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Objectives: To develop criteria for identifying potentially inappropriate prescribing of medications for symptom-
atic relief in older adults (≥65 years) with cancer who are receiving palliative care and have an estimated life ex-
pectancy of <1 year.
Materials and methods: A two-round Delphi exercise was conducted using web-based questionnaires. A panel of
18 expert stakeholderswith expertise in palliative care, oncology and/or geriatricmedicine across Ireland and the
United Kingdom rated their level of agreement with each statement using a 5-point Likert scale and had the op-
tion of adding free-text comments throughout the questionnaire. A priori decision rules were used to accept or
reject criteria.
Results: Twenty-eight criteria were presented in Round 1. Group consensus was achieved for 15 criteria which
were included in the final set of criteria. Following a review of the panel's ratings and additional comments for
the remaining 13 criteria, four criteria were removed from Round 2. Group consensus was achieved for all
nine criteria included in Round 2. The final set comprised 24 criteria relating to: anorexia-cachexia (n=1); anx-
iety (n=2); constipation (n=5); delirium (n= 1); depression (n=3); diarrhoea (n = 1); dyspnoea/breath-
lessness (n=1); fatigue (n=2); insomnia (n= 2); nausea and vomiting (n= 2); pain (n= 3); duplicate drug
classes (n = 1).
Conclusion:A consensus-agreed set of prescribing criteria has been developed for identifying potentially inappro-
priate prescribing of medications for symptomatic relief in older adults with cancer who are receiving palliative
care and have an estimated life expectancy of less than one year. Future studies should examine the application
and validity of these criteria.

© 2021 The Authors. Published by Elsevier Ltd. This is an open access article under the CC BY license (http://
creativecommons.org/licenses/by/4.0/).
1. Introduction

The global burden of cancer is increasing, partly driven by popula-
tion ageing, and by 2038, it is expected that more than half of all new
cancer diagnoses will occur in older adults (≥65 years) [1]. At diagnosis,
adults with cancer often have existing health conditions. Population-
based studies have reported that the estimated prevalence of
multimorbidity (two or more chronic conditions) in this patient cohort
varies according to cancer type with higher prevalence rates amongst
older age groups [2,3]. These pre-existing health conditions can necessi-
tate the use of polypharmacy, which is commonly defined as the pre-
scribing of five or more medications [3–5]. The reported prevalence of
polypharmacy in older adults with cancer ranges from 2% to 80% [6,7].
. This is an open access article under
For those who subsequently engage with palliative care services, the
number of medications prescribed often increases between referral
and death due to the continuation of medications for co-morbid condi-
tions and the addition of medications for symptomatic relief (e.g. anal-
gesics, laxatives) [8,9].

Polypharmacy in older adults with cancer poses the risk of poten-
tially inappropriate prescribing and the potential for adverse outcomes
[6,7]. Potentially inappropriate prescribing refers to various suboptimal
prescribing practices, including over-prescribing (potentially inappro-
priate medications) and under-prescribing (potential prescribing omis-
sions) [10]. Optimisingmedication regimens in older adults with cancer
requires clinicians to consider whether each medication is appropriate
in relation to patients' treatment goals and life expectancy [11]. Based
on studies conducted to date, it is evident that medicines optimisation
does not always occur in older adults with cancer and with palliative
care needs. For example, preventative medications for existing
the CC BY license (http://creativecommons.org/licenses/by/4.0/).
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conditions are often continued, even though theymay no longer be clin-
ically beneficial [8,12,13]. This poses increased risk of medication-
related harm (e.g. drug-drug interactions) [14]. There is also evidence
of under-prescribing of key palliative care medications required for op-
timal symptom control towards end of life, such as appropriate analge-
sia [15,16].

