disease also
affects caregivers, especially in terms of the limitations it poses on
their social relationships® and the fact that they must witness the
patient’s suffering over a long period of time. It is important to
involve the caregiver in the end-of-life care planning,?* but as health
professionals we also have a duty to care for the caregiver even
before this stage is reached. In some case, this care should be
extended to include support during the process of mourning and
adjustment to loss.?

Communication

One of the most complex aspects of end-of-life care for patients
with COPD is communication between the doctor and the patient
concerning prognosis. Advance directives are useful when the future
course of the disease is known (for example in the case of amyotrophic
lateral sclerosis or lung cancer). In the case of COPD, however, there
is a risk that advance directives will be focused more on the
treatments the patient rejects than on the patient’s values and
preferences with respect to the decisions that have to be made.
Moreover, even when advance directives have been drawn up,
patients may change their opinions. They tend to judge the impact of
a treatment more in terms of how it affects their independence and
cognitive state than in terms of survival.?¢ Older patients tend to
prefer less aggressive treatments, especially when treatment may
affect their independence and cognitive functions.?” When discussing
the situation with a patient, it is essential to inform him or her of the
probable outcome of non-intervention and to contextualize the
concept of risk.

There are decision-making aids, such as videos and books,
specifically designed to inform patients and help them to make

Table 4
Components of the Palliative Care Syllabus

Assessment and treatment of pain and dyspnea

Management of general symptoms

Ethical principals

Current legislation

Communication skills

Psychosocial considerations related to death and dying

Multidisciplinary teamwork

Knowledge of available resources (home support, social support, social
and healthcare provisions, etc)

Overall assessment of care (and communication with other professionals who have
cared for the patient)

choices. Patient support groups can facilitate communication, but
individuals must assess their own personal situation and discuss it
directly with the physician responsible for their treatment.

Ultimately, the decision regarding the best possible treatment for
a specific patient may represent a balance between the patient’s
independence, the usefulness of the intervention, and distributive
justice.?® Physicians deciding whether or not to propose a transplant
or volume reduction surgery face ethical choices that should in some
cases be made in consultation with colleagues.

Tools that improve communication skills have been developed
for training health care professionals.?

Management Approach

The primary focus of end-of-life care should be to alleviate
dyspnea and the effects of anxiety and depression.*®

Symptomatic Relief of Dyspnea

Shortness of breath is the most prevalent and incapacitating
symptom in patients with advanced-stage COPD. It can be alleviated
with  bronchodilators, supplemental oxygen, pulmonary
rehabilitation, surgery (lung transplantation or volume reduction),
and opioids. However, only 50% of patients with end-stage COPD
benefit from such measures and consequently many of these patients
live—and die—with incapacitating dyspnea.’!

Before we can effectively treat dyspnea we need to measure the
severity of the symptom in a uniform and reproducible way. In a
recent review, Baussewin et al*> recommended “combining a
unidimensional scale (eg, a [visual analog scale]) with a disease-
specific scale...or a multidimensional scale in conjunction with other
methods...to gauge psychosocial and carer distress.” The advantage
of this combination is that it recognizes dyspnea as a symptom that
affects both the patient and the caregiver. Traditional approaches to
alleviating dyspnea, which include the use of bronchodilators and
oxygen therapy, lie outside the scope of these guidelines. Other
measures can be useful in patients already receiving maximum
conventional treatment whose short-term prognosis is poor. These
include the administration of opioids or benzodiazepines, pulmonary
rehabilitation, and noninvasive mechanical ventilation.

