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Management of dyspnea in palliative care
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ABSTRACT

Dyspneaisasymptom commonly experienced by cancer patients that causes significant suffering, worsens through-
out a patient’s disease trajectory, and can be more difficult to manage than other symptoms. Assessment of dyspnea
is best accomplished by a subjective description; physiologic measures are only weakly correlated with the patient’s
experience. It is important to consider a wide range of possible malignant and nonmalignant causes of dyspnea in
cancer patients and to correct underlying causes where possible.

For patients with refractory dyspnea, opioids are a safe and effective treatment. Benzodiazepines can be con-
sidered, but the evidence for their use is weak. Supplemental oxygen is beneficial if patients are hypoxemic, or if they
have concurrent chronic obstructive pulmonary disease. Nonpharmacologic strategies such as fan therapy, exercise
programs, and pulmonary rehabilitation can also be beneficial. One important diagnosis to consider in all cancer
patients is venous thromboembolism.

Prompt evaluation and treatment are vital to improving symptoms and outcomes for patients. Although dyspnea
is common and potentially debilitating in cancer patients, it can be effectively managed with a structured approach
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to rule out reversible causes while concurrently treating the patient using appropriate therapeutic strategies.
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INTRODUCTION

At regional cancer centres, dyspnea is a symptom com-
monly experienced by cancer patients, at a prevalence
close to 50%'. Dyspnea leads to considerable suffering for
patients and caregivers, and can be a cause of treatment
interruption, treatment discontinuation, emergency room
attendance, and death?3. Unlike other symptoms, dyspnea
intensifies in severity throughout the duration of the pa-
tient’s disease trajectory*®. Assessing dyspnea can present
the clinician with a diagnostic challenge when the self-
reported distress of the patientis compared with physiolog-
icmeasures obtained in a clinic visit or with findings from
diagnostic imaging. Dyspnea also can be more difficult to
treat than other symptoms (such as pain) commonly en-
countered by cancer patients®. This article addresses the
diagnostic challenges that clinicians face when assessing
dyspnea and discusses the pharmacologic and nonphar-
macologic strategies that can be applied to address this
burdensome symptom.

MANAGING DYSPNEA

What Is the Best Way to Screen for Dyspnea

in My Patient?

Assessment of dyspnea is best achieved by obtaining a
patient-reported description of the symptoms®”. Dyspnea

is defined by the American Thoracic Society as “a sub-
jective experience of breathing discomfort that consists
of qualitatively distinct sensations that vary in intensity.”

Physiologic measures such as oxygen saturation,
heartrate, and respiratory rate are only weakly associated
with the patient’s experience of dyspnea®. Compared with
physiologic measures, caregiver assessment of the patient’s
dyspnea is more strongly associated with the patient’s re-
port of dyspnea. The subjective rating of dyspnea by the
patient continues to be the standard on which the clinician
should assess the symptom burden of dyspnea and mon-
itor the benefits of any treatments provided. Validated
patient-reporting scales such as the Edmonton Symptom
Assessment System can be easily used by the patient or
caregiver®. It is also important to screen for concurrent
symptoms through a validated symptom scale such as the
Edmonton Symptom Assessment System. The presence
of depression, anxiety, tiredness, and lack of appetite is
predictive of moderate-to-severe dyspnea in patients with
cancer, and anxiety is associated with increased severity
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of dyspnea®. The interplay between dyspnea and other
symptoms highlights the multidimensional nature of the
suffering a patient with dyspnea experiences (Figure 1)°.

What Are the Possible Causes of Dyspnea

in My Patient?

There are many potential causes of dyspnea, which can be
categorized into malignant and nonmalignant causes. Ta-
ble1presents a suggested approach to the potential causes
ofdyspneain cancer patients. Frequently, multiple reasons
for dyspnea exist simultaneously in the same patient. When
evaluating a patient with dyspnea, it is crucial to consider
a broad differential diagnosis and to apply a structured
approach to investigation and treatment, while always
keeping the patient’s goals of care in mind.

Consider Venous Thromboembolism in
the Differential

Venous thromboembolism (vrE), which includes both
deep-vein thrombosis and pulmonary embolism, is a com-
mon complication of cancer and cancer treatment, with a
reported prevalence of 4%-20%!°. The 2nd-leading cause
of death in cancer patients!!, vTE is associated with worse
prognosis in a variety of malignancies'?. Unfortunately, VTE
canbedifficult torecognize, leading to delayed diagnosis,
prolongation of patient suffering, and potentially, death.
Contrary to previously held beliefs, most fatal pulmonary
emboli produce progressive breathlessness, fever, and
tachycardia, taking an average of 2 hours to cause death!3.
Inoncology patients complaining of new or worsening
dyspnea, it is important to consider VTE in the differential
regardless of how long the individual has been living with
cancer or receiving treatment. The risk of vTE is highest
in the first 3-6 months after diagnosis, but remains sig-
nificantly greater than that in the general population
throughout the illness trajectory'®4. When evaluating a
patient with cancer and with potential vTE, published data
indicate that clinical prediction rules and D-dimer testing
are insufficient to rule out vrE. All patients with suspected
vTE should therefore be promptly imaged to rule out deep-
vein thrombosis, pulmonary embolism, or both!®. Notably,
up to 80% of pulmonary emboli will have no associated
symptoms of deep-vein thrombosis!'*1®, and so absence of
peripheral swelling or calf pain should not lower the index
of suspicion for pulmonary embolism in a dyspneic patient.
If identified, vTE should be treated promptly with ap-
propriate anticoagulant therapy. Details of VTE treatment
are beyond the scope of this article, but many guidelines
with further information are available. For complex throm-
bosis cases, consider referral to a nearby hematologist.