Targeted action is needed to improve medication prescribing in
older adults with cancer, particularly at the end-of-life [17]. Others
have developed standardised, objective screening tools to identify inap-
propriate or unnecessary medications in patients with cancer receiving
palliative care [18,19]. For example, the OncPal deprescribing guideline
[19] consists of nine medication classes which are potentially suitable
targets for discontinuation in patients with advanced cancer. While
these types of tools can help to identify potentially inappropriate med-
ications, they do not assess under-prescribing of medicines for symp-
tom control, which has been found in palliative care populations
[15,16].

There is a need for the robust development, validation and evalua-
tion of criteria for identifying potentially inappropriate prescribing for
symptomatic relief in older adults with cancer receiving palliative
care. This could help to improve symptom control and, ultimately, en-
hance patients' quality of life. The aim of this study was to develop
criteria for identifying potentially inappropriate prescribing of medica-
tions for symptomatic relief in older adults (≥65 years) with cancer
who are receiving palliative care and have an estimated life expectancy
of <1 year.

2. Materials and methods

A Delphi consensus technique was used to develop the prescribing
criteria. The Delphi technique is an accepted method that is widely
used for achieving convergence of opinion from experts within a
particular area [20]. This approach was particularly suited to achieving
the study aim, as there is a recognised lack of robust evidence regarding
the safety and effectiveness of drug treatments in palliative care
populations [21,22]. There are a multitude of reasons for this, including
ethical, economic, and practical constraints of conducting clinical
trials or largescale observational studies in palliative care settings. The
Delphi technique, therefore, allows the opinions and experiences of
expert stakeholders to be captured as part of a consensus-building
exercise [22].

The development of the criteria was overseen by a Project Steering
Group consisting of a palliative care consultant, academic and research
pharmacists and an epidemiologist. Project Steering Group members
were based in the Royal College of Surgeons in Ireland (RCSI), St
Vincent's Hospital, Dublin, Ireland and Queen's University Belfast,
United Kingdom. The methods outlined below were based on those
used previously by members of the Project Steering Group in develop-
ing prescribing criteria for other patient cohorts [23,24] and are re-
ported in accordance with guidance on Conducting and REporting
DElphi Studies (CREDES) in palliative care [22]. Ethical approval was
granted by the RCSI Research Ethics Committee (REC1681).

2.1. Development of a draft list of criteria

A scoping reviewwas undertaken to help inform the development of
a draft list of criteria for inclusion in the Delphi exercise [25]. The scop-
ing review sought to characterise prescribing in patients receiving palli-
ative care for any life-limiting illness and identify methods used to
evaluate prescribing practices. The following electronic databases
were searched from inception to October 2018: PubMed, EMBASE,
CINAHL and Web of Science. Search terms included ‘palliative care’,
‘end of life’ and ‘prescribing’. Standard methodology was followed in
terms of screening articles based on title and abstract, assessment of
full-text articles and data extraction [26]. Eligible study designs com-
prised observational studies examining prescribing practices and
1194
patterns for patients receiving palliative care (i.e. cross-sectional,
case–control and cohort studies). Studies were eligible for inclusion if
they aimed to examinemedication prescribing for adult patients receiv-
ing palliative care for any life-limiting illness in any setting. Following
deduplication, 12,874 unique citations were reviewed and 45 studies
met inclusion criteria. None of the tools identified in included studies
specifically addressed under-prescribing of medications for symptom-
atic relief in palliative care.

To supplement the scoping review, a literature search was under-
taken to identify reviews examining the effectiveness of drug treat-
ments used for managing symptoms included in the European
Association for Palliative Care dataset for describing a palliative care
cancer population [27]. Diarrhoea and delirium were added to this list
of symptoms by the Project SteeringGroup based on clinical experience.
The searches were conducted in April 2019 and focused initially on
the Cochrane Library and were subsequently expanded to PubMed
on account of an absence of up-to-date Cochrane systematic reviews
on many of the symptoms. Search terms included ‘palliative care’, ‘end
of life’ and relevant terms and synonyms for each of the symptoms
(e.g. breathlessness, dyspnoea). All types of reviewswere eligible for in-
clusion provided that they focused on populations with cancer and/or
receiving palliative or end-of-life care. The findings and recommenda-
tions from systematic reviews were prioritised over non-systematic re-
views. Forty review articles were reviewed in developing the draft
criteria (Appendix 1).

