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Symptoms in advanced respiratory disease are varied and commonly
include breathlessness, fatigue and cough. Symptom control can be
complex and difficult to navigate, particularly in the last few years of life as
the disease progresses and patients’ needs escalate. Management is best
optimised through holistic approaches, with management of individual
symptoms alongside treatment of the underlying disease process.

anagement of advanced res-
piratory disease has increas-
ingly shifted to primary care
and community settings
owing to a growing focus on supported,
home-based care and preferences to avoid
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hospital presentation. Symptoms in
advanced respiratory disease are varied,
and can be complex and difficult to manage,
particularly in the last years of life as the
disease progresses and patients’ needs
escalate.! The symptoms discussed here are
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most common in chronic obstructive
pulmonary disease (COPD) but are also
relevant to other chronic conditions such
as pulmonary fibrosis, bronchiectasis and
lung cancer. Breathlessness in particular is
highly prevalent in advanced cancers and
heart failure.?

Defining the last years of life in
advanced respiratory disease
Despite well-recognised fluctuation in
chronic respiratory conditions (often with
periods of exacerbation), indicative prog-
nostic characteristics have been estab-
lished. In particular, the question ‘Would
I be surprised if this patient did not survive
the next 12 months?’ is a useful clinical
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Key points

Symptoms in advanced respiratory disease are
varied, complex and require specific attention to
improve patient experiences.

Key symptoms include the triad or respiratory
cluster of chronic breathlessness, fatigue and
cough, as well as depression and anxiety,
insomnia, cachexia, pain and dry mouth.
Management is best optimised through a holistic
approach, with individual symptoms also addressed
if they persist despite maximising management of
underlying disease.

Nonpharmacological interventions for
breathlessness, such as mobility aids, activity
pacing and breathing training have been shown to
have good effect.

Low dose opioids may be prescribed for some
people with severe chronic breathlessness with the
intention of reducing breathlessness to an
acceptable level, as complete symptom
amelioration is often not possible.

The psychological impact of advanced respiratory
disease is often overlooked and needs to be
directly addressed in best practice care.

Early introduction of advance care planning (ACP)
offers patients the opportunity to document their
care preferences and address evident lack of
support for chronic lung disease in the final stages
of disease. The conversation around ACP should be
ongoing as patients’ preferences evolve throughout
disease progression.

prompt.® This question has been found to  disease in the last years oflife.* indicators to predict death varies consider-
have high specificity compared with gold Hospitalisation with an acute exacerba-  ably across patients, its utility lies in the
standards framework prognostic indica-  tion of COPD has long been recognised as  opportunity to prompt an additional care
tors and is a simple prompt for clinicians  a prognostic indicator of advanced respira- ~ focus — notably the treatment of symptoms
to actively focus on symptom control, in  tory disease.” Mortality risk varies across  as a specific treatment goal.
combination with ongoing disease- studies; however, a recent retrospective study
directed management of the underlying reported one- and five-year mortality of IManagement of key symptoms
condition.’ patients hospitalised for COPD as 26.2%  Symptoms in advanced respiratory disease
The nature and intensity of symptoms  and 64.3%, respectively, with mechanical  vary; however, key symptoms relate to a
also signal patients’ changing needs. A  ventilation further increasing these risks.”  triad, or ‘respiratory cluster’, that includes
modified Medical Research Council Acute hospitalisation is therefore recom-  chronic breathlessness, fatigue and cough.
breathlessness scale (nMRC) score of 3 (I mended as an opportunity to discuss and ~ Other important symptoms include depres-
stop for breath after walking about 100  plan for future care.>* Low body massindex  sion, anxiety, insomnia, cachexia, pain and
meters or after a few minutes on level below 21.75kg/m? and cachexia are also  dry mouth.! Although a broad and holistic
ground’) or 4 (T am too breathless to leave  reliable prognostic indicators in advanced — approach to symptom management is rec-
the house or I am breathless when dressing  respiratory disease.”® ommended, individual symptoms should
or undressing’) are indicative of advanced Although the ability of prognostic beaddressed if they persist despite optimal
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Breathlessness

* Pulmonary rehabilitation
Multiprofessional integrated
breathlessness services
Component interventions
Breathing techniques

Hand-held fan

Borg score for breathlessness
Activity pacing and support and education
for family and caregivers