Use of opioids to alleviate dyspnea. Opioids may be useful in
patients with severe COPD who have reached the therapeutic ceiling
with conventional treatment. Several randomized clinical trials and
1 meta-analysis?’ report that oral or parenteral opioids can alleviate
the sensation of shortness of breath, although it is recognized that
these drugs are associated with a number of side effects, in particular
constipation. Nebulized opioids were not, however, found to be
useful. Since all of these trials were of short duration, the long-term
effects of this type of therapy are unknown. The effect of low doses
of opioids on respiratory depression is of particular concern.
However, the trials included in the meta-analysis cited above did not
report any adverse effects on gas exchange, and some international
guidelines even include recommendations concerning the use of
opioids in patients with severe COPD.** The recommended starting
dose is 1 to 2 mg of oral morphine or equivalent. The dose can be
increased gradually until effective control of dyspnea is achieved.
Patients experiencing a severe dyspnea crisis and patients whose
advance care plan includes palliative therapy should be offered
treatment with parenteral opioids, although the potential of this
type of therapy in the management of such a crisis has never been
rigorously assessed. Figure 3 illustrates a proposal for a stepped plan
for managing dyspnea in patients with COPD.

Benzodiazepines. Benzodiazepines can be used in the management
of severe dyspnea associated with anxiety, including panic attacks.>
However, the depressive effect of such medication on the respiratory
system in patients with hypercapnia must be taken into account.
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Pulmonary rehabilitation and noninvasive mechanical ventilation.
Combining pulmonary rehabilitation with adjuvant interventions,
such as noninvasive positive-pressure ventilation or the
administration of supplemental oxygen, could provide additional
benefits in patients with advanced-stage COPD. Supplemental
oxygen can greatly improve exercise tolerance and reduce dyspnea,
even in patients with moderate hypoxemia.>> However, the results
obtained outside the laboratory are less conclusive. Various types of
noninvasive mechanical ventilation have also been shown to improve
exercise tolerance and reduce dyspnea in patients with severe or
very severe COPD undergoing pulmonary rehabilitation,*® although
once again the effect of such treatment outside the context of such
programs remains a matter of debate. Pulmonary rehabilitation
programs also educate patients in therapeutic strategies and self-
management, and include psychosocial support—all components
that could have beneficial effects on symptoms.

The Impact of Anxiety and Depression

Depression and anxiety, occurring separately or together, are
common problems in patients with COPD. According to a recent
review,”” the prevalence of generalized anxiety disorder in COPD
ranges from 10% to 33%, and panic disorder occurs in between 8%
and 67% of these patients. The prevalence of depression in patients
with moderate to severe COPD ranges from 7% to 42%. The variations
in these estimates are due to differences in the methods and scales
used in the different studies. These figures do, however, reveal a
considerable overall impact that often goes unnoticed because of the
overlap between the symptoms of COPD and those associated with
anxiety and depression.

A number of questionnaires are currently available to measure
the severity of anxiety-related symptoms.**-*° Many others evaluate
depression, including one developed specifically for use in patients
with COPD.#' These instruments should, however, be seen as
screening tools. Specific cases of anxiety and/or depression should
be diagnosed by a qualified mental health professional using
appropriate methods in a clinical interview.

Treatment of anxiety. Only a few studies have investigated the
effectiveness of anxiolytics in the management of COPD.*** The
results of studies of buspirone, a serotonin receptor agonist, have
been inconsistent and inconclusive.®>#> Nortriptyline, a tricyclic
antidepressant, has been reported to reduce anxiety and depression
in patients with COPD, but only in a single study of 30 patients.*
Finally, citalopram, a selective serotonin reuptake inhibitor, has not
been shown to be beneficial in patients with COPD.#
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Figure 3. Palliative approach to dyspnea in chronic obstructive pulmonary disease.

Among the nonpharmacologic approaches, psychotherapy and
progressive muscular relaxation have been evaluated in very few
studies and the results obtained have been inconclusive.*” In contrast,
a number of studies have shown that pulmonary rehabilitation
reduces anxiety. However, benefitin these cases was always observed
when the educational techniques were associated with supervised
muscle training; this suggests that benefits are more closely related
to such training.*”

