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Disclaimer
The Guideline Development Group’s expectation is that healthcare staff will use clinical 
judgement, medical, nursing and clinical knowledge in applying the general principles and 
recommendations contained in this document. Recommendations may not be appropriate in 
all circumstances and the decision to adopt specific recommendations should be made by 
the practitioner taking into account the individual circumstances presented by each patient/ 
resident and available resources. Therapeutic options should be discussed with the responsible 
physician on a case-by-case basis as necessary.
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Using this National Clinical Guideline
This document is an executive summary of the key findings and recommendations contained 
in the National Clinical Guideline No 9. Pharmacological Management of Cancer Pain in 
Adults and should be read in conjunction with the full version. The National Clinical Guideline 
can be found on the websites www.health.gov.ie/patient-safety/ncec and www.hse.ie/
palliativecareprogramme.

The purpose of the summary guideline is to provide recommendations based on the best 
available evidence for the pharmacological management of cancer pain in adults.

The clinical burden of cancer pain is significant. Despite the advances in the management of 
pain since the first publication of the WHO cancer pain guidelines in 1986, there is evidence that 
there are significant variations in the success rates of its management. The increasing number 
of cancer survivors who live to an advanced age means that it is of paramount importance to 
reduce the prevalence of pain at all stages of the disease process. The expected outcome of 
this guideline is to reduce cancer patient’s pain and to improve their quality of life. The National 
Clinical Programme for Palliative Care has developed National Clinical Guideline Number 10 for 
Management of Constipation in Adult Patients Receiving Palliative Care which complements 
this guideline.

This summary guideline applies to healthcare professionals involved in the management of 
cancer pain. This includes Palliative Care staff, Physicians, Surgeons, General Practitioners, 
Pharmacists and Nursing staff in hospital, hospice and community-based settings. They may also 
be of interest to patients with cancer pain and their carers. This summary guideline does not 
apply to cancer survivors, to patients who do not have a cancer diagnosis or to other forms of 
acute or chronic non-malignant pain. This guideline does not apply to children.

I would like to acknowledge the work and commitment of the Guideline Development Group 
and Guideline Steering Group and all those who contributed to the development of the 
guideline and supporting resources. We are very grateful to the two international experts, 
Professor Peter G Lawlor, Associate Professor, Division of Palliative Care, Department of Medicine, 
University of Ottawa, Clinical Investigator, Bruyère and Ottawa Hospital Research Institutes, 
Medical Director, Palliative Care Unit, Bruyère Continuing Care and Professor Mike Bennett, 
St. Gemma’s Professor of Palliative Medicine, Academic Unit of Palliative Care, Leeds Institute 
of Health Sciences, School of Medicine, University of Leeds who reviewed the guideline and 
provided feedback.

We would like to thank the HSE librarians and librarians in the specialist palliative care services 
who so generously shared their invaluable research expertise and time.

 

_____________________________

Dr Michael Lucey, 
Chairperson of the Guideline Development Group,
Consultant Palliative Medicine, 
Milford Care Centre & University of Limerick Hospitals.



Table of Contents

Section 1: Definition and impact of cancer pain in adults 5
 1.1 Need for this National Clinical Guideline  5
 1.2 Clinical impact of cancer pain in adults 5
 1.3 Scope of this National Clinical Guideline 5
 1.4 Grading of recommendations 6

Section 2: National Clinical Guideline recommendations 7
 2.1 National recommendations 7

Section 3: National Clinical Guideline development process 31
 3.1 Aim of this National Clinical Guideline 31
 3.2 Methodology and literature review 31
 3.3 Financial impact of cancer pain 32
 3.4 External review 32
 3.5 Procedure for update of this National Clinical Guideline 32
 3.6 Implementation of this National Clinical Guidelines 33
 3.7 Roles and responsibilities 33
 3.8 Audit criteria 34

Section 4: Appendices 37
Appendix 1
Guideline Development Group 37

Appendix 2
Summary of tools to assist in implementation of National Clinical Guideline 39

Appendix 3
Glossary of terms and abbreviations 40



List of tables

Table 1 How to use the WHO analgesic ladder 9
Table 2  Titration using immediate release oral preparations 11
Table 3  Titration using modified release oral preparations 11
Table 4  Processes in converting opioid doses 19
Table 5  Opioid equivalence summary table 20
Table 6  Risk stratification of individual opioids in patients with cancer and renal 

impairment 25
Table 7  Dosage recommendations for patients with cancer and renal impairment 26
Table 8  Recommendations on the use of analgesics in liver disease 27
Table 9  Suggested recommendations for audit 35



5| A National Clinical Guideline – Summary
| Pharmacological Management of  
 Cancer Pain in Adults 

1.1 Need for National Clinical Guideline

Despite the advances in the management of pain since the first publication of the WHO cancer 
pain guidelines in 1986, there is evidence that there are significant variations in the success rates 
of its management. The production of this guideline aims to inform, aid, and support health care 
professionals challenged with treating patients suffering from cancer-related pain.

1.2 Clinical impact of cancer pain in adults

The clinical burden of cancer pain is significant. A large systematic review and meta-analysis 
of studies performed on articles relating to the prevalence of cancer pain over the past forty 
years was published by Van den Beuken-van Everdingen et al in 2007. This found that pain was 
highly prevalent in cancer patients: 64% in patients with metastatic or advanced stage disease, 
59% in patients on anticancer treatment and 33% in patients after curative treatment. More 
than one-third of the patients with pain in the reviewed articles graded their pain as moderate 
or severe. This highlighted that, despite the clear WHO recommendations, cancer pain still is a 
major problem. The increasing number of cancer survivors who live to an advanced age means 
that it is of paramount importance to reduce the prevalence of pain at all stages of the disease 
process. 

1.3 Scope of National Clinical Guideline

The National Clinical Guideline applies to healthcare professionals involved in the management 
of cancer pain. This includes Palliative Care staff, Physicians, Surgeons, General Practitioners, 
Pharmacists and Nursing staff in hospital, hospice and community-based settings. The guideline 
recommendations indicate where specialist advice should be sought.  The Guideline will also 
be of interest to patients with cancer pain and their carers. A patient information leaflet is also 
available at www.hse.ie/palliativecareprogramme and www.health.gov.ie/patient-safety/ncec 

The National Clinical Guideline does not apply to cancer survivors, to patients who do not have 
a cancer diagnosis or to the management of other forms of acute or chronic non-malignant 
pain. The National Clinical Guideline does not apply to children.

Definition and impact of cancer pain in adults1
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1.4 Grading of recommendations

1.4.1 Key to grading method used to highlight quality of evidence and recommendations:

This guideline uses a system for grading the quality of evidence based on the CEBM (Centre for 
Evidence Based Medicine) method of Oxford University as follows:

•	 Level 1a  Meta analyses of randomised control trials (RCT) 

•	 Level 1b  At least one RCT

•	 Level 2a At least one well designed controlled study without randomisation or  
   systematic review (SR) of cohort studies 

•	 Level 2b  A well designed cohort study

•	 Level 3   Well designed experimental descriptive studies, such as case control or cross  
   sectional studies 

•	 Level 4   Case series 

•	 Level 5   Expert Committee/Clinical experience

1.4.2 Grading the strength of recommendations:

•	 A   Level 1 studies

•	 B   Level 2 or 3 studies

•	 C  Level 4 studies 

•	 D   Level 5 studies or inconsistent or inconclusive studies of any level

1.4.3 Considered judgement:

The Scottish Intercollegiate Guideline Network (SIGN) introduced the concept of considered 
judgement when formulating evidence based recommendations for SIGN 50. Through  
the ‘considered judgement’ process, guideline developers are able to downgrade a 
recommendation where they consider there are important inconsistencies in the evidence 
base; evidence is not generalisable; not directly applicable to the target population; or for 
other reasons is perceived as being weaker than a simple evaluation of the methodology 
would suggest. As such, the recommendations made are a reflection of both the strength of the 
evidence informing the recommendation, but also the development group’s decision as to the 
strength of recommendation that can be made based on that evidence.
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Key recommendations are outlined in green font and are numbered R1-R42; with the strength 
of evidence for the recommendation as per section 1.4.2 above. Grade A recommendations 
represent the strongest level of recommendation based on the strongest evidence, and Grade 
D recommendations are based on lower levels of evidence.