Cognitive behavioural therapy

Tai Chi

* Yoga

Low-dose oral or parenteral opioids
Benzodiazepines

Oxygen

Anorexia/cachexia

* Nutritional supplementation (for patients
with evidence of malnutrition)

* Megestrol acetate

1. Evidence-based approaches to managing symptoms in patients with COPD*

Fatigue

¢ Pulmonary rehabilitation

¢ Self-management education programs

¢ Activity pacing and good sleep hygiene

* Oxygen

Pain

¢ Principles of WHO analgesic ladder

Depression

¢ Complex interventions

¢ Cognitive behavioural therapy

¢ Multicomponent exercise training

¢ Antidepressant drugs

¢ Psychological interventions including
cognitive behavioural therapy

Cough

* Complex Physiotherapy and Speech and
Language Intervention (PSALTI)

¢ Pregabalin and speech pathology treatment

¢ Gabapentin

Anxiety
* Psychological therapies
* Pharmacological interventions

Daytime sleepiness and insomnia

* Noninvasive positive-pressure ventilation
for hypercapnic patients with stable
disease

* Establish good sleep hygiene

* Cognitive behavioural therapy

* Benzodiazepines

Dry mouth

* Topical therapies: oxygenated glycerol
triester spray

Sexual dysfunction

¢ Exercise therapy and education, advice
on positioning

* Pharmacological management

Adapted from: Maddocks M, et al. Lancet 2017.%

management of underlying disease." A useful
summary of evidence-based approaches to
individual symptom management of COPD
is presented in Box 1.!

Breathlessness
Chronic breathlessness is highly distressing
for patients with chronic respiratory disease,
and both GPs and specialists commonly
voice a lack of confidence in its manage-
ment. Breathlessness is multidimensional
and is defined as ‘an unpleasant subjective
experience of discomfort with breathing
that worsens as underlying disease processes
increase in severity; in its chronic and severe
state, it can lead to significant disability,
progressive inactivity, social isolation and
substantive suffering’.’ In addition, ‘chronic
breathlessness syndrome’ is breathlessness
that ‘persists despite optimal treatment of
the underlying pathophysiology and that
results in disability’* A stepped approach
to the evaluation and treatment of breath-
lessness is helpful and includes:

1) addressing reversible contributing
causes, including anaemia, pleural
effusion or anxiety; and engaging

2) nonpharmacological; and

3) pharmacological interventions."

Nonpharmacological interventions
Nonpharmacological interventions for
breathlessness are accessible and beneficial !
For example, activity pacing, mobility aids
and adjusting the living environment can
assist in conserving energy for valued activ-
ities.! Personalised exercise programs and
increased physical activity can improve stam-
ina, and yoga and Tai Chi have been shown
to be safe and to improve breathlessness for
some people with advanced lung disease."
Hand-held motorised fans (Figure and
videos) are similarly low harm, low cost, easy
interventions that directly target the sensation
of breathlessness.! Breathing retraining,
accessed through specialist physiotherapy
services, can also help improve associated
dysfunctional breathing patterns.!

Anxiety associated with breathlessness
can lead to avoidance of those physical
activities that address deconditioning.!
Psychological and counselling therapies,
including cognitive behavioural therapy
(CBT), discussed below, can address negative
thought processes and reluctance to engage
in helpful activities.""* Similarly, education
and supported self-management can help
patients improve self-efficacy, which in turn
can reduce anxiety and depression, increase
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activity and social contact and boost quality
of life.!

Opioids
Opioids are the primary pharmacological
approach to managing breathlessness.?
Evidence suggests that low-dose opioids
(30mg/day) are safe, albeit with side effects;
however, efficacy is variable.*"* Educating
prescribers and patients on the use of opioids
as an aid to dampen breathlessness to an
acceptable level, rather than remove the
symptom altogether, is important; this
distinction is significant in facilitating
acceptability and confidence for both patients
experiencing breathlessness and clinicians
prescribing these agents.>'¢

Prescribing opioids concurrently for
unrelated conditions increases the risk of
cumulative dosing and compounding of side
effects and safety issues, such as the impact
ondriving. Safety issues, in particular, should
be clearly explained and discussed with the
patient (Box 2).>'¢ If starting a patient on
opioids to manage breathlessness, either
short-acting or long-acting agents should be
prescribed, but not both, and commitment
to ongoing review to monitor response and
potential adverse effects is required.
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Figure. A hand-held motorised fan can help
alleviate symptoms of breathlessness. The fan
pictured is small, inexpensive and lightweight,
with soft blades. For further information watch
these videos: https://lungfoundation.com.au/
resources/the-benefits-of-hand-held-fans/

Image courtesy of Lung Foundation Australia. © 2021
Copyright Lung Foundation Australia. The fan can be
purchased through the Lung Foundation Australia.

