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Abbreviations

eGFR Estimated glomerular filtration rate

PRN Pro Re Nata (as required)

SC Subcutaneous
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Symptom Control Guidelines
Background

e These guidelines should be followed in conjunction with FHFT Care of the Dying Adult
Patient quidelines including Guiding Principles (based on 5 National Priorities for End of
Life Care).’

¢ Although symptom control in the last days of life is generally a continuation of the
established management plan, well managed symptoms can recur or new symptoms
develop.?

¢ Anticipatory prescribing for symptoms of pain, respiratory tract secretions, nausea and
vomiting, agitation, and dyspnoea is an essential part of best care for the dying
patient.>’

e Medications should be started at appropriate starting doses (as shown in the algorithms
below) and up-titrated as necessary.*°

o Medications should be given in response to symptoms and not simply because the
patient is dying."

e Patients on established oral or parenteral symptom control medications should have these
continued in an appropriate formulation, which is likely to be subcutaneously.

e This guideline is intended to outline best practice in prescribing for the dying patient. It is
based on the clinical experience of the specialist palliative care team, supported by clinical
evidence where available. Clinical management should always be tailored to the individual
needs of the patient and supported by the specialist palliative care team, where required.

For advice on more complex symptom control, including prescriptions in renal failure
(particularly if eGFR is less than 30 ml/min) and liver failure, please contact the
Palliative Care Team on extn 136755/bleep 5799 at FPH or extn 154879/CNS mobile:
07766367058 at WPH. Out of hours, please contact the duty Palliative Medicine
Consultant for the relevant hospital via switchboard.
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Clinical guidelines

Pain

In addition to the known pain symptoms, new pain may develop in the dying patient.

Careful clinical assessment should be undertaken to identify any treatable causes: for
example, full bladder, constipation, or a developing pressure sore.
o In a semi-conscious patient who cries out during care or turning, communication
and explanation should be provided to prevent an alarm response to an
unexpected disturbance.?

If additional analgesic medication is required, opioids, usually morphine sulfate, are the
mainstay of pain relief at the end of life.4-5

o An approach to safe prescribing of morphine sulfate at the end of life is outlined in
the pain algorithm of this document.

Morphine sulfate can accumulate in renal and hepatic failure, resulting in distressing side
effects including drowsiness, myoclonic jerks and visual hallucinations.®
o Alternative opioids such as oxycodone and alfentanil may be better tolerated in
renal failure.

Agitation (anxiety and delirium)

Patients may display fluctuations in consciousness at the end of life, which can be
complicated by delirium.®

o Increasing restlessness, confusion or emotional distress is often described as
terminal agitation, and can result from physical symptoms and psychological or
spiritual suffering.**

Clinical assessment should be undertaken to identify reversible causes of delirium
including infection, metabolic disturbances (e.g. hypercalcaemia), constipation, urinary
retention, unmanaged physical symptoms and drug toxicity.%10

Non pharmacological management should be considered. This may involve psychological
and spiritual support, or measures such as improving environment and orientation, and
involving familiar staff and family members.®°

Pharmacological management of delirium should involve an antipsychotic, for example
haloperidol or levomepromazine.>56.10
o Terminal agitation may require a combination of an antipsychotic for delirium AND
a benzodiazepine (midazolam) for anxiety.?59
o The use of a benzodiazepine alone may exacerbate or precipitate delirium.2%-1
o A pharmacological approach to management of agitation and distress is outlined in
the agitation algorithm below.
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Anti-psychotic medications can worsen Parkinsonism and can reduce seizure threshold.
Midazolam should be used for patients with Parkinson’s disease or at increased risk of
seizures.?®

Patients or families may raise concerns about the use of sedative medication at the end of
life.

o Evidence suggests that use of sedatives in the last days and hours of life is
effective in relieving refractory symptoms and, when used proportionately to
symptoms, it does not hasten an already expected death.'?!3

o There should be careful clinical evaluation undertaken to identify the indications,
and review the ongoing need for, sedatives in a dying patient, with clear
documentation in the notes.

o The decision to use sedatives should be discussed with the patient where possible,
and with the family or carers.

Respiratory secretions

Patients who are close to death may develop noisy, moist breathing (“death rattle”).
o The cause is often multifactorial and can include pooling of saliva, respiratory tract
infection, pulmonary oedema and gastric reflux.?

The symptom is often more distressing for the relatives than for the patient, and
reassurance should be provided to explain this.2414.15

Non pharmacological measures to reduce secretions include re-positioning the patient in a
semi-prone position to encourage postural drainage, or upright positioning for pulmonary
oedema or reflux.

o Oropharyngeal suction may be considered, but can be distressing and should
generally be reserved for unconscious patients.?
If symptoms do not settle with basic care, please refer to the respiratory tract secretions
algorithm for guidance in prescribing antisecretory medication (hyoscine butylbromide
[buscopan]).281°

Nausea and vomiting

If the patient is on an established antiemetic regimen, this should be continued in the
terminal phase of iliness with conversion to delivery via the subcutaneous route where
possible.