What Pharmacologic Interventions Can
Address Refractory Dyspnea in My Patient?

The first step in managing dyspnea is identification and
correction of any underlying cause or causes. However,
many patients will have causes of dyspnea that cannot
be corrected, or dyspnea will be refractory despite ap-
propriate treatment of the underlying causes. For those
patients, opioids are the mainstay of treatment regardless
of the cause of the dyspnea. Multiple systematic reviews
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FIGURE 1 The experience of total breathlessness.

have demonstrated the effectiveness of various opioids
(compared with placebo) for relief of dyspnea!’-2!. The ef-
fectiveness of opioids to relieve dyspnea is limited to oral
and parenteral formulations; nebulized opioid therapy
should not be used"”. Effective relief can be achieved with
doses aslow as 10 mg daily of oral morphine, and a ceiling
effectis observed beyond 30 mg daily of oral morphine??2.
At those doses, the typical adverse effects of opioids (se-
dation, nausea, constipation) might be observed, but they
are self-limiting or manageable. Furthermore, such doses
have not been shown to increase the risk of respiratory
depression, hospital admission, or death!%18.22,

When prescribing opioids for dyspnea, we recommend
starting with a regular dose of an immediate-release for-
mulation (2.5-5 mgoral morphine or the equivalent, every
4-6 hours) to establish efficacy and tolerability. Once a
stable dose has been achieved, consider switching to a
slow-release formulation to assist with patient adherence
and symptom control. Remember to also prescribe a stim-
ulant laxative for constipation prophylaxis in all patients
regularly receiving opioids.

The role of benzodiazepines to manage dyspnea
remains less clear. The rationale for using a benzodiaz-
epine would be to address the anxiety that is commonly
reported as a component of dyspnea. A recent Cochrane
review suggested that the evidence to recommend the
routine use of benzodiazepines is insufficient?3, although
other studies suggest that benzodiazepines might be ef-
ficacious in addressing dyspneal”. Our practice has been
to consider the use of abenzodiazepine in the presence of
clear concomitant anxiety thatis significantly contributing
to the patient’s experience of dyspnea, after an opioid has
received a reasonable therapeutic trial.

Will My Patient’s Refractory Dyspnea Improve
If I Prescribe Supplementary Oxygen?
The use of supplementary oxygen can reduce the severity

of dyspnea in patients who are hypoxemic (pulse oxime-
try <88% onroom air, or PaO, <55 mmHg). Compared with
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TABLE I Potential causes of dyspnea in cancer patients

Dyspnea type Mechanism Examples
Malignant Direct tumour e Bronchial compression
effects e Superior vena cava
obstruction
e Lymphangitic
carcinomatosis
* Venous thromboembolism
Malignant e Pericardial effusion
effusions e Pleural effusion

* Ascites
Treatment-related  Pneumonitis from systemic
therapy or radiation

e Lobectomy or
pneumonectomy

Nonmalignant  Cardiovascular e Congestive heart failure

e Ischemic heart disease
Pulmonary e Chronic obstructive
pulmonary disease
e Interstitial lung disease
® Pneumonia
¢ Asthma

Other * Anemia
e Anxiety
e Obstructive sleep apnea
e Neuromuscular disease

using room air alone, provision of supplementary oxygen
to patients who are dyspneic but not hypoxemic demon-
strates little benefitin reducing symptom burden?*. Despite
thatlack of evidence, supplementary oxygen is commonly
requested by and prescribed to dyspneic patients'. It is
important to distinguish whether a patient has chronic
obstructive pulmonary disease and is hypoxemic, because
providing supplementary oxygen in that patient population
improves survival and functional status?.

Other nonpharmacologic interventions to provide
relief to a dyspneic patient can be considered. Use of a
handheld fan to create air movement across the face is
thought to stimulate the trigeminal nerve, leading to short-
term (but not long-term) relief of dyspnea. The quality of
the evidence for the use of handheld fans remains low?>.
Exercise programs and pulmonaryrehabilitation programs
for patients with comorbid chronic obstructive pulmonary
disease might reduce dyspnea scores and improve quality
oflife when the predominant cause of dyspneais the under-
lying chronic obstructive pulmonary disease'”.

SUMMARY

The importance of screening for, evaluating, and treating
dyspnea in patients with cancer cannot be understated.
This common and debilitating symptom can be addressed
with a structured approach to ruling out reversible causes
of dyspnea while concurrently treating the patient with
appropriately dosed opioid therapy.

Key Points

Dyspneaisacommon symptom in patients with cancer.
Patient-reported severity of dyspnea is the standard
on which the clinician should base an evaluation of
this symptom.

Opioid therapy is the first-line treatment for refracto-
ry dyspnea.

For new or suddenly worsening dyspnea in a patient
with cancer, VTE should remain in the differential
diagnosis.

The patient should be evaluated for concurrent symp-
toms that could make their dyspnea worse (anxiety,
for instance).
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