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1. Use of oral morphine 
 

1.1  Patients without pain do not require morphine. 
 

 Patients with pain in the abdomen, chest or back not controlled on weak opioid analgesia 
should receive regular analgesia as per the following protocol (this applies to all patients 
in the trial). 

 

 In this protocol the term “weak opioids” is used to mean “opioids for mild to moderate 
pain” as defined by WHO 1996 (see Appendix 1). The term “strong opioids” is used to 
mean “opioids for moderate to severe pain”. Opioids are listed as weak or strong in 
Section 3 (Opioid drugs available) or Appendix 2. 

 
1.2  Emphasise the need for regular administration and explain about breakthrough 

medication. 
 

 Warn about possible side-effects (see below). 
 

 Reassure that when used for pain relief, opioid drugs are not addictive. 
 

1.3 Starting doses 
If the patient has pain and is not taking regular weak opioid medication: 
 

 Commence regular weak opioid drug e.g. Coproxamol 2 tablets qds, codeine 
phosphate 60 mg qds or dihydrocodeine 60 mg qds. 

 

 Decide whether or not to continue the regular non-opioid drug, usually paracetamol. 
 
 

If the patient has pain and is already taking maximum dose weak opioids: 
 

 Discontinue the weak opioid drug. 
 

 If the patient is taking regular non-opioid drug, decide whether or not to continue it. 
 

 Either commence immediate release morphine (liquid or tablet) 10 mg every 4 hours, 
and prescribe 10 mg (i.e. the same dose the 4 hourly dose, for prn use for 
breakthrough pain and a double dose (i.e. 20 mg) at bedtime to avoid waking at 2-3 
am. Ensure that at least 5 regular doses are given per 24 hours. 

 

Or commence modified release morphine (tablet or capsule) 30 mg every 12 hours; 
prescribe 10 mg of immediate release morphine (liquid or tablet) for prn use for 
breakthrough pain. 

 

 In very elderly/frail patients it may be appropriate to commence a lower dose e.g. 
immediate release morphine 5 mg 4 hourly or, modified release morphine 20 mg bd. 

 

 If clinically significant renal impairment, seek specialist palliative care advice. 
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1.4 Increasing doses 
Review dose, ideally every 24-48 hours (in practice often longer if an outpatient).  Increase 
dose by 30-50% increments until pain is controlled or side-effects prevent further increment.  
A common dose sequence for the 4 hourly dose of immediate release morphine is: 

              10 – 15 – 20 – 30 – 40 – 60 – 90 – 120 – 150 – 200 
 

A common dose sequence for the 12 hourly dose of modified release morphine is: 
              30 – 45 – 60 – 90 – 120 – 180 – 240 – 360 – 450 – 800 
 
 Always remember to increase the dose of breakthrough medication in line with the 

regular dose.  The breakthrough dose should be the same as the 4 hourly dose i.e. 1/6th 
of the total daily morphine dose. (For example, if Zomorph or MST 60 mg bd 
prescribed, breakthrough dose should be 20 mg immediate release morphine). 

 

 Use continuing pain as an indication to increase the dose and persisting side-effects 
e.g. drowsiness, vomiting, confusion as an indication to reduce the dose.  If both pain 
and side-effects are present consider adjuvant analgesics +/ - reduction. 

 
1.5 Maintenance doses 

Once pain is controlled: 
 

 If the patient is taking regular weak opioid, continue current dose. 
 

 If the patient is taking regular immediate release morphine, convert to 12 hourly 
modified release preparation (e.g. convert immediate release morphine 20 mg 4 
hourly to 60 mg bd of modified release morphine).  Ensure correct dose of 
breakthrough medication has been prescribed (see point 3 above). 

 

 If the patient is taking regular modified release morphine, continue current dose.  
Ensure correct dose of breakthrough medication has been prescribed (see point 3). 

 
1.6 Continue to review. Encourage use of breakthrough medication. If patient requires 2 or more 

doses of breakthrough medication per day for more than 2 days, consider increasing dose of 
both regular and breakthrough medication (see point 3). 
 

1.7 Reduction of opioid dose 
If other interventions decrease pain, dose reduction is necessary.  Usually, reduce the dose in 
the same steps as dose was increased (see point 3).  Sudden cessation of strong opioid will 
cause opioid withdrawal symptoms. 
 

