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Primary Care News

	
Items not to be routinely prescribed in primary care

	
A reminder to all our prescribers across both Primary and Secondary Care, please see the attached Items not to be routinely prescribed in Primary Care. This means that these items should not be initiated within Secondary Care for continuation in Primary Care.



Should you require any further advice then please contact your Medicine Optimisation Pharmacist.


	
Choral Hydrate – change in RAG status following restriction in paediatric indication

	
Following on from the MHRA Drug Safety Update – Oct 2021. Chloral hydrate, cloral betaine (Welldorm): restriction of paediatric indication - GOV.UK (www.gov.uk)

The paediatric indication for chloral hydrate (for children aged 2 years and older) and cloral (previously chloral) betaine (children aged 12 years and older) has been restricted to short-term treatment (maximum 2 weeks) of severe insomnia only when the child or adolescent has a suspected or definite neurodevelopmental disorder and when the insomnia is interfering with normal daily life. Chloral hydrate and cloral betaine should only be used when other therapies (behavioural and pharmacological) have failed.

The RAG status has now been updated to RED for specialist/hospital prescribing only. Primary Care clinicians can now refer any suitable patients back to secondary care for review and continued prescribing if appropriate.



	
Oxybutynin liquid

	
The North of Tyne, Gateshead and North Cumbria APC have updated the choices of Oxybutynin liquid, the 1mg/ml strength of oxybutynin has now been added to formulary on the grounds that it’s licensed and more cost effective. The RAG status is GREEN
Be aware of the non-pharmacological alternatives and higher anticholinergic burden of oxybutyinin when reviewing treatments for urinary incontinence. Immediate release oxybutinin is not appropriate for frail elderly people or those with cognitive impairment.


	
Ciprofloxacin 0.2% ear drops

	
The North of Tyne, Gateshead and North Cumbria APC have updated the formulary choices of Ciprofloxacin to now include the licensed 0.2% ear drops. The RAG status is GREEN


	
Midazolam prescribing in primary care
	
It has been raised by the NHSE CD Accountable Officer (CDAO) that different strengths of midazolam are being prescribed in primary care other than 10mg/2ml. This has been discussed with palliative care leads who agree that only the 10mg/2ml should be prescribed in primary care, unless specialist palliative care teams have been involved.
Midazolam 10mg/2ml will have a GREEN RAG status, whereas the other strengths available will now have a GREEN + status to be used on the advice of palliative care teams only.


	
Hyoscine Butylbromide prescribing
	
The North of Tyne, Gateshead and North Cumbria APC have approved that hyoscine butylbromide is the first choice for the treatment of respiratory secretions on the grounds that the hydrobromide preparation crosses the blood brain barrier leading to drowsiness. The butylbromide preparation is also safer in renal impairment.

The formulary has been updated to reflect hyoscine butylbromide injection is first choice for respiratory secretions.  



	
Denosumab Information leaflet for Primary Care
	
The North of Tyne, Gateshead and North Cumbria APC have approved the updated Denosumab Information leaflet for Primary Care. A Health Pathway is currently in development for Denosumab, including initiation, continuation and review.


   


	
Inclisiran position statement
	
The North of Tyne, Gateshead and North Cumbria APC has issued the position statement at the link below in response to the NICE approval of Inclisiran.
Teams across the North east and North Cumbria are currently working on the pathways needed to ensure the safe prescribing and management of our patients.
http://www.northoftyneapc.nhs.uk/wp-content/uploads/sites/6/2021/10/Inclisiran-position-statememnt-20.10.21.pdf



	
Liraglutide (Saxenda) for use in weight management
	
Liraglutide (Saxenda) is approved RED as an option for managing weight alongside a reduced-calorie diet and increased physical activity in adults, in line with NICE and providing it is prescribed in secondary care by a specialist multidisciplinary tier 3 weight management service. North Cumbria’s Tier 3 weight management service is planned to launch in April 2022 and prescribing will be undertaken by this service. It is not to be prescribed for this indication in primary care.
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Secondary Care News

	
Hydroxychloroquine prescribing – AMBER RAG status
	
[bookmark: _GoBack]Hydroxychloroquine now has an AMBER prescribing status – initiated by a secondary care specialist with transfer to primary care under a shared care agreement. A further update will be provided once the SCG is approved, in the meantime please contact your Medicines Optmisation Pharmacist for support should you have any new initiation requests.

	
Dapagliflozin – removal of Type 1 Diabetes indication


	
Following on from the MHRA Drug Safety Update – Dec 2021
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/1042533/Dec-2021-DSU-PDF_V2_20_December_2021.pdf
Type 1 diabetes mellitus has been removed as an indication for Dapagliflozin, please see attached MEDS Matters alert.
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Updates from the MHRA & NICE

	
Drug Safety Update Oct 2021








		

	Link to the October 2021 MHRA Drug Safety Update https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/1023578/Oct-2021-DSU-PDF.pdf

Article of interest:
Chloral hydrate, cloral betaine (Welldorm): restriction of paediatric indication – see MEDS Matters alert below



			




	
Drug Safety Update Nov 2021





		

	Link to the November 2021 MHRA Drug Safety Update
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/1033823/Nov-2021-DSU-PDF.pdf

Article of interest:
Adrenaline auto-injectors: reminder for prescribers to support safe and effective use




	Drug Safety Update Dec 2021

	Link to the December 2021 MHRA Drug Safety Update
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/1042533/Dec-2021-DSU-PDF_V2_20_December_2021.pdf


Article of interest:
Haloperidol (Haldol): reminder of risks when used in elderly patients for the acute treatment of delirium – See MEDS Matters alert below
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North of Tyne, Gateshead & North Cumbria APC and formulary update

North of Tyne, Gateshead and North Cumbria APC website: http://www.northoftyneapc.nhs.uk/
North of Tyne, Gateshead & North Cumbria Formulary: http://northoftyneandgatesheadformulary.nhs.uk/default.asp
Updated and published guidelines:


	
Lipid prevention pathway for the prevention of CVD

	
Please see guideline below:



	
Liothyronine prescribing guideline

	
This is an update of the previous guideline which was due for review. Please see guideline below:




	
Blood glucose monitoring guideline

	
This is an update of the previous guideline which was due for review. Please see guideline below:

 


	
Palliative and end of life care symptom control guidelines

	
This is an update of the previous guideline which was due for review. Please see guideline below:



	
Dapagliflozin in heart failure – information and top tips


	
This information and top tips guide can be used as advice for our patients across North Cumbria:



	
Seven day prescriptions and multi-compartment compliance aids (MCA’s) – position statement

	
This is an update of the previous guideline which was due for review. Please see guideline below:



	
Guidelines for the Management of Adults with Asymptomatic Liver Blood Test Abnormalities

	
This is an update of the previous guideline which was due for review. Please see guideline below:



	
New approved formulary products
	


















 Return to page 1
All Medicines Optimisation guidance, Shared Care Guidelines, PGDs and other resources can now be found on the NECS Medicines Optimisation Website. http://medicines.necsu.nhs.uk/guidelines/cumbria-guidelines/
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GATEWAY APPROVAL NUMBER: 07851

Promoting equality and addressing health inequalities are at the heart of NHS
England’s values. Throughout the development of the policies and processes cited in
this document, we have:

e Given due regard to the need to eliminate discrimination, harassment and
victimisation, to advance equality of opportunity, and to foster good relations
between people who share a relevant protected characteristic (as cited under the
Equality Act 2010) and those who do not share it; and

e Given regard to the need to reduce inequalities between patients in access to,
and outcomes from healthcare services and to ensure services are provided in an
integrated way where this might reduce health inequalities





OFFICIAL

CONTENTS

(00 L I = I 1S T 3
N S = (o (o [ £ 18] o [P PP PPPPPPPP 5
1.1 Who is this commissioning guidance for?.........ccccccvvieiiiii e 5
1.2 Why have we developed this guidanCe? ...........coouuuiiiiiiiiiiiieeii e 5
1.3 How has this guidance been developed?...........cccccceeeiiiiieeieeeeiiiie e, 6

1.4 How have the recommendations in this guidance been developed following
the results of the CONSURALION? .......cooviiiiii e 9
1.5 General exceptions that apply to the recommendation to self-care............. 11
2 Definitions @nd SCOPE .....cooveiiiiiiiiie ettt e e e e e e e e e e aaeane 13
2.1 GlOSSAIY ..ottt 13
2.2 SCOPE ..ttt e et 14
3 How will the guidance be updated and reviewed?.............cccuvvviiiiiiiiiiiniiiiiiinins 15
4 ReCOMMENUALIONS ....ciiviiiii et e e e e e e e e e e s e e e s e e e eaaeeeaas 16
4.1 Items of limited clinical effeCtiVENESS........ccovuiiiiiiiiii e 16
e Nt R = (0 o [0 ] 1o 16
4.1.2 Vitamins and MUNEIAIS.........uuiiuuiiiiiie e r e 16
4.2  Self-Limiting CoNAItIONS.......ccooiiiiiiie e 18
4.2.1  ACULE SO TRIOAL.....c.u i e e e 18
4.2.2 Infrequent cold sores of the lip.......ccoooviiiiiiiii e, 18
4.2.3  CONJUNCHIVITIS ...eveeeiiiiiiiiiiiiiiiiiiiee ettt e e e e e e e 19
4.2.4 Coughs and colds and nasal congestion ............ccccvvvviiiiieeeeeeeeeeiininnn. 19
4.2.5 Cradle Cap (Seborrhoeic dermatitis — infants) ..........ccccccvvvvviviiiieeennnnn. 20
o S T o == 0 10 1 o Lo £ 20
L A 01 = S o [T 21
4.2.8  Mild CyYSItiS...coeeiiiiiiii e 21
4.3 Minor Conditions Suitable for Self- Care ..........cooevveiiiiiiiiieeieeeee e 22
4.3.1  Mild Irritant DermMatitiS .......ccuuiiuniiiiiiii e e 22
R T B 7 T | 1 | T 22
4.3.3  Diarrhoea (AQUILS) ........oeiiiiiie e 22
4.3.4 Dry Eyes/Sore tired EYES.......couvvviiiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeeeeeeeeeee e 23
LG T == 1177 3 G 24
4.3.6 Excessive sweating (HyperhidroSis) ...........ceuveviiiiiiiiiiiiiiiiiiiiiiiiieeeeeee, 24
R T A o =T Vo [ o T 24
4.3.8 Indigestion and Heartburn.............c.ouvvviiiiiiiiiiiiiiiiiiiiieeeeeeeeeeeeeeeeeeee 25
4.3.9 Infrequent ConStIPAtION ..........cooiviiiiiiiiie e 25
4.3.10  Infrequent MIQraiNe...........couuviiiiiiiiiiiiiiiiiiiiiieeeeeeeee et 26
4.3.11 Insectbites and StiNGS ......oooviiiiiii i 26
Tt I |V 111 X o] 1= 27
4.3.13  Mild Dry SKIN ..o 27
4.3.14  Sunburn due to eXCesSiVe SUN EXPOSUIE ........ccevevrrrrrniieeeeeeeeeeernnnnnnnns 27
4.3.15  SUN PrOtECHION . .cvt it e e e eaas 28
4.3.16  Mild to Moderate Hay fever/Seasonal Rhinitis...............cccccevvvvvvvnnnnn. 28
4.3.17 Minor burns and SCaldS............ooiuiiiiiii 28





OFFICIAL

4.3.18  Minor conditions associated with pain, discomfort and/fever. (e.g.

aches and sprains, headache, period pain, back pain) ........cccccccciiiiiiiiiiinnnnnn. 29
4.3.19  MOULN UICEIS ..ottt 30
4.3.20 NAPPY RASN ...ooiiiiiiiiiiiiiieeeeeeeeeeee e 30
4.3.21  Oral TRIUSN...cciiiiiiiiiiiiiiieeeeeeeeeee e 31
4.3.22  Prevention of dental Caries ..........oooovvviiiiiiiiiie e 31
4.3.23  Ringworm/Athletes foot..........coooeiiiiiiiiiiici e 31
4.3.24  Teething/Mild toothache ... 32
4.3.25  TRIEAAWOIMIS...cciiiiiiiiiiiiiiiiiiiiee ettt ettt e et et et e e e e e e e e e e e e e e eeeeees 32
4.3.26  Travel SICKNESS ....cooo i 33
4.3.27  WaArtS @nd VEITUCAE ........ccuviiiiiiiiiiiiiiiiieeeeeeeeeeeee et ee e e eeeeeeeeeeees 33
Appendix 1 - Conditions for which prescribing should be restricted.......................... 34

Appendix 2— Example products for conditions or over the counter items that could be
1153 1401 (=T o R URPPPRR 35





OFFICIAL

1 Background

1.1 Who is this commissioning guidance for?

This guidance is addressed to CCGs to support them to fulfil their duties around
appropriate use of their resources. We expect CCGs to take the proposed guidance
into account in formulating local polices, unless they can articulate a valid reason to
do otherwise, and for prescribers to reflect local policies in their prescribing practice.
The guidance does not remove the clinical discretion of the prescriber in accordance
with their professional duties.

This guidance is issued as general guidance under s14Z10 and S2 of the NHS Act
2006. The objective of this guidance is to support CCGs in their decision-making, to
address unwarranted variation, and to provide clear national advice to make local
prescribing practices more effective.

The aim is that this will lead to a more equitable process for making decisions about
CCG's policies on prescribing medicines; CCGs will need to take individual decisions
on implementation locally, ensuring they take into account their legal duties to
advance equality and have regard to reduce health inequalities.

1.2 Why have we developed this guidance?

In the year prior to June 2017, the NHS spent approximately £569 million* on
prescriptions for medicines, which could otherwise be purchased over the counter
(OTC) from a pharmacy and/or other outlets such as petrol stations or supermarkets.

These prescriptions include items for a condition:

e That is considered to be self-limiting and so does not need treatment as it will
heal or be cured of its own accord;

¢ Which lends itself to self-care i.e. the person suffering does not normally need to
seek medical advice and can manage the condition by purchasing OTC items
directly.

These prescriptions also include other common items:

e That can be purchased over the counter, sometimes at a lower cost than that
which would be incurred by the NHS;
e For which there is little evidence of clinical effectiveness.

By reducing spend on treating conditions that are self-limiting or which lend
themselves to self-care, or on items for which there is little evidence of clinical
effectiveness, these resources can be used for other higher priority areas that have a
greater impact for patients, support improvements in services and/or deliver
transformation that will ensure the long-term sustainability of the NHS.

! Refined BSA data to June 2017
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The costs to the NHS for many of the items used to treat minor conditions are often
higher than the prices for which they can be purchased over the counter as there are
hidden costs. For example, a pack of 12 anti-sickness tablets can be purchased for
£2.18% from a pharmacy whereas the cost to the NHS is over £3.00° after including
dispensing fees. The actual total cost for the NHS is over £35 when you include GP
consultation and other administration costs.

A wide range of information is available to the public on the subjects of health
promotion and the management of minor self- treatable illnesses. Advice from
organisations such as the Self Care Forum and NHS Choices is readily available on
the internet. Many community pharmacies are also open extended hours including
weekends and are ideally placed to offer advice on the management of minor
conditions and lifestyle interventions. The Royal Pharmaceutical Society offers
advice on over the counter products that should be kept in a medicine cabinet at
home to help patients treat a range of self-treatable illnesses.

Research?® shows that in many cases, people can take care of their minor conditions
if they are provided with the right information; thereby releasing health care
professionals to focus on patients with more complex and/or serious health concerns.
Past experience with self-care builds confidence in patients, with 84 per cent
choosing to self-care for new episodes.

More cost-effective use of stretched NHS resources allows money to be spent where
it is most needed, whilst improving patient outcomes. As an example, every £1m
saved on prescriptions for over the counter treatments could fund (approx.)®:

e 39 more community nurses; or

e 270 more hip replacements; or

e 66 more drug treatment courses for breast cancer; or
¢ 1000 more drug treatment courses for Alzheimer’s; or
e 1040 more cataract operations®.

CCGs need to make increasingly difficult decisions about how to spend the NHS
budget and this means prioritising those things that will give patients the best clinical
outcomes. Any savings from implementing the proposals could be reinvested in
improving patient care.

1.3 How has this guidance been developed?

Clinical Commissioning Groups (CCGs) asked for a nationally co-ordinated approach
to producing commissioning guidance. NHS England and NHS Clinical
Commissioners (NHSCC) therefore sought to provide a national framework for

% Online pharmacy checked December 2017

® Drug Tariff online

* Self-care of minor ailments: A survey of consumer and healthcare professional beliefs and behaviour, lan
Banks, Self-Care Journal

*https://improvement.nhs.uk/resources/national-tariff-1719/

® Drug Tariff online




http://www.selfcareforum.org/

https://www.nhs.uk/pages/home.aspx

https://www.nhs.uk/Livewell/Pharmacy/Pages/Yourmedicinecabinet.aspx

http://www.drugtariff.nhsbsa.nhs.uk/#/00469069-DB/DB00469065/Home

https://improvement.nhs.uk/resources/national-tariff-1719/

http://www.drugtariff.nhsbsa.nhs.uk/#/00469069-DB/DB00469065/Home
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guidance, with the aim of supporting consistent local implementation decisions and
agreed to consult jointly on any proposals

NHS England and NHSCC established a joint clinical working group with prescriber
and pharmacy representatives from relevant national stakeholders including the
Royal College of General Practitioners, the Royal Pharmaceutical Society, the British
Medical Association, the National Institute for Health and Care Excellence (NICE),
the Medicines and Healthcare Products Regulatory Agency, the Department of
Health and Social Care, PrescQIPP and CCG representatives.

As a result of our work, NHS England and NHSCC identified conditions which may
fall under one or more of the categories listed in section 1.2.

NHS England then consulted on items which should not be routinely prescribed in
primary care (21% July — 21% October 2017). That initial consultation sought views
generally on the principle of restricting the prescribing of medicines which are readily
available over the counter. We set out an initial list of 26 minor or self-limiting
conditions where prescribing restrictions could be considered.

Feedback from this consultation showed that there was general support (65% agreed
with our proposed criteria to assess items for potential restriction).

The clinical working group was consulted on several proposed approaches to limiting
the prescription of OTC medicines and, based on their guidance, we mapped OTC
products to the conditions for which they are typically prescribed. We refined the
approach to develop restrictions based on type and severity of condition rather
than products.

We estimated that restricting prescribing for ‘minor’ conditions may save up to
£136m once all discounts and claw backs have been accounted for.

As a result of this exercise, nine additional minor conditions were identified which we
deemed appropriate for inclusion in this guidance. Vitamins and minerals, and
probiotics have been included as standalone categories given they have been
identified as high cost in terms of OTC spend, although their use cannot be mapped
to one single condition.

We focused on developing guidance for the list of 33 conditions which would fall into
one of the following categories:

e A condition that is self-limiting and does not require medical advice or
treatment as it will clear up on its own; and/or

e A condition that is a minor illness and is suitable for self-care and treatment
with items that can easily be purchased over the counter from a pharmacy.

And in the case of vitamins, minerals and probiotics, we classified these as:
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e Items of limited clinical effectiveness, where there is a lack of robust evidence for
clinical effectiveness; however there may be certain indications where they may
continue to be prescribed and these are outlined within the exceptions under the
relevant item.

The group then assigned one of the following three recommendations for each
condition (or item):

e Advise CCGs that [item] should not be routinely prescribed in primary care
due to limited evidence of clinical effectiveness.

e Advise CCGs that a prescription for treatment of [condition] should not
routinely be offered in primary care as the condition is self-limiting and will
clear up on its own without the need for treatment.

e Advise CCGs that a prescription for treatment of [condition] should not
routinely be offered in primary care as the condition is appropriate for self-
care.

In reaching its recommendations the joint clinical working group considered evidence
from the following organisations or groups:

NICE CKS

NHS Choices

BNF

NICE Clinical Guidelines
Public Health England
PrescQIPP CIC

The group’s recommendations on the items and conditions within this guidance were
publicly consulted on for a period of 12 weeks, from 20" December 2017 — 14™
March 2018. During the consultation we heard from members of the public, patients
and their representative groups, NHS staff, CCGs, Trusts, various Royal Colleges
and the pharmaceutical industry, amongst others.

Section 1.4 details the main findings from the consultation and the changes that have
been made as a result of what we have heard. A more detailed report on the
consultation can be found in: Conditions for which over the counter items should not
routinely be prescribed in primary care: consultation report of findings published
alongside this guidance. The final recommendations set out in this guidance
document reflect the outcome of the consultation. The potential equality impact of
these recommendations has also been considered and is outlined in the Equality and
Health Inequalities Impact Assessment document published alongside this guidance.



https://cks.nice.org.uk/#?char=A

https://www.nhs.uk/pages/home.aspx

https://bnf.nice.org.uk/

https://www.nice.org.uk/guidance

https://www.gov.uk/government/organisations/public-health-england

https://www.prescqipp.info/



OFFICIAL

1.4 How have the recommendations in this guidance been
developed following the results of the consultation?

We listened to what our stakeholders told us through the consultation and refined our
draft guidance in light of the response and discussions through webinars and
engagement events, as well as recommendations from the joint clinical working
group who considered the feedback in detalil.