This guideline applies to healthcare professionals involved in the management of cancer pain. 
This includes Palliative Care staff, Physicians, Surgeons, General Practitioners, Pharmacists and 
Nursing staff in hospital, hospice and community-based settings. The guideline recommendations 
indicate where specialist advice should be sought. 

Principles of pain management

Cancer pain impacts on a patient’s physical, psychosocial and emotional wellbeing.

R 1 Domains of cancer pain
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A
Cancer pain management should address the physical, psychosocial and emotional 
domains of patient care. Addressing the physical aspects of cancer pain alone is 
insufficient. 

Involving and educating patients about their pain management improves patient understanding 
and can decrease pain intensity.

R 2 Patient involvement in cancer pain management
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

B Patients should be given appropriate information about their pain, and pain 
management, and be encouraged to participate in their treatment plan.

National Clinical Guideline recommendations2
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The cornerstone of comprehensive pain assessment is the taking of a detailed patient history 
and the performance of a thorough physical examination. The psychological and spiritual 
impact of a patient’s pain should be considered. Pain is a subjective experience.

R 3 Assessment of cancer pain
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

C
Systematic assessment of cancer pain including physical, psychological, and 
spiritual domains is essential.

The patient should be the prime assessor of his or her pain.

A number of assessment tools exist in relation to the physical, psychosocial and spiritual domains 
of cancer pain. 

R 4 Assessment tools
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D The use of pain and other symptom assessment tools should be considered as part 
of the comprehensive ongoing evaluation of cancer patients. 

In patients with cognitive impairment, a systematic approach to pain assessment including the 
use of pain assessment tools, behavioural observations, surrogate reporting and analgesic trials 
is recommended.

R 5 Pain assessment in patients with cognitive impairment
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D
Pain assessment in the cognitively impaired should involve self-reported pain scales 
where appropriate. Observational pain rating scales and behavioural assessment 
tools should be considered for those who cannot complete a self-assessment scale.

The WHO analgesic ladder from WHO Cancer Pain Relief guidance has been extensively validated 
and shown to be effective in the management of pain in the majority of cancer patients.

R 6 The World Health Organisation (WHO) Cancer Pain Relief Guidance
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

C Cancer patients should have their pain managed in accordance with the World 
Health Organisation (WHO) Cancer Pain Relief guidance.



9| A National Clinical Guideline – Summary
| Pharmacological Management of  
 Cancer Pain in Adults 

How to use the WHO analgesic ladder (see Table 4 in Section 2.2.10.1 in full guideline and 
reproduced here)
(adapted from SIGN Guidelines (2)) 

WHO analgesic ladder Score on numerical rating scale Analgesic of choice

Step 1:
mild pain

1 to 2
out of 10

Non-opioid (Paracetamol/NSAID)
+/- Adjuvant

Step 2:
mild to moderate pain

3 to 6
out of 10

Weak opioid (Codeine/ 
Tramadol*)

+/- Non-opioid
+/- Adjuvant

Step 3:
severe pain

7 to 10
out of 10

Strong opioid (Morphine 
sulphate/ Oxycodone/ 

Hydromorphone/ Fentanyl)
+/-Non-opioid
+/- Adjuvant

* Unless specific patient-related issues exist, codeine and codeine/paracetamol combinations should be used in 
cancer pain management in preference to tramadol or tapentadol. See recommendation 7.

It is imperative that the clinician selects the strength of opioid analgesic according to the current 
severity of pain (i.e. the clinician can start at step 3 if the patient has severe pain).

Opioids

Choice of opioid

Opioids for mild to moderate pain
Codeine, dihydrocodeine and tramadol are examples of weak opioids that are commonly 
prescribed for use at step two of the WHO ladder. There is an evidence base to support the 
use of codeine and codeine/paracetamol in cancer pain. There is insufficient evidence to 
support the use of oral tramadol or tapentadol in preference to codeine/paracetamol for mild 
to moderate cancer pain.

R 7 Weak opioids
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

C
Weak opioids may be used in the treatment of mild to moderate pain. They may 
be used in conjunction with a non-opioid analgesic. Unless specific patient-related 
issues exist, codeine and codeine/paracetamol combinations should be used in 
cancer pain management in preference to tramadol or tapentadol.
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Opioids for moderate to severe pain
The available evidence demonstrates that the efficacy and tolerability of morphine sulphate, 
oxycodone, hydromorphone and methadone are equivalent, and these agents are all valid 
choices as first and subsequent choice opioids for moderate to severe cancer pain.

Transdermal opioids such as fentanyl and buprenorphine are valid alternatives in selected 
patients; they may be associated with less constipation and good patient compliance, but their 
pharmacokinetic and dynamic characteristics present challenges.

R 8 Choice of opioid
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

B 8.1 Oral morphine sulphate, hydromorphone and oxycodone may be used as first 
line treatment in the management of moderate to severe cancer pain. 

B 8.2 Transdermal opioids such as fentanyl and buprenorphine are valid alternatives 
in selected patients.

D 8.3 Methadone may be used for the treatment of moderate or severe cancer pain.

D 8.4 Methadone use is only advised through the guidance of specialist palliative care 
professionals.

Route of Administration of opioid
The oral route should be used for administration of opioids, if practical and feasible. Alternative 
routes are found to be as effective from an efficacy and side effect profile perspective. 

R 9 Route of administration of opioid
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A
The oral route should be used for administration of opioids, if practical and feasible. 
If a patient is unable to take oral opioids, a number of alternative application routes 
exist, such as subcutaneous, intravenous, transmucosal, transdermal, topical and 
spinal routes.

Oral administration of opioids
Morphine sulphate, oxycodone and hydromorphone can be administered as immediate (IR) or 
modified release (MR) (sometimes called ‘sustained release’ or SR). Peak plasma concentrations 
normally occur within one hour of administration of an immediate release morphine sulphate 
preparation, with reasonably rapid onset of analgesia, which then lasts for about 4 hours. In 
contrast, modified release formulations produce a delayed peak plasma concentration after 
2-6 hours, and analgesia lasts for 12 to 24 hours.

In terms of analgesic efficacy, there is no difference between four-hourly, twelve-hourly and 
twenty-four-hourly dosing of morphine sulphate, oxycodone or hydromorphone preparations, 
once they are correctly administered.
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R 10 Oral opioid dosing schedule
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D
As there is no difference between the available oral opioid preparations in terms of 
analgesic efficacy, oral opioid scheduling should be based on patient preference 
and ease of compliance.

Opioid treatment can be adequately and safely started with a number of therapeutic 
approaches.

R 11 Oral opioid treatment
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

C Oral opioid titration can be adequately and safely commenced and titrated using 
either oral immediate release preparations, or modified release preparations.

See Table 6 and Table 7 in Section 2.3.2.1 in the full guideline and reproduced here, as table 2 
and table 3 respectively.

Table 2 Titration using immediate release oral preparations (Table 6 in the Full Guideline)

Titration Using Immediate Release Oral Preparations
(Using oral morphine sulphate as an example)

•	 Use immediate release morphine sulphate, given every 4 hours, and the same dose for breakthrough 
pain. This rescue dose may be given as often as required and the total daily dose of the morphine 
sulphate should be reviewed daily. 

•	 If pain returns consistently before the next regular dose is due, the regular dose should be increased. 
Patients stabilised on regular oral morphine sulphate require continued access to a rescue dose to 
treat breakthrough pain. 

•	 When a patient’s pain has been controlled with immediate release morphine sulphate, the 24 hour 
dose can be converted into modified 12 hour release preparation.

Table 3 Titration using modified release oral preparations (Table 7 in the full Guideline)

Titration Using Modified Release Oral Preparations
(using oral morphine sulphate as an example)

• Use a modified release preparation, such as a 12 hourly morphine sulphate preparation (e.g. MST®) 
prescribed twice daily. Co-prescribe an immediate release oral morphine sulphate preparation, to 
be taken as often as required as a breakthrough dose. See section 2.3.2.2 on appropriate dosage for 
breakthrough pain prescribing.

• After 24 hours, assess the effectiveness of the regimen based on clinical assessment of the patient 
and calculation of the number of breakthrough analgesic doses required. Titrate the modified 
release formulation accordingly

Detailed practical examples for the above are given in the full guideline and the relevant Quick Reference 
Guide. 



12
| Pharmacological Management of  
 Cancer Pain in Adults | A National Clinical Guideline – Summary

Breakthrough pain 
Breakthrough pain is a transitory exacerbation of pain experienced by the patient with stable 
and adequately controlled baseline (background) pain. The use of a pharmacological ‘rescue’ 
or ‘breakthrough’ dose of analgesia is widely accepted as the management of breakthrough 
pain.