  Usually, reduce to half the dose of strong opioid after the procedure and continue to 
reduce the dose by 50% daily until the patient is taking 30-60 mg immediate or modified 
release morphine per day.  Then, according to clinical judgement either stop all opioids 
or, replace strong opioid with regular weak opioid.  

 

 For patients taking regular weak opioids, reduce the dose by half after the procedure, and 
change to as required administration after 48h.  

 

 Instruct the patient about which medication to take if they develop new pains.  
 

 After reduction / cessation of strong opioid, consider reduction of adjuvant analgesia. 
 

1.8 Review need for laxatives. 
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2. Side-effects of opioids 
  

2.1 Respiratory depression is a rare adverse effect of opioid treatment and should prompt 
urgent review of the patient and the opioid dose. Possible causes include increasing renal 
impairment or a failure to reduce the opioid dose after a procedure which has significantly 
reduced pain.  The latter may occur after either of the trial interventions but is unlikely if the 
protocol for opioid reduction is followed (see section above). 
 
If the respiratory depression is clinically significant, consider treatment with naloxone which 
will reverse both the adverse effects and the analgesic effects of opioid drugs. 
 
If the respiratory rate is >8/ min and the patient is easily rousable and not cyanosed, observe 
carefully and consider reducing or omitting the next regular dose of opioid. 
 
If the respiratory rate is <8/ min, patient barely rousable/unconscious and/or cyanosed: 

 dilute an ampoule containing 400 mcg naloxone to 10 ml with normal saline 
 administer 0.5 ml (20 mcg) every 2 minutes until the patient’s respiratory status is 

satisfactory 
 further boluses may be necessary because naloxone is shorter-acting than most opioid 

analgesics. If respiratory depression is caused by transdermal fentanyl, seek specialist 
palliative care advice about whether an infusion of naloxone is required. 

 
Clinically significant respiratory depression constitutes a Serious Adverse Event. 
 
 

2.2 Constipation should be anticipated and treated prophylactically: 
- if the patient is not constipated at initiation of strong opioid; 

Magnesium hydroxide 10 ml bd and 
Senna 2 nocté 

 
- if the patient is constipated at initiation of strong opioid; 

a) Review and increase dose/change laxatives 
b) If not on laxatives, commence 

Magnesium hydroxide 15-20 ml bd 
Senna 2 ods (nocté) or bd 

 
Alternatively, prescribe codanthramer 10-15 ml od/bd or 2-4 capsules od/bd 
OR Movicol 1-3 sachets daily. 
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2.3 Nausea and Vomiting usually clears within a week. These symptoms are more 
common at higher doses of opioid prescribing. 
Treatment: 

- if intermittent/constant nausea + vomiting, haloperidol 1.5 mg nocté 
- if symptoms of gastric outflow obstruction (sudden onset nausea followed by 

large volume vomit with relief of nausea) metoclopramide 10-20 mg qds 
 
Both haloperidol and metoclopramide can be used as a subcutaneous infusion over 24 
hours - dose is the same as the total oral daily dose. 

 
Cyclizine 50 mg tds or 150 mg/24 hours by subcutaneous infusion, can be used as an 
alternative to haloperidol. 
 
Do not use metoclopramide and haloperidol together (cumulative toxicity) or, 
metoclopramide and cyclizine (opposing effects on gut). 
 
Haloperidol and cyclizine are compatible and can be used together if necessary (e.g. 
nausea and vomiting associated with large bowel obstruction). 
 