New symptoms of nausea and vomiting should be assessed clinically to determine the
cause, if possible, and to tailor the choice of antiemetic.

o Constipation and bowel obstruction should be considered.®

o Haloperidol and levomepromazine are effective for biochemical causes of nausea

and vomiting, including renal failure.?

o Cyclizine may be preferred for vomiting secondary to raised intracranial pressure.?
In the dying patient with multifactorial origin of nausea and/or vomiting, haloperidol®5 or
levomepromazine?® could be considered, as outlined in the accompanying nausea and
vomiting algorithm shown below.
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Breathlessness
e Breathlessness is a distressing symptom often reported at the end of life.416

e Opioids have been shown to be beneficial in the management of symptomatic
dyspnoea.5'6’17'18'19
o There is no evidence of a deleterious effect on arterial blood gases or oxygen
saturations.'”:18
o An approach to the use of morphine sulfate for management of dyspnoea is
outlined in the breathlessness algorithm below.

¢ Morphine sulfate can accumulate in renal and renal failure, resulting in distressing side
effects including drowsiness, myoclonic jerks and visual hallucinations.®
o Alternative opioids such as oxycodone and alfentanil may be better tolerated in
renal failure.

General note on prescribing

If more than one drug is to be administered via a syringe driver in combination and the
prescriber is not familiar with the combination and a suitable diluent, please contact your
available senior colleague or your Palliative Care Team for advice (or the duty Palliative
Medicine Consultant for the relevant hospital, if out of hours).
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Pain Algorithm

Patients without renal
impairment

Patients with renal impairment
i.e. eGFR <30mL/min

Is patient already taking oral or/and
transdermal opioids for pain?

Is patient already taking oral or/and
transdermal opioids for pain?

YES

1. Contact the
palliative care team
for advice. If
unavailable, please
see the accompanying
conversion chart for
conversion to syringe
driver (appendix 1)

NO YES NO
1. Prescribe 1. Contact the 1. Prescribe
MORPHINE palliative care team OXYCODONE 1mg-

SULFATE 2mg — 5mg
SC PRN/1hourly.

for advice. If
unavailable, please
see the accompanying
conversion chart for
conversion to syringe
driver (appendix 1)

2mg SC PRN/1hourly

2. Prescribe PRN
dose of MORPHINE
SULFATE SC which
should be 1/6 of the
total 24hrs s/c dose
equivalent.

Example
MORPHINE
SULFATE 30mg via a
syringe driver over 24
hrs will require 5mg
MORPHINE
SULFATE SC
PRN/1hourly

2. After 24hrs review
medication; if three or
more doses required
PRN then consider a
syringe driver over
24hrs.

SUPPORTIVE INFORMATION

2. After 24hrs review
medication, if three or
more doses required
PRN then consider a
syringe driver over
24hrs.

Depending on the
situation and degree
of renal impairment
either OXYCODONE
or ALFENTANIL will
be the opioid of choice
for 24 hr
subcutaneous
infusion.

e To convert from morphine to other strong opioids, please see appendix 1 and consider
discussion with the Palliative Care Team, particularly if high doses are used, as dose
reduction may be required.

e To convert from fentanyl and buprenorphine patches (not usually required in the last
days of life) please contact Palliative Care Team/Pharmacy for further advice and
support as needed.
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Terminal Agitation (Delirium and anxiety) Algorithm

2a. Review the required
medication after 24hrs.
If three or more PRN
doses have been
required, consider a
syringe driver over 24
hrs.

Example

MIDAZOLAM 10mg in
water for injection SC
over 24 hours

3a. Continue to give PRN
dosage accordingly.

Present
1a. Anxiety 1b. Delirium
MIDAZOLAM 2-5mg SC HALOPERIDOL 2.5 mg
PRN/2hourly. (0.5-1.5mg in the very
frail/elderly) SC

PRN/2hourly*
or
LEVOMEPROMAZINE

Absent

2b. Review the required
medication after 24hrs.
If three or more PRN
doses required,
consider a syringe
driver over 24 hrs.

Example

HALOPERIDOL 7.5mg*

or
LEVOMEPROMAZINE
25-75mg in water for
injection SC over 24
hours**

Prescribe in anticipation:

1. MIDAZOLAM 2-5mg SC
PRN/2hourly for anxiety

OR

2. HALOPERIDOL 1.5-2.5mg
(0.5mg in the very
frail/elderly) SC PRN/2hourly*
or

LEVOMEPROMAZINE 6.25-
25mg SC PRN/4hourly** for
delirium

3a. Continue to give
PRN dosage
accordingly.