The Table outlines two approaches to
prescribing morphine for patients with
refractory breathlessness. Regimen 1 pro-
vides guidance using an immediate-release
opioid, that is commenced at a lower dose
and allows for greater control and adjust-
ment by the patient or carer as needed. A
disadvantage of a lower, potentially subthera-
peutic dose, however, may be suboptimal
relief with consequent poor compliance and
premature discontinuation of the treatment
by the patient. Regimen 2 summarises an
evidence-based approach with a sustained-
release opioid; this regimen allows for ini-
tiation at a higher dose, thereby improving
the potential for therapeutic benefit and
subsequent patient compliance; however,
patients and carers may be reluctant to use
sustained-release opioids at this higher dose
and for longer term treatment.

Benzodiazepines are not recommended
to treat breathlessness, except as second- or
third-line therapy or at the very end of life.’®
Mirtazapine has shown promise in severe
breathlessness, and further clinical investi-
gation, including safety in feasibility studies,
is underway in Europe and Australia.””

breathlessness®

During the clinic visit

and offer an antiemetic

regimen and possible side-effects

provide low-reading syringes

side-effects, and titrate dose as needed

After the clinic appointment

compliance and any side-effects

nursing team or GP

Smallwood N, et al. Internal Med J 2015.16

2. Practical tips for initiating morphine in patients with refractory

* Discuss side effects and their likely duration. Always prescribe laxatives with morphine
Provide written information regarding the morphine formulation to be used, dosing
* |f using morphine liquid, assess patient/carer ability to draw up the correct dose and

Book a follow-up visit within two to four weeks to assess treatment response and

* Notify other health professionals involved in the patient’s care that morphine (formulation
and dose) has been started for refractory breathlessness

¢ Telephone the patient/carer within three days to check their understanding of dosing,
assess compliance and discuss any side-effects

* Organise a home visit by a nursing team within seven days to review patient/carer ability
and understanding to administer correct dose (tablet or liquid consumption) and assess

* Ensure ongoing access to the prescribing physician, community respiratory/palliative care

Further efficacy trials for anxiolytics are
needed; however, in the interim, all patients
receiving such agents should be monitored
for benefit and adverse effects when treated
with these or other symptom measures.>*

Fatigue

Fatigue is defined as ‘a profound feeling of
physical and psychological weariness that
is not relieved by sleep or rest’! Similar to
breathlessness, fatigue is complex and
requires a multicomponent approach to
management, including physical condition-
ing (individualised pulmonary and exercise
programs); psychological support; supported
self-management; and resilience training.
Additionally, treatment for comorbid
depression is crucial, as this may compound
the experience of fatigue.!

Occupational therapy-driven manage-
ment, with a focus on daily life adjustment
and maximising participation, has shown
promise. Such evidence-based interventions
aim to increase patients’ understanding of
fatigue; identify exacerbating factors; and
facilitate development of fatigue manage-
ment strategies (Box 3)."®

Cough

Chronic cough related to underlying max-
imally treated respiratory disease is a sig-
nificant source of distress for patients.!
Primary management approaches include
physiotherapy, speech and language thera-
pies (such as sputum-clearance techniques,
cough control and cough-reflex hyper-
sensitivity training) and psychoeducational
counselling (Box 1).!

Pharmacological treatments are not well
evidenced; however, the neuromodulator
gabapentin has been used to treat refractory
dry cough, and the antitussive P2X3 antag-
onists, which target airway vagal afferent
nerve hypersensitisation, may provide a
pathway to mediate cough reflex. Although
P2X3 antagonists are not yet available in
Australia, preclinical and preliminary trial
data are promising and P2X3 antagonists
may be the new dawn in addressing this
distressing symptom.”

