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END OF LIFE CARE

Updates in palliative care – recent advancements in the
pharmacological management of symptoms

ABSTRACT

Authors: Angela StarA and Jason W BolandB

Symptom management is an important part of both palliative
care and end-of-life care. This article will examine the recent
research evidence about drugs commonly used for symptom
management in adult patients receiving palliative care.
In particular, the management of symptoms where recent
palliative care-based evidence has changed recommended
practice will be reviewed. This includes: breathlessness,
delirium, nausea and vomiting in bowel obstruction, opioidinduced constipation and upper respiratory tract secretions.
For each symptom, a review of recent pharmacological
evidence has been undertaken, with emphasis on potential
important changes to physicians’ practice.
KEYWORDS: Palliative care, symptom management,
breathlessness, delirium, malignant bowel obstruction

Introduction
Patients receiving palliative care can have many different
symptoms. This article will highlight the recent research evidence
on drugs commonly used for symptom management in patients
receiving palliative care. Many of these drugs are also used in other
settings. We have discussed the symptoms where recent palliative
care-based evidence has changed recommended practice:
>
>
>
>
>

breathlessness
delirium
nausea and vomiting in bowel obstruction
opioid-induced constipation
upper respiratory tract secretions.

The recent evidence for pain is outside the scope of this article and
will be reviewed separately in this issue.1
Symptom management starts with a thorough assessment of
a patient’s symptoms, with the aim of ﬁnding a cause, assessing
reversibility and the impact on the patient and their family.
Reversible causes of symptoms should be acted upon where
appropriate and an explanation to the patient and family is an
essential part of management.
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Symptoms are multidimensional experiences and will vary with
underlying pathophysiology and the individual. Although this
review addresses updates in pharmacological management of
key symptoms, effective non-pharmacological treatments should
always be considered concurrently (and often before drug therapy)
as these often have fewer side effects.

Breathlessness
Breathlessness is most common in people with advanced cancer
or cardiorespiratory or neurological disease. In this cohort,
breathlessness generally occurs due to a mismatch between the
patient’s perceived need to breathe (respiratory drive) and their
ability to do so (physiological capacity).2 Standard treatment
includes optimising the underlying disease, reversing any reversible
factors where possible, and using non-pharmacological measures
(such as breathing training, exercise or use of a handheld
fan).3 Recent evidence for pharmacological management of
breathlessness covers oxygen, opioids and benzodiazepines.

Oxygen
Oxygen is commonly used as a long-term therapy for patients with
chronic obstructive pulmonary disease (COPD) and other chronic
lung diseases to reduce the risk of cor pulmonale. As such, longterm oxygen is generally considered a treatment for hypoxaemia
in patients who meet speciﬁc arterial blood gas-based criteria
rather than for breathlessness alone.4
A Cochrane review reported improvement of breathlessness
with oxygen over medical air during exercise for patients with
COPD and normoxaemia/mild hypoxaemia.5 The same review
found no evidence that oxygen improved breathlessness in
everyday living or that it improved quality of life among these
patients.5
Oxygen can, however, be used for symptomatically hypoxic
patients with advanced illness. British Thoracic Society (BTS)
guidelines recommend a trial of ‘palliative oxygen’ to treat
breathlessness in hypoxaemic patients with cancer or end-stage
cardiorespiratory disease (oxygen saturation levels ≤92% on
air; no arterial blood gas necessary).6 Regular use of oxygen
in all patients entering the last days of life (regardless of
symptomatology) did not prove beneﬁcial in a recent all-comers
trial7 and this practice is not advised.
> Practice point: Consider a trial of oxygen in patients who meet
BTS criteria or in symptomatically breathless patients with
advanced illness and oxygen saturation levels ≤92% on air.
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Opioids
Systemic opioids are frequently used in low doses to palliate
breathlessness.8 They have been shown not to increase mortality
when used in advanced COPD at doses equivalent to ≤30 mg oral
morphine equivalent/day.9
There are many proposed mechanisms for the action of opioids
on breathlessness, via their μ-opioid receptor activity. Central
processing modulation of breathlessness (similar to modulation of
pain) and binding to peripheral opioid receptors within bronchioles
and alveolar walls both occur.10 Recent neuroimaging research
suggests opioids may also alter conditioned anticipatory brain
responses to breathlessness.11
Opioids decrease the brainstem’s response to hypoxia and
hypercapnia.10 Although this likely decreases higher cortical
awareness of dyspnoea (through ‘corollary discharge’),12 physicians
sometimes fear this may also lead to respiratory depression. Lowdose opioids have, however, been shown to be safe even in very
severe COPD9 and no cases of respiratory depression were reported
in studies using low-dose (≤30 mg oral morphine equivalent/day)
sustained release opioids for treatment of refractory breathlessness.3
A 2016 Cochrane review with meta-analysis concluded there
was a low-level evidence of beneﬁt in low-dose systemic opioids
for palliation of breathlessness (decreasing breathlessness by
an average of 0.28 points on a 0–10 patient rating scale).10
Subsequently, Ekstrom et al performed a re-analysis to statistically
adjust for matched data within the many crossover trials (92% of
trials). The authors concluded that evidence supporting low-dose
systemic opioids is moderate, and that they decrease breathlessness
overall by an average of 0.8 points on a 0–10 scale.13
> Practice point: Low-dose oral or parenteral opioids (≤30 mg
oral morphine equivalent/day) are considered effective in the
palliation of breathlessness, and have been shown to be safe
even in severe COPD.