Treatment of depression. Pharmacologic treatment should be
considered in patients with major depression. The choice of
antidepressant therapy will depend on the pattern of depression
and, more particularly, on the chronic respiratory condition of the
patient because drugs with a sedative action should be avoided.
Although respiratory depression is a potential side effect, the oldest
antidepressants have been shown to have little effect on respiratory
drive.®s These side effects have not been reported with selective
serotonin reuptake inhibitors or the new antidepressants
(venlafaxine, duloxetine, and mirtazapine). In a small study with low
statistical power, paroxetine was shown to be very effective in COPD,
with significant improvements in the emotional function and
mastery domains of the Chronic Respiratory Questionnaire, although
no differences were observed in the dyspnea or fatigue domains.*’

End-of-Life Care: “A Good Death”

Although death is inevitable, it is often experienced as a failure
rather than as a natural part of life.#* Any definition of a “good
death”# should include the following elements:

« Control of symptoms.

* Clear decision making.

* Respect for the opinions of the patient and the family.

« Giving those involved the possibility of preparing for the process of
dying.

« Freeing the patient from pointless responsibilities.

* Ensuring that both the family and the patient feel that they have
completed the entire process as they had planned (goodbyes, will,
etc).

* Respect.

* Optimum organization (no unnecessary changes of room or
hospital).

» Communication with the whole team who have cared for the
patient.

Advance Directives

Advance directives can be very helpful when taking decisions at
these times. These are the documents signed by patients in which
they specify their preferences regarding the treatment and care they
wish to receive. It is very important to stress that advance directives
in no way replace the decisions made by the conscious patient. This
document is only used when a patient is no longer able to decide or
make his or her decision known, and a patient can revoke the
advance directives at any time.>

Under Spanish law, instructions that require actions that are
illegal under current legislation or contrary to the profession’s
definition of good practice will not be followed. Advance directives
can only be applied in the specific circumstances determined by the
patient at the time the document was drawn up.

Notwithstanding these preparations, the decision to withdraw
life support is often difficult for clinicians and very hard for family
members.>! Withdrawal of mechanical ventilation in sedated patients
does not pose the same problems as the withdrawal of ventilatory
support from patients on long-term home ventilation whose
condition is deteriorating progressively or who make the decision
themselves to discontinue. The clinician’s primary aim is to achieve
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effective control of symptoms while avoiding unnecessary measures.
Nonetheless, the limits are difficult to establish, especially from the
legal standpoint. As Simonds>? has suggested, there is great variation
in clinical practice with respect to the withdrawal of life support.

The Process of Dying

The medical care team can provide essential support for patients
and relatives who are facing difficult decisions.> In the final stages of
a patient’s life, it is important to avoid, whenever possible, delegating
responsibility to other professionals. In some cases, after years of
treating a patient, a distressing course of events in the final stages of
life can destroy all of the efforts of the medical team and leave the
family feeling guilty. The quality of the process of dying can be
audited, and Thomas and Day** have proposed the following criteria
for evaluating whether or not the process has been acceptable in a
particular case:

1. The patient was free from symptoms (pain, dyspnea, anxiety,
pressure sores).

. Therapeutic strategies were planned in advance.

3. Death occurred in familiar surroundings (hospitalized patients
should be accommodated in a private room).

4. The patient was not moved during the last 3 days of life.

5. Relatives were aware that the patient was dying and were present
if desired.

6. An autopsy was performed if the cause of death was unclear.

7. The patient’s general practitioner was informed of the death by
telephone within 24 hours and received a written report within
7 days.

\S]

Despite the significant increase in our knowledge in the field of
palliative care, there are still barriers that make it difficult to apply
what we know. The official policy statement of the American Thoracic
Society® notes the following obstacles to the provision of end-of-life
care: the physician’s discomfort with discussion of these problems
with patients and their relatives; the uncertain short-term prognosis
that is characteristic of nonmalignant diseases; the lack of specific
knowledge and skills on the part of the clinician; the considerable
investment in time required for palliative care; and, finally, the
additional difficulty that, after dealing with a long-term illness, many
caregivers are worn out and overwhelmed. In conclusion, the skills
and knowledge needed to provide palliative care should carry greater
weight in the process of training professionals who will care for
patients with advanced respiratory disease.
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