Breakthrough pain is common and can have a negative impact on quality of life.

Patients should have breakthrough medication prescribed and this dose should be titrated 
according to the individual, and to the type of breakthrough pain being experienced.

R 12 Breakthrough pain
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A

Breakthrough pain can be effectively managed with either oral immediate release 
opioids, or buccal/sublingual/intranasal fentanyl preparations.

More than four episodes of breakthrough pain a day indicates that the current 
management of the baseline/persistent pain should be reviewed.

As breakthrough pain can vary in severity, duration, aetiology and pathophysiology, 
it is likely that the required dose will vary and individualised titration for both oral and 
transmucosal rescue opioids is recommended.

Best Practice Point
The dose of breakthrough opioid can be calculated as either:

1/6 of the total 24hr dose (most commonly used calculation)

or,

10%-20% of the total 24hr dose

Alternative routes of administration of opioids

Parenteral opioids
Subcutaneous and intravenous routes of administration are feasible, effective and safe for the 
administration of opioid medication in cancer pain.

Indications for the use of continuous infusion include: 
• Intractable vomiting
• Severe dysphagia
• Patient too weak to swallow oral medication
• Decreased level of consciousness
• Poor gastrointestinal absorption
• Poor patient compliance.
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R13 Parenteral routes of opioid administration
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A 13.1 Subcutaneous and intravenous routes may be used where the oral route is not 
feasible. 

C
13.2 The average relative potency ratio of oral morphine sulphate to subcutaneous 
or intravenous morphine sulphate is between 2:1 and 3:1, with variability between 
patients. 

Transdermal opioids
Transdermal fentanyl and buprenorphine patches are valid alternative delivery systems for 
patients with stable pain who require regular opioid analgesia.

R 14 Transdermal opioids
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D
Use of the transdermal route is suitable for patients who have stable pain. 
Patients should be titrated to adequate pain relief with oral or parenteral opioid 
pain medications prior to the initiation of transdermal patches. Medication for 
breakthrough pain should also be prescribed. 

Transmucosal opioids
Opioid administration via the buccal, sublingual or nasal mucosa is indicated only for the 
treatment of breakthrough pain. Any role in the treatment of continuous pain is limited.

Spinal opioids
Spinal opioid therapy may be effective for treating cancer pain where systemic treatment has 
failed, either due to intolerable side-effects or inadequate analgesia.

R15 Spinal opioids
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are aware 
of this guideline. The responsible physician caring for patients with cancer are responsible for 
implementation.

D

Available evidence is of low quality and thus only weak recommendations for use of 
spinal opioids alone or in combination with other drugs can be made.

Administering opioids and other medications via spinal delivery systems requires 
the input of an appropriately qualified specialist.
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Topical opioids
There is limited evidence to support the use of topical opioids in the management of painful 
malignant skin and mucosal lesions.

R16 Topical opioids 
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D
Whilst there is support for the use of topical opioids, there is insufficient evidence to 
make clear recommendations for clinical practice in terms of the ideal opioid to 
use, starting dose, interval of administration, method of titration, carrier agent or 
most suitable wounds for this treatment.

Opioid side-effects

R 17 Opioid side-effects
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D 17.1 It is important to anticipate and monitor patients for opioid side-effects and 
manage these at the earliest opportunity to prevent unnecessary morbidity.

D
17.2 The current evidence is too limited to provide evidence-based  
recommendations for the use of anti-emetics in opioid-induced nausea/vomiting in 
cancer patients. Choice is therefore based on knowledge of aetiology and expert 
opinion.

D
17.3 In the management of opioid-induced constipation, the combination of 
a softener and stimulant laxative is generally recommended, and the choice of 
laxatives should be made on an individual basis1.

D 17.4 The use of peripheral opioid receptor antagonists (methylnaltrexone) should be 
restricted to those patients whose treatment is resistant to traditional laxatives. 

___________________
1 See NCEC National Clinical Guideline 10. Management of Constipation in Adults Patients Receiving Palliative Care (Nov 2015)
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Opioids may cause neuropsychological side-effects, such as sedation, cognitive dysfunction, 
sleep disturbance, myoclonus, hyperalgesia and delirium. Delirium is a frequent and often 
multi-factorial complication in advanced cancer. Delirium precipitated by opioids is frequently 
reversible.

R18 Neuropsychological opioid side-effects
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

B 18.1 Opioid reduction or rotation should be considered as a useful strategy to 
manage opioid side-effects.

D
18.2 Given the present available knowledge, no recommendation can be made for 
or against the use of specific drugs for the relief of opioid-induced myoclonus, sleep 
disturbance or hyperalgesia. 

B 18.3 The treatment of delirium firstly involves the search for an identifiable underlying 
cause and the treatment of this cause. 

D
18.4 Haloperidol may be recommended for those patients experiencing agitation, 
hallucinations and perceptual disturbances. Opioid reduction or rotation should be 
considered. 

Opioid toxicity
There is a wide variation in the dose of opioid that is toxic, both between individuals and over 
time. Patients may develop toxicity on titration of opioids; however, toxicity also may occur in 
patients who have been relatively stable on long-term opioid therapy.

Therefore:
• If opioid toxicity is present and pain control is adequate

- a reduction in opioid dose is indicated (as well as treating any possible participants 
such as infection and dehydration or deteriorating renal function).

• If opioid toxicity is present but pain control is inadequate
- rotation to an alternative opioid may allow titration to adequate analgesia without the 

same disabling effects (see R20)

Toxicity can be a frightening and even life threatening experience, but is usually reversible.

Opioid toxicity may present as subtle agitation, drowsiness, seeing shadows at the periphery 
of the visual field, vivid dreams, hallucinations, confusion and myoclonic jerks. If untreated, this 
may progress towards respiratory depression.
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R 19 Opioid toxicity
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D
If toxicity is experienced on a stable dose of an opioid which has been previously 
tolerated, other factors should be sought and treated such as infection, dehydration, 
renal impairment or hypercalcaemia. 

Best Practice Point: Management of opioid toxicity
Renal and hepatic function should be checked and other causes of systemic deterioration excluded 
e.g. infection, hypercalcaemia. Any reversible precipitating cause should be treated.

Mild opioid toxicity: In mild opioid toxicity; reduce the dose of opioid. Ensure adequate hydration and treat 
any underlying cause. If agitation/confusion are problematic, consider a neuroleptic such as haloperidol.

Moderate opioid toxicity: If respiratory rate ≥ 8/min, oxygen saturations are normal and the patient is not 
cyanosed and is easily rousable, omit the next dose (or stop infusion/remove patch) of regular opioid 
immediately, and adopt a ‘wait and see’ approach. When the situation is more stable, either omit or 
reduce further doses and re-assess pain before re-introducing regular opioid therapy.

Severe opioid toxicity: If respiratory rate is 8/min or less, oxygen saturations are abnormal or the patient 
is cyanosed, urgent admission is indicated. Consider reversal of respiratory depression using naloxone; 
use reversing agents cautiously. The aim is to reverse respiratory depression without compromising pain 
control. This may not fully reverse sedation. The patient’s background analgesia will subsequently need 
to be reviewed. 

Seek specialist palliative medical advice for continuing problems, particularly if transdermal patches 
have been used.

Use of naloxone for reversal of opioid side-effects
(Palliative Adult Network Guidelines 2011 (19), based on the recommendations of the American Pain 
Society)

If the patient’s respiratory rate is< 8/min, the patient is barely rousable/unconscious and/or is cyanosed:
•	 Dilute a standard ampoule containing naloxone 400 micrograms to 10ml with sodium chloride 0.9% 

for injection.
•	 Administer 0.5ml (20micrograms) IV every 2 minutes, until the patient’s respiratory status is satisfactory
•	 Further boluses may be necessary because naloxone is shorter-acting than morphine sulphate and 

other opioids

Close observation is needed to ensure that the patient is breathing satisfactorily and that pain control is 
maintained.

If using naloxone, seek specialist advice for management of opioid side-effects and for ongoing cancer 
pain management.
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Opioid rotation
Opioid rotation is the term given to the clinical practice of substituting one opioid – the ‘initial 
opioid’ - with another, in order to obtain a satisfactory balance between pain relief and side-
effects.

Opioid rotation utilises inter-individual variability and the phenomenon of incomplete cross-
tolerance in order to maximise the analgesic effect of a new opioid while minimising side effects.