Levomepromazine should be used as a second-line anti-emetic if either first or second-
line anti-emetic unhelpful, or multiple causes of nausea and vomiting.  Starting dose 
levomepromazine 6 or 6.25 mg (depending on tablet availability) po ods – bd 6.25 mg 
sc ods or by continuous sc infusion; usual doses 12.5 – 25 mg po ods nocté, 6.25 – 12.5 
mg sc/24 hours: higher doses often limited by sedation. 
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3. Opioid drugs available 
 

3.1 
 

Weak opioids (drugs for mild to moderate pain) 
 

Co-proxamol contains dextroproproxyphene 32.5 mg and paracetamol 325 mg per 
tablet (6 hourly) ( need to discontinue regular paracetamol) 
 

Codeine phosphate 15 mg, 30 mg, 60 mg tablets; 25 mg/ml syrup; (4-6 hourly) 
 
Dihydrocodeine 30 mg tablets; 10 mg/5 ml solution; 50 mg/ml injection(4-6 hourly) 
 

Modified release dihydrocodeine 60 mg, 120 mg tablets (12 hourly) 
 

Immediate release tramadol (50 mg capsules/soluble tablets; 50 mg/ ml injection) 4-
6 hourly. Modified release tramadol (100 mg, 150 mg, 200 mg tablets) 
 
 

3.2 
 

3.2.1 

Strong opioids (drugs for moderate to severe pain) 
 

Morphine is the strong opioid of choice for oral use. 
 
Immediate release oral morphine: 
a) Oramorph liquid 10 mg/5 ml, 100 mg/5 ml (4 hourly) 
b) Oramorph unit dose vials 10 mg/5 ml, 30 mg/5 ml, 100 mg/5 ml (4 hourly) 
c) Sevredol tablet 10 mg, 20 mg, 50 mg (4 hourly) 
 
Modified release oral morphine tablets and capsules; 
a) MST Continus 5 mg, 10 mg, 15 mg, 30 mg, 60 mg, 100 mg, 200 mg (12 hourly) 
b) Zomorph, SR 10 mg, 30 mg, 60 mg, 100 mg (12 hourly) 
c) Oramorph SR 10 mg, 30 mg, 60 mg, 100 mg (12 hourly) 
d) MXL 30 mg, 60 mg, 90 mg, 120 mg, 150 mg, 200 mg (24 hourly) 
e) Morcap SR 20 mg, 50 mg, 100 mg (12 or 24 hourly) 
 
Sustained release oral suspensions 
a) MST Continus 20 mg, 30 mg, 60 mg, 100 mg, 200 mg (12 hourly) 
 
Morphine suppositories are available if the rectal route is preferred - consult local 
pharmacy for availability. 
 

3.2.2 Diamorphine is the strong opioid of choice for parenteral use because of its greater 
solubility - maximum recommended concentration 250 mg/ml. 
Available as: 10 mg tablets. Ampoules: 5 mg, 10 mg, 30 mg, 100 mg 500 mg. 
 

3.2.3 Oxycodone is useful if there is genuine morphine intolerance (see below). It is 
available as: 
a) Normal release oxycodone (Oxynorm) (4 hourly) 
b) Modified release oxycodone (Oxycontin) (12 hourly) 
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3.2.4 Fentanyl TTS patch.  Useful especially when there is difficulty swallowing, vomiting 
or intractable constipation; possibility of withdrawal symptoms when converting from 
morphine - responds to small doses of immediate release oral morphine. Multiple 
patches can be used if necessary. 
 
Durogesic 25 mcg/hr, 50 mcg/hr, 75 mcg/hr, 100 mcg/hr (72 hourly) 
 
Conversion from oral morphine to transdermal fentanyl: 

Morphine 
(mg/day) 

<135 135 -224 225 -314 315 -404 405 -494 495 -584 585 –674 675 -764 765 -854 

Fentanyl 
(mcg/h) 

25 50 75 100 125 150 175 200 225 

  
3.2.5 Other opioids 

Other opioids may have been prescribed that are not recommended by this protocol. 
These are shown in Appendix 2. 

 
 

4. Treatment variations 
 

4.1 Opioid rotation 
(planned rotation through a series of opioid drugs not triggered by side-effects on the 
previous drug), is not advocated.  
 
4.2 Opioid switching 
(changing from one strong opioid to another triggered by side-effects or by problems 
prompting a change to non-oral administration) may be required:  
 

 If triggered by side-effects consider oxycodone or transdermal fentanyl.  
 

 If a patient has problems such as nausea and/vomiting or dysphagia or factors that may 
result in non-compliance or poor compliance with an oral regimen, then the use of the 
non-oral route should be considered.  One of the following options is recommended:-  
 

 Conversion to a continuous infusion of diamorphine at a dose of one third of the 
previous total morphine intake. For example, patient previously on Zomorph 60 mg 
bd with only occasional dose of Oramorph for breakthrough pain, convert to 
diamorphine 40 mg/24 hours by subcutaneous infusion. 