Benzodiazepines
Benzodiazepines are used to palliate breathlessness, especially in
people with concomitant anxiety. These are commonly sublingual
lorazepam, or midazolam via subcutaneous injection/infusion for
patients at end of life.8 Benzodiazepines have both anxiolytic and
sedative properties,14 so care must be taken to balance symptom
relief with any drowsiness or sedation. Their side effects can also
include physical or mental impairment and dizziness,14 raising
concern for increased risk of falls in ambulatory patients.
A Cochrane review with meta-analysis analysed eight
studies comparing benzodiazepines with placebo, morphine
or promethazine in patients with COPD or advanced cancer.
The authors did not ﬁnd any evidence for or against the
effectiveness of benzodiazepines (in any formulation) in treating
breathlessness.15 Benzodiazepines caused more side effects
than placebo (especially drowsiness or somnolence), but fewer
than opioids.15 A subsequent review of non-opioid therapies
in chronic breathlessness also found insufﬁcient evidence to
support benzodiazepine use.16 Benzodiazepines thus cannot be
recommended for routine use in treating breathlessness, but can
be considered as second- or third-line treatment when symptoms
are refractory to other management including opioids.15
> Practice point: Benzodiazepines could be trialled on an
individual basis to palliate refractory breathlessness, especially
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in patients already taking opioids and when anxiety is worsening
breathlessness.

Delirium
Delirium occurs in 13–88% of palliative care inpatients (with
the lowest prevalence on admission to a palliative care inpatient
unit and the highest in people in the last days of life).17 Between
30–50% of delirious episodes are precipitated by potentially
reversible causes including infection, faecal or urinary retention,
electrolyte imbalances and medications (toxicity or withdrawal).18
These reversible causes should be sought, reversed if appropriate,
and non-pharmacological treatments optimised.19
Traditional clinical management of symptomatic hyperactive
delirium has included both antipsychotics and benzodiazepines
(especially in severe cases where the patient is a risk to themselves
or others).