R 20 Opioid rotation
CEO/General/Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

B
Opioid rotation should be performed where pain is poorly controlled, or side-effects 
are intolerable. Opioid rotation should only be performed by those with relevant 
clinical expertise.

Opioid potency ratios
When converting from one strong opioid to another, the initial dose of the new opioid should 
depend on the relative potency of the two drugs, as well as other clinical factors. (See Table 
11 NCEC National Clinical Guideline No. 9 Pharmacological Management of Cancer Pain in 
Adults)

R 21 Evidence for relative opioid potencies
CEO/General/Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

D
Evidence-based relative potency ratios should be applied, taking into account 
individual patient factors. Pain control should be assessed regularly and doses 
titrated as required.

See table 4 below on processes in converting opioid doses.
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R 22-26 please refer to Opioid Equivalence Summary Table (Table 5) below for guidance on 
practical conversions
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

B A relative potency ratio of oral morphine sulphate to oral oxycodone of between 
1.5 : 1 and 2 : 1 is recommended.

C A relative potency ratio of oral morphine sulphate to oral hydromorphone of 5 : 1 is 
recommended. 

C A relative potency ratio of oral morphine sulphate to transdermal buprenorphine of 
75 : 1 is recommended.

B A relative potency ratio of oral morphine sulphate to transdermal fentanyl of 100 : 
1 is recommended.

D Methadone is a complex strong analgesic agent and should be used under specialist 
supervision only.

Practical Guidance
1. Most relative potencies relate to the relative potency of a strong opioid in relation to 

morphine sulphate. When switching from a strong opioid other than morphine sulphate, it 
may be necessary to convert the dose of the initial opioid to the oral morphine sulphate 
equivalent dose, and then use this to determine the dose of the new opioid.

2. Buprenorphine is a partial mu-receptor agonist and a partial kappa-receptor antagonist 
and has slow receptor dissociation that may impede the full effectiveness of other opioids 
used.

3. Fentanyl and buprenorphine are most commonly used via a transdermal patch and in 
patients with stable pain where the oral route is not possible or not convenient. When using 
patches, it is recommended that an interval of at least three days should be used between 
dose changes. This is to allow time for steady state of the drug to be achieved. When 
converting from a patch to an oral or parenteral opioid, this also needs to be considered: 
please see full guideline for further guidance, or seek specialist advice.
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Table 4 Processes in converting opioid doses (See Table 11 in Section 2.3.5.1 in full guideline and 
reproduced here)

Converting From Converting To Process

Oral (mg) Oral (mg)

Codeine Morphine sulphate • Divide by 10

Tramadol Morphine sulphate • Divide by 5 – 10

Morphine sulphate Oxycodone • Divide by 1.5 – 2

Morphine sulphate Hydromorphone • Divide by 5

Oral (mg) / 24 hours Subcutaneous / 24 hours

Morphine sulphate Fentanyl (mcg) • Divide by 100 to obtain 
equivalent fentanyl dose in mg. 

• Multiply by 1000 to obtain dose 
in mcg / 24 hrs. 

Morphine sulphate Alfentanil (mg) • Divide by 32

Oral (mg) / 24h hours Transdermal (mcg / hour)

Morphine sulphate Buprenorphine • Divide by 75 to obtain 
equivalent buprenorphine dose 
in mg. 

• Multiply by 1000 to obtain dose 
in mcg / 24 hrs. 

• Divide this by 24 to obtain 
equivalent transdermal dose 
in mcg / hour, and use closest 
available patch strength.

Morphine sulphate Fentanyl • Divide by 100 to obtain 
equivalent fentanyl dose in mg.

 
• Multiply by 1000 to obtain dose 

in mcg / 24hrs. 

• Divide this by 24 to obtain 
equivalent transdermal dose 
in mcg / hour, and use closest 
available patch strength.

Alternatively, use Table 10 in the NCEC National Clinical Guideline 
No. 9 Pharmacological Management of Cancer Pain in Adults to 
obtain closest appropriate patch strength

Opioid Equivalence Summary Table
Guidelines for use: 

- relative potency ratios should only be used as an approximate guide and individual and 
clinical factors should be taken into account 

- when rotating opioids, particularly at high doses, a dose reduction of 25 – 50% should be 
considered to account for incomplete cross-tolerance 

- pain control should be assessed regularly, and doses titrated as required.
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Table 5 Opioid equivalence summary table (See Table 12 in Section 2.3.5.1 in full guideline and 
reproduced here) (all recommendations Grade C)

Morphine Codeine Tramadol Oxycodone Hydromorphone Buprenorphine Fentanyl Morphine

(mg / 24 
hrs)

(mg / 24 
hrs)

(mg / 24 
hrs)

(mg / 24 
hrs)

(mg / 24 
hrs)

(mcg / hour) 
Butrans®

(mcg / hour) 
Transtec®

(mcg / 
hour)

(mg / 24 
hrs)

Oral S/C Oral Oral Oral S/C Oral S/C Transdermal Transdermal Oral S/C

5 2.5 60 50 - - - - -
-

5 2.5

10 5 120 100 - - - - 5

See 
Butrans®

10 5

20 10 240
200

- - 4 2
10 12

20 10

30 15

Titrate 
to strong 

opioid

20 10
6 3 30 15

40 20

400

8 4
20 18

40 20

50 25 - - 10 5 50 25

60 30

40 20

12 6

See 
Transtec®

35
25

60 30

70 35 14 7 70 35

80 40 16 8

37

80 40

90 45

Titrate 
to strong 

opioid

60 30

18 9

52.5

90 45

100 50 20 10 100 50

110 55 - -

50

110 55

120 60 24 12 120 60

130 65

80 40

- -

70

130 65

140 70 28 14

62

140 70

150 75 - - 150 75

160 80

100 50

32 16 160 80

170 85 - -

Consider the use of an  
alternative opioid

75

170 85

180 90 36 18 180 90

190 95 - - 190 95

200 100 - - - 200 100

Converting From Converting To Process

Oral Oral

Codeine Morphine sulphate Divide by 10

Tramadol Morphine sulphate Divide by 5 – 10

Morphine sulphate Oxycodone Divide by 1.5 – 2

Morphine sulphate Hydromorphone Divide by 5

Converting From Converting To Process

Oral (mg / 24 hrs) S/C (mg / 24 hrs)

Morphine sulphate Alfentanil Divide by 32
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Managing cancer pain in patients with a history of addiction 
See Section 2.3.5 of National Clinical Guideline No. 9 Pharmacological Management of Cancer 
Pain in Adults which contains recommendations 26-29.

Addiction is a syndrome and pattern of substance misuse, with biological, psychological and 
social aspects. A history of addiction to opioids, such as heroin, may compromise the effective 
control of cancer pain. In addition, patients may be receiving treatment for an addiction, such 
as methadone maintenance therapy (MMT), which may further complicate management.

Patients with a history of addiction may have co-morbidities such as depression and anxiety, 
further complicating management of their physical pain. Social aspects influencing care 
include a complex social milieu, social exclusion and reduced opportunities. Communication 
with the patient’s addiction services and primary care team should be maintained.

Specialist advice should be sought. A multidisciplinary approach that involves Addiction 
Services should be adopted.

Non-opioid pharmacological management

Paracetamol
Paracetamol is well established as an effective and well tolerated agent in the management of 
mild to moderate pain. Paracetamol continues to have a role as an analgesic in patients with 
cancer pain, in accordance with the WHO Cancer Pain Relief guidance.

R 30 Paracetamol
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A 30.1 Paracetamol should be considered for patients with mild to moderate cancer 
pain, in accordance with the WHO Cancer Pain Relief guidance.

A
30.2 There is insufficient evidence to support the addition of paracetamol for 
analgesic purposes in patients taking high doses of step 3 opioid medication in a 
cancer setting.

Non steroidal anti-inflammatory drugs (NSAIDS)
Non-steroidal anti-inflammatory drugs (NSAIDs) are widely accepted as a treatment option for 
cancer pain. The WHO guidelines suggest an NSAID as a potential non-opioid for use at the first 
step of the WHO analgesic ladder, and throughout a patient’s escalating pain trajectory.

Whilst NSAIDs are effective for the treatment of cancer pain, there is no clear evidence to 
support the superior safety or efficacy of one particular NSAID over another. In terms of choice of 
NSAID, there appears to be reduced cardiovascular risk for low dose ibuprofen (up to 1200mg/
day), or for naproxen.
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R 31 NSAIDs
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A 31.1 NSAIDs should be considered for the treatment of cancer pain, both as single 
agents and in combination with step 3 opioids. 