Draft criteria for prescribing of medication for the management of
each of these symptoms were then developed by the research team
based on a distilled summary of the literature review findings. A crite-
rion relating to therapeutic duplicationwas also included. The Palliative
Care Formulary [28] was used as a reference resource, where necessary,
to provide additional clinical information (e.g. clinical indications, dos-
ing). The criteria were developed with the intention of providing a
tool for clinicians and researchers to facilitate reviewof the appropriate-
ness of prescribing in older adults with cancer who are receiving pallia-
tive care and have an estimated life expectancy of <1 year, after
attempts have been made to address any underlying causes of the
symptoms and non-pharmacological measures have been trialled
where appropriate. The draft list of criteria was reviewed and refined
by the Project Steering Group before the main consensus exercise.

2.2. Selection of the Delphi panel

There is no universally agreed sample size for Delphi exercises. In
line with previous related studies [23,24], 30 individuals with relevant
expertise in palliative care, oncology and/or geriatric medicine across
Ireland and the United Kingdom were invited to participate in the
study. Panellists were, firstly, identified from studies retrieved as part
of the scoping review. Members of the Project Steering Group then pro-
posed additional panellists to achieve the required sample size. Two ad-
ditional clinicians who heard about the study through colleagues made
contact with the research team and asked to take part. A total of eigh-
teen clinicians consented to take part comprising fourteen experts
from the Republic of Ireland (nine consultants, three pharmacists, one
specialist registrar, one research physician) and four from the United
Kingdom (two consultants, one pharmacist, one medical director of a
hospice).

2.3. Data collection and analysis

The Delphi exercise consisted of two rounds of web-based question-
naires. The initial questionnairewas piloted using a convenience sample
(n=4) of academics and researchers based at the Schools of Pharmacy
in RCSI and Queen's University Belfast to check face validity and usabil-
ity of the online questionnaire software (SurveyGizmo®). These re-
sponses were not included in the final analysis.
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The first round of the Delphi exercise took place between September
and October 2019 and the second round took place between December
2019 and January 2020. For each round, participants were emailed a
web-link to the online questionnaire and instructions on how to com-
plete it. Reminder emails were sent to panellists to maximise the re-
sponse rate. Criteria were grouped according to symptom class (e.g.
constipation, diarrhoea) and each criterion was presented in the same
format (i.e. the drug or drug class deemed a potentially inappropriate
prescription or prescribing omission). The underlying rationale for
each criterion was also provided together with a link to the relevant ev-
idence resources where available (Appendix 1).

Participants were asked to rate their level of agreement with each
statement using a 5-point Likert scale (where 1 indicated strongly dis-
agree and 5 indicated strongly agree) thatwas based on previousDelphi
studies [23,24]. For each criterion, the median response and interquar-
tile rangewas calculated. A priori decision rules were used to determine
which criteria were accepted, rejected or included in the second round
of the Delphi exercise. A lower quartile ≥4 indicated general agreement
with the criterion amongst panel members and the criterion was ac-
cepted. An upper quartile ≤2 indicated general disagreement with the
criterion amongst panel members and the criterion was rejected. An in-
terquartile range that included 3 indicated a lack of agreement amongst
panel members and a need for further review of the particular criterion.
In such cases, the criteria were reviewed by the Project Steering Group
and either revised and included in the second round or rejected based
on the additional comments received from panel members.

In Round 1, participants had the opportunity to add free-text com-
ments to each of the criteria and to suggest additional criteria for inclu-
sion in the study. In Round 2, participants were provided with a
summary of Round 1 scores which included information on how they
individually rated each criterion and group feedback showing the aver-
age score for each criterion. Participants also had the option of adding
free-text comments to each of the criteria. The same analysis of re-
sponses and application of decision rules was undertaken as per
Round 1.