Antipsychotic drug therapy
The most frequently recommended antipsychotic in palliative
care is haloperidol (a ﬁrst-generation butyrophenone
antipsychotic drug), followed by the newer alternatives of
risperidone, olanzapine, and quetiapine (second-generation
antipsychotic drugs).20 For patients receiving palliative care, dose
escalation, antipsychotic agent rotation, or the use of multiple
antipsychotic agents may be needed to manage symptoms of
delirium.20
A recent adequately powered, double-blind, parallel-arm,
randomised controlled trial compared haloperidol, risperidone
and placebo for symptomatic delirium amongst 247 inpatients
receiving palliative care.21 Non-pharmacological supportive
measures were provided to all participants. At study end, both the
haloperidol and risperidone arms had more symptomatic delirium,
when compared to the placebo arm. Patients in both treatment
arms experienced more extrapyramidal side effects, and those
receiving haloperidol had a worse survival than the placebo group.
Most patients in this trial had mild or moderate delirium, and
thus might not be representative of those most likely to receive
pharmacological treatment for their delirium. Antipsychotic
doses were titrated to an age-adjusted maximum, which was
below doses sometimes recommended in clinical practice.8 The
authors emphasise caution with antipsychotic agents used in the
treatment of symptomatic delirium.21
> Practice point: Always aim to ﬁnd and treat any reversible
causes of delirium. There is no high-quality evidence to support
antipsychotic drug use in treating symptomatic delirium in
palliative care. Antipsychotics should thus be reserved for severe
and distressing symptomatic delirium. Non-pharmacological
measures to reorient delirious patients and engage families
should be used.

Nausea and vomiting in malignant bowel
obstruction
Malignant bowel obstruction occurs in 3–15% in patients with
cancer; this is higher in patients with ovarian (20–50%) and colon
cancer (10–29%).22 It can be due to mechanical obstruction by
tumour (from within the gut lumen or outside the bowel wall),
functional obstruction due to inﬁltration of the myenteric plexus or
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gut musculature, or a combination of both. Constipation, abdominal
pain (continuous and colic), distension, nausea and vomiting often
result. Patients with functional pathophysiological mechanisms are
more likely to de-obstruct with medical treatment.23
Surgical intervention to remove a single-level obstruction should
be considered, but has high postoperative morbidity, mortality, and
re-obstruction rate.22 In patients with proximal obstruction who
are ﬁt for endoscopy, endoscopic stenting or venting percutaneous
gastrostomy tube insertions can be less invasive alternatives to
surgery.24 Although a venting gastrostomy does not restore oral
digestive transit, it can successfully decompress the small bowel,
reducing nausea/vomiting and improving quality of life.25
Supportive medical care is essential in patients for whom surgical
and endoscopic treatments are considered unsuitable. Parenteral
ﬂuids should be considered and may even help reduce nausea and
drowsiness.26
In patients who have no colic, a prokinetic (eg metoclopramide)
is recommended, to help relieve a partial or functional
obstruction.8 If this causes colic or is not effective despite
therapeutic dose, it should be stopped.
Management for malignant bowel obstruction-related
nausea and vomiting includes centrally-acting antiemetics
such as haloperidol, as well as antispasmodic and antisecretory
agents (eg hyoscine butylbromide and glycopyrronium). To this,
corticosteroids,24 proton pump inhibitors and/or histamine-2
antagonist drugs (eg ranitidine)27 are frequently added.
Somatostatin analogues (eg octreotide) are another alternative
and some consider them the ﬁrst-line antisecretory treatment in
malignant bowel obstruction.24,28