Whilst overall the final guidance remains largely unchanged from the draft guidance
published in December 2017, there have been some important refinements and
clarifications made and these are detailed below:

As a result of feedback received for further clarity on the exceptions, the following
statements were approved by the clinical working group and now have been included
under the ‘General Exceptions’ heading:

e This guidance applies to all patients, including those who would be exempt
from paying prescription charges, unless they fall under the exceptions
outlined.

e When implementing this guidance, CCGs will need to supply patients with
further information on signposting so that they are able to access the right
service. This guidance is not intended to discourage patients from going to the
GP when it is appropriate to do so.

e It is envisioned that in most cases (unless specified) these minor conditions
will clear up with appropriate self-care. If symptoms are not improving or
responding to treatment, then patients should be encouraged to seek further
advice.

e CCGs will also need to take account of their latest local Pharmaceutical Needs
Assessment (PNA) and consider the impact of this guidance on rural areas
and access to a pharmacy and pharmacy medicines.

e To note that for vitamins, minerals, probiotics and those self-limiting conditions
where there is limited evidence of clinical effectiveness for the treatments
used (e.g. OTC items for cough, sore throat and infant colic), then the general
exceptions do not apply. Specific exceptions are included (if applicable) under
the relevant item and/or condition. This may need to be considered further
when implementing the guidance locally.

The clinical working group also further refined the final exception around vulnerability
as follows, to clarify that it applies to individual patients and that being exempt from
prescription charges does not indicate that you would automatically be exempt from
this guidance.

Individual patients where the clinician considers that their ability to self-manage is
compromised as a consequence of medical, mental health or significant social
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vulnerability to the extent that their health and/or wellbeing could be adversely
affected if reliant on self-care. To note that being exempt from paying a prescription
charge does not automatically warrant an exception to the guidance.

Vitamins and Minerals — during the consultation we heard that the list of exceptions
should be amended to include all types of medically diagnosed vitamin or mineral
deficiency, including for those patients who may have a lifelong condition or have
undergone surgery that results in malabsorption. This is in line with the current ACBS
guidance for prescribers and was approved by the joint clinical working group. It was
also noted that vitamin D analogues such as alfacalcidol are prescription only
medicines and would continue to be prescribed. During the consultation we also
heard from the pharmaceutical industry that maintenance treatment for vitamin D
therapy should be an exception as it is included in PHE guidance. The working group
considered this and agreed that whilst maintenance therapy is recommended, there
is no indication that this needs to be prescribed; vitamin D supplements can be
bought cheaply and easily. The PHE guidance also does not distinguish between the
general public and at risk patients. The clinical working group therefore agreed that
vitamin D maintenance therapy would not be included as an exception.

Cold Sores — During the consultation we heard that further clarity was required on
the description for this condition. The clinical working group agreed the description
for this condition should be amended to clarify that this refers to infrequent cold sores
of the lip.

Cradle Cap — During the consultation we received feedback that a specific exception
should apply to this condition. The clinical working group agreed to refine this to
include the exception “If causing distress to the infant and not improving”.

Contact Dermatitis — Following feedback the clinical working group agreed that this
condition should remain but that the description should be amended to mild irritant
dermatitis.

Dandruff - Following a request for clarification the clinical working group agreed the
rationale should be amended to define dandruff as a “mild scaling of the scalp
without itching”, and to include the statement “Patients should be encouraged to
manage mild dandruff with long term over the counter treatments”.

Head Lice — Following feedback from various organisations around the need to
specify that wet combing should be first line treatment, the clinical working group
agreed that the following sentence should be included: ‘Head lice can be treated by
wet combing; chemical treatment is only recommended in exceptional circumstances
and in these cases over the counter medicines can be purchased from a pharmacy’

Infrequent Constipation — During the consultation we heard that further information
was needed within the rationale for this condition. The clinical working group agreed
that the rationale should be amended to include the following additional information:

10
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Pharmacists can help if diet and lifestyle changes aren't helping. They can suggest
an over the counter laxative. Most laxatives work within 3 days. They should be used
for a short time only. Laxatives are not recommended for children unless they are
prescribed by a GP. This guidance applies to short term, infrequent constipation
caused by changes in lifestyle or diet such as lack of water or movement or changes
in diet.

Mild Acne —The clinical working group agreed that additional information should be
added into the rationale to clarify that patients should be encouraged to manage this
condition with long term use of over the counter products.

Mild dry skin/sunburn/sun protection - The British Association of Dermatologists
(BAD) advised that mild dry skin and sunburn be separated out, rather than being
classified as a single condition. The clinical working group agreed that it would be
sensible to separate this out into three separate conditions - mild dry skin, sunburn
due to excessive sun exposure, and sun protection - with the overall
recommendation for each remaining the same. This increases the number of
conditions to 35.

Nappy Rash - The clinical working group agreed that the rationale should be refined
to clarify that this condition usually clears up after about three to seven days if
recommended hygiene tips are followed.

Ring worm/Athletes Foot — following feedback the clinical working group agreed
that lymphoedema or history of lower limb cellulitis should be included as an
exception for this condition.

As a result of what we heard, the joint clinical working group did not feel it necessary
to amend the proposed recommendations for any remaining conditions or items.

1.5 General exceptions that apply to the recommendation to self-
care

This guidance is intended to encourage people to self-care for minor illnesses as the
first stage of treatment. It is envisioned that in most cases (unless specified) these
minor conditions will clear up with appropriate self-care. If symptoms are not
improving or responding to treatment, then patients should be encouraged to seek
further advice.

When implementing this guidance, CCGs will need to supply patients with
better information on signposting so that they are able to access the right
service. This guidance is not intended to discourage patients from going to the
GP when it is appropriate to do so.

To note that for vitamins, minerals, probiotics and those self-limiting conditions where
there is limited evidence of clinical effectiveness for the treatments used (e.g. OTC

11
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items for cough, sore throat and infant colic), then the general exceptions do not
apply. Specific exceptions are included (if applicable) under the relevant item and/or
condition. This may need to be considered further when implementing the guidance
locally.

This guidance applies to all patients, including those who would be exempt from
paying prescription charges, unless they fall under the exceptions outlined.

CCGs will need to ensure that community pharmacists are reminded of ‘red flag’
symptoms for patients presenting with symptoms related to the conditions covered by
this consultation. GPs and/or pharmacists should refer patients to NHS Choices,
the Self Care Forum or NHS 111 for further advice on when they should seek
GP Care.

CCGs will also need to take account of their latest local Pharmaceutical Needs
Assessment (PNA) and consider the impact of this guidance on rural areas and
dispensing doctors in particular.

General Exceptions to the Guidance:

There are however, certain scenarios where patients should continue to have their
treatments prescribed and these are outlined below:

e Patients prescribed an OTC treatment for a long term condition (e.g. regular
pain relief for chronic arthritis or treatments for inflammatory bowel disease).

e For the treatment of more complex forms of minor illnesses (e.g. severe
migraines that are unresponsive to over the counter medicines).

e For those patients that have symptoms that suggest the condition is not minor
(i.e. those with red flag symptoms for example indigestion with very bad pain.)

o Treatment for complex patients (e.g. immunosuppressed patients).
e Patients on prescription only treatments.

e Patients prescribed OTC products to treat an adverse effect or symptom of a
more complex illness and/or prescription only medications should continue to
have these products prescribed on the NHS.

e Circumstances where the product licence doesn'’t allow the product to be sold
over the counter to certain groups of patients. This may vary by medicine, but
could include babies, children and/or women who are pregnant or breast-
feeding. Community Pharmacists will be aware of what these are and can
advise accordingly.

e Patients with a minor condition suitable for self-care that has not responded
sufficiently to treatment with an OTC product.
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e Patients where the clinician considers that the presenting symptom is due to a
condition that would not be considered a minor condition.

e Circumstances where the prescriber believes that in their clinical judgement,
exceptional circumstances exist that warrant deviation from the
recommendation to self-care.

e Individual patients where the clinician considers that their ability to self-
manage is compromised as a consequence of medical, mental health or
significant social vulnerability to the extent that their health and/or wellbeing
could be adversely affected, if reliant on self-care. To note that being exempt
from paying a prescription charge does not automatically warrant an exception
to the guidance. Consideration should also be given to safeguarding issues.

2 Definitions and scope

2.1 Glossary

ACBS: The Advisory Committee for Borderline Substances is responsible for
advising the NHS on the prescribing of foodstuffs and toiletries which are specially
formulated for use by people with medical conditions. Borderline substances are
mainly foodstuffs, such as enteral feeds and foods but also include some toiletries,
such as sun blocks for use by people with conditions such as photodermatosis.

Annual Spend: Unless otherwise indicated this is the total value from NHS
Prescription Services at the NHS Business Services Authority. This is an
approximate spend to the nearest £100,000. The figure quoted is the net ingredient
cost which refers to the cost of the drug before discounts and does not include any
dispensing costs or fees. It does not include any adjustment for income obtained
where a prescription charge is paid at the time the prescription is dispensed or where
the patient has purchased a prepayment certificate.

Iltem: An item is anything which can be prescribed on an NHS prescription. More
information on what is prescribed on an NHS prescription is available in the Drug
Tariff.

MHRA: Medicines and Healthcare products Regulatory Agency. MHRA regulates
medicines, medical devices and blood components for transfusion in the UK.

NHS Clinical Commissioners: NHSCC are the independent membership organisation
for CCGs, providing their collective voice, facilitating shared learning and delivering
networking opportunities for CCG members.

NICE: The National Institute for Health and Care Excellence. NICE provides the NHS
with clinical guidance on how to improve healthcare.
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Over the counter (OTC) item: items which can be purchased from a pharmacy or in a
supermarket or other convenience store without the need for a prescription. Such
items may also be available at other outlets such as supermarkets, petrol stations or
convenience stores.

PHE: Public Health England. PHE protects and improves the nation's health and
wellbeing, and reduces health inequalities.

PrescQIPP CIC: PrescQIPP CIC (Community Interest Company): PrescQIPP is an
NHS funded not for-profit organisation that supports quality, optimised prescribing for
patients. PrescQIPP produces evidence-based resources and tools for primary care
commissioners, and provide a platform to share innovation across the NHS.

2.2 Scope

The following chapter sets out the process for how NHS England and NHS Clinical
Commissioners will conduct the process to review and update the guidance to CCGs
as appropriate. Chapter 4 sets out the guidance to CCGs on prescribing in 35
conditions that have been identified as being suitable for self-care and the 2 items
based on the latest available evidence and the clinical consensus that has been
reached by our joint clinical working group.
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3 How will the guidance be updated and reviewed?

The NHS England and NHS Clinical Commissioners joint clinical working group will
continue to meet during and after the consultation, and update the proposals as a
result of the consultation.

In future, the joint clinical working group will review the guidance to identify potential
conditions to be retained, retired or added to the current guidance. There will be
three stages:

Stage 1: Condition identification

The organisations represented on the joint clinical working group will, taking into
account previous feedback, identify conditions and subsequent items prescribed from
the wide range of items that can be prescribed on NHS prescription in primary care
that they consider could fall within the categories defined earlier.

Stage 2: Condition prioritisation
The joint clinical working group will prioritise the identified items based on the
following criteria:

Safety Issue

Evidence of efficacy

Degree of variation in prescribing
Cost to the NHS

Strong clinician or patient feedback

A draft list of conditions will be made available online through the NHS England
website usually for a four week period, when comments will be sought from
interested parties. Feedback will be collated and then published on the NHS England
website.

Stage 3: Condition selection for inclusion or removal from the guidance

The joint clinical working group will consider the feedback and produce a final list of
recommendations for consideration by NHS England and NHS Clinical
Commissioners to update the commissioning guidance Conditions for which over the
counter items should not routinely be prescribed in primary care.
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4 Recommendations

Our final recommendations for the 35 minor conditions and two items of limited
clinical effectiveness are listed below.

4.1 Items of limited clinical effectiveness

4.1.1 Probiotics

Annual Spend

c. £1,100,000

Rationale for
recommendation

There is currently insufficient clinical evidence to support
prescribing of probiotics within the NHS for the treatment or
prevention of diarrhoea of any cause.

Both the Public Health England C.difficile guidance and NICE CG
84 recommend that probiotics cannot be recommended currently
and that “Good quality randomised controlled trials should be
conducted in the UK to evaluate the effectiveness and safety of a
specific probiotic using clearly defined treatment regimens and
outcome measures before they are routinely prescribed.”

References:

1. Public Health England C.difficile guidance

2. NICE CG _84:Diarrhoea and vomiting caused by
gastroenteritis in under 5s: diagnosis and management

3. PrescQIPP CIC: Probiotics

Recommendation

Advise CCGs that probiotics should not be routinely prescribed in
primary care due to limited evidence of clinical effectiveness.

Exceptions

ACBS approved indication or as per local policy.

4.1.2 Vitamins and minerals

Annual Spend

c. £ 48,100,000

Rationale for
recommendation

There is insufficient high quality evidence to demonstrate the
clinical effectiveness of vitamins and minerals.

Vitamins and minerals are essential nutrients which most people
can and should get from eating a healthy, varied and balanced
diet. In most cases, dietary supplementation is unnecessary.

Many vitamin and mineral supplements are classified as foods
and not medicines; they therefore do not have to go through the
strict criteria laid down by the Medicines and Health Regulatory
Authority (MHRA) to confirm their quality, safety and efficacy
before reaching the market.

16




https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/321891/Clostridium_difficile_management_and_treatment.pdf

https://www.nice.org.uk/guidance/cg84

https://www.nice.org.uk/guidance/cg84

https://www.gov.uk/government/uploads/system/uploads/attachment_data/file/321891/Clostridium_difficile_management_and_treatment.pdf

https://www.nice.org.uk/guidance/cg84

https://www.nice.org.uk/guidance/cg84

https://www.prescqipp.info/-probiotics/category/122-probiotics



OFFICIAL

Any prescribing not in-line with listed exceptions should be
discontinued.

This guidance does not apply to prescription only vitamin D
analogues such as alfacalcidol and these should continue to be
prescribed.

References

1) PrescQOIPP bulletin 107, August 2015; the prescribing of
vitamins and minerals including vitamin B preparations
(DROP-list)

2) NHS Choices: Supplements, Who Needs Them? A behind the
Headlines Report, June 2011

3) NHS Choices: Do | need vitamin Supplements? Accessed
October 2017

4) Healthy Start Vitamins

Recommendation

Advise CCGs that vitamins and minerals should not be routinely
prescribed in primary care due to limited evidence of clinical
effectiveness.

Exceptions

Medically diagnosed deficiency, including for those patients who
may have a lifelong or chronic condition or have undergone
surgery that results in malabsorption. Continuing need should
however be reviewed on a regular basis.

NB maintenance or preventative treatment is not an exception.
Calcium and vitamin D for osteoporosis.

Malnutrition including alcoholism (see NICE guidance)

Patients suitable to receive Healthy start vitamins for pregnancy
or children between the ages 6 months to their fourth birthday.
(NB this is not on prescription but commissioned separately)
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4.2 Self-Limiting Conditions

4.2.1 Acute Sore Throat

Annual Spend

c. < £100,000

Rationale for
recommendation

A sore throat due to a viral or bacterial cause is a self-limiting
condition. Symptoms resolve within 3 days in 40% of people, and
within 1 week in 85% of people, irrespective of whether or not the
sore throat is due to a streptococcal infection.

There is little evidence to suggest that treatments such as
lozenges or throat sprays help to treat the cause of sore throat
and patients should be advised to take simple painkillers and
implement some self-care measures such as gargling with warm
salty water instead.

References:

1. NHS Choices: Sore Throat- accessed October 2017
2. NICE CKS: Sore Throat - Acute accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of acute sore
throat should not routinely be offered in primary care as the
condition is self-limiting and will clear up on its own without the
need for treatment.

Exceptions

‘Red Flag’ symptoms

4.2.2 Infrequent cold sores of the lip

Annual Spend

c. <£100,000

Rationale for
recommendation

Cold sores caused by the herpes simplex virus usually clear up
without treatment within 7 to 10 days.

Antiviral creams are available over the counter from pharmacies
without a prescription and if used correctly, these can help ease
symptoms and speed up the healing time.

To be effective, these treatments should be applied as soon as
the first signs of a cold sore appear. Using an antiviral cream
after this initial period is unlikely to have much of an effect.

References

1. NHS Choices: Cold sore (herpes simplex virus) accessed
October 2017
2. NICE CKS: Herpes Simplex Oral accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of cold sores
should not routinely be offered in primary care as the condition is
self-limiting and will clear up on its own without the need for
treatment.

Exceptions

Immunocompromised patients.
‘Red flag’ symptoms
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4.2.3 Conjunctivitis

Annual Spend

c. £500,000

Rationale for
recommendation

Treatment isn’t usually needed for conjunctivitis as the symptoms
usually clear within a week. There are several self-care
measures that may help with symptoms.

If treatment is needed, then treatment is dependent on the cause:

e In severe bacterial cases, antibiotic eye drops and eye
ointments can be used to clear the infection.

e Irritant conjunctivitis will clear up as soon as whatever is
causing it is removed.

e Allergic conjunctivitis can usually be treated with anti-
allergy medications such as antihistamines. The
substance that caused the allergy should be avoided.

Treatments for conjunctivitis can be purchased over the counter
however almost half of all simple cases of conjunctivitis clear up
within ten days without any treatment. Public Health England
(PHE) advises that children with infective conjunctivitis do not
need to be excluded from school, nursery or child minders, and it
does not state any requirement for treatment with topical
antibiotics.

References

1. NHS Choices: Conjunctivitis accessed October 2017

2. NICE CKS: Conjunctivitis - Infective accessed October
2017

3. PHE Advice for schools: September 2017

4. NICE Medicines evidence commentary: conjunctivitis and
inappropriate prescribing.

Recommendation

Advise CCGs that a prescription for treatment of conjunctivitis
should not routinely be offered in primary care as the condition is
self-limiting and will clear up on its own without the need for
treatment.

Exceptions

‘Red Flag’ symptoms

4.2.4 Coughs and colds and nasal congestion

Annual Spend

c. £1,300,000

Rationale for

Most colds start to improve in 7 to 10 days. Most coughs

recommendation | clear up within two to three weeks. Both conditions can
cause nasal congestion. Neither condition requires any
treatment.

References: 1. NHS Choices: Common Cold accessed October 2017

2. NICE CKS: Common Cold accessed October 2017
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3. PrescQIPP: Coughs and Colds.

Recommendation

Advise CCGs that a prescription for treatment of coughs, colds
and nasal congestion should not routinely be offered in primary
care as the condition is self-limiting and will clear up on its own
without the need for treatment.

Exceptions

‘Red Flag’ symptoms

4.2.5 Cradle Cap (Seborrhoeic dermatitis — infants)

Annual Spend

c. £4,500,000

Rationale for

Cradle cap is harmless and doesn’t usually itch or cause

recommendation | discomfort. It usually appears in babies in the first two months of
their lives, and clears up without treatment within weeks to a
few months.

References: 1. NHS Choices: Cradle Cap accessed October 2017

2. NICE CKS: Seborrhoeic dermatitis accessed October
2017

Recommendation

Advise CCGs that a prescription for treatment of cradle cap
should not routinely be offered in primary care as the condition is
self-limiting and will clear up on its own without the need for
treatment.

Exceptions

If causing distress to the infant and not improving

4.2.6 Haemorrhoids

Annual Spend

c. £500,000

Rationale for
recommendation

In many cases, haemorrhoids don't cause symptoms and some
people don't even realise they have them. Haemorrhoids often
clear up by themselves after a few days. Making simple dietary
changes and not straining on the toilet are often recommended
first.

However, there are many treatments (creams, ointments and
suppositories) that can reduce itching and discomfort and these
are available over the counter for purchase.

References:

1. NHS Choices: Haemorrhoids accessed October 2017
2. NICE CKS: Haemorrhoids accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of haemorrhoids
should not routinely be offered in primary care as the condition is
self-limiting and will clear up on its own without the need for
treatment.

Exceptions

‘Red Flag’ symptoms
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OFFICIAL

Annual Spend

€.<£100,000

Rationale for

As colic eventually improves on its own, medical treatment isn’t

recommendation | usually recommended.
There are some over-the-counter treatments available that could
be tried however; there is limited evidence for the effectiveness of
these treatments.

References: 1. NHS Choices: Colic accessed October 2017

2. NICE CKS: Colic Infantile accessed October 2017
3. PrescOIPP: Infant Colic

Recommendation

Advise CCGs that a prescription for treatment of infant colic
should not routinely be offered in primary care as the condition is
self-limiting and will clear up on its own without the need for
treatment.

Exceptions

‘Red Flag’ Symptoms

4.2.8 Mild Cystitis

Annual Spend

c. £300,000

Rationale for
recommendation

Mild cystitis is a common type of urinary tract inflammation,
normally caused by an infection; however it is usually more of a
nuisance than a cause for serious concern.

Mild cases can be defined as those that are responsive to
symptomatic treatment but will also clear up on their own. If
symptoms don’t improve in 3 days, despite self-care measures,
then the patient should be advised to see their GP.

Symptomatic treatment using products that reduce the acidity of
the urine to reduce symptoms are available, but there's a lack of
evidence to suggest they're effective.

References:

1. NHS Choices: Cystitis accessed October 2017
2. NICE CKS: Urinary tract infection (lower) - women
accessed October 2017.

Recommendation

Advise CCGs that a prescription for treatment of mild cystitis
should not routinely be offered in primary care as the condition is
self-limiting and will clear up on its own without the need for
treatment.

Exceptions

‘Red Flag’ symptoms
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4.3 Minor Conditions Suitable for Self- Care

4.3.1 Mild Irritant Dermatitis

Annual Spend

c. £14,500,000

Rationale for
recommendation

Irritant dermatitis is a type of eczema triggered by contact with a
particular substance. Once treated most people can expect their
symptoms to improve and/or clear up completely if the irritant or
allergen can be identified and removed or avoided

It is most commonly caused by irritants such as soaps, washing
powders, detergents, solvents or regular contact with water.
Treatment normally involves avoiding the allergen or irritant and
treating symptoms with over the counter emollients and topical
corticosteroids.

References:

1. NHS Choices: Contact Dermatitis accessed October 2017
2. NICE CKS: Dermatitis - contact accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of contact
dermatitis should not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.2 Dandruff

Annual Spend

c. £4,500,000

Rationale for

Dandruff is a common skin condition. It can be defined as mild

recommendation | scaling of the scalp without itching. Dandruff isn't contagious or
harmful and can be easily treated with over the counter anti-
fungal shampoos.
A GP appointment is unnecessary. Patients should be
encouraged to manage mild dandruff with long term over the
counter treatments.