3. Results

Twenty-eight criteria were developed and presented in the first
round of the Delphi exercise. All eighteen panellists who agreed to par-
ticipate in the study completed the first round Delphi questionnaire.
Group consensus was achieved for fifteen criteria which were accepted
and included in the final set of criteria (Table 1). No criteria were
rejected outright by the panel in Round 1. However, following a review
of the panel's ratings and additional comments for the remaining thir-
teen criteria not achieving consensus in Round 1, the Project Steering
Table 1
Overview of the number of criteria accepted, rejected and revised following each round of the

Section Round 1 – Panel ratings Criteria
by Steer
followin

Total criteria Accept Revise Reject

Anorexia-cachexia 2 0 2 0 1
Anxiety 2 0 2 0 0
Constipation 5 4 1 0 0
Delirium 1 0 1 0 0
Depression 3 3 0 0 0
Diarrhoea 1 1 0 0 0
Dyspnoea/ Breathlessness 1 1 0 0 0
Fatigue 2 0 2 0 0
Insomnia 2 0 2 0 0
Nausea and vomiting 4 2 2 0 2
Pain 4 3 1 0 1
Duplicate drug classes 1 1 0 0 0
Total 28 15 13 0 4
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Group removed four of these criteria from Round 2 (Table 2). No addi-
tional criteria were added following Round 1.

The second roundquestionnairewas completedby seventeenof eigh-
teen panel members from Round 1. No reason for non-participation in
the second round was provided. Group consensus was achieved for all
nine criteria included in Round 2 resulting in the inclusion of 24 criteria
in thefinal set of criteria. Thefinal criteria for identifyingpotentially inap-
propriate prescribing in older adults with cancer receiving palliative care
(PIP-CPC) are presented in Table 3 and comprised 24 criteria relating to:
anorexia-cachexia (n=1); anxiety (n=2); constipation (n=5); delir-
ium (n= 1); depression (n= 3); diarrhoea (n = 1); dyspnoea/breath-
lessness (n = 1); fatigue (n = 2); insomnia (n = 2); nausea and
vomiting (n=2); pain (n=3); duplicate drug classes (n=1). Appendix
2 provides a complete summary of the progression of the criteria through
the Delphi exercise.

4. Discussion

This study used a Delphi consensus exercise to develop criteria for
identifying potentially inappropriate prescribing of medications for
symptomatic relief in older adults (≥65 years) with cancer who are re-
ceiving palliative care and have an estimated life expectancy of less
than one year. The PIP-CPC criteria consist of 24 criteria for the treat-
ment of symptoms listed in the European Association for Palliative
Care's dataset for describing a palliative care cancer population [27].
Previous research has highlighted increases in the severity of symptoms
such as pain, fatigue and appetite loss amongst patients with cancer to-
wards end of life [29]. Identifying betterways ofmanaging symptoms in
palliative care populations is a priority research area [30]. The purpose
of the PIP-CPC criteria is to act as a tool to facilitate review of existing
prescribing practices in palliative cancer populations towards end of
life by both clinicians and researchers. These criteria are intended to
be applied where attempts have been made to address any underlying
causes of the symptoms and non-pharmacological measures have
been trialled where appropriate.

This study advances the existing literature as previous research ex-
amining the appropriateness of prescribing for patients with life-
limiting illnesses, such as cancer, has largely focused on preventative
medications [31,32]. The preceding scoping review highlighted that
none of the included studies applied tools that specifically focused on
the prescribing of medication for symptomatic relief [25]. Rather, most
of the tools applied in included studies focussed on deprescribing of un-
necessary or futile medications. A list of essential medicines for treating
commonly encountered symptoms in palliative care has previously
been developed by the International Association of Hospice and Pallia-
tive Care [33]. However, this list is not intended for assessing the
Delphi exercise.

removed
ing group
g Round 1

Round 2 – Panel ratings Final set of criteria

Total criteria Accept Revise Reject

1 1 0 0 1
2 2 0 0 2
1 1 0 0 5
1 1 0 0 1
– – – – 3
– – – – 1
– – – – 1
2 2 0 0 2
2 2 0 0 2
– – – – 2
– – – – 3
– – – – 1
9 9 0 0 24



Table 2
Statements removed by the Project Steering Committee after Round 1.