D
31.2 Risk stratification and identification of the individual cardiovascular and 
gastrointestinal risk factors should inform the decision regarding choice of NSAID, 
and gastroprotective strategy.

C
31.3 Patients taking NSAIDs who are at high risk of gastrointestinal complications 
should be prescribed either double dose H2-antagonists or a proton pump inhibitor 
as pharmacological prophylaxis. Patients in this category could also be considered 
for a COX-2 inhibitor, depending on their cardiovascular risk factor profile.

Anti-depressants and anti-epileptics
Neuropathic pain mechanisms are present in up to 40% of patients with cancer pain. In order 
to achieve optimum pain control in these patients, it is often necessary to combine adjuvant 
analgesics, such as antidepressants and/or anti-epileptics, with standard opioid therapy.

There is evidence that antidepressants and anti-epileptics may improve cancer-related 
neuropathic pain. There is evidence in the non-cancer setting to support the use of 
antidepressants, including tricyclic antidepressants, venlafaxine and duloxetine, which may be 
extrapolated to the treatment of cancer related neuropathic pain. There is insufficient evidence 
to support a recommendation on the use of selective serotonin reuptake inhibitors (SSRIs). There 
is evidence in the cancer setting to support the use of gabapentin. There is evidence from the 
non-cancer setting to support the use of pregabalin, at suitable doses for the treatment of 
neuropathic pain.

R 32 Antidepressants and anti-epileptics
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A In patients with cancer-related neuropathic pain, anti-epileptic and antidepressant 
medications should be considered, with careful monitoring of side effects. 
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Other adjunct agents

R 33 – 37
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation

A
33. Bisphosphonates should be considered as part of a therapeutic regime for 
the treatment of cancer pain associated with bone metastases; however, there is 
insufficient evidence to recommend them as first line therapy.

34. Corticosteroids may have a limited role in the management of cancer-related 
pain, however there is insufficient evidence to allow a recommendation.

D 35. There is insufficient evidence to permit a recommendation to be made regarding 
the use of ketamine for the management of cancer pain.

D
36.1 Intravenous lidocaine may be a useful adjunct in the treatment of opioid-
refractory cancer pain. Specialist advice should be sought if intravenous lidocaine 
is being considered.

D 36.2 There is limited evidence to support the use of topical lidocaine plaster in 
cancer pain.

37. There is insufficient evidence to recommend the use of topical capsaicin 
for the treatment of cancer pain. It may provide some degree of relief in non-
cancer related neuropathic pain conditions and could therefore be considered a 
worthwhile option as an adjunctive treatment. 

The anti-inflammatory effects of corticosteroids have been reported to be useful in the 
management of cancer-related neuropathic and bone pain. Despite vast experience with 
corticosteroid use, there is a lack of robust evidence to support their role as an analgesic 
agent. Topical creams containing capsaicin are used to treat a variety of conditions, including 
neuropathic pain. 
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The use of opioids and other analgesics  
in patients with renal impairment

Renal impairment is common in the setting of advanced cancer, and alters the pharmacokinetics 
of opioids and their metabolites, thus increasing the potential for opioid toxicity. 

The presence of renal impairment is not a reason to delay or avoid using opioid analgesia in 
patients with cancer related pain.

Consideration should be given to 
o Choice of opioid based on pharmacokinetic profile
o Use of immediate release formulations over long acting formulations
o Dose reduction 
o Increase in dosing interval
o Frequent clinical review. 

The quality of clinical evidence regarding the choice of opioids in renal impairment is low. 
Therefore, the choice of opioid in renal impairment should be based on the metabolite profile of 
individual opioids (see Risk stratification of individual opioids table below).

Paracetamol is the non-opioid analgesic of choice in the setting of renal impairment. Other non-
opioid analgesics may require dose adjustment, in particular in the dialysis setting, and specialist 
advice e.g. Renal Drug Handbook, should be sought.

R 38 Opioids in renal impairment
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

C

In renal impairment, all opioids should be used with caution, and with consideration 
of reduced doses and/or frequency of administration.

Specialist advice should be sought when prescribing opioids in moderate to severe 
renal impairment.

The presence of renal impairment should not be a reason to delay the use of an 
opioid for those with cancer pain, when needed.

Close monitoring of pain and for signs of opioid toxicity is required.

Alfentanil and fentanyl are the safest opioids of choice in patients with stages 4 or 5 
kidney disease (estimated glomerular filtration rate <30 ml/ min/1.73 m2).

Paracetamol is considered the non-opioid analgesic of choice for mild-to-moderate 
pain in patients with renal impairment.

Adjuvant analgesics may require dose adjustment in patients with renal impairment.
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Table 6 Risk stratification of individual opioids in patients with cancer and renal impairment (See 
Table 14 in Section 2.5.4 in the full guideline and reproduced here)
Drug Recommendations in 

patients with cancer and 
renal impairment

Comment

Codeine If judged appropriate 
to use, then do so with 
caution.

Metabolised to morphine sulphate and codeine-6-
glucoronide, which accumulate in renal impairment (RI). 
No clinical studies of use in cancer pain and RI identified. 
However, there have been reports of severe hypotension, 
respiratory arrest and profound narcolepsy in patients 
with advanced RI in the general population. The 
manufacturer advises that codeine is used cautiously, 
at a reduced dose, in patients with RI and avoided in 
patients with severe RI. However, codeine is used in 
practice in some renal units.

Tramadol If judged appropriate 
to use, then do so with 
caution.

Metabolised extensively in the liver. Unmetabolised 
tramadol and its metabolites may accumulate in RI. 
No clinical studies identified in cancer pain and RI 
population but expert opinion suggests that when using 
weak opioids, tramadol should be used in preference 
to codeine. The manufacturer recommends that the 
dosage interval should be increased to 12 hours if CrCl is 
less than 30ml/min. Modified release preparations should 
be avoided. In severe RI (CrCl <10ml/min), tramadol is not 
recommended due to prolonged elimination.

Morphine 
sulphate

If judged appropriate 
to use, then do so with 
caution.

Active metabolites produced via hepatic metabolism 
(morphine-3-glucoronide and morphine-6-glucoronide) 
accumulate in renal impairment. Studies demonstrate an 
increased risk of adverse events in renal impairment.

Oxycodone If judged appropriate 
to use, then do so with 
caution.

Metabolised to oxymorphone and noroxycodone in liver. 
Excreted renally. Inconsistent evidence regarding safety 
in renal impairment. The manufacturer contraindicates its 
use in severe RI (CrCl <10ml/min).

Hydromorphone If judged appropriate 
to use, then do so with 
caution.

Metabolised in the liver to hydromorphone-3-glucoronide. 
All metabolites excreted renally.

Evidence for the safety of hydromorphone in renal 
impairment is inconsistent. However, hydromorphone is 
used in a number of units that deal with renal impairment 
frequently, and there are reports of its successful use in 
such patients, when titrated carefully.

Fentanyl May be used in renal 
impairment. Opioid 
of choice, along with 
alfentanil, in severe RI

Metabolised in the liver to metabolites that are thought 
to be inactive. Limited clinical evidence supports use with 
careful oversight. 

Alfentanil May be used in renal 
impairment. Opioid 
of choice, along with 
fentanyl, in severe RI

Metabolised in the liver to metabolites that are thought 
to be inactive. Limited clinical evidence supports use with 
careful oversight.

Buprenorphine If judged appropriate 
to use, then do so with 
caution.

Metabolised to norbuprenorphine and 
norbuprenorphine-3-glucuronide, which are excreted in 
the urine; unchanged buprenorphine is mainly excreted 
in the faeces. Limited amount of evidence for use in 
RI in general population and cancer population. The 
manufacturers of the buprenorphine patch suggest 
no dose changes are required whereas RI is listed as a 
precaution for the 2mg sublingual tablets. 