References 1. NHS Choices: Dandruff accessed October 2017

2. NICE CKS: Scenario: Seborrhoeic dermatitis - scalp and
beard accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment for dandruff should
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified. See earlier for
general exceptions.

4.3.3 Diarrhoea (Adults)

Annual Spend

c. £2,800,000
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Rationale for
recommendation

Diarrhoea normally affects most people from time to time and is
usually nothing to worry about. However it can take a few days to
a week to clear up.

Acute diarrhoea is usually caused by a bacterial or viral infection
and other causes include drugs, anxiety or a food allergy.

OTC treatments can help replace lost fluids or reduce bowel
motions. This recommendation does not apply to children.

References

1. NHS Choices: Diarrhoea accessed October 2017
2. NICE CKS: Diarrhoea - adult's assessment accessed
October 2017

Recommendation

Advise CCGs that a prescription for treatment for acute diarrhoea
will not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.4 Dry Eyes/Sore tired Eyes

Annual Spend

c. £14,800,000

Rationale for
recommendation

Dry eye syndrome, or dry eye disease, is a common condition
that occurs when the eyes don’t make enough tears, or the tears
evaporate too quickly.

Most cases of sore tired eyes resolve themselves.

Patients should be encouraged to manage both dry eyes and
sore eyes by implementing some self-care measures such as
good eyelid hygiene and avoidance of environmental factors
alongside treatment

Mild to moderate cases of dry eye syndrome or sore tired eyes
can usually be treated using lubricant eye treatments that consist
of a range of drops, gels and ointments that can be easily be
purchased over the counter.

References

1. NHS Choices: Dry eye syndrome accessed October 2017
2. NICE CKS: Dry eye syndrome accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of dry or sore eyes
should not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.
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OFFICIAL

Annual Spend

c. £300,000

Rationale for
recommendation

Earwax is produced inside ears to keep them clean and free of
germs. It usually passes out of the ears harmlessly, but
sometimes too much can build up and block the ears.

A build-up of earwax is a common problem that can often be
treated using eardrops bought from a pharmacy. These can help
soften the earwax so that it falls out naturally.

References:

1. NHS Choices: Earwax build-up accessed October 2017
2. NICE CKS: Earwax Summary accessed October 2017

Recommendation

Advise CCGs that a prescription for the removal of earwax should
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.6 Excessive sweating (Hyperhidrosis)

Annual Spend

c. £200,000

Rationale for
recommendation

Hyperhidrosis is a common condition in which a person sweats
excessively.

First line treatment involves simple lifestyle changes. It can also
be treated with over the counter high strength antiperspirants.

An antiperspirant containing aluminium chloride is usually the first
line of treatment and is sold in most pharmacies.

References

1. NHS Choices: Hyperhidrosis accessed October 2017
2. NICE CKS: Hyperhidrosis accessed October 2017

Recommendation

Advise CCGs that a prescription for high strength antiperspirants
for the treatment of mild to moderate hyperhidrosis should not
routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified. See earlier for
general exceptions.

4.3.7 Head Lice

Annual Spend

c. £600,000

Rationale for
recommendation

Head lice are a common problem, particularly in school children
aged 4-11. They're largely harmless, but can live in the hair for a
long time if not treated and can be irritating and frustrating to deal
with.

Live head lice can be treated by wet combing; chemical treatment
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is only recommended in exceptional circumstances and in these
cases over the counter medicines can be purchased from a
pharmacy. If appropriate everyone in the household needs to be
treated at the same time - even if they don't have symptoms.
Further information on how to treat head lice without medication
can be found on NHS Choices.

References:

1. NHS Choices: Head Lice and nits accessed October 2017
2. NICE CKS: Head Lice accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of head lice will not
routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.8 Indigestion

and Heartburn

Annual Spend

£7,500,000

Rationale for
recommendation

Most people have indigestion at some point. Usually, it's not a
sign of anything more serious and can be treated at home without
the need for medical advice, as it's often mild and infrequent and
specialist treatment isn't required.

Most people are able to manage their indigestion by making
simple diet and lifestyle changes, or taking medication such as
antacids.

Most people can ease symptoms by simple changes to diet and
lifestyle and avoiding foods that make indigestion worse. (e.g.
rich spicy or fatty foods, caffeinated drinks).

References

1. NHS Choices: Indigestion accessed October 2017
2. NICE CKS: Dyspepsia - proven functional accessed
October 2017

Recommendation

Advise CCGs that a prescription for treatment of Indigestion and
heartburn will not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.9 Infrequent Constipation

Annual Spend

c. £22,800,000

Rationale for
recommendation

Constipation can affect people of all ages and can be just for a
short period of time.

It can be effectively managed with a change in diet or lifestyle.
Pharmacists can help if diet and lifestyle changes aren't helping.
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They can suggest an over the counter laxative. Most laxatives
work within 3 days. They should only be used for a short time
only.

Laxatives are not recommended for children unless they are
prescribed by a GP. This guidance applies to short term,
infrequent constipation caused by changes in lifestyle or diet
such as lack of water or movement or changes in diet.

References

1. NHS Choices: Constipation accessed October 2017.
2. NICE CKS: Constipation accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of simple
constipation will not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.10 Infrequent Migraine

Annual Spend

c. £700,000

Rationale for
recommendation

Migraine is a common health condition, affecting around one in
every five women and around one in every 15 men. Mild
infrequent migraines can be adequately treated with over the
counter pain killers and a number of combination medicines for
migraine are available that contain both painkillers and anti-
sickness medicines.

Those with severe or recurrent migraines should continue to seek
advice from their GP.

References:

1. NHS Choices: Migraine accessed October 2017
2. NICE CKS: Migraine accessed October 2017

Recommendation

Advise CCGs that a prescription for the treatment of mild
migraine should not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.11 Insect bites and stings

Annual Spend

c. £5,300,000

Rationale for

Most insect bites and stings are not serious and will get better

recommendation | within a few hours or days.
Over-the-counter treatments can help ease symptoms, such as
painkillers, creams for itching and antihistamines.

References: 1. NHS Choices: Insect bites and stings accessed

October 2017

26




https://www.nhs.uk/conditions/constipation/

https://cks.nice.org.uk/constipation#!topicsummary

https://www.nhs.uk/conditions/migraine/

https://cks.nice.org.uk/migraine#!scenario

https://www.nhs.uk/conditions/insect-bites-and-stings/

https://www.nhs.uk/conditions/insect-bites-and-stings/



OFFICIAL

2. NICE CKS: Insect bites and stings accessed October
2017

Recommendation

Advise CCGs that a prescription for treatment for insect bites and
stings will not routinely be offered in primary care as the condition
is appropriate for self-care.

Exceptions

No routine exceptions have been identified. See earlier for
general exceptions.

4.3.12 Mild Acne

Annual Spend

c. £800,000

Rationale for
recommendation

Acne is a common skin condition that affects most people at
some point. Although acne can't be cured, it can be controlled
with treatment.

Several creams, lotions and gels for treating acne are available at
pharmacies. Treatments can take up to three months to work.

Patients should be encouraged to manage mild acne with long
term use of over the counter products.

References:

1. NHS Choices: Acne accessed October 2017
2. NICE CKS: Acne Vulgaris accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of mild acne will
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.13 Mild Dry Skin

Annual Spend

c. £33,000

Rationale for

Emollients are often used to help manage dry, itchy or scaly skin

recommendation | conditions. Patients with mild dry skin can be successfully
managed using over the counter products on a long term basis.
References: 1. NHS Choices: Emollients accessed October 2017

2. NICE CKS: Eczema - atopic accessed October 2017.
3. PrescOIPP: sunscreens

Recommendation

Advise CCGs that a prescription for treatment of dry skin should
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

See earlier for general exceptions.

4.3.14 Sunburn due to excessive sun exposure

Annual Spend

c. £33,000

Rationale for
recommendation

Most people manage sun burn symptoms themselves or prevent
symptoms developing, using sun protection, by using products
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that can easily be bought in a pharmacy or supermarket.

References:

1. NHS Choices: Sunburn accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of sunburn should
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

See earlier for general exceptions.

4.3.15 Sun Protection

Annual Spend

c. £33,000

Rationale for

Most people manage sun burn symptoms themselves or prevent

recommendation | symptoms developing, using sun protection, by using products
that can easily be bought in a pharmacy or supermarket.
References: 1. PrescQIPP: sunscreens

Recommendation

Advise CCGs that a prescription for sun protection should not
routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

ACBS approved indication of photodermatoses (i.e. where skin
protection should be prescribed)

See earlier for general exceptions.

4.3.16 Mild to Moderate Hay fever/Seasonal Rhinitis

Annual Spend

c. £1,100,000

Rationale for

Hay fever is a common allergic condition that affects up to one in

recommendation | five people. There's currently no cure for hay fever, but most
people with mild to moderate symptoms are able to relieve
symptoms with OTC treatments recommended by a pharmacist.

References: 1. NHS Choices: Hay fever accessed October 2017

2. NICE CKS: Allergic rhinitis - Summary accessed October
2017
3. PrescOQIPP: Hay fever

Recommendation

Advise CCGs that a prescription for treatment of mild to moderate
hay fever will not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.17 Minor burns and scalds

Annual Spend

c. £200,000
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Rationale for
recommendation

Burns and scalds are damage to the skin caused by heat. Both
are treated in the same way.

Depending on how serious a burn is, it is possible to treat burns
at home.

Antiseptic creams and treatments for burns should be included in
any products kept in a medicine cabinet at home.

References:

1. NHS Choices: Burns and Scalds accessed October 2017.
2. NICE CKS: Burns and scalds accessed October 2017

Recommendation

Advise CCGs that a prescription for minor burns and scalds
should not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

See earlier for general exceptions.
No routine exceptions have been identified.
However more serious burns always require professional medical
attention. Burns requiring hospital A&E treatment include but are
not limited to:

« all chemical and electrical burns;

o large or deep burns;

e burns that cause white or charred skin;

e burns on the face, hands, arms, feet, legs or genitals that

cause blisters.

4.3.18 Minor conditions associated with pain, discomfort and/fever. (e.g. aches
and sprains, headache, period pain, back pain)

Annual Spend

c. £38,200,000

Rationale for
recommendation

In most cases, headaches, period pain, mild fever and back pain
can be treated at home with over-the-counter painkillers and
lifestyle changes, such as getting more rest and drinking enough
fluids.

Patients should be encouraged to keep a small supply of OTC
analgesics in their medicines cabinets at home so they are able
to manage minor conditions at home without the need for a GP
appointment.

Examples of conditions where patients should be encouraged to
self — care include: Headache, colds, fever, earache, teething,
period pain, cuts, self-limiting musculoskeletal pain, sprains and
strains, bruising, toothache, sinusitis/nasal congestion, recovery
after a simple medical procedure, aches and pains and sore
throat.

References:

1. NHS Choices: Living with Pain accessed October
2017.

2. NHS Choices: Your medicine cabinet

3. NICE CKS: Mild to Moderate Pain accessed October
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2017
4. PrescQIPP:analgesia resources

Recommendation

Advise CCGs that a prescription for treatment of conditions
associated with pain, discomfort and mild fever will not routinely
be offered in primary care as the condition is appropriate for self-
care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.19 Mouth ulcer

S

Annual Spend

c. £5,500,000

Rationale for
recommendation

Mouth ulcers are usually harmless and do not need to be treated
because most clear up by themselves within a week or two.
Mouth ulcers are common and can usually be managed at home,
without seeing your dentist or GP. However,
OTC treatment can help to reduce swelling and ease any
discomfort.

References:

1. NHS Choices: Mouth ulcers accessed October 2017.
2. NICE CKS: Aphthous ulcer accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of mouth ulcers will
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.20 Nappy Rash

Annual Spend

c. £500,000

Rationale for

Up to a third of babies and toddlers in nappies have nappy rash

recommendation | at any one time. Nappy rash can usually be treated at home
using barrier creams purchased at the supermarket or pharmacy.
Nappy rash usually clears up after about three to seven days if
recommended hygiene tips are followed.

References: 1. NHS Choices: Pregnancy and baby - Nappy Rash

accessed October 2017
2. NICE CKS: Nappy rash accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment for nappy rash will
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.
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Annual Spend

c. £4,500,000

Rationale for

Oral Thrush is a minor condition that can be treated without the

recommendation | need for a GP consultation or prescription in the first instance.
It is common in babies and older people with dentures or those
using steroid inhalers.
It can easily be treated with over the counter gel.

References: 1. NHS Choices: Oral Thrush (adults) accessed October 2017

2. NHS Choices: Oral Thrush (babies) accessed October 2017
3. NICE CKS: Candida Oral accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment for oral thrush will
not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.22 Prevention of dental caries

Annual Spend

c.< £100, 000

Rationale for

The dentist may advise on using higher-strength fluoride

recommendation | toothpaste if you are particularly at risk of tooth decay. Some
higher fluoride toothpastes (~1500 ppm) and mouthwashes can
be purchased over the counter.

References: 1. NHS Choices: Tooth Decay accessed October 2017.

2. PrescQIPP: Dental products

Recommendation

Advise CCGs that a prescription for high fluoride OTC toothpaste
should not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.23 Ringworm/Athletes foot

Annual Spend

c. £3,000,000

Rationale for
recommendation

Ringworm is a common fungal infection that can cause a red
or silvery ring-like rash on the skin. Despite its name, ringworm
doesn't have anything to do with worms.

Athlete's foot is a rash caused by a fungus that usually
appears between the toes. These fungal infections, medically
known as "tinea", are not serious and are usually easily treated
with over the counter treatments. However, they are
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contagious and easily spread so it is important to practice
good foot hygiene.

References:

1. NHS Choices: Athletes Foot accessed October 2017.

2. NHS Choices: Ring Worm accessed October 2017

3. NICE CKS: Fungal Skin Infection - Foot accessed
October 2017

Recommendation

Advise CCGs that a prescription for treatment of ringworm or
athletes foot will not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

Lymphoedema or history of lower limb cellulitis.
See earlier for general exceptions.

4.3.24 Teething/Mild toothache

Annual Spend

c. £5,500,000

Rationale for
recommendation

Teething can be distressing for some babies, but there are ways
to make it easier for them.

Teething gels often contain a mild local anaesthetic, which helps
to numb any pain or discomfort caused by teething and these can
be purchased from a pharmacy.

If baby is in pain or has a mild raised temperature (less than 38C)
then paracetamol or ibuprofen suspension can be given.

Toothache can come and go or be constant. Eating or drinking
can make the pain worse, particularly if the food or drink is hot or
cold. Mild toothache in adults can also be treated with over the
counter painkillers whilst awaiting a dental appointment for further
investigation.

References:

1. NHS Choices: Toothache accessed October 2017.
2. NICE CKS: Teething accessed October 2017

Recommendation

Advise CCGs that a prescription for teething in babies or
toothache in children and adults will not routinely be offered in
primary care as the condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.25 Threadworms

Annual Spend

c. £200,000

Rationale for
recommendation

Threadworms (pinworms) are tiny worms in your stools. They are
common in children and can be spread easily. They can be
effectively treated without the need to visit the GP.

Treatment for threadworms can easily be bought from
pharmacies. This is usually a chewable tablet or liquid you
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swallow. Strict hygiene measures can also help clear up a
threadworm infection and reduce the likelihood of reinfection

Everyone in the household will require treatment, even if they
don’t have symptoms.

References:

1. NHS Choices: Threadworms accessed October 2017
2. NICE CKS: Threadworm accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment of threadworm
should not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.26 Travel Sickness

Annual Spend

c. £4,500,000

Rationale for
recommendation

Mild motion sickness can be treated by various self-care
measures (e.g. stare at a fixed object, fresh air, listen to music
etc.); more severe motion sickness can be treated with over the
counter medicines.

References

1. NHS Choices: Travel Sickness accessed October 2017.
2. Patient info: Travel Sickness accessed October 2017

Recommendation

Advise CCGs that a prescription for treatment for motion sickness
will not routinely be offered in primary care as the condition is
appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.

4.3.27 Warts and Verrucae

Annual Spend

c. £900,000

Rationale for
recommendation

Most people will have warts at some point in their life. They are
generally harmless and tend to go away on their own eventually.

Several treatments can be purchased from a pharmacy to get rid
of warts and verrucae more quickly if patients require treatment.

References:

1. NHS Choices: Warts and Verruca’s accessed October
2017.

2. NICE CKS: Warts and Verrucae References
October 2017

accessed

Recommendation

Advise CCGs that a prescription for treatment of warts and
verrucae will not routinely be offered in primary care as the
condition is appropriate for self-care.

Exceptions

No routine exceptions have been identified.
See earlier for general exceptions.
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Appendix 1 - Conditions for which prescribing should be
restricted

Probiotics

Vitamins and minerals

Acute Sore Throat

Infrequent Cold Sores of the lip.

Conjunctivitis

Coughs and colds and nasal congestion

Cradle Cap (Seborrhoeic dermatitis — infants)

Haemorrhoids

. Infant Colic

10.Mild Cystitis

11.Mild Irritant Dermatitis

12. Dandruff

13.Diarrhoea (Adults)

14.Dry Eyes/Sore (tired) Eyes

15. Earwax

16.Excessive sweating (Hyperhidrosis)

17.Head Lice

18.Indigestion and Heartburn

19.Infrequent Constipation

20.Infrequent Migraine

21.Insect bites and stings

22.Mild Acne

23.Mild Dry Skin

24.Sunburn

25.Sun Protection

26.Mild to Moderate Hay fever/Seasonal Rhinitis

27.Minor burns and scalds

28.Minor conditions associated with pain, discomfort and/fever. (e.g. aches and
sprains, headache, period pain, back pain)

29.Mouth ulcers

30.Nappy Rash

31.0Oral Thrush

32.Prevention of dental caries

33.Ringworm/Athletes foot

34.Teething/Mild toothache

35. Threadworms

36. Travel Sickness

37.Warts and Verrucae
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Appendix 2— Example products for conditions or over the
counter items that could be restricted.

NB the products highlighted below are included for illustration purposes only. This
guidance focuses on prescribing restrictions for the conditions identified.

Condition/ltem
Probiotics

Example products
Probiotic sachets

Vitamins and Minerals

Vitamin B compound tablets, Vitamin
C effervescent 1g tablets,
Multivitamin preparations.

Acute Sore Throat

Lozenges or throat sprays

Cold Sores

Antiviral cold sore cream

Conjunctivitis

Antimicrobial eye drops and eye
ointment.

Coughs and Colds and Nasal Congestion

Cough mixtures or linctus,
Saline nose drops,

Menthol vapour rubs,

Cold and flu capsules or sachets.

Cradle Cap

Emulsifying ointment,
Shampoos

Haemorrhoids

Haemorrhoid creams, ointments and
suppositories.

Infant Colic Simethicone suspensions
lactase drops
Mild Cystitis Sodium bicarbonate or potassium

citrate granules

Contact Dermatitis

Emollients,
Steroid creams.

Dandruff Antidandruff shampoos
Antifungal shampoos
Diarrhoea (Adults) Loperamide 2mg capsules

Rehydration sachets,

Dry Eyes/Sore(tired) eyes

Eye drops for sore tired eyes
Hypromellose 0.3% eye drops

Earwax

Drops containing sodium bicarbonate,
hydrogen peroxide, olive oil or
almond oil.

Excessive sweating (mild — moderate
hyperhidrosis)

Aluminium chloride sprays, roll-ons,
solutions.

Head Lice

Creams or lotions for head lice

Indigestion and Heartburn

Antacid tablets or liquids

Ranitidine 150mg Tablets

OTC proton pump inhibitors e.g.
omeprazole 10mg capsules.

Sodium alginate, calcium carbonate or
sodium bicarbonate liquids.

Infrequent Constipation

Bisacodyl tablets 5mg
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Ispaghula Husk granules
Lactulose solution

Infrequent Migraines

Migraine tablets
Painkillers
Anti-sickness tablets

Insect bites and stings

Steroid creams or creams for itching.

Mild Acne Benzoyl peroxide products
Salicylic acid products
Mild Dry Skin Emollient creams, ointments and

lotions

Sunburn/Sun Protection

After sun cream
Sun creams

Mild to Moderate Hay fever/Seasonal
Rhinitis

Antihistamine tablets or liquids.
Steroid nasal sprays
Sodium cromoglicate eye drops

Minor Burns and Scalds

Antiseptic Burns Cream,
Cooling burn gel.

Minor conditions associated with pain,
discomfort and/fever. (e.g. aches and
sprains, headache, period pain, back

Paracetamol 500mg tablets,
Ibuprofen 400mg tablets,
NSAID topical creams or gels

pain) Paracetamol Suspension
Mouth Ulcers Antimicrobial mouthwash
Nappy Rash Nappy rash creams

Prevention of dental caries

Fluoride toothpastes
Mouthwashes

Ringworm/Athletes foot

Athlete's Foot Cream
Antifungal creams or sprays

Teething/Mild Toothache

Antiseptic pain relieving gel
Clove Ol
Painkillers

Threadworms

Mebendazole 100mg tablets

Travel Sickness Tablets

Travel sickness tablets

Warts and Verrucae

Creams, gels, skin paints and
medicated plasters containing
salicylic acid

dimethyl ether propane cold spray

36







image4.emf
Denosumab  information sheet - Dec 2021.pdf


Denosumab information sheet - Dec 2021.pdf
North of Tyne, Gateshead and North Cumbria m

Area Prescribing Committee Formulary Information Leaflet for Primary Care

North of Tyne and Gateshead Area Prescribing Committee
Medicines Guidelines and Use Group

DENOSUMAB (Prolia®) 60mg sc twice yearly for osteoporosis

Information for Treatment of Adults in Primary Care
Dec 2021 (expires Dec 2024)

Denosumab is licensed for the treatment of osteoporosis in postmenopausal women and in men at
increased risk of fractures, bone loss associated with long-term systemic glucocorticoid therapy in
patients at increased risk of fracture, and for bone loss associated with hormone ablation in men with
prostate cancer. This information sheet applies to the use of denosumab in osteoporosis for both men
and women.