Section Statement Round 1 ratings
(median, IQR)

Panel member comments

Anorexia-cachexia Megestrol acetate should be used if
longer term treatment (>4 weeks) is
required for anorexia-cachexia.

2 (2–3) “Risk of thrombotic events in older cancer patients; less accessible & (anecdotally)
less well tolerated than steroids.”
“I never use this due to the likelihood of risks outweighing any potential benefit. I
would be reverting to non-pharmacological approaches if no response to steroids.”

Nausea and vomiting The use of metoclopramide for the
treatment of nausea and vomiting should
be limited to short periods (≤5 days).

2 (1–3) “Risk benefit balance generally in favour of treatment & I would continue it if
effective for nausea and vomiting”
“More prolonged treatment is reasonable if there is a good therapeutic response.”

Nausea and vomiting The use of domperidone for the
treatment of nausea and vomiting should
be limited to short-periods (≤7 days).

2 (1–4) “The literature is applicable to the general population not older palliative care
patients”
“Patient selection and review is important but would tend to continue for longer
periods if working well”

Pain Celecoxib (selective COX-2 inhibitor)
should be used as first-line treatment for
patients requiring non-steroidal
anti-inflammatory drugs (NSAIDs).

3 (2–4) “I use diclofenac / ibuprofen. Am conscious of the risk of GI & renal side effects &
would always co-prescribe PPI & check renal function in advance”
“This is not a medication that we would use routinely in palliative in my area”
“I use ibuprofen first line, diclofenac has many attractions too.”
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appropriateness of the individual medications in specific populations
(e.g. older adults with cancer) but rather to guide decisions regarding
medication availability for palliative care within healthcare systems.

A number of previous studies [9,34] have applied prescribing tools,
such as Beers criteria [35–37], that were not specifically designed or
intended to be applied to patient populations requiring palliative care.
The use of such tools in palliative care could potentially result in the
misclassification of medications as inappropriate when in fact they
have important roles to play in managing patients' symptoms. For ex-
ample, due to the risk of gastrointestinal bleeding, Beers criteria recom-
mend avoiding non-steroidal anti-inflammatory drugs in older adults.
These drugs can, however, be of particular benefit in treating various
forms of cancer pain (e.g. metastatic bone pain) [38]. Existing prescrib-
ing tools, such as the OncPal deprescribing guideline [19], that have
been specifically developed for cancer populations receiving palliative
care are primarily focussed on deprescribing of unnecessary medica-
tions for pre-existing conditions. While these types of tools can help
to identify potentially inappropriate medications and opportunities for
deprescribing, they do not assess symptomatic medications and the po-
tential for prescribing omissions. The criteria developed as part of this
study seek to address this gap and could ultimately help to address
the underprescribing of analgesics and other symptom-specificmedica-
tions that has been documented in palliative care populations
[15,39–42]. The criteria may also assist practitioners to deprescribe
medications prescribed for symptom management which are not ap-
propriate or where the burden exceeds benefit (e.g. tablet burden).