 

 OR conversion to transdermal fentanyl (see previous section). Consider if the 
pain, and hence analgesic requirement, is relatively stable.  Use oral normal release 
morphine or subcutaneous diamorphine or oral normal release oxycodone (if 
morphine intolerant) for breakthrough pain.  

 
 
4.3 Rectal morphine sulphate 
- in practice rarely used in United Kingdom and not advocated in this protocol.  
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5. Opioid equivalents 
 

The following list provides an approximate guide to opioid equivalents, because 
comprehensive data are lacking.  Doses always need to be re-titrated after a change of opioid.  
The total daily doses shown are broadly equivalent to oral morphine 30 mg.  
 
Drug       Total daily dose 
Coproxamol   8 tablets    Morphine  30 mg 
Codeine  360 mg 
Dihydrocodeine 300 mg 
Tramadol  120 mg 
Buprenorphine# 0.6 mg 
Pethidine (im)# 200 mg 
Diamorphine (sc) 10 mg 
Phenazocine*  7.5 mg    Notes # Not recommended for 
Hydromorphone* 4 mg     regular use in chronic cancer pain. 
Dextromoramide# 15 mg    * Best used by specialist staff. 
Oxycodone   20 mg 
Methadone*  10 mg 
Fentanyl   see table page 8 
 
 

6. Adjuvant analgesics 
 

6.1 Neuropathic pain 
For neuropathic pain (pain associated with nerve compression or injury or CNS lesions) e.g. 
referred pain to back in a patient with carcinoma of pancreas, the clinician may decide to add 
an adjuvant analgesic alongside treatments with a strong opioid.  
 
First line: Amitriptyline 10 mg ods nocté for 3 days, increasing after 3 days to amitriptyline 
25 mg nocté.  Consider further dose titration to 25 mg nocté and upwards in 25 mg dose 
increments, up to 100 mg nocté depending on response and toxicity.  
 
If there is a history of cardiac arrhythmia, narrow angle glaucoma, urinary hesitancy or 
history of urinary retention, avoid amitriptyline and choose a second-line drug.  
 
Second line (at clinicians discretion): Sodium valproate can be used as rescue medication, 
either by addition to amitriptyline (if a partial response to amitriptyline) or substitution for 
amitriptyline (if partial or no response to amitriptyline). Starting dose 200 mg nocté 
increasing to 200 mg bd after 3 days.  Consider further dose titration to 800 mg/day 
depending on response and toxicity.  Discontinue if no benefit after 5 days at highest 
tolerated dose. 
 
Note: Although sodium valproate is not licensed for use in this indication, it is widely used in 
these circumstances by palliative care specialists. Amitriptyline is not licensed for the 
treatment of neuropathic pain but there is strong evidence (a systematic review) to support it's 
use and it is widely used as first line treatment for the treatment of neuropathic pain, whether 
of benign or malignant aetiology. 
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Second or third line (at clinician's discretion): Gabapentin commencing at dose of 300 mg 
nocté on Day 1, increasing to 300 mg bd on Day 2, to 300 mg tds on Day 3 and in 300 mg 
daily increments up to 600 mg tds on Day 6.  Continue at this dose. In most centres 
gabapentin should be prescribed only after discussion / consultation with a specialist in 
chronic pain or palliative care.  
 
Occasionally, addition of an adjuvant analgesic both improves analgesia considerably and 
precipitates opioid toxicity.  If the patient becomes drowsy, consider reduction in opioid dose 
but also consider other possible causes e.g. hypercalcaemia.  Seek advice from a palliative 
care specialist if necessary.  
 
6.2 Liver capsule pain  
If the patient has right upper quadrant pain or enlarged liver consider addition of either a 
NSAID or dexamethasone (usual dose 4-8 mg ods mané).  
 