Formulary Approved Indication

Denosumab is included in the North of Tyne & Gateshead Formulary for second and third line
use in post menopausal osteoporosis in line with NICE and in men at increased risk of
fractures, who fail to respond to, or have contraindications against, the use of oral
bisphosphonates or strontium ranelate. It is classified Green PLUS in the formulary traffic light
system.

Use in Osteoporosis

Denosumab (Prolia®) is a monoclonal antibody that inhibits osteoclast differentiation and survival,
thereby decreasing bone resorption. NICE has approved it as cost-effective for use in postmenopausal
women on the basis that initiation (first dose) will be in an outpatient environment in secondary care and
subsequent doses will be given by a nurse in primary care (NICE TA2041). Within the North of Tyne &
Gateshead Osteoporosis guidelines denosumab is placed as a second/ third line agent for patients
where oral bisphosphonates are ineffective or not tolerated (NoT&G APC,20202).

Denosumab (Prolia®) is also licensed for the treatment of bone loss associated with hormone ablation in
men with prostate cancer at increased risk of fractures, and for bone loss associated with long-term
systemic glucocorticoid therapy in patients at increased risk of fracture.

Denosumab in higher dosage (as XVEGA® ¥, 120mg sc monthly) is licensed for use in patients with
metastatic bone cancer from solid tumours. Such usage is outside the scope of this guidance.

Dose

60mg by subcutaneous injection every six months. No dosage adjustment is required in older people or
in patients with renal impairment. Administration to the thigh, abdomen or back of arm should be
performed by an individual who has been trained and is competent in subcutaneous injection. Care
should be taken to adhere strictly to the six-month dosage regime (see “Stopping or Delaying
Denosumab — risk of rebound vertebral fractures”, below).

Cautions

Adequate intake of calcium and vitamin D is important during treatment. Patients who are vitamin D
deficient are at risk of severe hypocalcaemia after dosing. The risk of hypocalcaemia is increased
further in patients with severe renal failure (CKD stage 4 or 5, eGFR <30 mL/minute) or on dialysis, as
these patients may not adequately activate 25(OH) vitamin D. Use in patients in severe renal failure
should be with the close involvement of a secondary care physician with experience in metabolic bone
disorders.

North of Tyne and Gateshead Area Prescribing Committee Page 1 of 5





North of Tyne, Gateshead and North Cumbria m

Area Prescribing Committee Formulary Information Leaflet for Primary Care

Contra-indications

Hypocalcaemia or untreated vitamin D deficiency. Hypersensitivity to the active substance or any of the
product excipients. Avoid use in pregnant or breastfeeding patients, or in children under 18 years of age.

Side-effects

Mild, transient hypocalcaemia is common after therapy. Hypocalcaemia is most common in the
first few weeks after dosing but can occur at any time. Rarely, denosumab can cause severe,
life-threatening hypocalcaemia in patients, particularly if they are vitamin D deficient or in renal
failure. Risk in patients receiving oncological doses (Xvega® V) is higher, and fatal cases have
occurred at these doses.

Increased incidence of eczema (1.7% placebo, 3% denosumab), flatulence (1.4% placebo,
2.2% denosumab), skin infections / cellulitis (<0.1% placebo, 0.4% denosumab), urinary
infections (0.5% placebo, 0.7% denosumab), and ear infections (0.1% denosumab, 0% placebo)
were also observed in phase Il trials.3

The needle cover contains a derivative of latex which may potentially cause allergic reactions.

Cases of osteonecrosis of the jaw (ONJ) have been reported but, as with bisphosphonates, the
vast majority were in patients receiving the drug at higher doses (120mg monthly). Although
extremely rare at the dosage used in the treatment of osteoporosis, to minimise the risk of this
adverse effect, good oral hygiene should be maintained and patients should avoid invasive
dental procedures if possible. Osteonecrosis of the auditory canal has been reported very rarely:
consider in patients on denosumab presenting with chronic ear infections or suspected
cholesteatoma?.

Atypical femoral fractures (AFF) have been reported rarely (incidence 21/10,000 to <1/1,000 per
year of treatment) in patients with postmenopausal osteoporosis receiving long-term (= 2.5
years) treatment with denosumab 60 mg in clinical trials®. Although typically subtrochanteric
they can occur anywhere along the femoral shaft. During denosumab treatment, patients
presenting with new or unusual thigh, knee, hip or groin pain should be evaluated with bilateral
full length femur XRs.

The risk of both ONJ and AFFs appears to be increased in patients with rheumatoid arthritis, or
who are on corticosteroid therapy. Denosumab is not a viable alternative anti-osteoporosis
therapy for patients who experience either ONJ or AFF whilst on bisphosphonate therapy.

All serious adverse drug reactions with denosumab (Prolia®) should be reported using the yellow card
system at https://yellowcard.mhra.gov.uk/

Before starting treatment with denosumab®

Measure eGFR, calcium and vitamin D levels at baseline. Recheck eGFR and calcium prior to
each dose of denosumab. Monitor vitamin D levels at least annually, but can be done prior to
each dose if deemed clinically necessary.

If 25(0OH) vitamin D <50 nmol/l prior to commencing denosumab rapidly load the patient using
colecalciferol 20,000 units TWICE a DAY for 10 days.

Ask about risk factors for ONJ (corticosteroid use, smoking, poor oral hygiene, planned invasive
dental surgery e.g., tooth extraction, dental infection).

A dental assessment should be considered prior to treatment in patients with risk factors. The
principle should be to get the patient as dentally fit as possible before initiating therapy. The
Scottish NHS has issued useful guidance on avoidance of medication induced ONJ”.
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e Initiation of denosumab therapy should be delayed in patients with planned dental surgery. For
patients currently receiving denosumab for osteoporosis who require dental surgery, the dental
surgery should be delayed until 3 months post-denosumab dose as the risk of rebound vertebral
fracture outweighs the risk of ONJ (see “Stopping or Delaying Denosumab”, below).

o Whilst on denosumab therapy patients should be encouraged to maintain good dental hygiene,
receive routine dental check-ups and report any oral symptoms.

e Patients should also be advised to report symptoms of hypocalcaemia (paraesthesiae, cramps,
muscle twitching, spasms); of atypical femoral fracture (new, unusual hip or groin pain); or of ear
pain, discharge or recurrent infection during treatment.

e Adequate intake of calcium and vitamin D during treatment should be maintained through
supplementation or diet. Assessment of intake should be documented if supplementation not felt
to be necessary.

Monitoring of denosumab (Prolia®)

The MHRA recommend monitoring of calcium levels

e prior to each dose of denosumab

o within two weeks of the initial dose in patients with renal impairment (eGFR<30ml/min) and
hence predisposed to hypocalcaemia.

o If symptoms of hypocalcaemia occur or if otherwise indicated based on the clinical condition of
the patient

¢ A more stringent monitoring regime is recommended for patients on oncological doses of
denosumab (Xvega¥) but is outside the scope of this document. See MHRA website for
details®.

Stopping or delaying Denosumab - risk of rebound vertebral fractures

Unlike potent bisphosphonates, denosumab does not exert a prolonged anti-osteoporotic effect. When
used to treat osteoporosis, each dose is only effective for around six months. If an interval much over six
to eight months is allowed to elapse between doses, then patients may experience rapid rebound loss of
bone mineral density gained whilst on therapy. Under these circumstances patients may sustain so-
called rebound vertebral fractures (RVFs), which can be multipleé. New MHRA data shows the
increased risk of multiple rebound vertebral fractures continues for at least 18 months after stopping or
delaying denosumab treatment® It is therefore recommended that the six-monthly dosing regime is
strictly adhered to. Where dental surgery is required for a patient on denosumab therapy, then surgery
should be delayed until 3 months after injection as the risk of rebound vertebral fracture outweighs the
risk of ONJ. Previous advice to delay the denosumab injection and proceed with surgery is now felt
unsafe.

It is unclear how this risk can be mitigated in patients where withdrawal of treatment is being considered.
Because of this risk it may be preferable to continue denosumab therapy indefinitely; the extension to
the FREEDOM trial showed continued improvement in BMD for up to ten years without plateau'®. As
such Denosumab must not be discontinued unless instructed by a secondary care bone specialist.

Denosumab therapy during Covid-19 (NICE rapid guideline NG167%)

Denosumab must be administered at 6 monthly intervals and not delayed for any reason including
Covid-19. To reduce contact with healthcare personnel and premises, the pre-treatment calcium check
may be omitted during the pandemic in low risk individuals, e.g. those who:
1. Have previously received treatment with denosumab on 2 or more occasions without clinical or
biochemical evidence of hypocalcaemia pre- or post-treatment
2. Are taking adequate calcium and vitamin D supplementation daily or almost daily providing
~1000mg calcium and ~800 units vitamin D per day
3. Have adequate and stable renal function - defined as CKD G1-3a
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4. Have no new comorbidities/medications since previous injection likely to affect renal function or
calcium handling

Precautions to reduce risk of hypocalcaemia if pre-treatment blood test is omitted

1. Ensure dietary and supplemental calcium equates to at least 1000mg per day

2. Ensure patient takes at least 800 units colecalciferol per day (a higher dose may be needed in
obese patients)

3. Administration of an additional bolus of oral vitamin D a week or two prior to injection is advised,
e.g. oral colecalciferol 20,000 units

4. Where feasible, a blood sample to check calcium and creatinine may be obtained at the time of
injection

Drug Interactions

None known

How to order

Primary Care

Denosumab can be delivered directly to the practice within 24 hours (to order, contact Movianto on
01234 248631 — Product code 9002794). Alternatively, it can be provided to patients through a retail
pharmacy by writing an FP10.

Secondary Care

Denosumab can be ordered directly from Amgen Ltd via e-mail to cs-uk@amgen.com (they cannot
accept phone orders) quoting item to be supplied, quantity and hospital address. If registered with their
system this will be sent within 24 hours.

Cost

NHS cost of each 1ml prefilled 60mg syringe is £183 (ie £366 for two injections per year).

How to store

Denosumab should be stored in a refrigerator (2° - 8°). Do not freeze. Keep the pre- filled syringe in the

outer carton to protect from the light.

References

1 NICE TA204: Denosumab for the prevention of osteoporotic fractures in postmenopausal women (October 2010).
Available from https://www.nice.org.uk/guidance/ta204

2 NoT&G APC Guideline for the management of osteoporosis in primary care. Available from:
http://www.northoftyneapc.nhs.uk/wp-content/uploads/sites/6/2018/01/Osteoporosis-guidelines-including-
bisphosphonate-review-Dec-17.pdf - Reference will need updating once guideline updated

3 Cummings SR, San Martin J, McClung MR, et al. Denosumab for prevention of fractures in postmenopausal
women with osteoporosis. N Engl J Med. 2009; 361: 756-765.

North of Tyne and Gateshead Area Prescribing Committee Page 4 of 5



mailto:cs-uk@amgen.com

https://www.nice.org.uk/guidance/ta204

http://www.northoftyneapc.nhs.uk/wp-content/uploads/sites/6/2018/01/Osteoporosis-guidelines-including-bisphosphonate-review-Dec-17.pdf

http://www.northoftyneapc.nhs.uk/wp-content/uploads/sites/6/2018/01/Osteoporosis-guidelines-including-bisphosphonate-review-Dec-17.pdf



North of Tyne, Gateshead and North Cumbria m

Area Prescribing Committee Formulary Information Leaflet for Primary Care

4 Denosumab (Prolia, Xgeva ¥ ): reports of osteonecrosis of the external auditory canal. MHRA 21/6/2017. Available
from https://www.gov.uk/drug-safety-update/denosumab-prolia-xgeva-reports-of-osteonecrosis-of-the-external-
auditory-canal

> Denosumab 60 mg (Prolia®): rare cases of atypical femoral fracture with long-term use : MHRA
Feb 2013 Drug Safety update volume 6 Issue 7. Available from https://www.gov.uk/drug-safety-update/denosumab-
60-mg-prolia

6 Denosumab: minimising the risk of osteonecrosis of the jaw; monitoring for hypocalcaemia. MHRA 25/9/2014,
accessible from https://www.gov.uk/drug-safety-update/denosumab-updated-recommendations

’Oral Health Management of Patients at Risk of Medication-related Osteonecrosis of the Jaw; NHS Education for
Scotland. Available from: http://www.sdcep.org.uk/wp-content/uploads/2017/04/SDCEP-Oral-Health-Management-
of-Patients-at-Risk-of-MRONJ-Guidance-full.pdf

8 Vertebral fractures after discontinuation of Denosumab: a Post Hoc analysis of the FREEDOM trial and it's
extension. Cummings et al J Bone Min Res (2018). Available from:
https://onlinelibrary.wiley.com/doi/full/10.1002/jbmr.3337

° Denosumab 60mg (Prolia): increased risk of multiple vertebral fractures after stopping or delaying ongoing
treatment, MHRA Aug 2020 Drug Safety Update Volume 14 Issue 1. Available from: https://www.gov.uk/drug-
safety-update/denosumab-60mg-prolia-increased-risk-of-multiple-vertebral-fractures-after-stopping-or-delaying-
ongoing-treatment

1010 years of denosumab treatment in postmenopausal women with osteoporosis: results from the phase 3
randomised FREEDOM trial and open label extension. Bone et al Lancet (2017). Available from:
https://www.thelancet.com/pdfs/journals/landia/P11S2213-8587(17)30138-9.pdf

11 «COVID-19 rapid guideline: rheumatological autoimmune, inflammatory and metabolic bone disorders” NICE
guideline [NG167]Published date: 03 April 2020 Last updated: 02 July 2020. Available from:
https://www.nice.org.uk/guidance/ng167/chapter/4-Treatment-considerations

Developed by Lewis Sutherland — Senior Clinical Pharmacist, Northumbria Healthcare NHS Trust

North of Tyne and Gateshead Area Prescribing Committee Page 5of 5



https://www.gov.uk/drug-safety-update/denosumab-prolia-xgeva-reports-of-osteonecrosis-of-the-external-auditory-canal

https://www.gov.uk/drug-safety-update/denosumab-prolia-xgeva-reports-of-osteonecrosis-of-the-external-auditory-canal

https://www.gov.uk/drug-safety-update/denosumab-60-mg-prolia

https://www.gov.uk/drug-safety-update/denosumab-60-mg-prolia

https://www.gov.uk/drug-safety-update/denosumab-updated-recommendations

http://www.sdcep.org.uk/wp-content/uploads/2017/04/SDCEP-Oral-Health-Management-of-Patients-at-Risk-of-MRONJ-Guidance-full.pdf

http://www.sdcep.org.uk/wp-content/uploads/2017/04/SDCEP-Oral-Health-Management-of-Patients-at-Risk-of-MRONJ-Guidance-full.pdf

https://onlinelibrary.wiley.com/doi/full/10.1002/jbmr.3337

https://www.thelancet.com/pdfs/journals/landia/PIIS2213-8587(17)30138-9.pdf




image5.emf
MM Alert 78  Dapagliflozin indication removal.pdf


MM Alert 78 Dapagliflozin indication removal.pdf
NHS
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I\/I E D S M a,tte rS NHS Foundation Trust

Alert 78 December 2021

MEDS Matters Alerts are circulated to raise awareness of medicines and processes involved with errors and so reduce the risk to patients in the future.
Produced by the Medicines Safety Group following analysis of locally reported incidents or national patient safety alerts

Drug Safety Update:
Dapagliflozin (Forxiga): no longer authorised for the treatment of
Type 1 diabetes mellitus

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment data/file/1042533/Dec-2021-DSU-
PDF V2 20 December 2021.pdf

The authorisation holder for dapagliflozin has withdrawn the indication for type 1 diabetes
mellitus. The removal of the type 1 diabetes indication is not due to any new safety concerns
and the other indications of dapagliflozin are unchanged.

ACTIONS FOR ALL HEALTHCARE PROFESSIONALS

« Dapagliflozin 5 mg is no longer authorised for the treatment of patients with type 1
diabetes mellitus

o The removal of the type 1 diabetes indication is not due to any new safety concerns and
the other indications of dapagliflozin are unchanged

« Dapagliflozin should be reviewed and discontinued in patients with type 1 diabetes by or in
consultation with a physician specialised in diabetes care as soon as clinically practical

« After stopping dapagliflozin treatment, frequent blood glucose monitoring is recommended

e Anincreased insulin dose may be needed, which should be undertaken carefully to
minimise the risk of hypoglycaemia or hyperglycaemia

« Diabetic ketoacidosis is a known risk with use of dapagliflozin in all patients with diabetes,
but it occurs more frequently in patients with type 1 diabetes than those with type 2
diabetes

« Additional risk minimisation materials to mitigate the risks in patients with type 1 diabetes
are no longer available

« Report suspected adverse drug reactions associated with use of dapagliflozin on a Yellow
Card

For any further information please contact the Medicines Safety Team, North Cumbria Integrated Care,
Cumberland Infirmary on 01228 814463

REPORTING ERRORS IMPROVES PATIENT CARE
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North Cumbria
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I\/I E D S M a,tte rS NHS Foundation Trust

Alert 76 October 2021

MEDS Matters Alerts are circulated to raise awareness of medicines and processes involved with errors and so reduce the risk to patients in the future.
Produced by the Medicines Safety Group following analysis of locally reported incidents or national patient safety alerts

Chloral Hydrate, cloral betaine (Welldorm):
restriction of paediatric indication

https://www.gov.uk/drug-safety-update/chloral-hydrate-cloral-betaine-welldorm-restriction-of-paediatric-indication

Chloral hydrate and cloral betaine are indicated currently only for the short-term
treatment of severe insomnia that is interfering with normal daily life and when
other therapies (behavioural and pharmacological) have failed, as an adjunct to
non-pharmacological therapies

FURTHER ADVICE FOR ALL HEALTHCARE PROFESSIONALS

e Use of these medicines in children and adolescents is not generally
recommended and should be under the supervision of a medical
specialist

e Following a national review of safety and efficacy data, the paediatric
indication for chloral hydrate and cloral betaine has been further restricted
to only children and adolescents with a suspected or definite
neurodevelopmental disorder — this reflects current clinical practice

e For all patients, treatment should be for the shortest duration possible and
should not exceed 2 weeks

e Repeated courses are not recommended and can only be administered
following medical specialist re-assessment

e Following prolonged treatment, slowly taper the dose before
discontinuation — abrupt discontinuation can lead to delirium

Please continue to report suspected adverse drug reactions to the Yellow Card
scheme.

For any further information please contact the Medicines Safety Team, North Cumbria Integrated Care,
Cumberland Infirmary on 01228 814463

REPORTING ERRORS IMPROVES PATIENT CARE
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NHS

North Cumbria
Integrated Care

I\/I E D S M a,tte rS NHS Foundation Trust

Alert 79 December 2021

MEDS Matters Alerts are circulated to raise awareness of medicines and processes involved with errors and so reduce the risk to patients in the future.
Produced by the Medicines Safety Group following analysis of locally reported incidents or national patient safety alerts

Drug Safety Update:
Haloperidol (Haldol): reminder of risks when used in elderly
patients for the acute treatment of delerium

https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment data/file/1042533/Dec-2021-DSU-
PDF V2 20 December 2021.pdf

Elderly patients are at an increased risk of adverse neurological and cardiac effects when
being treated with haloperidol for delirium. The lowest possible dose of haloperidol should be
used for the shortest possible time, and cardiac and extrapyramidal adverse effects should be
closely monitored.

ACTIONS FOR ALL HEALTHCARE PROFESSIONALS

e Special caution is required when using haloperidol for the acute treatment of
delirium in frail, elderly patients

e Only consider haloperidol for delirium when non-pharmacological interventions are
ineffective and no contraindications are present (including Parkinson's disease and
dementia with Lewy bodies)

« Before initiating treatment, a baseline electrocardiogram (ECG) and correction of any
electrolyte disturbances is recommended; cardiac and electrolyte monitoring should be
repeated during treatment

« Prescribe the lowest possible dose for the shortest possible time, ensuring that any dose
up-titration is gradual and reviewed frequently

« Monitor for and investigate early any extrapyramidal adverse effects, such as acute
dystonia, parkinsonism, tardive dyskinesia, akathisia, hypersalivation, and dysphagia

e Report suspected adverse drug reactions associated with use of dapagliflozin on a Yellow
Card

For any further information please contact the Medicines Safety Team, North Cumbria Integrated Care,
Cumberland Infirmary on 01228 814463

REPORTING ERRORS IMPROVES PATIENT CARE
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Lipid-Management-Pathway-NEW-version-4.pdf
Summary of National Guidance for Lipid Management for
Primary and Secondary Prevention of CVD

INITIAL CONSIDERATIONS:
e Measure non-fasting full lipid profile (total cholesterol, HDL-C, non-HDL-C, triglycerides) and HbA1c as part of an initial baseline assessment. e Consider secondary causes of hyperlipidaemia and manage as needed.
e Ensure appropriate baseline and follow up tests as detailed on page 2. Measure BMI. e Identify and exclude people with contraindications/drug interactions e If non-fasting triglyceride above 4.5mmol/L see page 2.