SUPPORTIVE INFORMATION

¢ *The maximum dose of SC HALOPERIDOL is 10mg in 24 hours. Higher doses
may be considered on specialist palliative care advice. Haloperidol should not be used

in Parkinson’s disease, please contact the Palliative Care Team for advice.

e **The maximum dose of SC LEVOMEPROMAZINE is 200mg in 24 hrs. Caution is
required when using levomepromazine in patients with raised intracranial pressure and

history of seizures, contact the Palliative Care Team for further advice.
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Respiratory Tract Secretions Algorithm

Present Absent
1. HYOSCINE Prescribe in anticipation
BUTYLBROMIDE 1. HYOSCINE
(BUSCOPAN) 20mg SC BUTYLBROMIDE
PRN/2hourly. Consider (BUSCOPAN) 20mg SC
syringe driver with 60mg PRN/2hourly in case the
over 24hrs patient develops respiratory
tract secretions

2. Continue to give PRN doses of 20
mg PRN/2hourly if symptoms persist

2. Review the required
medication after 24hrs. If
three or more PRN doses
have been required, consider
a syringe driver over 24 hrs

3. Increase syringe driver (24hr
dose) by the total PRN doses
given in the previous 24hrs.

Maximum total dose of
HYOSCINE BUTYLBROMIDE is
120mg in 24hrs via syringe driver

SUPPORTIVE INFORMATION

e GLYCOPYRRONIUM 200micrograms SC PRN/4hourly may be used as an alternative
to HYOSCINE BUTYLBROMIDE with 600 - 1200micrograms over 24hrs via a syringe
driver, if required.
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Nausea and Vomiting Algorithm

Committed to excellentj;j

Present Absent

Prescribe in anticipation
1. HALOPERIDOL 0.5 —
1. HALOPERIDOL 0.5 — 1.5mg 1.5mg SC PRN/TDS* or
SC PRN/TDS* or LEVOMEPROMAZINE
LEVOMEPROMAZINE 6.25mg 6.25mg SC PRN/BD**
SC PRN/BD** In case patient develops
nausea
2. Review the required

medication after 24hrs. If two
(for levomepromazine) or
three (for haloperidol) PRN
doses have been required,
consider a syringe driver over
24 hrs

Example

HALOPERIDOL 1.5-4.5mg or
LEVOMEPROMAZINE 12.5mg
SC over 24 hrs

SUPPORTIVE INFORMATION

¢ *The maximum dose of SC HALOPERIDOL is 10mg in 24 hours. Higher doses
may be considered on specialist palliative care advice. Haloperidol should not be used
in Parkinson’s disease, please contact the Palliative Care Team for advice.

e "*The maximum dose of SC LEVOMEPROMAZINE is 200mg in 24 hrs. Caution is
required when using levomepromazine in patients with raised intracranial pressure and
history of seizures, contact the Palliative Care Team for further advice.
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Breathlessness Algorithm

Patients without renal
impairment

Patients with renal impairment
i.e. eGFR <30mL/min

Is patient already taking oral or/and
transdermal opioids for pain?

Is patient already taking oral or/and
transdermal opioids for pain?

YES

1. Contact the
palliative care team
for advice. If
unavailable, please
see the accompanying
conversion chart for
conversion to syringe
driver (appendix 1)

NO YES NO
1. Prescribe 1. Contact the 1. Prescribe
MORPHINE palliative care team OXYCODONE 1mg-

SULFATE 2mg — 5mg
SC PRN/1hourly.

for advice. If
unavailable, please
see the accompanying
conversion chart for
conversion to syringe
driver (appendix 1)

2mg SC PRN/1hourly

2. Prescribe PRN
dose of MORPHINE
SULFATE SC which
should be 1/6 of the
total 24hrs s/c dose
equivalent.

Example
MORPHINE
SULFATE 30mg via a
syringe driver over 24
hrs will require 5mg
MORPHINE
SULFATE SC
PRN/1hourly

2. After 24hrs review
medication; if three or
more doses required
PRN then consider a
syringe driver over
24hrs.

SUPPORTIVE INFORMATION

2. After 24hrs review
medication, if three or
more doses required
PRN then consider a
syringe driver over
24hrs.

Depending on the
situation and degree
of renal impairment
either OXYCODONE
or ALFENTANIL will
be the opioid of choice
for 24 hr
subcutaneous
infusion.

e To convert from morphine to other strong opioids, please see appendix 1 and consider
discussion with the Palliative Care Team, particularly if high doses are used, as dose
reduction may be required.

e To convert from fentanyl and buprenorphine patches (not usually required in the last
days of life) please contact Palliative Care Team/Pharmacy for further advice and
support as needed.
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Appendix 1: Opioid dose conversion guide (approximate equivalent doses).

Adapted from Palliative Adult Network Guidelines®

Oral morphine Subcutaneous morphine Oral oxycodone Subcutaneous Subcutaneous
oxycodone alfentanil
24 h total 4 h 24 h total 4 h dose 24 h total 4 h 24 h total 4 h dose | 24 h total dose
dose (mg) dose dose (mg) (mg) dose (mg) Dose dose (mg) (mg) (mg)
(mg) (mg)
15 25 7.5 2.5* 7.5 1.25 3.75-5 1.25** 0.5
(or 500
micrograms)
30 5 15 25 15 25 7.5-10 1.25-2.5 1
60 10 30 5 30 5 15-20 25-5 2
120 20 60 10 60 10 30 - 40 5-7.5 4
180 30 90 15 90 15 40 - 60 75-10 6
240 40 120 20 120 20 60 - 80 10-15 8
4 hourly dose may also be used as medication dose for breakthrough pain

* Starting dose of SC PRN morphine. **Starting dose of SC PRN oxycodone
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