Two key challenges were encountered in developing the PIP-
CPC criteria. The first challenge related to the limited evidence
base for many pharmacotherapies in palliative care. In line with
the methods employed by several other Delphi studies that have
developed established prescribing criteria for different patient groups
[23,24,43,44], GRADE (Grading of Recommendations, Assessment, De-
velopment and Evaluations)methodology [45]was not used to formally
rate the quality of evidence identified as part of this study. However, it is
evident from the findings of the literature review that there is a paucity
of high quality evidence examining the effectiveness of medications
used to control many of the symptoms included in the current criteria
(e.g. anxiety [46], constipation [47,48], delirium[49], depression [50], di-
arrhoea [51], dyspnoea/breathlessness [52,53], fatigue [54], insomnia
[55,56], nausea and vomiting [57–60]). This is a well-recognised issue
and reflects the challenges of conducting robust experimental studies
in palliative care populations [61,62]. Therefore, a Delphi exercise was
an appropriate choice of research method as it enabled the collective
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opinions and experiences of a group of expert stakeholders working in
palliative care to be captured through a consensus-building exercise.
The second challenge was that, for symptoms such as nausea and
vomiting [63], there are several different treatment options available.
In such cases, it was not feasible to develop explicit statements that
would cover the full scope of available treatment options as each of
these cases would have required the development of a separate guide-
linewhichwas beyond the scope of this study. Rather,we focusedonde-
veloping statements that referred to existing local protocols and
guidelines within the particular clinical setting in which clinicians are
practising. Therefore, the PIP-CPC criteria need to be used in conjunction
with local protocol/guidelines and are not intended to replace clinical
judgement.

In terms of study strengths, the PIP-CPC criteria were developed
using a robust methodology used in developing other prescribing
criteria [[23,24] with input from a diverse panel of expert stakeholders
from Ireland and theUnitedKingdom. Therewas also very little attrition
between Delphi rounds. The main limitation of the Delphi study design
is the potential lack of reproducibility, whereby results may be depen-
dent on the chosen panellists [23]. In order to reduce this potential
bias, a diverse group of expert stakeholders was invited to participate
in the study. Furthermore, the rationale for each criterion was provided
in each Delphi round, together with a link to relevant evidence
resources.

Further research is needed to test the applicability of the PIP-CPC
criteria. A future study will assess the application and validity of these
criteria using clinical records for older patients with cancer who were
receiving palliative care during the last year of life. As with other pre-
scribing criteria, some modifications may be required to individual
statements to account for country-specific clinical practices, prescribing
guidelines and drug formularies [23]. There may be scope to use these
criteria in conjunction with other prescribing tools that focus on
deprescribing of unnecessary preventative medicines (e.g. OncPal
[19]) to provide a more detailed and comprehensive assessment of the
appropriateness of prescribing for older adults with cancer who are re-
ceiving palliative care and have limited life expectancy.

5. Conclusion

A consensus agreed set of prescribing criteria has been developed
using a Delphi exercise involving an expert panel of palliative care clini-
cians. The PIP-CPC criteria consist of 24 criteria for identifying poten-
tially inappropriate prescribing of medications for symptomatic relief



Table 3
The PIP-CPC criteria.

Section Statement and rationale

Anorexia-cachexia 1.1 Corticosteroids should be limited to short-term use (≤4 weeks total treatment including weaning
period; with administration of a maintenance dose as low as possible if the patients' symptoms
deteriorate during weaning) for the treatment of anorexia-cachexia, unless there is a marked decrease
in appetite following discontinuation.
Rationale: The appetite stimulating effects of corticosteroids tend to decrease after four weeks of
treatment.

Anxiety 2.1 Benzodiazepines should be limited to short-term use (≤4 weeks) where possible for the treatment of
anxiety, and the benefits associated with the ongoing prescription of benzodiazepines should be
regularly balanced against potential risks (e.g. falls, delirium).
Rationale: There is a lack of evidence to support long-term use of benzodiazepines as anxiolytics and
they are associated with numerous adverse events (e.g. falls, cognitive impairments), particularly if
used for extended periods.

2.2 Selective serotonin reuptake inhibitors (SSRIs) should be considered as first-line treatment for anxiety
if longer term treatment (>4 weeks) is required.
Rationale: Despite a lack of high quality evidence to support the use of any specific drug for the
treatment of anxiety in patients with cancer receiving palliative care, SSRIs are commonly
recommended as first-line pharmacological treatment for anxiety in patients with cancer.