. 4

PRIMARY PREVENTION SEVERE HYPERLIPIDAEMIA SECONDARY PREVENTION
Consider statin therapy for adults who do not have established CVD but fall into the categories If TC>7.5mmol/L and/or LDL-C Offer statin therapy to adults with CVD, this includes angina, previous MI, revascularisation,stroke or TIA
below. Use QRISK risk assessment tool where appropriate (see page 2, ‘Primary Prevention >4.9mmol/L and/or non-HDL-C or symptomatic peripheral arterial disease. Do not delay statin treatment if a person has acute coronary
Risk Assessment’) >5.9mmol/L, a personal and/or family syndrome. Take a lipid sample on admission (within 24 hours)
history of confirmed CHD (<60 years)
1 and with no secondary causes:
Suspect familial hypercho|estero|aemia Ident|fy and address all modifiable risk factors - SmOking, diet, ObeSity, alcohol intake,
* * * * * (possible heterozygous FH) physical activity, blood pressure and HbA1c.
Age <84 Type 2 Type 1 diabetes, if they have one CKD eGFR Age 285 Do not use QRISK risk assessment tool +
& QRISK diabetes or more of the following: <60 years
210% & QRISK | | . Over 40 years mL/min/1.73m? | | if appropriate l SECONDARY PREVENTION
over next >10% ) and/or consider Do not delay statin treatment in secondary prevention while managing modifiable risk factors.
. > A A 5 . .
10 years over next Had d|abete.s for >10 years albuminuria comorbidities, Prescibe a high intensity statin:
10 years * Have established nephropathy frailty & life DIAGNOSIS AND REFERRAL Atorvastatin 80mg daily
* Have other CVD risk factors expectancy Take fasting blood for repeat lipid Use a lower dose of atorvastatin if there is a potential drug interaction,
* * * * * profile to measure LDL-C. high risk of or experiencing adverse effects, or patient preference.
) . . , . )
Identify and address all modifiable risk factors - smoking, diet, obesity, alcohol intake, .U?;e th‘? _S'mon Broome or D“FCh_ Offer atorvastatin 20mg if CKD (people with GFR< 60 mL/min/1.73m").
physical activity, blood pressure and HbA1c. Lipid Clinic Network (DLCN) criteria v
to make a clinical diagnosis of FH. — - - -
¢ * Measure full lipid profile again after 3 months (non-fasting).
Refer to Lipid Clinic for further Y« Hirth i : . . : . .
Consider additional risk factors, if present, together with QRISK score (treated for HIV, assessment if cFI)inicaI diagnosis of FH High intensity statin treatment should achieve reduction of non-HDL-C > 40% from baseline. If not achieved
severe mental iliness, taking medicines that cause dyslipidaemia, systemic inflammatory disorder or if TC>9.0mmol/L and/or aﬂer.3 months o ) )
; ; ; ; - : - discuss treatment adherence, timing of dose, diet and lifestyle measures
(e.g. SLE), impaired fasting glycaemia, recent change in risk factors) LDL-C >6.5mmol/L and/or ) ) i ]
: - If started on less than atorvastatin 80mg and the person is judged to be at higher risk (based on

non-HDL-C >7.5mmol/L or comorbidities, risk score or clinical judgement - see page 2 ‘Additional Risk Factors’), consider increasing

Fasting triglycerides > 10mmol/L to 80m - : : . p ) . o
s g atorvastatin. For how to increase in people with CKD see ‘Special Patient Populations’ (page 2).
. . . _PBIMAR_Y PR_EVENTIO_N . (regardless of family history) (page 2) « If non-HDL-C baseline value is not available*, consider target non-HDL-C < 2.5mmol/L (approximately
If lifestyle modification is ineffective or inappropriate offer statin treatment. l equivalent to LDL-C < 1.8mmoliL) as recommended by Joint British Societies (JBS3).

Atorvastatin 20mg daily *this scenatrio is not covered by NICE CG181

* « If patients on a high-intensity statin have side effects, offer a lower dose or an alternative statin
_ - X X TREATMENT TARGETS IN FH (see page 2 ‘Extent of lipid lowering with available therapies’)
» Measure full lipid profile again after 3 months (non-fasting). If clinical diagnosis of FH and/or
* High intensity statin treatment should achieve reduction of non-HDL-C > 40% from baseline. If other risk factors present follow the *
not achieved after 3 months; recommended treatment management If m_aximum tolerated dose c.>f statin does r.10t con.trol non-HDL-C/LDL-C we_II _enough.afteri? months c.:onfirm
- discuss treatment adherence, timing of dose, diet and lifestyle pathway for primary or secondary statin adherence, then consider the following options based on shared decision making* with the patient
- If at higher risk (based on comorbidities, risk score or clinical judgement — see page 2 prevention as for non-FH, BUT + + +
;)Zcit/oc;nazilolzzlgtgsg tg(r);)gcg;ﬁ;der increasing the dose every 2-3 months up to a maximum Aim to achieve at least a 50% If recommended statin treatment is Ezetimibe 10mg daily Injectable therapies**
- - y . . . o reduction of LDL-C (or non-fasting contraindicated or not tolerated - follow (NICE TA385). Reassess | | If non-HDL-C > 2.5mmol/L:
- For how to increase in people with CKD see ‘Special Patient Populations’ (page 2). non-HDL-C) from baseline. AAC Statin Intolerance Algorithm for after three months. [f Arrange fasting blood test fo
¢ Consider specialist referral for advice regarding adverse effects (click here). non-HDL-(? rema.\ins > measure LDL-C to assess
« If patients on a high-intensity statin have side effects, offer a lower dose or an alternative statin further treatment and/or * ?ﬁfen:gﬂt’tﬁzcz::;; eligibility:
(see page 2 ‘Extent of lipid lowering with available therapies’) ccr)]nSIderatlon of ZCSES‘)I therapr!]/. ":] If statin intolerance is confirmed, consider: arrange a fasting blood - Inclisiran - if fasting LDL-C
» If maximum tolerated dose of statin does not achieve non-HDL-C reduction > 40% of baseline - they are assessed to e*ft very hig - Ezetimibe 10mg monotherapy. Assess test and assess eligibility = 2.6mmol/L despite
value after 3 months consider adding Ezetimibe 10mg daily (NICE TA385) risk of a coronary event response after 3 months (TA385) maximum tolerated lipid
« If statin treat . indi d | g - OR therapy is not tolerated o ! 3 lowering therapy (TA733)
in treatment is contraindicated or not tolerated; - OR LDL-C remains >5mmol/L - Ezetimibe 10mg/bempedoic acid 180 mg
- See AAC Statin Intolerance Algorithm for advice regarding adverse effects (click here) (primary prevention) combination when ezetimibe alone does not OR
- Ezetimibe 10mg monotherapy may be considered. Assess response after 3 months. _ CF))R LD?/-E) remains >3.5mmol/L control non-HDL-C sufficiently. (NICE TA694) - PCSKO9i - see overleaf

- Ezetimibe 10mg/bempedoic acid 180 mg combination may be considered when ezetimibe * See overleaf for information to for LDL-C thresholds.

alone does not control non-HDL-C/LDL-C well enough (NICE TA694). (secondary prevention) - support shared decision making | (TA393/4)
¢ gizgﬁbrge;;‘(g?:;flerated statin and If non HDL-C remains > 2.5mmol/L ** Inclisiran aqd PCSKi should | |f eligibility criteria are not
despite other lipid lowering therapies not be prescribed concurrently | ot consider ezetimibe
If non-HDL-C reduction remains < 40% of baseline despite maximal tolerated lipid lowering **defined as any of the following: consider Injectable therapies - arrange 10mg daily (if not
therapy (including people with intolerances and contraindications) consider referral to specialist * Established coronary heart disease a fasting blood test and assess eligibility > previously considered)

lipid management clinic according to local arrangements * Two or more other CVD risk factors criteria (TA393/394, TA733)
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MANAGEMENT

This guidance applies to new patients and may also be taken into consideration
for those already on statins at their annual review. If 40% reduction of non-HDL-C
not achieved, offer high intensity statins. Discuss with people who are stable on a
low- or medium-intensity statin the likely benefits and potential risk of side effects
if changed to a high-intensity statin when they have a medication review and
agree with the person whether a change is needed.

Ezetimibe, alirocumab, evolocumab or inclisiran can be added when patients’
LDL-C levels are not lowered enough with the maximally tolerated dose

of statins. Bempedoic acid with ezetimibe is an option when statins are
contraindicated or not tolerated, and when ezetimibe alone does not control
LDL-C well enough. Do not offer a fibrate, nicotinic acid, bile acid binder or
omega-3 fatty acids alone or in combination with statin, for the prevention of CVD
(Check NICE CG181 for exceptions).

PRIMARY PREVENTION RISK ASSESSMENT

QRISKS3 is the current version of the QRISK calculator. www.arisk.org/three

- Do not use this risk assessment tool for people with established CVD or those
who are at high risk of developing CVD because of FH or other inherited
disorders of lipid metabolism.

- Do not use a risk assessment tool to assess CVD risk in people with type 1
diabetes, or eGFR less than 60 mL/min/1.73 m? and/or albuminuria.

- Consider people aged = 85 at increased risk of CVD because of age alone
particularly people who smoke or have raised BP.

Additional Risk Factors

Note, standard CVD risk scores including QRISK may underestimate risk in

people who have additional risk because of underlying medical conditions or

treatments. These groups include the following groups of people;

* severe obesity (BMI>40kg/m?) increases CVD risk

* treated for HIV

* serious mental health problems

« taking medicines that can cause dyslipidaemia such as antipsychotic
medication, corticosteroids or immunosuppressant drugs

» autoimmune disorders such as , and other systemic inflammatory disorders

* non-diabetic hyperglycaemia

« significant hypertriglyceridaemia (fasting triglycerides 4.5-9.9mmol/L)

* recent risk factor changes e.g. quit smoking, BP or lipid treatment

Consider socio-economic status as an additional factor contributing to CVD risk.

If QRISK < 10% over the next 10 years - Give lifestyle advice and ensure
regular review of CVD risk in line with guidance.

SPECIAL PATIENT POPULATIONS

Type 1 Diabetes

While NICE recommends offering statins to patients with Type 1 diabetes as detailed
in the algorithm, it also states to consider statins in all adults with type 1 diabetes.

Chronic Kidney Disease

Offer atorvastatin 20mg for the primary or secondary prevention of CVD to
people with CKD (eGFR less than 60 mL/min/1.73m? and/or albuminuria)

Increase the dose if a greater than 40% reduction in non-HDL-C is not achieved
and eGFR is 30 mL/min/1.73m? or more.

Agree the use of higher doses with a renal specialist if eGFR is less than 30 mL/
min/1.73m?

ABBREVIATIONS

ALT: alanine aminotransferase LDL-C: low density lipoprotein cholesterol

AST: aspartate aminotransferase non-HDL-C: non-high density lipoprotein cholesterol
CHD: coronary heart disease PCSKOJi: proprotein convertase subtilisin kexin 9
CKD: chronic kidney disease monoclonal antibody inhibitor

CVD: cardiovascular disease

FH: familial hypercholesterolaemia

SLE: systemic lupus erythematosus
SPC: summary of product characteristics
TC: total cholesterol

EXTENT OF LIPID LOWERING WITH AVAILABLE THERAPIES

TITRATION THRESHOLD / TARGETS

Approximate reduction in LDL-C

Statin dose mg/day 5 10 20 40
Fluvastatin 21% 27%
24%

Pravastatin

Simvastatin

Atorvastatin

Rosuvastatin

Atorvastatin + Ezetimibe 10mg
| ] Low intensity statins will produce an LDL-C reduction of 20-30%
[ Medium intensity statins will produce an LDL-C reduction of 31-40%
[ High intensity statins will produce an LDL-C reduction above 40%

Il simvastatin 80mg is not recommended due to risk of muscle toxicity

* Rosuvastatin may be used as an alternative to atorvastatin if compatible with
other drug therapy. Some people may need a lower starting dose (see BNF).

» Low/medium intensity statins should only be used if intolerance or drug interactions.

* Ezetimibe when combined with any statin is likely to give greater reduction in
non-HDL-C or LDL-C than doubling the dose of the statin.

* PCSKO9i (NICE TA393, TA394) alone or in combination with statins or ezetimibe
produce an additional LDL-C reduction of approximately 50% (range 25-70%).

* Bempedoic acid when combined with ezetimibe (TA694) produces an additional
LDL-C reduction of approximately 28% (range 22-33%) but no clinical outcome
evidence is currently available.

* Inclisiran (TA733) alone or in combination with statins or ezetimibe produces an
additional LDL-C reduction of approximately 50% (range 48-52%) but no clinical
outcome evidence is currently available.

MONITORING

Baseline Measurements

In addition to full lipid profile, measure renal, thyroid and liver profiles (including
albumin) and HbA1c to exclude secondary causes and co-morbidities.
Measure baseline liver transaminase (ALT or AST) before starting a statin.
Measure CK if unexplained muscle pain before starting a statin.

CK should not be measured routinely especially if a patient is asymptomatic.

Intensify lipid lowering therapy if non-HDL-C
non-HDL-C reduction from baseline <2.5mmol/L (LDL-C
is less than 40% <1.8mmol/L)

Optimise lipid lowering therapy to
achieve at least 50% reduction in
LDL-C (or non-HDL-C.)

If baseline cholesterol is unknown in the setting of secondary prevention use the
use Joint British Societies’ JBS3 consensus recommendation.

Non-HDL-C = TC minus HDL-C

LDL-C = non-HDL-C minus (Fasting triglycerides®/2.2)

avalid only when fasting triglycerides are less than 4.5 mmol/L

SPECIALIST SERVICES

Scope of specialist service available locally may include; lipid clinic, PCSK9i
clinic (offering initiation and subsequent follow up), FH genetic diagnosis and
cascade testing, lipoprotein apheresis service. NICE eligibility criteria for PCSK9i
and fasting LDL-C thresholds are summarised below.

NICE TA393 Alirocumab
NICE TA394 Evolocumab High risk ' Very high risk 2
Not recommended LDLC>4.0 LDLC > 3.5
mmoL/L mmoL/L
LDLC>5.0 LDLC > 3.5
mmolL/L mmolL/L

' History of any of the following: ACS; coronary or other arterial revascularisation procedures; CHD,
ischaemic stroke; PAD. 2 Recurrent CV events or CV events in more than 1 vascular bed (that is,
polyvascular disease).

Bempedoic acid/ezetimibe and inclisiran are available in primary care and do not
require initiation by specialist services.” PCSK9i may be available for prescribing
in primary care: see local initiation pathways.

TRIGLYCERIDES

Refer to lipid clinic for urgent specialist review if not a result of
excess alcohol or poor glycaemic control. At risk of acute pancreatitis.

v v v v
v v v v

If <40% non-HDL-C reduction, up titration required. Repeat full lipid
profile and ALT or AST within 3 months of each up-titration of statin
dose or addition of ezetimibe as required

v v v v
v* v*

Provide annual medication reviews for people taking statins to discuss effectiveness of therapy,
medicines adherence, lifestyle modification and address CVD risk factors.

*Consider an annual non-fasting full lipid profile to inform the discussion around effectiveness of lipid
lowering therapy and any medicines non-adherence.

Monitoring

Repeat full lipid profile is non-fasting.

Measure liver transaminase within 3 months of starting treatment and then within
3 months of every additional up titration and then again at 12 months, but not
again unless clinically indicated.

If ALT or AST are greater than 3 times the upper limit of normal then do not initiate a
statin or discontinue statin therapy already prescribed and repeat the LFTs in a month.

If ALT or AST are elevated but are less than 3 times the upper limit of normal then:

 Continue the statin and repeat in a month.

« If they remain elevated but are less than 3 times the upper limit of normal then
continue statin and repeat again in 6 months.

Authors: Dr Rani Khatib & Dr Dermot Neely on behalf of the AAC Clinical Subgroup. Nov 2021. Review date: Nov 2022. NICE endorsed Dec 2021.

Repeat the TG measurement with a fasting test (after an interval of 5
days, but within 2 weeks) and review for potential secondary causes
of hyperlipidaemia. Seek specialist advice if the TG concentration
remains > 10mmol/litre. At risk of acute pancreatitis

If non-fasting triglycerides are greater than 4.5mmol/L, repeat with
a fasting TG measurement Be aware that the CVD risk may be
underestimated by risk assessment tools, optimise the management
of other CVD risk factors present and seek specialist advice if non-
HDL-C concentration is > 7.5 mmol/litre.

STATIN INTOLERANCE

Statin intolerance is defined as the presence of clinically significant adverse
effects from statin therapy that are considered to represent an unacceptable risk
to the patient or that may result in adherence to therapy being compromised.

For people who are intolerant of the recommended statin treatment see the NHSE
AAC statin intolerance algorithm, available on the NHSE AAC page (Click here)

References:

JBS3. 2014. www.jbs3risk.com/pages/6.htm
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Soon Jun Hong et al. 2018. Clinical therapeutics 40(2): 226-241.e4
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North of Tyne, Gateshead and North Cumbria Area Prescribing Committee

[bookmark: bookmark0]Liothyronine (T3) for Hypothyroidism - Prescribing Guideline

The North of Tyne and Gateshead APC does not support the routine prescribing of liothyronine (T3) either as monotherapy or in combination with levothyroxine, nor of desiccated thyroid extract (DTE; eg Armour® Thyroid) in the long term treatment of hypothyroidism in line with NHS England guidance. Levothyroxine alone is the treatment of choice, supported by overwhelming evidence; it is a well- tolerated and effective treatment.

· Do not initiate any new patients on liothyronine (T3) or DTE (including Armour® Thyroid) in primary care.

· If symptoms persist, optimise levothyroxine dose aiming for a TSH between 0.1 and 1.0mU/l. Look for alternative causes of symptoms. In line with BTA guidance, endocrinologists providing NHS services may recommend liothryonine (T3) for individual patients after a careful trial of at least three months.

· If a patient requests a supply of liothyronine (T3) or DTE following a private consultation they should be referred to an NHS endocrinology service to assess need for T3 treatment. DTE therapy is unlicensed and non-formulary and should NOT be recommended for prescription at NHS expense.

· If at all possible, switch patients who are already on long standing liothyronine (T3), DTE preparations (including Armour® Thyroid) to an equivalent dose of levothyroxine, prescribed generically. Obtain advice from an NHS endocrinologist if the patient is under their care.

· Do NOT stop liothyronine (T3) or DTE products in existing patients without making provision for a switch to levothyroxine (T4).

· Refer to Tables 1 and 2 below, taking into account the patient’s most recent thyroid function tests.

· Refer to PrescQIPP Bulletin 121 for further information on switching here .Table 1: Approximate equivalent doses

Armour® Thyroid

Levothyroxine

(micrograms)

% grain (15mg)

25

% grain (30mg)

50

1 grain (60mg)

75

1 + % grains (90mg)

125

2 grains (120mg)

150

3 grains (180mg)

250

4 grains (240mg)

350

5 grains (300mg)

400





Round doses to the nearest 25 micrograms. Repeat thyroid function tests (TSH and T4) 6 weeks after switching to determine the appropriateness of the new dose. Obtain advice from endocrinologist if patient is under their care.Table 2: Approximate equivalent doses

Liothyronine

(micrograms)

Levothyroxine

(micrograms)

5

12.5

10

25

20

50

30

75

40

100

60

150

80

200

100

250





Liothyronine (T3) is the active thyroid hormone and the majority is produced by peripheral conversion of levothyroxine (T4). There is no consistent evidence of clinical and cost effectiveness to support the use of liothyronine (either alone or in combination) for the treatment of hypothyroidism with respect to cognitive function, social functioning and wellbeing. Armour® Thyroid is an unlicensed preparation derived from porcine thyroid glands. It contains T3 and T4, with an excessive amount of T3 in relation to T4.

· The Royal College of Physicians’ Guideline - Prescribing of additional liothyronine (T3) is not recommended in any presently available formulation, including Armour® Thyroid, as it is inconsistent with normal physiology, has not been unequivocally proven to be of any benefit to patients and may be harmful.

· The British Thyroid Association - There is no convincing evidence to support routine use of liothyronine (T3) monotherapy, thyroid extracts, compound thyroid hormones, iodine containing preparations, dietary supplementation or over the counter preparations in the management of hypothyroidism. Clinicians have an ethical responsibility to adhere to the highest professional standards of good medical practice, rooted in sound evidence. This includes not prescribing potentially harmful therapies without proven advantages over existing treatments.

· NHS England and NHS Clinical Commissioners - Liothyronine (T3) should not routinely be prescribed in primary care.


· It is harder to select, monitor and adjust the dose of T3 containing preparations.

· There are potential risks from liothyronine (T3) therapy on bone (osteoporosis) and the heart (arrhythmia).

· Variation in hormonal content and large amounts of liothyronine (T3) in combination preparations may lead to increased serum concentrations of T3 and subsequent thyrotoxic symptoms, such as palpitations and tremor.

· Liothyronine (T3) 20 microgram tablets cost £101.29/28 tablets (levothyroxine 100 microgram tablets: £1.16/28).

Exceptional Circumstances

Specialist NHS endocrinologists may initiate liothyronine (T3) for:

1. Patients treated with levothyroxine who continue to suffer with symptoms despite adequate biochemical correction. In such cases, primary care prescribing is only appropriate if the following criteria apply1:

a) The specialist has prescribed liothyronine (T3) for a trial period of at least 3 months duration.

b) The trial is carefully audited by the specialist and liothyronine (T3) is found to benefit the patient.

c) The patient is clinically unable to take levothyroxine (eg levothyroxine induced liver injury), as confirmed by the specialist NHS endocrinologist with supporting biochemistry from an accredited NHS lab.

2. Patients requiring short term ‘rescue’ treatment while awaiting onset of action of thyroxine (e.g. profound hypothyroidism following radioactive iodine treatment / thyroidectomy for hyperthyroidism or following cardiac revascularisation where previously significantly hypothyroid)

3. Cancer patients, post thyroidectomy

Patients that need to receive radioactive iodine treatment (Radioiodine Remnant Ablation RRA) after their surgery will initially be started on liothyronine due to its shorter half-life and therefore faster decline and onset of action than levothyroxine. These patients will remain on liothyronine until the oncologist is confident that they will not need any more radioactive iodine at which point they are switched over to levothyroxine. Short term prescribing of liothyronine (T3) in these circumstances should remain the responsibility of secondary care.