Somatastatin analogues
A systematic review examined the effectiveness of somatostatin
analogues (including octreotide and lanreotide), when compared
with either placebo or hyoscine butylbromide. Although the
authors concluded there was some low level evidence of beneﬁt in
using somatostatin analogues, they noted that outcome measures
varied widely and supporting evidence was predominantly from
smaller trials with higher risk of bias.29 Furthermore, the two
higher quality, well-powered trials with low risk of bias found no
statistically signiﬁcant beneﬁt for their primary outcome measures
(number of days free of vomiting at 72 hours, and response to
treatment on day seven).30,31
One issue raised with the Currow et al trial is that their endpoint
was 72 hours, which was thought by some proponents of
octreotide to be too short to demonstrate effect.32 By contrast,
Mystakidou et al noted early beneﬁt with octreotide, but this was
not maintained past 72 hours.33 This lack of lasting effect may be
due to expected disease progression.
Despite the lack of evidenced beneﬁt, octreotide (with
antiemetic) is currently recommended as ﬁrst-line treatment in
the 2016 Multinational Association for Supportive Care in Cancer
(MASCC) consensus recommendations for treating malignant
bowel obstruction.24
> Practice point: There are no high-quality trials supporting
the use of octreotide in the management of malignant bowel
obstruction. Despite this, if octreotide is used for treating this
condition it should be done on an individual case-by-case basis,
with regular assessment/reassessment of efﬁcacy and side
effects.
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Opioid-induced constipation
Constipation is a common side effect of opioid use. It is due to
activation of opioid receptor within the gastrointestinal tract.
Opioids act on circular muscle (causing cramping), longitudinal
muscle (increasing bowel transit time), and secretomotor neurons
(making the stool hard and dry).34
Opioid-induced constipation is the new or worsening symptom
of constipation in someone initiating or increasing opioid therapy
and can be evaluated using patient-related outcome measures like
the Bowel Function Index (BFI).35,36 The frequency of constipation
among patients without cancer using chronic opioids has been
reported as 41%,37 while it ranges from 52–87% in patients with
cancer (with the higher frequency amongst the terminally ill).38 It
is more common in females and in those patients using ‘strong’
opioids like morphine and oxycodone, but less common in those
using transdermal patches (eg fentanyl).39–42
Initial consideration can include opioid reduction (if the patient is
pain free or other analgesic strategies can be used), to reduce the
opioid burden on gut receptors. Opioid switching (eg to fentanyl
or buprenorphine) and reduction of concomitant non-opioid
constipating factors (like medications or electrolyte abnormalities)
should also be considered.40,43
Non-pharmacological measures (like a high ﬁbre diet) and oral
laxatives have also traditionally been used; stimulants (eg senna,
bisacodyl) and/or stool softeners (eg lactulose) are preferred.8
Rectal measures (eg enemas, suppositories) can also be trialled
based upon ﬁndings of a digital rectal examination; however,
there is little evidence base for this in the management of opioidinduced constipation.40
A new group of medications antagonise the peripheral μ-opioid
receptors (such as those in the gastrointestinal tract) without
reversing the central analgesic effects of opioids, aiming to directly
reverse the opioid’s effect on the bowel.43 These peripheral
opioid antagonist drugs should be considered in opioid-induced
constipation, when traditional laxative therapy is ineffective.44

Naloxegol
Naloxegol is PEGylated naloxol. It is an oral peripherally acting
selective μ-opioid antagonist and is recommended by the National
Institute for Health and Care Excellence (NICE) for relief of opioidinduced constipation that has not responded to treatment with
standard laxatives.44 Overall, patients with non-laxative responsive
opioid-induced constipation who received 25 mg naloxegol (vs
placebo) experienced more spontaneous bowel movements
(44.4% vs 29.4% using intention to treat criteria).44–46 Naloxegol
has not been studied in patients with cancer-related pain; however,
the studies are believed to be generalisable to this population.44

Methylnaltrexone
Methylnaltrexone is derived from the opioid antagonist naltrexone
and given via subcutaneous injection. It is approved for treating
opioid-induced constipation in patients with advanced illness and
ongoing constipation despite traditional laxatives8 and can be
administered every other day for up to 4 months within this group.47
In a 2016 systematic review involving six RCTs (1239 patients),
patients receiving methylnaltrexone (vs placebo) were more likely to
have a spontaneous bowel movement within 4 hours (risk 0.385 vs
0.267 placebo, p <0.0001).48 The review considered trials with a mix
13
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of dosing regimens (most commonly 0.15 mg/kg alternate days, 0.3
mg/kg daily, or 12 mg/day subcutaneously).

Box 1. Recent pharmacological updates in palliative
care

Oxycodone/naloxone

> Oxygen can be trialled for symptomatic benefit in hypoxic
patients who are breathless (O2 saturation ≤92%).