Psychological impact

One often overlooked area within advanced
respiratory disease is the psychological
impact on patients, particularly in light of
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Table. Morphine regimens for treating refractory breathlessness®
Regimen 1 Regimen 2
Starting dose * Morphine (immediate-release) liquid 2.5mg orally 4 to * Morphine (sustained release) 10 mg once daily*
6 hourly as needed
Adjusting dose * Encourage use * Monitor response (ideally using VAS) and
* Monitor response (ideally using VAS) and side-effects side-effects
* Increase to 5mg orally 4 to 6 hourly as needed ¢ Increase as needed at weekly intervals by
» Once stable with no dose change over 2 weeks, consider 10mg/day to maximum dose of 30mg once daily
conversion to a daily, sustained-release formulation ¢ Stop treatment if no reported improvement in
* Stop treatment if no reported improvement in breathlessness breathlessness on maximum dose
Advantages e Patient/carer is in control of dosing, so allow time for ¢ Initiation dose may be therapeutic thus improving
acceptance and familiarisation with using morphine compliance
* Side-effects minimised « Initiation dose is relatively low, therefore usually
few side-effects
¢ Evidence-based regimen
Disadvantages * Compliance may be poor ¢ Patient/carer may be reluctant to use regular
* Patient may discontinue treatment prematurely due to morphine if unfamiliar with or apprehensive
perceived lack of efficacy while taking subtherapeutic doses about opioids
Abbreviation: VAS = visual analogue scale.
* Since 2019, the Pharmaceutical Benefits Scheme has approved the reimbursement of morphine sulfate pentahydrate low-dose, sustained-release 10mg and 20mg morphine
capsules for the treatment of chronic breathlessness in palliative care patients with advanced disease, including advanced nonmalignant respiratory disease such as COPD.
Smallwood N, et al. Internal Med J 2015.1¢

sustained symptoms.?>*' The relationship
between chronic respiratory disease and
depression and anxiety is well documented,
asissocial and existential isolation; psycho-
logical issues are reported in as many as
60% of people with COPD.»?>%

Despite disease and symptom management
optimisation, for many, a significant burden
remains. Raising issues around psychological
coping and patient experience provides
patients the opportunity and permission to
voice the full impact of their condition.

Key treatments for depression and anxiety
include behavioural therapies and CBT,
as well as pharmacological interventions
(Box 1). Multicomponent exercise training
has also shown positive impact for patients
with advanced respiratory disease and
depression.! Psychological therapy and
counselling (‘talking’ therapies’) are acknowl-
edged as useful, particularly in patients with
chronic disease. CBT is a well established
treatment for anxiety and depression that
seeks to increase a patient’s understanding
of their current difficulties and help manage
unhelpful thoughts, and has shown

promising outcomes for patients with
COPD."” Of importance, several studies,
including a recent large randomised con-
trolled trial, showed that respiratory nurses
trained in, and delivering CBT, improved
anxiety and healthcare utilisation (emer-
gency department presentations and hospi-
talisation) among patients with chronic
respiratory disease.*** Peer and facilitated
support groups have similarly shown
improvement in the wellbeing of patients
with chronic respiratory conditions.?
Empowerment through shared experience
and collegial support may also improve
active engagement with healthcare.?
Connecting patients with support and
social services is increasingly important.”
‘Social prescribing’, in which primary care
services actively link patients to support ser-
vices within the community and volunteer
sectors can help improve health and
wellbeing.* Social prescribing activities,
including community gardening, group
learning, volunteer work and music- and
arts-based activities, are of particular value
to patients with chronic conditions, such as
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advanced respiratory disease, in whom dis-
ease-related social isolation plays a key role
in psychological dysfunction.