Table 3: Cost Comparison

September 2021 – prices accurate at the time of writing, for up to date prices see 

https://www.nhsbsa.nhs.uk/pharmacies-gp-practices-and-appliance-contractors/drug-tariff 

		Formulation and strength

		Cost of 28 tablets



		Levothyroxine tablets 12.5 micrograms

		£12.49



		Levothyroxine tablets 25 micrograms

		£1.29



		Levothyroxine tablets 50 micrograms

		£1.15



		Levothyroxine tablets 75 micrograms

		£2.58



		Levothyroxine tablets 100 micrograms

		£1.16



		Liothyronine (T3) tablets 20 micrograms

		£101.29



		Liothyronine (T3) tablets 10 micrograms

		£148.00



		Liothyronine (T3) tablets/capsules 5 micrograms

		£98.00



		Liothyronine (T3) tablets/capsules 2.5 micrograms

		£505.87*



		Levothyroxine oral solution 100micrograms/ 5mL

		£164.99/ 100mL





*Unlicensed special, not listed in the Drug Tariff. Price from ePACT data Sept 2021
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[bookmark: bookmark1]Dear	

[bookmark: bookmark2]Information about changes to medicines or treatments on the NHS: Changes to liothyronine (T3) prescribing (click here to access)

The NHS has asked doctors to stop or greatly reduce the prescribing of some medicines from December 2017. This is because the medicines are:

· Not as safe as other medicines OR

· Not as good (effective) as other medicines OR

· More expensive than other medicines that do the same thing.

One of these medicines is liothyronine (T3) (including Armour Thyroid and other desiccated animal thyroid extracts). We understand that you are currently receiving an NHS prescription for this.

[bookmark: bookmark3]What is liothyronine (T3)?

Liothyronine (sometimes known as T3) is used to treat an underactive thyroid gland. “Underactive” means that the thyroid gland does not work as well as it should. The recommended treatment for an underactive thyroid gland is a medicine called levothyroxine. Your body converts liothyronine (T3) to levothyroxine naturally.

[bookmark: bookmark4]Why does the NHS want to reduce prescribing of liothyronine (T3)?

There is no evidence to support routinely using liothyronine (T3) in the treatment of an underactive thyroid gland. There is a lot of evidence for using levothyroxine.

Risks associated with liothyronine (T3) use include

· It is harder to monitor and adjust the dose of liothyronine (T3) containing preparations.

· There are potential risks from liothyronine (T3) therapy on bone (osteoporosis) and the heart (disturbances of heart rate and rhythm).

· Levels of liothyronine vary widely through the day and do not provide consistent effects.

· Variation in hormonal content and large amounts of T3 in combination preparations may lead to increased serum concentrations of T3 and subsequent thyrotoxic symptoms, such as palpitations and tremor.

At current prices, liothyronine (T3) is very expensive. 20 microgram tablets cost £101.29/28 tablets

whilst levothyroxine 100 microgram tablets cost £1.16/28. This additional cost cannot be justified where scientific evidence does not demonstrate that it offers any advantage for most people with an underactive thyroid.

Because of these considerations The British Thyroid Association (BTA), which is the national organisation that sets standards around the treatment of thyroid problems, recommends that liothyronine (T3) is only considered for treatment of thyroid under-activity if a person has been reviewed by an NHS consultant endocrinologist who is confident that, for that individual, there is clear benefit.

As you are currently receiving a prescription for liothyronine (T3) or a desiccated thyroid extract (DTE) we are writing to you to inform you that

(Delete as appropriate)

· Your GP wishes to discuss your ongoing treatment plan in line with current recommendations and will not issue another prescription for liothyronine (T3) or DTE until that discussion has taken place. Please make an appointment. You may then be referred to an NHS endocrinologist for review of your treatment.

· You are being referred to an NHS endocrinologist for review of your treatment

In exceptional cases, where levothyroxine has not worked, and in line with national and BTA guidance, an NHS consultant endocrinologist may recommend liothyronine (T3) for individual patients after a three month trial of treatment.

This approach to implementation of national guidance has the support of NHS consultant endocrinologists across the North of Tyne and Gateshead areas.
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[bookmark: bookmark5]Appendix/Additional information

[bookmark: bookmark6]Where can I find more information and support?

· You can speak to your local pharmacist, GP or the person who prescribed the medication to you

· British Thyroid Association (BTA) Management of hypothyroidism FAQ:

http://www.british-thyroid-association.org/current-bta-guidelines-

· The Patients Association can also offer support and advice: https://www.patients-association.org.uk/ or call 020 8423 8999

· Healthwatch: www.healthwatch.co.uk

Find out more about the medicines that are being stopped or reduced:

https://www.england.nhs.uk/wp-content/uploads/2018/03/otc-guidance-for-ccgs.pdf

[bookmark: bookmark7]If you have any questions about liothyronine prescribing please email them to: england.medicines@nhs.net
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		North of Tyne, Gateshead and North Cumbria Guideline For Blood Glucose Monitoring



		Guideline review group: Steven Llewellyn (Newcastle Gateshead CCG); Susan Turner (Northumberland CCG); Neil Frankland (North Tyneside CCG); Dr. Becky Haines (Newcastle Gateshead CCG); Dr. Barbara Palmer (Newcastle Gateshead CCG); Dr. Caroline Sprake (North Tyneside CCG); Liz Harmer (Northumberland CCG); Sue Keir (Newcastle

Gateshead CCG); Angie Pearsall (Gateshead NHS FT); Sue Robson (Northumbria FT); Rebecca Cook (RVI); Karen Nesbitt (Newcastle Diabetes Centre)







		Blood Glucose Meters and Test Strip Options



		Blood glucose monitoring requires the use of appropriate equipment. The aim of this guidance is to rationalise the number of different blood glucose testing equipment across the locality whilst ensuring  appropriate use of NHS resources. Advantages of compliance with the guidance include consistency of approach, reduced risk of errors due to unfamiliarity with equipment, a reduction in unnecessary prescribing, and improved cost effectiveness.

· Blood glucose testing should be used as part of a care plan for the management of Diabetes following structured patient education which includes the purpose of testing. Testing is not required for all diabetic patients.

· The decision to change meters should be used as an opportunity to review the purpose of testing and the interpretation of results

· If a change in prescribed test strips is required, patients should be encouraged to use their current supply of test strips first as long as the strips have not reached their expiry date and the current meter is in working order

· The majority of test strips expire within 90 days of opening. If one container usage is over a longer period than this, review of blood glucose monitoring needs is recommended.

· Patients should be reminded to use control solutions/calibrate machines in line with manufacturer recommendations

The blood glucose testing meters referred to in this document are recommended in the North of Tyne and Gateshead areas at the time of publication and meet the needs of the majority of patients whilst complying with ISO standards. The list is neither exhaustive nor exclusive and is subject to change due to product updates/changes.







		Driving



		· The main issue in relation to driving and the law is the risk of hypoglycaemia

· It is important that any patient who is using treatment that can cause hypoglycaemia (insulin / sulphonylurea) has the means to test their blood glucose

· The current DVLA guidance separates insulin-treated diabetes and diabetes managed by tablets carrying hypoglycaemia risk (including sulphonylureas and glinides) and provides different recommendations for each.

· People with insulin-treated diabetes are recommended to test their blood glucose prior to driving, and every 2 hours during long journeys (compulsory for Group 2 licences/taxi drivers). Following hypoglycaemia treatment the blood glucose must be in the normal range for 45 mins prior to resuming driving. There must be full hypo awareness at every episode (refer to DVLA website for further information).

· For people with diabetes managed by tablets carrying hypoglycaemia risk, blood glucose monitoring is not routinely required (except for Group 2 licences/taxi drivers), but should be used if needed to avoid or detect hypoglycaemia in people at high risk.

· For Group 2 and vocational licences evidence is required of twice daily blood glucose testing and at times related to driving (no more than 30mins before the start of the first journey and at two hourly intervals while driving). A blood glucose meter with the facility to store a minimum of 3 months of results is required and has to be reviewed annually by an appropriate medical professional. A meter with the facility to download results is recommended. All meters in use must be reviewed.

· The DVLA require to be notified if there is one episode of unrecognised hypoglycaemia where assistance is required in previous 12 months.
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	Type 1 Diabetes Mellitus

Type 2 Diabetes Mellitus







Self-monitoring of glycaemic control should only be performed if it has a clear purpose for the patient and healthcare professional. It should not be viewed as a stand-alone intervention, but should be incorporated into structured patient education (NICE-clinical guideline 15). Approaches and targets should be individualised and agreed in consultation with patients, as part of the care planning process.



Test frequency will depend on the patient and their insulin regimen. A frequency of up to eight times daily is possible. More testing is required to meet driving requirements


Routine self monitoring of blood glucose is not required if patients are well controlled on non-insulin therapy (including oral treatment, diet and exercise control. Patient education should clearly identify potential situation where hypo and hyperglycaemia may arise. Examples of these include:

· Any non-minor illness

· Concomitant systemic steroid therapy

· Initiation of a sulphonylurea/Insulin

People with Type 2 diabetes usually have more stable glycaemic control and therefore advice on the frequency of testing will reflect this in line with the treatment they are on. In practice, the level of monitoring will vary according to the treatment regime in use and the target level of glycaemic control set for the patient, and for driving requirements.

NB: Urine glucose monitoring test strips (Diastix) are used as part of structured Type 2 education i.e. DESMONDAll results must be recorded with time and date to provide a cumulative record as a basis for day-to-day changes in therapy



People prescribed insulin should be taught how to adjust therapy in line with their blood glucose monitoring.

Diet and Exercise

Glitazone/ Incretins and

/or metformin

HbA1c is the real outcome measure for these patients. Blood glucose monitoring should not be required routinely, but may be required:

· During illness

· When therapy is changed

· If steroids are co- prescribed (midday, before evening meal and 2 hours after evening meal)

· When regular HbA1c testing is not available

· Patients with postprandial hyperglycaemia

· Pre-conception care and pregnancy

· Terminal care/end of life patients

Sulphonylurea/ with or without GLp-1/Incretins

The main purpose is to detect and avoid hypoglycaemia



Also may be required for driving in people at high risk of hypoglycaemia

Basal insulin and oral medication

Fasting Glucose can be used to titrate basal insulin and results and at other times to identify trends of hyper and hypoglycaemia

BD Pre-Mixed insulin

Test at various times to include pre- prandial and pre-bed



May be advised post prandial in specific circumstances

Multiple (MDI) injection regimes

As for Type 1

Increase in BGM may be required during period of:

· Illness

· Use of steroids

· Lifestyle changes

· Changes to insulin dosage

· Pre conception

· Impaired hypo awareness

· Frequent hypos

· Exercise

· Driving

· Terminal care/end of life patients as part of a care plan

Test at night if unrecognised hypos are suspected

Routinely pre meals and pre bed (MDI) One or two multi-point

profiles a week at different times of day (BD premixed)





HbA1c should be measured every three to six months.













































		Driving (see page 1 for more detail)

		Alternative Site Testing (ASL)

		Lancers and Lancets



		· The main issue in relation to driving and the law is the risk of hypoglycaemia

· It is important that any patient who is using treatment that can cause hypoglycaemia (insulin/sulphonylurea) has the means to test their blood glucose

· People with insulin-treated diabetes should be recommended to test their blood glucose prior to driving, and at intervals during long journeys. (Refer to page 1 of this guideline and DVLA website for

further information)

		These results must be used with caution in the following circumstances:

· When making frequent insulin dose adjustment decisions eg following new diagnosis

· During illness management

· Following exercise

· For hypoglycaemia management especially if poor warning symptoms

		· Each meter is supplied with a lancer and will require lancets on prescription

· Lancers (the finger pricking devices) are not available individually on prescription.

· Replacement Lancing devices (Lancers) available from companies (usually free of charge)

· Lancets are for single use only

· Disposal of lancets (refer to Sharps policy)
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Blood Glucose Meters and Test Strip Options



FIRST LINE - meets the needs of majority of patients:



		Test Strips

		Meter name

		Benefits

		Lancets

		Cost

(strip 50)

		Manufacturer



		

Finetest Lite

		



Finetest Lite

		· 0.5µl blood volume

· Large display

· Auto-coding

· Alternative site testing

· Data download

		



Greenlan

		

£5.95 (50)

		



Neon





Alternative recommendations for patients who may be excluded from using a first line meter:



		Patient groups

		Test Strips

		Cost

(strips)

		Meter name

		Company



		Type 1 diabetes with requirement for blood

		GlucoMen Areo ketone sensors GlucoMen Areo sensors

		£9.95 (10)

£9.95 (50)

		

GlucoMen Areo 2K

		

Menarini



		ketone monitoring (for use in CSII therapy;

		or

		

		

		



		diagnosis of DKA; CAPD; pregnant women)

		FreeStyle Optium β-Ketone FreeStyle Optium

		£21.71 (10)

£16.12 (50)

		FreeStyle Optium Neo

		Abbott



		Visual impairment (supplied lancer not easy to use for visual impairment)

		



GlucoRx Nexus Test Strips

		



£8.95 (50)

		



GlucoRx Nexus Voice Meter

		



GlucoRx



		Impaired manual dexterity

		

 Accu-Chek Instant  Test Strips

		

£7.50 (50)

		Accu-Chek Instant (with Fastclix lancing device)

		

Roche



		Bus/taxi drivers on insulin/sulphonylureas (to dispose of sharps safely whilst working; use standard meter at home)

		

Mobile





 Accu-Chek Instant  Test Strips

		

£9.99 (50)





£7.50 (50)

		

Accu-Chek Mobile cassette (with Fastclix lancing device)



 Accu-Chek Instant (with Fastclix lancing device)

		



Roche



		Adult patients who

		MyLIfe Unio

		£9.50 (50)

		MyLife Unio Neva (app)

		Ypsomed



		require bolus dose

		Mobile

		£9.99 (50)

		Accu-Chek Mobile (app)

		Roche



		advice on meter or

		 Accu-Chek Instant  Test Strips

		£1£7.50

		 Accu-Chek Instant  (with Fastclix lancing device)

		Roche



		smartphone app

		FreeStyle Lite

		£16.41 (50)

		FreeStyle Insulinx (meter)

		Abbott



		

		Contour Next

		£15.16 (50)

		Contour Link (Medtronic)

		Ascensia



		Patients on insulin

		FreeStyle Lite

		£16.41 (50)

		FreeStyle Lite (Omnipod)

		Abbott



		pumps

		Aviva

		£16.21 (50)

		Accu-Chek Combo/Insight (Roche)

		Roche



		

		MyLIfe Unio

		£9.50 (50)

		Mylife YpsoPump

		Ypsomed



		Patients being remotely managed via Telehealth

		GlucoMen Areo sensor

(gestational diabetes)

		

£9.95 (50)

		

GlucoMen Areo

		

Menarini



		Patients who have

		

		

		

		



		difficulties using the

		Element

		£9.89 (50)

		Element

		Neon



		first line meter –

		GlucoLab

		£9.89 (50)

		GlucoLab

		Neon



		consider alternatives

		Contour

		£9.99 (50)

		Contour

		Ascensia



		where test strips cost

		Performa

		£7.50 (50)

		Accu-Chek Performa Nano

		Roche



		less than £9.99/50 strips

		

		

		

		



		Meter choice should be guided on the advice of specialist team for:

· Renal dialysis patients

· Children and young people under 19 years old – seek advice from paediatric specialists before changing meter

· Antenatal and post-natal patients – meter choice guided by hospital to ensure compatibility with service software

· Any patients for whom the GP practice has received instructions from secondary care to keep the patient on a specific meter
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		Cost effective lancet choices for self-use by patients



		· Use the least costly lancets that are suitable for the individual patient - these may not be the one provided with the meter. There are a number of cost effective lancets available on prescription priced at less than £3 per 100 lancets.

· Lancets are designed to fit into proprietary finger-pricking devices however most single use lancets can fit several devices.

· Finger pricking devices are not prescribable as they are not listed as appliances under Part IXA of the Drug Tariff. Finger pricking devices are supplied with the blood glucose monitoring meter.

· Multi-device lancets which contain a preloaded lancet drum (e.g. Fastclix), should be restricted to those with clinical need, e.g. those with dexterity problems or children/adults where disposal of sharps may be impractical or difficult

· Safety lancets are designed so that the sharp retracts after use. These are primarily for the benefit of healthcare workers to avoid needle stick injury, not to be used by patients self- monitoring blood glucose, therefore they should not routinely be prescribed by GPs on prescription.

· Ensure that quantities on prescription are appropriate and in line with frequency of testing (i.e. should match quantities and frequency of ordering of blood glucose test strips).

· Lancets are for single use only, patients should be provided with suitable containers for the collection of used lancets. Arrangements should be available for the suitable disposal of these containers.

· Lancets for self-use must not be used by healthcare workers to take samples from more than one patient.
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OPIOID DOSE CONVERSION CHART
ESSENTIAL NOTES ON USING THIS CHART - The dose conversions give guidance but YOU MUST EXERCISE CLINICAL JUDGMENT as well as looking up the
dose. When changing to a new opioid because of toxicity or unacceptable side-effects, always start with a dose that is approximately 2/37 of the calculated
equivalent and titrate. This will reduce risk of toxicity and increase likelihood of a successful switch. If you have any doubt, you must seek specialist
advice. Always document your reasons for switching and your calculations in the patient’s clinical record.

ORAL opioid Opioid by SUBCUTANEOUS INFUSION Opioid by TRANSDERMAL PATCH
Dose in ma t mg per 24 hours Doses are for medication in syringe driver in mg / 24hrs (Dose in micrograms / hour)
(Morphine is first line oral opioid of (Morphine is first line injectable opioid of choice)
choice) :
Opioid Morphine Oxycodone Morphine Oxycodone Alfentanil injection Fentanyl patch | Buprenorphine patch
injection injection (72 hourly) (7 day & 3-4 day)
; Divide oral morphine |Divide oral Divide oral Divide oral morphine

Conversion ,
calculation dose by 1.5 (Note a) | morphine oxycodone dose by 30 (Note c) (Note d)
rule dose by 2 dose by 2 (Note b)

20 ~15 10 7.5 ~0.5 N/A 10 (7 day)

30 20 15 10 1 12 15 (7 day)

60 40 30 20 2 25 25 (7 day)

120 80 60 40 4 50 52.5 (3-4 day)

180 120 90 60 6 75 70 (3-4 day)

240 160 120 80 8 100 105 (3-4 day)

300 200 150 100 10 125

360 240 180 120 12 150

480 320 240 160 16 200

600 400 300 200 20 250

720 480 360 240 24 300
PRN dose IR oral opioid - 1/10 -1/6 of SC bolus inj - 1/10-1/6 of 24hr SC bolus inj -1/10 N/A N/A

24hr oral dose up to 1-hrly CSCl dose up to 1-hrly of 24hr CSCl dose

up to 1-hrly

Note (a): PCF7 advises morphine: oxycodone = 1.5:1. In practice, halve the morphine dose to derive oxycodone dose and then re-titrate. Note (b): When changing
oxycodone from oral to subcutaneous, PCF7 advises oral:SC = 1.5:1. In practice, especially if the switch is needed for poor oral absorption, halving the dose offers
a more cautious conversion from which re-titration may follow. Note (c): We follow the dose ratio in PCF7 which is morphine:fentanyl = 100:1 (BNF states 150:1).
Note (d): Data sourced by PCF7 suggests that TD buprenorphine is between 70 and 115 times more potent than PO morphine. PCF7 advocates a ratio of 100:1 as
a compromise. Therefore, as a guide, a buprenorphine 5 microgram/hr patch would be equivalent to 12mg PO morphine per day. Based upon this potency ratio,
buprenorphine and fentanyl patches may be considered of similar potency (this does not translate conveniently into examples on the chart above).
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Palliative and end of life care

Pain

Nausea and vomiting
Constipation

Emergencies - bowel obstruction
Emergencies — seizures

Emergencies — metastatic spinal cord compression (MSCC)

Emergencies — malignant hypercalcaemia
Emergencies — major haemorrhage

Emergencies — malignant superior vena cava obstruction

Emergencies - opioid toxicity
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Control of glucose in patients on corticosteroids
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Diabetes management in the last days of life
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Pain in the last days of life in renal impairment
Pain in the last days of life — supplementary information

Nausea and/or vomiting in the last days of life

Restlessness, agitation and/or delirium in the last days of life

Respiratory tract secretions in the last days of life
Breathlessness in the last days of life
Syringe drivers and drug compatibility chart

Key resources
e Wilcock A, Howard P, Charlesworth S (eds) (2020) Palliative Care Formulary - seventh

edition (PCF7), Pharmaceutical Press, London.
e BNF 82 (September 2021) BMJ Group and Pharmaceutical Press, London.

Frequently used abbreviations
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2

5

6
13
15
16
17
18
19
20
21
21
22
23
24
25
26
27
28
29
30
31
32
33

b.d. - | twice daily NSAID non-steroidal anti-inflammatory
CSClI - | continuous subcutaneous infusion drug
eGFR - | estimated glomerular filtration o.n. at night
rate
Gl - | Gastrointestinal o.d once daily
GMC - | General Medical Council PO by mouth
hr(s) - | hour(s) PPI proton pump inhibitor
hrly - | Hourly PRN as required
IR - | immediate release g.d.s. four times daily
% - | Intravenous SC subcutaneous
LMWH | - | low molecular weight heparin SPCT specialist palliative care team
MCA - | Mental Capacity Act TD transdermal
mg - | Milligrams t.d.s. three times daily
min(s) - | minute(s) TENS transcutaneous electrical nerve
mL - | Millilitres stimulation
mmol/L | - | millimoles per litre UTI urinary tract infection
MR - | modified release WHO World Health Organisation
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INTRODUCTION

Welcome to the Fifth edition of the North East and North Cumbria Strategic Clinical Network
Palliative and End of Life Care Symptom Control Guidelines. These guidelines have been
written by a group of medical, nursing and pharmacy specialists working in palliative care in
hospitals, hospices and the community across our region.