This oral formulation contains a ﬁxed 2:1 ratio of prolongedreleased oxycodone and the opioid antagonist naloxone
(which has a high afﬁnity for μ-receptors and minimal systemic
availability due to extensive ﬁrst pass metabolism).49 The
combination is only recommended up to doses of 160 mg
oxycodone/day (80 mg naloxone), though supplemental
prolonged release oxycodone can be used.49 A systematic review
including four RCTs (using a combination of oxycodone/naloxone
combination and oral naloxone added to existing opioid) reduced
constipation compared to placebo.50
> Practice point: Treat opioid-related constipation by using the
lowest dose of the least constipating opioid that controls pain.
Use traditional non-pharmacological measures and laxatives ﬁrst
and consider peripherally acting μ-opioid receptor antagonists
when opioid-related constipation remains problematic despite
laxative use.

Upper respiratory secretions
Noisy upper respiratory tract secretion accumulation (also referred
to as ‘death rattle’) occurs in 23–92% of patients in the last hours
to days of life.51 It is thought to be caused by salivary secretions
within the hypopharynx.8
There is no evidence that respiratory secretions are associated
with respiratory distress;52 it can however be very distressing
for some family members and staff.53,54 To help alleviate this
distress, it is often treated with antimuscarinic drugs (like hyoscine
butylbromide or glycopyrronium) to reduce secretions.8 Any
medical therapy should be combined with non-pharmacological
measures55 and a comprehensive communication strategy.56
Healthcare staff should discuss with loved ones that breathing
changes are an expected part of dying and that patients often
remain comfortable.

Anti-muscarinic drugs
Systematic reviews (including a Cochrane review updated in
2012) have found no evidence of beneﬁt over placebo for any
pharmacological or non-pharmacological intervention to treat
respiratory tract secretions in patients near to death. They therefore
advise against the routine use of antimuscarinic drugs.57,58
This lack of beneﬁt is thought to be partly because they are
started after the secretions have built up when the patient has
noisy breathing. Although antimuscarinic drugs can reduce
production of new secretions, they do not decrease existing
secretions.51
It is not currently possible to identify and target patients at
higher risk of developing respiratory secretions,59 so selective
prophylactic treatment also cannot be recommended. Because
most patients with secretions have a reduced consciousness level,
typical side effects of antimuscarinic treatments (like dry mouth,
constipation and urinary retention) are seldom reported, but may
cause discomfort or distress in patients unable to convey this.51
> Practice point: There is no evidence that antimuscarininc
agents are of beneﬁt in treating respiratory secretions in patients
14
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> Systemic opioids (<30 mg oral morphine equivalent/day) are
a safe and effective treatment for breathlessness in advanced
COPD.
> Benzodiazepines could be considered as a second- or third-line
agent in treating refractory breathlessness.
> Antipsychotic medications should be reserved for treating
severe and distressing delirium.
> Somatostatin analogues have limited evidence to support their
efficacy in treating vomiting in malignant bowel obstruction.
> Naloxegol, methylnaltrexone and oxycodone/naloxone
are all effective second-line treatments for opioid-induced
constipation.
> There is insufficient evidence to support the benefit of
antimuscarinic drugs in treating respiratory tract secretions at
the end of life. When these drugs are used, physicians should
monitor for efficacy and adverse effects, and combine this
with a communication strategy.
near to death. In cases where clinicians choose to use these
agents, they should be combined with a careful communication
strategy with the patient’s family. Physicians should remain
vigilant in their frequent assessment for efﬁcacy and side
effects.

Conclusion
Many reviews and trials discussed within this article found no
evidence of beneﬁt to the various pharmacological therapies.
Although more and larger randomised controlled trials are still
needed to guide treatment decisions, many recent ﬁndings
mentioned here are already inﬂuencing clinical practice. Clinicians
should continue to use a holistic approach to weigh up the
individual risks and beneﬁts of any proposed treatment on a caseby-case basis.
> Symptom management should begin with assessment of causes
for the symptoms and reversing them where possible.
> Communication with patients and their families can help make
symptoms less distressing (eg respiratory secretions in patients
near end of life).
> Effective non-pharmacological treatments should often be
trialled before or together with pharmacological therapy.
A summary of the recent pharmacological updates in palliative
care reviewed in this article is shown in Box 1. ■
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