Other symptoms

Other symptoms associated with chronic
respiratory disease include anorexia, dry
mouth and insomnia. Evidence for the
management of these symptoms is varied.
Anorexia management relies primarily on
nutritional supplementation, patient edu-
cation and dietetic support. For patients
with dry moutbh, it can be helpful to review
inhaler therapies that may contribute to
this symptom, and consider changing the
device or the medication. Additionally, local
topical therapies (such as oral lubricants of
saliva substitutes) can be helpful.” Insomnia
and daytime sleepiness is treated with sleep
hygiene and CBT, and benzodiazepines
may be prescribed for short-term interven-
tion.! Comorbidities may also contribute to
symptoms, thus the approach to manage-
ment should always be to maximise the
treatment of all contributing underlying
conditions.
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3. Practical recommendations
for managing patients with
respiratory disease-related
fatiguet®

Discuss and assess impact of fatigue
on activities of daily living

Consider occupational therapy for
analysis of daily activities and routines
to assess the effort and energy
required for different activities

Consider physiotherapy with a focus
on endurance and fitness training

Provide or refer for education on
methods of planning, pacing and
prioritising activities to enable
participation in valued activities

Provide or refer for education on
simplification skills, body mechanics,
environmental adaptations,
appropriate assistive devices and
rest periods

Address psychological impact and
anxiety through strategies such

as relaxation techniques and targeted
participation in leisure activities

Address sleep hygiene and nutritional
issues

Consider referral to specialist nursing
or physiotherapy for education on
self-management and self-efficacy for
self-management of daily fatigue

The importance of advance

care planning

Despite the life-limiting nature of chronic
respiratory diseases, few patients have plans
in place for the later stages of disease and
care, and fewer than 18% of patients with
COPD in Australia access palliative care in
the last 12 months of life. 2*?!

Advance care planning (ACP) is a process
and opportunity in which patients ‘think
about, discuss and record preferences for
the type of care they wish to receive and the
outcomes they would consider acceptable’.*”
The process involves a series of conversations
engaging patients and their family in explor-
ing values, burdens and preferences, and
allows healthcare professionals, the patient
and their family to develop a shared under-
standing of how to best provide care that

planning?2

planning

time?’

your illness?’

4. Questions to help start a conversation about advanced care

Healthcare professionals, particularly doctors, may find some of the language
prompts below helpful when starting a conversation with patients about advanced care

Introducing the topic: ‘I try to talk to all my patients about what they would want if they
became more unwell. Have you ever thought about this?’

Speaking for the person: ‘Who would you like me to talk to if you were unable to talk to me
about important medical treatment decisions?’

Goals and values: ‘What does it mean to you to “live well”? What are your goals at this
Care and treatment: ‘What do you understand about where things stand right now with
Concluding the conversation: ‘Thank you for clarifying your goals, values and acceptable

outcomes. Does your family (or carer or friends) know what you would want?’

Reproduced with permission from: Advance Care Planning Australia (2020). Understanding advance care planning.*2

addresses and reflects the person’s expressed
goals.”

ACP increases palliative care involvement
and reduces the likelihood of clinically futile
treatments and decision-making in a period
of crisis. For patients with COPD, ACP can
provide a heightened sense of control and
reduce anxiety and depression.”**

Providing multiple and early opportuni-
ties to discuss long-term care wishes and
priorities with patients is recommended.*
These conversations are likely to evolve as
the patient’s perspectives may change over
time, emphasising the importance of ongoing
conversations and willingness for continued
discussion of healthcare preferences, even
after an advance directive is in place.*
Advance Care Planning Australia provides
information on ACP, and includes questions
to help start the conversation (Box 4) and
videos for health professionals.*

Efficient conversations for
long-term care

Patient-driven and patient-led consultations
are sometimes erroneously considered too
time consuming within the constraints of
busy clinical practice.”® Instead, evidence
indicates that interactions commenced with
asimple question as to the patient’s priorities
result in more time-efficient consultations
and care that is more strongly aligned with
patient’s current and ongoing needs.* This

becomes increasingly important when
addressing care within the final years of life.
Creating opportunities for patients to voice
their priorities for care and ensuring the
opportunity is taken to start a longer dis-
cussion over several consultations that plans
care for now and the future, rather than
attempting to address all issues raised, is
essential >

Conclusion

Management of respiratory symptoms is
best optimised through holistic approaches
that address individual symptoms in addi-
tion to the underlying disease. Symptom
burden commonly escalates in the last years
oflife as the disease progresses. Identifying
patients within this category is crucial for
well-managed and planned care. Key prog-
nostic indicators for chronic disease include
the question “Would I be surprised if this
patient did not survive the next 12 months?’.
Similarly, discussing patients’ priorities for
care and early engagement with ACP can
better facilitate care that addresses their
ongoing needs. RMT
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