These guidelines have been written for any clinician responsible for the management
and treatment of adult patients with palliative and end of life care needs, regardless
of diagnosis.

They are a place to begin. If symptoms fail to respond to treatment or if you are
concerned that this guidance may not be appropriate to the clinical situation, please
seek specialist advice from your local palliative care service.

This guidelines booklet is small, simple and accessible, and presents a consensus view on
symptom management based on available evidence and expert opinion. The guidelines are
not intended to replace excellent textbooks and formularies that already exist. They have been
updated to reflect any recent changes in practice, and in response to feedback and requests
for additional information from users of the Fourth edition.

Please note that drug dose guidance — and especially the stated relative potencies of different
opioid drugs — is drawn from the Palliative Care Formulary 7th Edition (PCF7). Where the
recommendations differ from the BNF, we have tried to highlight this in the text.

The use of drugs beyond licence (“off-label”) in palliative care and pain management practice
is currently both necessary and common and should be seen as a legitimate aspect of clinical
practice. (See PCF7, pages XiX-Xxiv).

The group takes no responsibility for any consequences of any actions taken as a result of
using these guidelines. Readers are strongly advised to ensure that they are acting in line with
current accepted practice and legislation, as these may change. No legal liability is accepted
for any errors in these guidelines, or for the misuse or misapplication of the advice presented
here.

We are immensely grateful to the effort and commitment made by all the contributors to this
edition: Jane Bond, Jessica Briggs, Max Charles, Felicity Dewhurst, Hannah Edge, Jonathan
Hindmarsh, Kate Howorth, Angela Laybourne, Francesca Mastaglio, Clare MacGregor, Emma
McDougall, Rahul Nayar, Lauren Peters-Jones, Clare Raffel, Grace Rowley, Hassan Tahir,
Pamela Saunders, Donna Wakefield, Jane Walker, Tom Ward and Lizzie Woods. With their
hard work, the Fifth edition has now been successfully completed.

For further information, please visit https://northerncanceralliance.nhs.uk/

Dr Alexa Clark
Chair, Guidelines Review Group

Tracy Wilson
Co-chair, Guidelines Review Group

December 2021
4
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PALLIATIVE AND END OF LIFE CARE

The National Institute for Health and Care Excellence (NICE 2020) defines palliative care as:

‘an approach that improves the quality of life of patients and their families facing the problems associated
with life-threatening illness, through the prevention and relief of suffering by means of early identification and
impeccable assessment and treatment of pain and other problems, physical, psychosocial and spiritual’.

The principles of palliative care are relevant to patients with both malignant and non-malignant diagnoses. It may
be delivered in conjunction with disease modifying treatment, and usually becomes a more important part of
management as the disease progresses.

Much of the support given to people is from professionals who are not specialists in palliative care and should
aim to meet the needs of the person and their family within the limits of their knowledge and competence. The
aim of general palliative care is to provide:

Information for the person and their carers with 'signposting' to relevant services.
Accurate and holistic assessment of a person's needs.

Co-ordination of care teams in and out of hours and across boundaries of care.

Basic levels of symptom control.

Psychological, social, spiritual, and practical support.

Open and sensitive communication with the person, their carers and professional staff.

Specialist advice should be sought or the person referred to specialist services when necessary.

Key principles of symptom management

e Detailed assessment in partnership with patient and carers.

o Diagnose cause of symptom(s) using knowledge of pathophysiology and disease processes.

¢ Investigations and treatment should be appropriate to the stage of disease and prognosis, balancing benefit
and harm (as defined by the patient).

e Choose the most appropriate treatment for the individual balancing benefit against side effect, burden and
considering factors such as route of administration.

¢ Avoid making too many changes at once or review will be complex.

Care planning and decision making

In palliative care it is hugely important to be open to, and to consider, future health problems and to plan care to
support a patient’s wishes and minimise distress. An excellent resource for supporting decision making is
Deciding Right, a North East initiative for making care decisions in advance.

See https://northerncanceralliance.nhs.uk/deciding-right/

Key aspects of Deciding right, reproduced directly from the website, are that it:

Applies to all ages, care situations and settings

Emphasises the partnership between the individual, carer or parent and the clinician

Places the Mental Capacity Act (MCA) at the centre of shared decision-making

Enables professionals and organisations to comply with the MCA by filling the gap in practice, not just the

knowledge gap

Recognises the individual with capacity as key to making care decisions in advance.

Empowers the individual who lacks capacity to have decisions made in their best interests.

Enables information to be recognisable in all care settings.

Introduces emergency health care plans as an important adjunct in all settings to tailor care to the individual

with complex needs.

e Ensures that, wherever possible, documentation and information is suitable for all ages (children, young
people and adults).



https://northerncanceralliance.nhs.uk/deciding-right/
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PAIN Unpleasant sensory and emotional experience associated with actual or potential tissue
damage. lItis a highly subjective phenomenon. “Pain is what the patient says hurts”

PAIN ASSESSMENT- it is essential to try to determine the CAUSE of the pain to guide management

Essential elements:

e Careful initial assessment and documentation - identify the probable cause of the pain(s).

e Regular review — progress of symptoms, effects of interventions, identify changing / new pains.
e Multiple sites and types of pain are common — assess and plan management for each pain.

Each pain should be assessed for: Pain scores or scales
e Site, severity, radiation and characteristics of its timing / frequency / variation. Subjective, self-rated

e Quality, use patient’s descriptions (e.g. burning, shooting, throbbing, ‘toothache’). severity scales (e.g. 1-
e Exacerbating and relieving factors include effects of drug and non-drug interventions.| 10)

e Associated symptoms and features and impact on daily activities / sleep. Help r_eview

e Consider additional factors that may contribute to ‘total pain’ below. effectiveness of

interventions.

Non-verbal cues /
scale can also be used

Assessing impact of

Completing the picture:
e Clinical examination - to determining the likely type and cause of pain.

e Relevant investigation, if appropriate, should be considered: pain and interventions
o Renal function (which may influence drug choice). useful e.g. on sleep /
o X-rays / scans (MRI spine if nerve root compression / MSCC suspected). ADLSs / mobility

“Review, review, review”: Success in pain management depends upon regular review of pain and its causes, as well
as the effectiveness and acceptability of treatment for the patient, and impact of interventions on daily functioning &
sleep.

Concept of TOTAL PAIN

Where significant changes in the patient’s pain experience occurs in
response to complex psychosocial factors. Explore:

e Patient’s understanding, fears and concerns. Spiritual
e Previous experience of pain and expectations of treatment.

Physical Psychological

Total
pain
Social

Considerations when prescribing analgesia:

Use oral route if possible. Non-oral route if dysphagia, vomiting, bowel obstruction, terminal

Route
phase.

Background pain is predictable regular / continuous level of pain managed by continuous

Background pain opioid. Use lowest dose of drug possible to avoid toxicity — supplement with PRN doses.

Pain occurring despite regular opioids - predictable (e.g. aggravated by movement) or
spontaneous. Managed with PRN opioids prescribed at 1/10™ to 1/6" of background dose; up
to 1-hourly. Set maximum (e.g. 6 doses / 24hrs) — ensure patient review if exceeds this.

Breakthrough
pain

Pain occurring secondary to predictable inciting event (e.g. movement or receiving care /
turning). Utilise PRN breakthrough medication given just before / at start of event, combined
Incident pain with low dose (or no) background opioids to limit side effects. An increase in breakthrough
requirements for incident pain may not require an increase in background opioids if
background pain is well controlled.

Transdermal Slow onset and offset over days dependent on type used. Patches cannot be used to manage
patch (TD) acute exacerbations / escalation of pain; use only for stable pain.

Continuous subcutaneous infusion (CSCI): deliver IR opioid injection usually over 24hrs via
pump. Takes 4 hours to reach effective serum levels. Prescribe PRN opioid via subcutaneous
route.

Syringe driver
(CscC)

Prescribers must know the adverse effects and contraindications of all medications. Consult

Adverse effects BNF if unsure or discuss with local palliative care team.
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PRESCRIBING FOR PAIN

A step-wise approach (e.g. WHO analgesic ladder) provides a framework for palliative pain management based
on pain severity and character / cause. Opioids are central to this and are valuable drugs for the safe and effective
relief of moderate to severe pain in patients with advanced disease (malignant and non-malignant). As strong
opioids are readily available in the UK, weak opioids are no longer indicated as low dose morphine has greater
and more rapid analgesic effect. Morphine is the first line opioid of choice in patients without significant
impairment.

Modified WHO analgesic ladder

STEP 1
Non-opioid (Paracetamol and/or NSAID) +/- adjuvant

STEP 2/3
Opioid* +/- non-opioid (Paracetamol and/or NSAID) +/- adjuvant
(* e.g. morphine, oxycodone — see page 8 & 9)

e Start and titrate cautiously — reduce doses (+/- extend PRN intervals) if frail / elderly / renal/hepatic
impairment.

e Understand the differing properties and potencies of different opioids (pages 2 & 9).
e Breakthrough IR opioid of 1/10" to 1/6' of total background dose max. 1- 2hrly.

1
1
1
1
1
1
1
' e Increase in background doses by 30-50% (max. 50%), not more often than every 48 hrs (72hours for
: patches).

1

1

1

1

1

1

e Incident pain: where a high number of PRN breakthrough doses relate to incident pain and the patient’s
background pain remains well controlled, there is no need to increase background doses.

e Monitor for efficacy, side effects and signs of opioid toxicity / sedation.
e Some types of pain do not respond well to opioids and require adjuvant analgesics (p11 & 12) / interventions.
e Make patients aware of driving regulations when on opioids (https://www.gov.uk/drug-driving-law).

COMMON CONCERNS over the use of opioids

Addiction - Psychological dependence is rare when carefully titrated in a patient with severe pain. In patients with a
history of substance misuse, liaise with specialist team but do not withhold pain relief.

Tolerance - Increasing doses without benefit may indicate tolerance or a pain that is poorly responsive to opioids.

Respiratory depression — Opioids may cause respiratory depression but it is usually counteracted by pain. Careful
dose titration, clinical judgement and regular review allow safe use in most patients.

OPIOID TOXICITY - For Emergency Treatment, see page 21

Features: sedation, myoclonic jerks, hallucinations, confusion, reduced respiratory rate. Pin-point pupils may indicate
that taking opioids. Can occur due to fever / heat in those with transdermal patches. Reduce opioid dose by 30-50%.
Checkrenal and hepatic function. Seek specialist advice on alternative analgesics or opioid switch.

COMMON SIDE EFFECTS of opioids

Constipation — common, persists, worse with dose increase. Prescribe stimulant laxative, adding a softener if needed
(see section on Constipation page 15).

Nausea/vomiting — common when commencing opioids, usually settles within days. Prescribe anti-emetic ‘as
required’ (e.g.haloperidol 0.5-1.5mg o.n. or metoclopramide 10mg t.d.s.) for the first week, titrating to response.

Drowsiness — fairly common during early days of treatment, then often settles. Reassure patient unless severe or
cognitive impairment. Consider dose reduction, alternative analgesic or seek advice on opioid switch.

Dry mouth — common and persistent. Ensure good oral hygiene. Consider artificial saliva products or saliva stimulants.



https://www.gov.uk/drug-driving-law
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FLOWCHART FOR OPIOID TITRATION USING MORPHINE

Pain uncontrolled on paracetamol +/- adjuvant analgesic

|

Using Immediate Release Morphine (IR)

A 4

|

Using Modified Release Morphine (MR)

l

e Use lower starting doses than in these examples if elderly, frail or renal impairment.
e |ftaking codeine or tramadol stop these drugs and use conversion table or seek specialist advice
to calculate appropriate starting dose of strong opioid.

l

A 4

Start IR morphine

e.g. Oramorph (10mg/5ml) 5mg (2.5ml)
regularly 4hrly.

Omit dose during night if sleeping.

Prescribe same dose 1-2hrly as required
for breakthrough pain.

Start MR morphine e.g. Zomorph, MST
10mg 12hrly.

Prescribe IR morphine

e.g. Oramorph (10mg/5ml)

5mg (2.5ml) 1-2hrly as required for
breakthrough pain.

A\ 4

l

Review after 24 hours.
If sedated / signs of toxicity, reduce dose.

If pain controlled, continue same dose and
review in 24hrs.

If pain uncontrolled, add up previous 24hr use
(regular and as required doses) to recalculate
new 4hrly dose. Prescribe nearest practical
dose; do not exceed a 50% increase.

Review after 24 hours.

If pain controlled, continue same dose and
review in 24hrs.

If pain uncontrolled, encourage use of
breakthrough medication and review in
24hrs.

|

\4

Review after further 24 hours.

If pain uncontrolled, follow as above.

When pain is better controlled convert to
12hrly MR morphine. Add up total morphine
use in 24hrs, divide by two and prescribe
nearest practical dose.

Adjust breakthrough dose

Review after further 24 hours.

If pain is still uncontrolled, recalculate the
MR morphine dose by adding the value of
breakthrough given in the previous 24hrs
but do not exceed a 50% increase.
Prescribe the nearest practical dose.

Adjust breakthrough dose.






NENC Palliative & End of Life Care Symptom Control Guidelines =5 Edition

DIFFERENT OPIOIDS

Conversion
. . ratio
Opioid Preparations Opioid: oral Notes
morphine
Morphine :\?Rogj;!l I(T(zefqt:l?:(ley) N/A First line opioid of choice if no significant renal impairment.
Weak opioid. Metabolised to morphine with significant inter-patient
Codeine IR: oral (lasts 4-6 101 variation. Caution needed with conversions to other opioids — consider
hrs) ' initial switch to IR oral morphine 2.5-5mg PRN for 48 hours to assess
needs.
Tramadol IR: oral 10:1 Weak opioid. Neuropathic effect and serotonin syndrome risk (inhibits
MR: oral (12 hourly) ’ 5HT3 and NA reuptake).
IR: oral / injectable See Opioid Al i hine if ad ff [ si f toxicity / mod |
Oxycodone : I Conversion Alternative to morphine if adverse effects / signs of toxicity / moderate rena
MR: oral (12 hourly) Chart* impairment.
. - See Opi_oid Often used in renal failure. Reduce dose in liver failure.
Alfentanil IR: injectable Conversion . . .
Chart* PRN - short acting so often impractical (see below).
Hydromorphone | IR: oral / injectable 15-75 Older opioid; occasionally used in renal impairment
- g | See Opioid Can be used in renal impairment/failure
Buprenorphine pat(.:r:rans erma Conversion 7 day patch (doses 5microg/hr - 20microg/hr) OR
Chart* 3-4 day patches (doses >35microg/hr).
See Opioid Less constipating vs morphine. Risk of toxicity with patches if fever/heat.
MR: transdermal : . . - .
Fentanyl patch Conversion IR preps are also available; prescribe under specialist guidance only (see
Chart* page 11.

*For further information and calculations, see Opioid Dose Conversion Chart on page 2
OPIOIDS AND RENAL IMPAIRMENT - Acute kidney injury, chronic and end-stage renal failure

e Caution needed — limited excretion of active metabolites can lead to accumulation and toxicity

e Opioids with non-active metabolites are safer in severe renal impairment (alfentanil, fentanyl,
buprenorphine)

e Some opioids are cleared by dialysis which may result in pain flare afterwards

Mild-moderate renal impairment (eGFR 30-60ml/min):

e reduce dose, lengthen time / interval between PRN doses, titrate PRN and MR more cautiously, and review
regularly.

e codeine, morphine, oxycodone, hydromorphone and tramadol can be used with caution.

Severe renal impairment (eGFR < 30ml/min):

e For stable pain: Buprenorphine patch for mild pain / opioid naive patient; fentanyl patch if higher opioid
requirements in an already opioid tolerant patient

e For severe/unstable pain or at end of life: use alfentanil injection via CSCI

e Avoid regular codeine, morphine and oxycodone. Low dose immediate release (IR) oxycodone
(oral/injection) given PRN with increased dose intervals may be appropriate in an opioid tolerant patient
without signs of toxicity.

Seek specialist advice if needed

OPIOIDS AND HEPATIC IMPAIRMENT

General principles of prescribing in hepatic impairment: start at low dose and titrate slowly; lengthen time /

interval between doses; avoid long acting drugs where possible.

Ensure patient does not become constipated

e Generally safer: fentanyl patch — low dose; only use if stable pain and already opioid tolerant

e Use cautiously: buprenorphine patch, morphine. (If co-existing renal impairment, follow guidance above
or seek specialist advice)

e Avoid if possible (if unavoidable, use low dose and reduced frequency): oxycodone, hydromorphone

e Under specialist guidance only: codeine, methadone, tramadol; alfentanil (duration of action will become
prolonged)
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SWITCHING BETWEEN DIFFERENT ROUTES OF ADMINISTRATION

Always use the opioid dose conversion chart guidance (page 2) when changing route / drug / formulation
Don’t forget to discontinue / cross off the previous opioid prescription.
If the opioid switch is because of opioid toxicity, check eGFR and seek specialist advice on opioid choice and

dose.

Breakthrough doses may be needed to cover transition periods created due to differing pharmacokinetics of
individual drugs and routes of administration.
Switching between medications e.g. from morphine to fentanyl: reduce calculated dose by 30% (patient may not
be as tolerant to the new opioid and thus at risk of opioid toxicity with an equipotent switch).

IR oral opioid

MR oral opioid

Syringe driver CSCI

Transdermal opioid (patch)

IR oral opioid

Direct swap

See page 8

Start syringe driver,
prescribe IR opioid PRN

Apply patch immediately and
use IR opioid PRN

MR oral opioid
12hr dosing

Stop MR opioid and
give first IR dose

Straight switch when
next dose due

Start CSCI 2hrs before
next oral MR dose would
have been due. Use PRN

Apply patch when take last MR
dose. Use IR opioid PRN

Syringe driver
CSCl

Stop CSCI and give
first IR opioid dose

Stop CSCI and give
first MR dose at same
time. Use IR opioid
PRN.

Can switch medication
immediately (if switching
due to renal or hepatic
impairment, seek
specialist advice)

Stop CSCI 6hrs after patch
applied. Use IR opioid PRN to
bridge gap till stable dose

Transdermal
opioid (patch)

Remove patch and
continue PRN

See information below

See information below

Seek specialist advice (eg
buprenorphine to fentanyl patch)

Transdermal opioid patch to MR oral opioid —

Remove FENTANYL patch 6 hours before giving first dose of oral MR opioid. For first 24 hours (i.e. first 2 doses), give
HALF the calculated equivalent dose since the transdermal opioid will take time to be cleared from plasma and
subcutaneous reservoir. After 24 hours, increase to the calculated equivalent does if clinically indicated by pain. (For
BUPRENORPHINE patch, seek specialist advice on appropriate timings)

Transdermal opioid patch to continuous subcutaneous opioid infusion —

If the patient is considered to be in the last hours to days of life, leave the opioid patch in place and continue to change
it at the right time intervals, and add a syringe driver with injectable medication alongside to make up the additional
opioid treatment needed.

In other situations where a change in patch is required, remove FENTANYL patch and start syringe driver 6 hours
later using HALF the calculated opioid equivalent dose for the first 24 hours then adjust according to symptom control
and need for breakthrough analgesia. (For BUPRENORPHINE patch, seek specialist advice on timing).
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SPECIALIST ADVICE FOR PAIN MANAGEMENT

SEEK e Renal/hepatic dysfunction causing side effects.

SPECIALIST

ADVICE ¢ Pain associated with more than usual distress, particularly where non-physical factors are
IF: involved.

e Complex pain, pain refractory to usual measures, severe pain at end of life.

e Adverse effects of medication limits use of analgesia.

e Use of specialist drugs e.g. alfentanil.

e Complex drug titrations / conversions.

ANALGESIC DRUGS PRESCRIBED UNDER SPECIALIST GUIDANCE ONLY

These drugs are initiated by specialists, usually in an inpatient setting, for management of complex pain.
GPs may be requested to prescribe these drugs for their patients in the community (potentially under a
shared care agreement) whilst the patient remains under the care of a palliative medicine specialist who
will advise about dosing.

Drug Preparation Notes
Anaesthetic drug. Used for neuropathic, inflammatory, ischaemic limb and
Ketamine Capsules /oral solution procedure related pain not responding to other treatments.
(both as special order); Contra-indicated if high blood pressure. Side effects include symptoms due to
injection upper gastrointestinal, hepatobiliary, urinary, and neuropsychiatric toxicity.
Tablets / oral solution / | Strong opioid analgesic used as alternative for those who fail to respond or
Methadone injection who are intolerant to other strong opioids.
Has a very long and variable half-life and duration of action.
Fentanyl IR: sublingual / nasal / Rapid onset 5-10mins; lasts 40-60mins.
(fast acting) buccal Used PRN for painful procedures / movement related pain.
ADJUVANT ANALGESIA

ADJUVANT DRUGS
Specific indications for use of adjuvant

analgesics

An adjuvant analgesic is a drug whose primary indication is for something other than pain, but
which can have additional analgesic benefits as well as opioid sparing action:

ANTIDEPRESSANTS (e.g. amitriptyline, duloxetine): neuropathic pain, tenesmoid pain. Particularly
useful when sleep is disturbed.

ANTICONVULSANTS (e.g. pregabalin, gabapentin): neuropathic pain, tenesmoid pain.