Methadone If judged appropriate 
to use, then do so with 
caution in the specialist 
setting only

Primarily excreted in the faeces, with 20% excreted 
unchanged in the urine. No clinical studies identified and 
pharmacology is complex.
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Table 7 Dosage recommendations for patients with cancer and renal impairment (See Table 15 
in Section 2.5.4 in the full guideline and reproduced here) Adapted from Renal Drug Database 
for opioids in patients with renal impairment and UK Medicines Information

Opioid GFR 

Codeine • 20-50ml/min: dose as in normal renal function
• 10-20ml/min: 30mg up to every 4 hours. Increase if tolerated
• < 10ml/min: 30mg up to every 6 hours. Increase if tolerated

Tramadol •	 20-50ml/min: Dose as in normal renal function
•	 10-20ml/min: 50-100mg every 8 hours initially and titrate dose as tolerated
• <10ml/min: 50mg every 8 hours initially and titrate dose as tolerated

Morphine •	 20-50ml/min: 75% of normal dose
•	 10-20ml/min: Use small doses (50% of dose), eg. 2.5-5mg and extended 

dosing intervals. Titrate according to response
•	 <10ml/min: Use small doses. Eg.1.25-2.5mg and extended dosing intervals. 

Titrate according to the response

Avoid slow release oral preparations as any side effects may be prolonged

Oxycodone •	 20-50ml/min: Start with 75% of dose. Dose as in normal renal function
•	 10-20ml/min: Start with 75% of dose. Dose as in normal renal function
•	 <10ml/min: Start with small doses e.g. 50% of dose

Has been used in CKD 5 patients; start with lowest dose and gradually 
increase dose according to response.

Hydromorphone •	 20-50ml/min: Dose as in normal renal function
• <10-20ml/min: Reduce dose – start with lowest dose and titrate according 

to response

Fentanyl •	 20-50ml/min: 75% of normal dose. Titrate according to response
•	 10-20ml/min: 75% of normal dose. Titrate according to response
•	 <10ml/min: 50% of normal dose. Titrate according to response

Alfentanil • <10-50ml/min: Dose as in normal renal function

Buprenorphine Transdermal: Dose as in normal renal function

Methadone •	 10-50ml/min: Dose as in normal renal function
• <10ml/min: 50-75% of normal dose, and titrate according to response
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The use of opioids in patients with hepatic impairment

The degree of derangement of liver function tests; the extent of clinical evidence of hepatic 
decompensation; and measures such as the Child-Pugh or Model for End-stage Liver Disease 
(MELD) scores may be used to determine the severity of hepatic dysfunction, and to predict the 
likelihood of altered drug metabolism and clearance. 

General measures
The therapeutic index of any opioid is narrower in the setting of liver disease, and opioids should 
therefore be initiated at lower doses and prescribed with extended dosing intervals. 

Table 8 Recommendations on the use of analgesics in liver disease (See Table 17 in Section 2.6.3 in the full 
guideline and reproduced here, adapted from PANG (19) and Hanna (37))

Drug Recommendations in liver 
disease

Comment

Codeine Avoid use In moderate hepatic impairment, codeine will 
have unpredictable efficacy and adverse effects.

Tramadol Use with caution
Avoid in severe

In moderate hepatic impairment, tramadol will 
have unpredictable efficacy and adverse effects. 
If use cannot be avoided, increase the dosage 
interval.

Morphine sulphate Use with caution Moderate impairment – use lower doses and 
extend dosing interval. In severe, hepatic 
impairment, oral bioavailability may equal that of 
intravenous.

Oxycodone Use with caution
Avoid in severe

Moderate impairment – use lower doses with a 
minimum dosing interval of 6 hourly for normal 
release products.

Targin® 
(Oxycodone/ 
naloxone)

Use with caution
Avoid in moderate to 
severe liver disease

Naloxone component may be systemically 
absorbed and precipitate pain and opioid 
withdrawal.

Hydromorphone Use with caution Dosage reduction necessary. In severe hepatic 
impairment oral bioavailability may increase 
significantly. Monitor patient carefully for adverse 
effects.

Fentanyl Use with caution Avoid transdermal products. Single doses appear 
unaltered by liver disease. May be suitable for the 
treatment of breakthrough pain. 

Alfentanil Use with caution Dosage reduction necessary.

Methadone Not advised Not advised in moderate liver failure due to the risk 
of accumulation and fatal adverse effects.

There is very limited evidence available to evaluate the use of opioids in patients with liver 
impairment. Liver disease can alter the pharmacokinetics of opioids.
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R 39 Opioids in hepatic impairment
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation

C

In advanced liver impairment:
Opioids should be used with caution in patients with advanced liver disease. Dosage 
recommendation should be patient specific and specialist advice sought.

The transdermal route should be avoided, as drug absorption can be variable and 
unpredictable.

Sustained release preparations should be avoided.
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Non-pharmacological approaches to the management

Along with opioid and non-opioid pharmacological interventions, it is important to consider non-
pharmacological interventions which have the potential to control cancer pain and improve 
quality of life.

Radiotherapy
Radiotherapy is an effective and well-tolerated treatment for the management of pain related 
to bone metastases.

R 40 Radiotherapy
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

A
Patients with pain secondary to bone metastases that is difficult to control by 
pharmacological means alone should be referred to a radiation oncologist for 
consideration of radiotherapy.

Percutaneous cementoplasty
Percutaneous cementoplasty is an effective and well-tolerated intervention for pain secondary 
to destructive bone metastases within the spine or pelvis.

R 41 Percutaneous cementoplasty
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

Best Practice Point
The selection and management of patients requiring percutaneous cementoplasty should be carried 
out in the context of a multidisciplinary team, which may include specialists in radiology, oncology, 
radiotherapy, orthopaedics, pain management and palliative care.

C 41.1 Patients with difficult to control pain secondary to malignant vertebral collapse 
should be referred for consideration of vertebroplasty, or kyphoplasty.

C
41.2 Patients with difficult to control pain secondary to destructive pelvic metastases 
should be referred for consideration of percutaneous cementoplasty, where this 
technique is available.
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Anaesthetic Procedures

Neuraxial opioids
Opioids can be delivered by the spinal or epidural routes, and may provide analgesia at lower 
dose than that required for systemic administration. This may be useful where pain is refractory 
to systemic opioids, or where intolerable side-effects are experienced with systemic opioids. 
There is, however, limited available evidence regarding the use of neuraxial opioids in the 
management of cancer pain. 

R 42 Neuraxial opioids
CEO/General Managers/Line managers are responsible for ensuring healthcare staff are 
aware of this guideline. All healthcare staff caring for patients with cancer are responsible for 
implementation.

B
Neuraxial opioid therapy for management of cancer pain should be considered 
where pain is refractory to or intolerable side-effects are experienced with 
systematic opioids; and should be used only when oral, transdermal, subcutaneous 
and parenteral options have been exhausted. 
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3.1 Aim of this National Clinical Guideline

The purpose of the National Clinical Guideline is to provide recommendations based on best 
available evidence for the pharmacological treatment of cancer pain in adults. The aim 
is to benefit patients suffering with cancer pain. The expected outcome of the treatment as 
highlighted by this guideline is to reduce a cancer patient’s pain and improve their quality of 
life.

This guideline applies to healthcare professionals involved in the management of cancer pain. 
This includes Palliative Care staff, Physicians, Surgeons, General Practitioners, Pharmacists and 
Nursing staff in hospital, hospice and community-based settings. It may also be of interest to 
patients with cancer pain and their carers. 

This guideline does not apply to cancer survivors, to patients who do not have a cancer 
diagnosis or to other forms of acute or chronic non-malignant pain. This guideline does not 
apply to children.

3.2 Methodology and literature review

The method of development for this guideline followed the principles of ADAPTE Collaboration’s 
tool for guideline adaptation and a summary of the process is given in Appendix 11, full 
guideline. A formal literature search was undertaken to identify cancer pain guidelines published 
between November 2008 and November 2011 (the time of commencement of document 
preparation). The identified guidelines were graded for methodological rigour according to the 
AGREE II tool. Using this tool, the SIGN 106 guideline, published in 2008 and with no plans for 
update at November 2014, was found to be of the highest methodological rigour, whilst three 
further guidelines were additionally selected for inclusion as part of the development process of 
this guideline:

o The National Comprehensive Cancer Network guidelines (2010)
o Palliative Adult Network Guidelines third edition (2011)
o Oncology Nursing Society (2009).

These guidelines were deemed to be of an acceptable standard to refer to in an adapted 
guideline, so are directly referenced without a requirement to cite a primary evidence source. 

In parallel with the above, health questions highlighting key areas of importance to clinicians 
and patients, were formulated. Once identified, the process of identifying updated literature 
addressing the health questions commenced. The European Palliative Care Research 
Collaborative (EPCRC, 2006-2010) published a number of high level systematic reviews so as to 
inform the 2012 EAPC Cancer Pain Guidelines. The EPCRC searches were of high quality and of 
the 40 health questions identified for this guideline, 18 were addressed by the EPCRC searches, 
which left 22 health questions for investigation by the GDG. Further details of the methods used 
and completed processes undertaken are contained in the full version guideline.