Constipation 3.1 Ensure that patients requiring pharmacological treatment for constipation are prescribed laxative
treatment in accordance with current clinical guidelines and/or treatment protocols
Rationale: There is a lack of available evidence to inform optimal laxative management for constipation
in patients receiving palliative care and, therefore, relevant clinical guidelines or treatment protocols
should be followed.

3.2 Avoid combinations of different classes of laxatives as routine first-line treatment for constipation.
Rationale: There is a lack of evidence to support routine use of combinations of different classes of
laxatives in patients receiving palliative care.

3.3 Avoid the use of oral liquid paraffin as a laxative.
Rationale: There is potential for aspiration and other adverse effects (e.g. anal discharge and irritation,
granulomatous reaction). Safer alternatives are available.

3.4 Patients who are prescribed opioid analgesics should also be prescribed laxative treatment in
accordance with current clinical guidelines and/or treatment protocols.
Rationale: Most patients with palliative care needs who are receiving treatment with opioids require a
regular laxative.

3.5 Reserve the use of μ-opioid receptor antagonists (e.g. methylnaltrexone, naloxegol) for patients
experiencing opioid-induced constipation who fail to respond to laxative therapy.
Rationale: It is recommended that μ-opioid receptor antagonists should only be considered in patients
experiencing opioid-induced constipation who fail to respond to laxative therapy.

Delirium 4.1 Antipsychotics should be considered as first-line pharmacological treatment for the management of
delirium involving distressing symptoms, and following a comprehensive review of reversible causes
and use of non-pharmacological approaches.
Rationale: Despite a lack of high quality evidence to support the use of any specific drug for the
treatment of delirium in patients with cancer receiving palliative care, antipsychotics are commonly
recommended as first-line pharmacological treatment.

Depression 5.1 Ensure that patients requiring pharmacological treatment for depression are prescribed antidepressant
treatment in accordance with current clinical guidelines and/or treatment protocols.
Rationale: There is a lack of available evidence to inform optimal pharmacological management of
depression in palliative care and, therefore, relevant clinical guidelines or treatment protocols should
be followed.

5.2 Avoid the use of tricyclic antidepressants (e.g. amitriptyline, nortriptyline) as first-line treatment for
depression.
Rationale: Safer alternatives are available.

5.3 Avoid the use of monoamine oxidase inhibitors (e.g. moclobemide, tranylcypromine).
Rationale: These drugs can interact with drugs and dietary substances causing serious, and potentially
fatal, adverse events (e.g. hypertensive crises). Safer alternatives are available.

Diarrhoea 6.1 Loperamide should be considered as first-line treatment for mild (≤4 loose motions per day) to
moderate uncomplicated diarrhoea (4–6 loose motions per day) except in cases where there is a clearly
identifiable cause that requires an alternative treatment approach (e.g. infectious diarrhoea, overflow,
drug-induced diarrhoea).
Rationale: Despite a limited number of robust and large-scale evaluations of loperamide for the
treatment of diarrhoea in patients receiving palliative care, it is commonly recommended as first-line
treatment. Loperamide lacks CNS effects at therapeutic doses and also has more potent anti-diarrhoeal
effects and a longer duration of action than other drugs, such as diphenoxylate and codeine.

Dyspnoea/Breathlessness 7.1 Low dose opioids (up to a maximum of 30 mg oral morphine equivalent/day) should be considered as
first-line pharmacological treatment for dyspnoea/breathlessness where the management of the
underlying cause(s) of dyspnoea has been optimised.
Rationale: Low dose opioids may help to relieve breathlessness in adults with advanced disease and
terminal illness.

Fatigue 8.1 The use of corticosteroids for the treatment of fatigue should only be considered on a short-term trial
basis and should be discontinued if no evidence of treatment benefit within 3–5 days.
Rationale: There is a lack of available evidence to support the use of any specific drug for the treatment
of fatigue in patients with cancer receiving palliative care. However, based on clinical experience, a
short trial of corticosteroids may be beneficial.