6.3 Other pains  
Any patient with upper gastrointestinal cancer can develop pains in other sites of the body.  
These may be due to:  

 metastatic spread  
 debility caused by the cancer  
 causes unrelated to cancer  

 
There is no provision in the daily diary for this to be recorded but it should be picked up at 
the regular reviews.  If at regular review, the patient records new sites of pain on the body 
map, then this requires exploration and documentation.  Any changes in medication, whether 
the addition of new drugs or an increase in the dose of a drug, or plans for other treatment 
(e.g. radiotherapy or TENS) must be recorded making it clear that this is a change in 
treatment for a new problem.  
 
 

7. Renal +/ liver impairment  
Follow prescribing guidance in British National Formulary appendices.  
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Appendix 1: The WHO analgesic ladder (1996) 
 

     Freedom from cancer pain 

   

B 

Morphine or diamorphine 
should be used to treat moderate 
to severe pain in patients with 
cancer. 

   

C 

The oral route is the 
recommended route of 
administration and should be 
used where possible. 

   

Step 3: Moderate to severe pain 
(opioid for moderate to severe 
pain plus a non-opioid ± 
adjuvant) 
Drug Options 
First Line 
 morphine 
 diamorphine 
+ step 1 non-opioids 
alternative 
 fentanyl 
 hydromorphone 
 methadone 
 oxycodone 
 phenazocine 
+ step 1 non-opioids 

B A trial of alternative opioids 
should be considered for 
moderate to severe pain where 
dose titration is limited by side 
effects of 
morphine/diamorphine. 

   Pain persisting or increasing  

 

B 

Patients with mild to moderate pain 
should receive codeine, dihydrocodeine 
or dextropropoxyphene plus 
paracetamol or a NSAID. 

 

 

C 

If the effect of an opioid for mild to 
moderate pain at optimum dose is not 
adequate, do not change to another 
opioid for mild to moderate pain. Move 
to step 3 of the analgesic ladder. 

 

 

 Step 2: Mild to moderate pain 
(opioid for mild to moderate 
pain plus a non-opioid ± 
adjuvant) 
Drug Options 
 codeine 
 dihydrocodeine 
 dextropropoxyphene 
+ step 1 non-opioids 

C 

Compound analgesics containing 
subtherapeutic doses of opioids for 
mild to moderate pain should not be 
used for pain control in patients with 
cancer. 

 

 Pain persisting or increasing   

A 

Patients with mild pain should receive either a 
NSAID or paracetamol at licensed doses. The 
choice should be based on a risk/benefit analysis 
for each individual patient. 

  

A 

Patients receiving a NSAID who are at risk of 
gastrointestinal side effects* should be prescribed 
misoprostol 200 g two or three times a day or 
omeprazole 20 mg once a day. 

 * includes patients aged >60 
years, smokers, previous 
peptic ulcer, those on steroids 
or anticoagulants, patients 
with existing renal or hepatic 
disease, or cardiac failure 

Step 1: Mild pain 
(non-opioids ± 
adjuvant) 
Drug Options 
 paracetamol 
 aspirin 
 non-steroidal anti-

inflammatory drugs 
(NSAIDs) 

Pain   

 
 
 
From: Control of Pain in Patients with Cancer. June 2000. Scottish Intercollegiate Guidelines (SIGN) 
Publication Number 44  http://www.sign.ac.uk/pdf/sign44.pdf (Accessed 23/01/03) 
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Appendix 2: Other opioids 
 
The following opioids may have been prescribed but are not recommended by this protocol. 
They are included here to enable stratification at randomisation. If a patient has been 
prescribed any other opioid not mentioned here or in Section 3 (Opioid drugs available), 
please contact the Trial Co-ordinator for clarification. 
 
Weak opioids 
Meptazinol (Meptid) 
Nefopam (Acupan) 
 
Strong opioids 
Buprenorphine (Temgesic) 
Dextromoramide (Palfium) 
Dipipanone (Diconal) 
Hydromorphone (Palladone) 
Methadone 
Nalbuphine (Nubain) 
Papaveretum 
Pentazocine 
Pethidine 
 
Designation as weak or strong opioid 
Opioids mentioned in this protocol have been designated as weak or strong following the 
WHO analgesic ladder 1996 (see Appendix 1) or from the Palliative Care Formulary (Eds 
Twycross R, Wilcock A, Thorp F) Radcliffe Medical Press, Oxford 1999. 