So recommendations that are made in this guideline reflect the best evidence from the SIGN, 
PANG, NCCN and Oncology Nursing Society guidelines, in conjunction with the literature 
searches performed by the working group on the additionally derived health questions.

National Clinical Guideline development process3
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3.3 Financial impact of cancer pain

Estimates indicate that 50%-90% of cancer patients experience pain at some stage. The costs 
of unrelieved pain are potentially very high. Pain is strongly associated with morbid effects on 
mood and other aspects of quality of life. Substantial costs may result from the management 
of pain-related complications, such as deep venous thrombosis caused by immobility, or from 
the need to repeat procedures or tests that could not be performed adequately due to pain. 
Attention is drawn to the fact that costs associated with cancer pain can range from costs 
associated with any or all of the following: hospitalisations, analgesics, personnel, surgical and 
anaesthetic procedures, radiotherapy and other non-drug interventions, reimbursement biases, 
costs associated with morbidity and legal costs.

Despite recognition of the significant cost burden associated with cancer pain, it remains 
difficult to quantify the economic impact that can be specifically attributed to the control of 
pain in cancer. A formal search for evidence relating to the economic impact of cancer pain 
and the cost of treatment options was undertaken. There is very little comparative evidence; 
further details are available in Appendix IX of the full guideline. Whilst 13 studies of varying 
methodological rigour and focus were suitable for inclusion in the synthesis, it was the opinion 
of the guideline group that the literature does not provide sufficient evidence to quantify 
with a reasonable degree of certainty what impact recommendations will have on resources 
nationally. Therefore, expert opinion predominantly guided the assessment of budget impact, 
and it is emphasised that resource implications associated with implementing this guideline 
need to be determined at a local level.  The guideline group, however, supported by the HSE 
Medicines Management Programme did formalise the following ‘best practice point’. 

Best practice point
Where there is no evidence of a differential benefit between different medications in terms of efficacy, 
tolerability or side effect profile, and where clinical expertise allows, the medication with lowest cost 
base should be used. 

3.4 External review

The GDG is very grateful to the two international experts who reviewed the guideline: Professor 
Peter G Lawlor, Associate Professor, Division of Palliative Care, Department of Medicine, University 
of Ottawa, Clinical Investigator, Bruyère and Ottawa Hospital Research Institutes, Medical 
Director, Palliative Care Unit, Bruyère Continuing Care and Professor Mike Bennett, St Gemma’s 
Professor of Palliative Medicine, Consultant in Palliative Medicine, St Gemma’s Hospice, Leeds, 
England. The external reviewers commended the guideline for comprehensively covering the 
common issues encountered in management of cancer pain. The GDG carefully considered 
the advice and comments received and made amendments to the guideline as appropriate. A 
thematic summary of the external review and amendments to guideline is included in Appendix 
VIII of the full version National Clinical Guideline.

3.5 Procedure for update of this National Clinical Guideline

This guideline was published in November 2015 and will be reviewed in 3 years by the NCPPC. 
This will consist of formal evidence searches on the clinical questions and recommendations 
that follow a standardised methodology. Surveillance of the literature base will be carried out 
periodically by the NCPPC so that the guideline will maintain its relevance and currency. Any 
updates to the guideline in the interim period or as a result of three year review will be subject 
to the NCEC approval process and noted in the guidelines section of the NCPPC and NCEC 
websites.
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3.6 Implementation of National Clinical Guidelines

The National Clinical Programme for Palliative Care Working Group and the guideline 
development group will take responsibility for guideline dissemination through the following 
actions:

• The National Clinical Guideline, Summary National Clinical Guideline, quick reference 
guides and patient information leaflet will be published on the National Clinical Programme 
for Palliative Care website, NCEC web pages and other forums such as the RCPI website;

• Local and national media will be used to publicise both the development process and the 
availability of the guideline;

• Professional journals and magazines will be used to inform people about guideline 
development and promote the National Clinical Guideline;

• The communication links developed by healthcare providers, specialist palliative care 
service providers and specialty societies, service user groups, and universities will be used 
to promote guideline dissemination and utilisation to all hospitals, hospices, community and 
homecare services and charitable foundations;

• The educational processes of relevant colleges, professional organisations, healthcare 
providers and consumer groups, (including conferences, workshops and Continuing 
Professional Development activities) will be used to promote guideline dissemination and 
utilisation;

• Potential users and clinical leaders have been involved throughout the guideline 
development and consultation process, ensuring community ownership of the guideline.

It is recognised that there is significant variation in multidisciplinary team structure and 
responsibilities between care settings. However, the recommendations are deemed relevant 
for implementation in all healthcare settings. A favourable implementation climate has been 
created through the work of the National Clinical Programme for Palliative Care to date.

Stakeholder advisory groups have been established for medical, nursing and allied health 
professional groups, and members are actively engaged in supporting Clinical Programme 
activities. Communication pathways exist between the Clinical Programme and the stakeholder 
advisory groups that will allow for regular communication with staff throughout the process and 
trouble-shooting of any possible implementation problems.

• A number of implementation tools have been developed and will be made available on 
the National Clinical Programme for Palliative Care website.

• Audit of important components will be promoted and encouraged, with feedback of the 
results, to highlight successes as well as challenges in their full implementation.

• Regulators and education providers should give consideration to the education requirements 
highlighted by the guideline recommendations. Current curricula should be reviewed to 
incorporate these requirements.

• Development of an app to allow conversion of doses of opioids would support  
implementation

3.7 Roles and responsibilities

It is the role of line managers to ensure that healthcare staff are aware of this guideline. It is also 
the role of line managers to ensure that training is available for staff where necessary to ensure 
that staff possess an appropriate level of palliative care competence and knowledge (Palliative 
Care Competence Framework, 2014) to put this guideline into practice.

Each health professional/healthcare provider is accountable for their practice. This means being 
answerable for decisions he/she makes and being prepared to make explicit the rationale for 
those decisions, and justify them in the context of legislation, case law, professional standards 
and guidelines, evidence-based practice, professional and ethical conduct. All healthcare staff 
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providing care to adult patients with cancer pain in hospital, hospice and community-based 
settings should:

• comply with this National Clinical Guideline and related policies, procedures and protocols;
• adhere to their code of conduct and scope of practice guidelines as appropriate to their 

role and responsibilities;
• maintain competence in the management of cancer pain in adult patients;
• in using this guideline be aware of the role of appropriate delegation and referral to 

specialists when necessary.

The recommendations in this guideline are intended to serve as part of the evidence-based 
process, which relies on a combination of recommendations based on best  research 
evidence, the clinical state and circumstances, the patient’s preferences and actions, and 
also clinical expertise. Use of this guideline in isolation without due consideration of these other 
parameters may result in a sub-optimal outcome for the patient. Clinical decision making in the 
management of cancer pain in adults should be clearly documented.

3.8 Audit criteria

To ensure that this National Clinical Guideline positively impacts on patient care, it is important 
that implementation is audited. Audit is recommended to support continuous quality 
improvement in relation to the implementation of the National Clinical Guideline. The suggested 
recommendations for audit are shown in Table 2 of the full guideline and reproduced below. A 
number of Microsoft Excel based resources have been developed to assist in audit activities:

• Baseline assessment tool
• Audit tool

and these tools may be found on the National Clinical Programme for Palliative Care website.
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Table 9 Suggested recommendations for audit (See Table 2 in Section 1-14 in the full guideline and 
reproduced here)

Recommendations for Audit Recommendation

Principles of Pain Management

Cancer pain management plans should address the physical, psychosocial, 
emotional and spiritual domains of patient care. Addressing the physical aspects 
of cancer pain alone is insufficient.

1

Patients should be given appropriate information about their pain, and pain 
management, and be encouraged to participate in their treatment plan.

2

Systematic assessment of cancer pain including physical, psychological, and 
spiritual domains is essential.
The patient should be the prime assessor of his or her pain.

3

Cancer patients should have their pain managed in accordance with the WHO 
Cancer Pain Relief guidance.

6

Opioids: Weak opioids

Weak opioids may be used in the treatment of mild to moderate pain. They may 
be used in conjunction with a non-opioid analgesic. Unless specific patient-related 
issues exist, codeine and codeine/paracetamol combinations should be used in 
cancer pain management in preference to tramadol or tapentadol.