8.2 The use of psychostimulants (e.g. methylphenidate) for the treatment of fatigue should only be
considered on a short-term trial basis initially (≤3 days treatment after titration to the appropriate
dose) and discontinued if no evidence of treatment benefit.

(continued on next page)
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Table 3 (continued)

Section Statement and rationale

Rationale: There is a lack of available evidence to support the use of any specific drug for the treatment
of fatigue in patients with cancer receiving palliative care. However, based on clinical experience, a
short trial of psychostimulants may be beneficial if contraindications do not exist.

Insomnia 9.1 Benzodiazepines should be limited to short-term use (≤4 weeks) for the treatment of insomnia, unless
there is a marked increase in symptoms following discontinuation, and where the underlying cause of
insomnia e.g. pain, depression, has been addressed.
Rationale: There is a lack of evidence to support long-term use of benzodiazepines for insomnia and
they are associated with numerous adverse events (e.g. falls, cognitive impairments), particularly if
used for extended periods.

9.2 Z-drugs (e.g. zopiclone, zolpidem) should be limited to short-term use (≤4 weeks) for the treatment of
insomnia, unless there is a marked increase in symptoms following discontinuation and where the
underlying cause of insomnia e.g. pain, depression, has been addressed.
Rationale: There is a lack of evidence to support long-term use of Z-drugs for insomnia and they are
associated with numerous adverse events (e.g. falls, cognitive impairments), particularly if used for
extended periods.

Nausea and vomiting 10.1 Ensure that patients requiring pharmacological treatment for nausea and vomiting are prescribed
anti-emetic treatment in accordance with current clinical guidelines and/or treatment protocols, taking
into account the underlying cause of the nausea and vomiting and tailoring the treatment
appropriately.
Rationale: There are multiple different underlying causes of nausea and vomiting in older patients with
cancer with palliative care needs which has implications in terms of treatment strategies and, therefore,
relevant clinical guidelines or treatment protocols should be followed.

10.2 Avoid the use of hyoscine hydrobromide as first-line treatment for nausea and vomiting.
Rationale: Hyoscine is highly anticholinergic and can cause a range of side-effects such as dry mouth
and constipation.

Pain 11.1 Ensure that patients requiring pharmacological treatment for pain are prescribed analgesic treatment in
accordance with current clinical guidelines and/or treatment protocols.
Rationale: There are multiple different underlying causes of pain in older patients with cancer with
palliative care needs which has implications in terms of treatment strategies and, therefore, relevant
clinical guidelines or treatment protocols should be followed.

11.2 Patients who are prescribed a long-acting opioid preparation (e.g. modified or sustained release
formulation) should also be prescribed a short-acting opioid for break-through pain.
Rationale: Breakthrough pain is common in patients with cancer and can negative impact on their
quality of life. Therefore, patients should be prescribed a short-acting opioid for break-through pain to
be taken if required.

11.3 Avoid the concurrent use of NSAIDs and corticosteroids without prophylactic treatment with a
gastroprotective drug (e.g. proton pump inhibitor).
Rationale: Concurrent use of NSAIDs and corticosteroids increases the risk of gastric bleeding and,
therefore, it should be avoided or else a gastroprotective drugs should also be administered.

Duplicate drug classes 12.1 Avoid using two or more drugs from the same pharmacological class where possible, except if
prescribing is in line with current clinical guidelines (e.g. short-acting and long-acting opioids)
Rationale: Unnecessary therapeutic duplication and potential to increase risk of adverse events.

C.A. Cadogan, M. Murphy, S. McLean et al. Journal of Geriatric Oncology 12 (2021) 1193–1199
in older adultswith cancerwho are receiving palliative care and have an
estimated life expectancy of less than one year. Future studies should
look to test the application and validity of these criteria using clinical re-
cords for older adults with cancer who are receiving palliative care.
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