7

Opioids: Choice of Opioid

Oral morphine sulphate, hydromorphone and oxycodone may be used as first line 
treatment in the management of moderate to severe cancer pain. Consider using 
opioids with the lowest acquisition cost when all other considerations are equal.

8.1

Opioids: Route of Administration

The oral route should be used for administration of opioids, if practical and feasible. 
If a patient is unable to take oral opioids, a number of alternative application 
routes exist, such as subcutaneous, intravenous, transmucosal, transdermal, topical 
and spinal routes.

9

Use of the transdermal route is suitable for patients who have stable pain. 
Patients should be titrated to adequate pain relief with oral or parenteral opioid 
pain medications prior to the initiation of transdermal patches. Medication for 
breakthrough pain should also be prescribed.

14

Opioids: Dosing Regimen

When starting treatment with strong opioids, offer patients with advanced 
and progressive disease regular oral sustained-release or oral immediate-
release morphine (depending on patient preference), with rescue doses of oral 
immediate-release morphine for breakthrough pain.

9, 10, 11

Opioid Side-effects

It is important to anticipate and monitor patients for opioid side-effects and 
manage these at the earliest opportunity to prevent unnecessary morbidity.

17.1

Opioid rotation should be performed where pain is poorly controlled, or side-
effects are intolerable.

20

Evidence-based dose conversion ratios should be applied, taking into account 
individual patient factors. Pain control should be assessed regularly and doses 
titrated as required.

21
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Recommendations for Audit Recommendation

Non-Opioid Pharmacological Management;Adjuvant analgesics

In patients with cancer-related neuropathic pain, anti-epileptic and antidepressant 
medications should be considered, with careful monitoring of side effects.

32

Bisphosphonates should be considered as part of a therapeutic regime for the 
treatment of cancer pain associated with bone metastases; however, there is 
insufficient evidence to recommend them as first line therapy.

33

Specialist input

Methadone may be used for the treatment of moderate or severe cancer pain.

Methadone use is only advised through the guidance of specialist palliative care 
professionals.

8.3

8.4

Available evidence is of low quality and thus only weak recommendations for 
use of spinal opioids alone or in combination with other drugs can be made. 
Administering opioids and other medications via spinal delivery systems requires 
the input of an appropriately qualified specialist.

15

Renal impairment

In renal impairment, all opioids should be used with caution, and with consideration 
of reduced doses and/or frequency of administration. Specialist advice should be 
sought in moderate to severe renal impairment.

The presence of renal impairment should not be a reason to delay the use of an 
opioid for those with cancer pain, when needed.

Close monitoring of pain and for signs of opioid toxicity is required.

Alfentanil and fentanyl are the safest opioids of choice in patients with stages 4 or 
5 kidney disease (estimated glomerular filtration rate <30 ml/ min/1.73 m2).

Paracetamol is considered the non-opioid analgesic of choice for mild-to-
moderate pain in chronic kidney disease patients.

Adjuvant analgesics may require dose adjustment in patients with renal 
impairment.

38

Hepatic Impairment

In advanced liver disease:
Opioids should be used with caution in patients with advanced liver disease. 
Dosage recommendation should be patient specific and specialist advice sought. 

The transdermal route should be avoided, as drug absorption can be variable and 
unpredictable.

Sustained release preparation should be avoided.

39
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Appendix I: Guideline Development Group
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guideline.

•	 Dr Michael Lucey (Chair), Consultant in Palliative Medicine, Milford Care Centre & UL 
Hospitals, Limerick 

 Conflicts of Interest: nothing to declare

•	 Dr Lucy Balding, Consultant in Palliative Medicine, Our Lady’s Hospice & Care Services, 
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•	 Ms Cliona Hayden, Clinical Pharmacist, Our Lady’s Hospice & Care Services, Harold’s Cross, 
Dublin 

 Conflicts of Interest: nothing to declare 

•	 Dr Karen Ryan, Consultant in Palliative Medicine, Clinical Lead, National Clinical Programme 
for Palliative Care 

 Conflicts of Interest: nothing to declare

Additional Contributions and Review
The GDG was supported by: 

•	 Mr Gethin White, Librarian, Health Service Executive, Ms Joanne Callinan, Librarian, Milford 
Hospice, Limerick; Ms Aine MhicAodhagain, Librarian, St Francis Hospice, Raheny; Ms Fiona 
Lawlor, Librarian, Our Lady’s Hospice and Care Services, Harolds Cross; Ms Aoife Lawton, 
Librarian, Health Service Executive; Mr Padraig Manning, Librarian, Health Service Executive.

•	 Dr Des McMahon, Specialist Registrar in Palliative Medicine, Royal College of Physicians of 
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Appendix 2: Summary of tools to assist in implementation of 
National Clinical Guideline

The following documents and resources are available at http://health.gov.ie/patient-safety/ 
ncec/ and/or http://www.hse.ie/palliativecareprogramme:

Pharmacological Management of Cancer Pain in Adults full guideline

Pharmacological Management of Cancer Pain in Adults Quick Reference Guide: Opioids

Pharmacological Management of Cancer Pain in Adults Quick Reference Guide: The use of 
analgesics in patients with cancer and renal impairment

Pharmacological Management of Cancer Pain in Adults Quick Reference Guide: The use of 
analgesics in patients with cancer and hepatic impairment

Pharmacological Management of Cancer Pain in Adults Audit Tool

Pharmacological Management of Cancer Pain in Adults Audit Tool Guidance

Relief from Cancer Pain, Patient information booklet

Management of Constipation in Adult Patients Receiving Palliative Care

Palliative Care Needs Assessment Guidance

Palliative Care Competence Framework

Palliative Care Glossary of Terms
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Appendix 3: Glossary of terms and abbreviations in this summary

Abbreviation Meaning

ADAPTE The ADAPTE Collaboration is an international collaboration of researchers, guideline 
developers, and guideline implementers who aim to promote the development and use 
of clinical practice guidelines through the adaptation of existing guidelines

AGREE 11 Appraisal of Guidelines for Research and Evaluation II

BD Twice daily

CEBM Centre for Evidence Based Medicine

CEO Chief Executive Officer

CKD Chronic kidney disease

COX Cyclo-oxygenase (COX-1/COX-2)

CrCl Creatinine clearance

EAPC European Association of Palliative Care

EPCRC European Palliative Care Research Collaboration

GDG Guideline Development Group

Hr Hour

HSE Health Services Executive

IR Immediate Release

IV Intravenous

mcg Micrograms

MELD score Model for End-Stage Liver Disease score

mg Milligrams

ml Millilitre

mmol/L Millimoles per litre

MMT Methadone maintenance therapy

MR Modified release

NCCN National Comprehensive Cancer Network

NCEC National Clinical Effectiveness Committee

NCPPC National Clinical Programme Palliative Care

NSAIDs Non-steroidal anti-inflammatory drugs

PANG Palliative Adult Network Guidelines

RCPI Royal College of Physicians of Ireland

RCT Randomised controlled trial

RI Renal impairment

S/C Subcutaneous

SIGN Scottish Intercollegiate Guidelines Network

SR Sustained release

SSRI Selective serotonin reuptake inhibitors

WHO World Health Organisation





Department of Health, Hawkins House, Hawkins Street, Dublin, D02 VW90, Ireland
Tel: +353 1 6354000  •  Fax: +353 1 6354001  •  www.health.gov.ie


	1.1	Need for National Clinical Guideline
	1.2	Clinical impact of cancer pain in adults
	1.3	Scope of National Clinical Guideline

	Definition and impact of cancer pain in adults
	1.4	Grading of recommendations
	1.4.1	Key to grading method used to highlight quality of evidence and recommendations:
	1.4.2	Grading the strength of recommendations:
	1.4.3	Considered judgement:

	National Clinical Guideline recommendations
	3.1	Aim of this National Clinical Guideline
	3.2	Methodology and literature review

	National Clinical Guideline development process
	3.3	Financial impact of cancer pain
	3.4	External review
	3.5	Procedure for update of this National Clinical Guideline
	3.6	Implementation of National Clinical Guidelines
	3.7	Roles and responsibilities
	3.8	Audit criteria

	Appendix I: Guideline Development Group
	Appendices
	Appendix 2: Summary of tools to assist in implementation of National Clinical Guideline
	Appendix 3: Glossary of terms and abbreviations in this summary