CORTICOSTEROIDS: raised intracranial pressure, liver capsule pain, soft tissue infiltration,
compressive effects of cancer (e.g. nerves and viscous structures).

MUSCLE RELAXANTS (e.g. baclofen, benzodiazepines): muscle cramp/spasm, myofascial pain.

ANTISPASMODICS (e.g. hyoscine butylbromide): bowel colic, bladder spasm.

11
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NEUROPATHIC PAIN: ‘pain caused by a lesion or disease of the somatosensory system’

Specific pain type caused by ‘malfunction’ in the processing of somatosensory signals leading to a change in pain
intensity and character, often with a reduced responsiveness to opioids.
Causes include: direct nerve damage to peripheral or central nerves (including in the brain and spinal cord), or
‘invisible’ processing malfunctions and electrical changes in the nerves that can be induced by chemical / physiological
changes including nociceptive pain signal present for >3 months (e.g. chronic pain, cancer-related chronic pain).

Features of nerve compression: pain in a dermatomal pattern or with radicular radiation (e.g. nerve root pattern).

Patient descriptors: may include burning, stabbing, shooting, ‘toothache’-like pain.

Associated features: include numbness (may be painful), tingling or weakness. Pain may be worse on movement.

Patient may have allodynia (pain to light touch) or hyperalgesia (excessive pain to mild pain stimuli).

First line drugs for neuropathic pain include anti-depressants (e.g. amitriptyline) and anti-epileptics (gabapentin
and pregabalin). All have comparable efficacy and tolerability. Local prescribing variations may include duloxetine
and nortriptyline. Choice may be influenced by individual patient characteristics, drug characteristics and cost.
Consider a step-wise approach as below.

If direct nerve compression is a cause: Dexamethasone can help to reduce pressure on a nerve and any associated
pain. Radiotherapy may also be useful if the nerve compression is due to a tumour mass. Gabapentin / pregabalin can
help to reduce the associated neuropathic pain, as can amitriptyline / duloxetine (though to a lesser extent).

Step 1: Amitriptyline or
Gabapentin / Pregabalin

\ 4

Step 2: Amitriptyline_and
Gabapentin / Pregabalin

Step 3: SPCT advice

v

Additional . Common : :
Drug indications Cautions side effects Typical dosing schedule
Difficulty Avoid in cardiac Starting dose: 10mg o.n.
;Ieeplng: & cl\j/:seasg (all tyF’es) Dry mouth & | Increase to: 25mg o.n. after 3-7days
epression ay reduce seizure sedation )

N | anxiety (high | threshold. Postural Incrgase by: 25mg every 7-14 days
Amitriptyline | dose >50mg Caution in glaucoma hypotension, | Maximum: 150mg o.n. if successive
Once daily: usua_llyd and hepatic reduced increases are beneficial and tolerated
tablet / syrup required). impairment. sodium, N_ote: ;eqlating e;pgcial[y in combination

Bladder Use with caution with urinary with opioids / antiepileptics.

spasm other anti- hesitancy, Side effects often limit dose to 30-60mg

and urinary | yonressants: risk delirium daily (10-20mg in elderly / frail).

urgency. serotonin syndrome.
Gabapentin Absence seizures, Starting dose: 300mg o.n.
TDS: tablet / ) psychotic iliness. Increase by: 300mg every 2-3 days
capsule / ?Ezlazslilrc?ts Renal impairment: Maximum dose: 1200mg t.d.s.
solution Y reduce dose and Elderly/frail: start 100mg o.d; increase by
Can open speed of titration. Sedation, 100mg every 2-3 days
capsule & mix in Do not stop suddenly | dizziness, eGFR 15-30: start 100mg o.d; max dose
warer ’Iéef""S%Of (lowers seizure ataxia, 300mg b.d.
SOTt co 00 . .

threshold). constipation | oGER <15: seek SPCT advice
Increased risk of
) respiratory depression | sjowing Starting dose: 75mg b.d.
Pregabalin Seizures, if prescribed in titration can Increase by: 75mg b.d. every 3-7 days
BD: capsule / spasticity. combc;natll(.)lf ;N':h reduce side | Maximum dose: 300mg b.d.
i Anxiety. opioid; uniikely to ffect . .

solution y occur when drugs etiects Elderly/frall: start 25'50mg bd, INCrease
Can open by 25-50mg b.d. every 3-7 days

capsule & mix in
water / teasp of
soft cold food

titrated carefully.

Avoid in patients with
severe heart failure.

eGFR 15-30: start 25-50mg 0.d; max dose
150mg o.d.

eGFR <15: seek SPCT advice

See NICE CG173: Neuropathic pain in adults. www.nice.org.uk/guidance/cg173
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NAUSEA AND VOMITING

1. Attempt to determine cause by careful evaluation and relevant investigation. Treat reversible
causes where appropriate and possible.

Prompts to consider underlying cause — suggestions and not a complete list

Infection: UTI, pneumonia, gastro-enteritis, oropharyngeal candidiasis, meningitis. See A
Metabolic: renal impairment, hypercalcaemia, tumour toxins. See A
Drug-related: opioids, diuretics, NSAIDs, antibiotics, chemotherapy. See A
Gastric stasis: pyloric tumour / nodes, ascites, hepatomegaly, opioids, anticholinergic See B
drugs, autonomic neuropathy.

Gl disturbance: constipation, gastritis, ulceration, obstruction, hepatomegaly, ascites.

Organ damage:  distension, distortion, obstruction, radiotherapy.

Neurological: raised intracranial pressure, vestibular disease, motion sickness. See F
Psychological: anxiety, associations of sights/smells. See G

SeeB & E
SeeC&D

2. Choose anti-emetic according

Causes
A Chemical causes

Renal impairment, hypercalcaemia,
other metabolic upset, drugs,
infection.

Persistent, often severe, nausea
unrelieved by vomiting.

to cause of nausea/vomiting (see page 14 for drug details
" Information and possible features Suggested treatment hierarchy

First: haloperidol.
Then: levomepromazine.

B Gastric stasis

Fullness/regurgitation, reduced
appetite, nausea relieved by
vomiting (often large volume and
undigested). Functional obstruction
(failure of GI motility). Partial bowel
obstruction (flatus PR, no colic).

Metoclopramide or domperidone.
Also consider trial of steroids.

C Chemotherapy or
radiotherapy

Useful to distinguish between
‘acute’ and ‘delayed’ phase.

Acute: follow oncology guidelines for

ondansetron and/or corticosteroids, aprepitant.

Delayed: levomepromazine.

D Organ damage

Harm to thoracic, abdominal or
pelvic viscera caused by
malignancy or treatment.

Cyclizine.

E Bowel obstruction

May be high, low or multiple levels.
High causes regurgitation, forceful
vomiting of undigested food. Low
causes colicky pain, large volume
(possibly faeculent) vomits.

For detailed management of bowel obstruction

please see the guideline on page 16.

F Raised intracranial
pressurelintra-cerebral
causes

Headache, visual disturbance,
other neurological signs.

Cyclizine
Also consider steroids — see page 22

G Psychological factors

e.g. anxiety, fear, anticipation.

Consider non-drug treatment options first, then

benzodiazepine, then levomepromazine.

H Cause unknown

Terminal phase or patient too ill for
investigation.

Consider cyclizine, or haloperidol if chemical
cause most likely, or levomepromazine.

| Post-operative

Ondansetron / granisetron.

3. Route and regime

haloperidol.

4. Review —reassess symptom control within 24hours
e Review drug choice if symptoms persist or worsen.
e Review route: consider switch to SC if poor control of symptoms, or from SC to oral once nausea/vomiting

effectively controlled.

Patients with nausea/vomiting generally absorb drugs poorly by the oral route.

Prescribe SC for at least 24 hours if there is vomiting, obstruction and/or poor symptom control.
Start at low dose and titrate accordingly to symptoms/as tolerated. Use with caution in organ failure.
Prescribe chosen anti-emetic regularly — see next page for frequency.

Levomepromazine can be considered in addition as required for refractory symptoms. Caution if also on regular

e |f cause/symptom resolves, consider whether anti-emetic can be discontinued.
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Commonly used anti-emetic drugs (see PCF7 for more detail; cautions/contraindications from BNF)

CYCLIZINE - antihistaminic, anticholinergic anti-emetic. Some specialists believe that the anticholinergic effects of
cyclizine block the action of metoclopramide and recommend that these two drugs are not combined. Caution in
advanced heart failure and Parkinson’s disease. May cause cognitive impairment/drowsiness.

DOSE: PO: 50mg t.d.s. SC: 25-50mg t.d.s. Syringe Driver: 75-150mg/24hrs. If SC use causes skin irritation, dilute to
maximum possible volume with water for injection and seek specialist advice if problem persists.

HALOPERIDOL - centrally acting anti-emetic. Most potent D2 antagonist. Long acting so can be given as once daily
dose, usually at night. lllogical to combine with metoclopramide because both act by central dopamine antagonism
Contra-indicated in Parkinson’s disease. May prolong QT interval with risk of cardiac dysrhythmia.

DOSE: PO/SC: 0.5-3mg o.n. Syringe Driver: 0.5-3mg/24hrs. (5mg max dose if necessary).

LEVOMEPROMAZINE - broad spectrum anti-emetic. Consider for refractory/persistent symptoms. Long acting so
can be given as once daily dose, usually at night. Risk of sedation and hypotension (even at low dose). Caution in
Parkinson’s disease. May prolong QT interval with risk of cardiac dysrhythmia. Some specialists recommend very low
doses for SC PRN use (2.5-5mg) to avoid any risk of sedation.

DOSE: PO/SC: 6.25-25mg o.n. Syringe Driver: 6.25-25mg/24 hrs.

METOCLOPRAMIDE - prokinetic and centrally acting anti-emetic. Some specialists believe the action of
metoclopramide is blocked by cyclizine and recommend that these drugs are not combined. Contra indicated in
Parkinson’s disease, complete obstruction and recent Gl surgery. May prolong QT interval with risk of cardiac
dysrhythmia. Be aware of regulatory advice (MHRA/EMA) on dose and duration related to neurological side effects.
DOSE: PO/SC: 10mg t.d.s. to 20mg q.d.s. Syringe Driver: 30-60mg/24hrs. Higher doses and long-term use under
specialist supervision.

More specific and targeted anti-emetics include:

APREPITANT - a neurokinin receptor antagonist. An adjunct in chemotherapy induced nausea/vomiting.
DOSE: follow oncology advice.

DEXAMETHASONE - corticosteroid. Adjuvant anti-emetic. Stop if no obvious effect within 3-7 days. If continued,
seek specialist advice due to long term side effects. For injectable dose guidance, see page 22.
DOSE: PO/SC: 4-8mg per day (given before noon). 16mg initially in raised intracranial pressure.

DOMPERIDONE - prokinetic anti-emetic. Action blocked by anticholinergic effect of cyclizine: do not combine.
Domperidone does not cross blood/brain barrier so avoids extrapyramidal effects of metoclopramide. May prolong QT
interval with risk of cardiac dysrhythmia. Be aware of regulatory advice (MHRA/EMA) on dose and duration related to
cardiac side effects.

DOSE: PO: 10mg t.d.s. Higher doses and long-term use under specialist supervision

HYOSCINE BUTYLBROMIDE - antimuscarinic. Reduces Gl motility and secretions. Antimuscarinic effect may
reduce efficacy of prokinetics. Limited efficacy by mouth, therefore avoid by oral route.
DOSE: SC: 20mg 1-hrly as required up to six doses/24hrs. Syringe Driver: 60mg-120mg/24hrs.

OCTREOTIDE - somatostatin analogue. Reduces Gl secretions, beneficial in inoperable bowel obstruction to reduce
large volume vomits. Only under specialist supervision.
DOSE: prescribe under specialist guidance

OLANZAPINE - centrally active broad-spectrum antiemetic. May be useful in those patients intolerant to haloperidol
and/or levomepromazine.
DOSE: prescribe under specialist guidance

ONDANSETRON - 5HT3 receptor antagonists. Only recommended post-op and in the acute phase of
chemotherapy/radiotherapy treatment. Can cause significant constipation.

For other indications only use under specialist guidance; some centres use first line in patients with Parkinson’s disease.
Be aware may prolong QT interval with risk of cardiac dysrhythmia.

DOSE: follow oncology guidelines: PO/SC: 4-8mg b.d.-t.d.s. Syringe Driver: 16mg SC/24hrs.
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CONSTIPATION

Common reversible causes to consider:

® Immobility / weakness " Reduced food intake

® Fluid depletion — poor fluid intake, increased losses " Medication — including opioids, diuretics, anti-cholinergics,
e.g. vomiting, fistulae ondansetron, chemotherapy

® Intra-abdominal and pelvic disease * Pain on defecation

® Biochemical — hypercalcaemia, hypokalaemia " Environmental — lack of privacy, problems getting to a toilet

Management

Manage any reversible causes where possible, encourage fluids especially fruit juice.

Anticipatory prescribing — consider prescribing a laxative when starting medication that can cause constipation. If concerned

there may be bowel obstruction, refer to the section on ‘managing bowel obstruction’.

PCF7 suggests that ‘compliance with laxatives may be limited by palatability, undesirable effects (e.g. colic, flatulence), volume

needed and polypharmacy. Patient preference and tolerability should be considered.

Concurrent prescriptions of several different laxatives should be avoided as laxative doses should be titrated every 1-2 days
according to response, up to the maximum recommended or tolerable dose before changing to an alternative’.

Hard - Consider a softener laxative Is stool hard or soft?

y

Soft - Consider a stimulant laxative

e.g macrogol / sodium docusate e.g. senna

v v

Review —if still constipated

Optimise dose, then consider combination of laxatives eg stimulant and softener.

Consider performing a rectal examination.

v v v
PR: soft, impacted PR: hard, impacted PR: No stool
Consider bisacodyl suppositories Consider glycerin suppositories +/- Consider high phosphate enema
+/- enema to stimulate bowel. arachis oil enema* to soften stool. Impaction dose macrogols.
A A

Titrate laxatives to achieve regular stool frequency and optimal consistency —regular oral laxatives may be required

Neurogenic constipation

In patients with spinal cord compression or sacral nerve damage who have lost sensation and/or control:

e Avoid oral stimulant laxatives which may cause uncontrolled bowel function
e Oral faecal softeners will prevent faeces becoming dry and hard

e Consider initiating a 3-day bowel regime (i.e. aim for a formed, not hard, stool and use stimulant suppositories to

evacuate the bowel every 1-3 days)

Commonly used laxatives
Class SEES Information Dose

Senna Reduces bowel transit time. Think carefully before using if

Stimulant laxatives Bisacodyl possibility of bowel obstruction.

15-30mg at night orally
5-10mg at night orally

Volumes may be difficult for some patients to manage. They

Macrogols (€.g. retain water in the gut lumen which encourages peristalsis.

Movicol, Laxido)

Osmotic laxatives ) .
Lactulose can cause flatulence, bloating and abdominal

Start with 1-3 sachets daily
orally (total volume 125mls per
sachet)

Lactulose cramps, not generally used first line. Used in hepatic 15ml b.d. orally
encephalopathy.
Softeners Docusate tF:]idéjtg(;lzun‘ace tension and so improve water penetration of 100-200mg b.d / t.d.s orally

Dantron may cause red discolouration of urine and can cause
Co-Danthramer painful skin damage. Avoid if patient is incontinent of urine or
Co-Danthrusate faeces. Only licensed for use in constipation in terminally ill

Combination
stimulant/ softener

Seek specialist advice

laxatives . : . L
patients as potential carcinogenic risk.
Suppositories Bisacodyl Stimulant (10mg per suppository) 1-2 suppositories PR
PP Glycerin Softener (4g per suppository) 1-2 suppositories PR

Arachis oil Softener. *Contraindicated if nut allergy 1PR
Enemas Microlax Osmotic / Softener 1PR

Phosphate Osmotic 1PR
PAMORASs Methylnaltrexone  Peripherally acting p-opioid receptor antagonists. Used in Injection Seek
Only to be used under Naloxegol opioid induced constipation where other measures have Oral specialist
specialist advice Naldemedine failed to achieve adequate outcome. Oral advice
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EMERGENCIES - BOWEL OBSTRUCTION

1. RECOGNITION

Risk factors/possible causes:

Disease- presentation, progression or recurrence of intra-abdominal malignancy (especially bowel, ovary,
pancreas). Adhesions from previous surgery/radiotherapy. Acute ischaemia, incarceration of hernia, ileus,
faecal impaction.

Medication- opioids, anticholinergics (e.qg. tricyclic antidepressants, hyoscine salts), diuretics, 5SHT3
antagonists, phenothiazines, chemotherapy.

Clinical presentation:

Pattern and severity of symptom(s) depends on level(s) of obstruction and if partial or complete obstruction.
Vomiting may be large volume and faeculent; nausea may be relieved by vomiting.

Constipation and/or overflow diarrhoea.

Abdominal pain - constant or colicky; abdominal distension, palpable tumour mass, tympanic percussion,
tinkling/abnormal bowel sounds.

2. IMMEDIATE ACTION - IS ADMISSION APPROPRIATE?

Consider patient’s wishes, documented emergency health care plans or other records, and guidance from
family/others.

If YES - admit as emergency. Give medication for symptom relief during transfer e.g. SC dose opioid
analgesic (appropriate to analgesic history) and dose of anti-emetic (either metoclopramide 10mg SC if no
colic or cyclizine 50mg SC if colic).

On admission check blood count and renal function; perform erect chest and supine abdominal X-ray;
consider CT scan; start IV fluid resuscitation; consider decompression of distended gut with wide bore NG
tube. Consider constipation and manage appropriately (see page x). Seek urgent surgical opinion.

If NO — or if admitted but surgical decision is for supportive care only - see ONGOING MANAGEMENT
below. In cases of advanced cancer, consider trial of corticosteroids with dexamethasone (e.g. 6.6mg
injectable formulation SC or IV) alongside guidance below. Review effect after 5 days - discontinue if no
effect; reduce gradually if benefit. Change to oral when possible.

3. ONGOING MANAGEMENT Treat any background constant pain with opioid via 24hr subcutaneous
infusion

NO Is colic present and/or bowel obstruction clinically complete? YES
v v
Prescribe metoclopramide 30mg/24hr SC If colic continues: start hyoscine butylbromide
via syringe driver and 10mg SC as »| 60mg/24hrs SC via CSCI. Also prescribe
required 6-hrly. hyoscine butylbromide 20mg SC as required
8hrly.
l For vomiting / nausea: start cyclizine 75-
- 150ma/24hrs SC via CSCI OR haloperidol.
Review after 24 hours ¢
If still vomiting but If COLIC — . .
NO COLIC, PRESENT, Review within 24 hours
increase discontinue all If colic persists, increase hyoscine
metoclopramide to | metoclopramide butylbromide to 120mg/24hr via CSCI
60mg/24hr SC via prescriptions. If vomlt_mg / nausea persist, stop cycllzme or
syringe driver. haloperidol, and start levomepromazine 12.5mg
SC o.d. (or via CSCI over 24hr) AND prescribe
6.25ma SC as required up to a.d.s #.
Review after 24 hours ‘L
If vomiting If COLIC Review within 24 hours
continues and no PRESENT, > If symptoms persist, seek specialist advice
colic, contact discontinue all from palliative care team about further dose
pa”iative care team metoclopramide increases and/or use of octreotide.
for specialist prescriptions.
advice.
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EMERGENCIES - SEIZURES

1. RECOGNITION

Seizures can be frightening for the patient and their family.

Seizures can become more severe or frequent at the end of life.

Seizures (generalised or partial) occur in 10-15% of palliative care patients.

Common causes include pre-existing epilepsy, brain tumours, raised intracranial pressure,
metabolic disturbance (hypoglycaemia, electrolyte abnormalities, hepatic encephalopathy, renal
impairment), infection.

For any palliative patient at risk of having a seizure, it is helpful to have an Emergency Health Care Plan
in place (see Deciding right).

2. IMMEDIATE ACTION for treatment of status epilepticus:

e Exclude other causes of loss of consciousness or abnormal limb/facial movement e.g. vasovagal
episode, postural hypotension, arrhythmia, hypoglycaemia (check blood glucose level),
extrapyramidal side effects from dopamine antagonists, alcohol.

e If appropriate, put the patient in the standard recovery position. Ensure patient safety and protect
airway. Give oxygen if available and patient cyanosed.

Community/inpatient:
e Give buccal midazolam 10mg (using oromucosal solution or injectable formulation).
e Alternatively, give midazolam injection 10mg SC.
e Repeat after 10mins if seizure not resolved.

Inpatient with IV access present (or immediately possible):
e |V lorazepam 2mg/min up to 4mg.
e Repeat once after 10-20 mins if seizure not resolved.

If further treatment needed, seek specialist advice from neurologists or palliative care team.

3a. FOLLOW UP - SEIZURE MANAGEMENT IN THE NON-DYING PATIENT
e Consider investigation for reversible causes.
o If history of seizures, review and optimise patient’s anti-epileptic medication. Exclude drug
interactions reducing regular antiepileptic medication efficacy.
e After afirst seizure, consider commencing regular anti-epileptic medication.
e If brain tumour or metastases, consider optimisation of corticosteroids.

Seek advice from local neurology team if needed

3b. FOLLOW UP - SEIZURE MANAGEMENT IN LAST DAYS OF LIFE

e If the patient is no longer able to take or absorb their oral anticonvulsants, subcutaneous
antiepileptic medication should be prescribed instead.

e Midazolam 20-30mg SC/24hr via CSCI should be commenced, with midazolam 5-10mg buccal or
5-10mg SC ‘as required’ for further seizure control.

e Alternatively, if a patient is already taking levetiracetam orally and it is felt important to avoid
sedation, this can be given via CSCI over 24 hours (note: accessing this in the community can
sometimes be difficult).

e The dose is calculated using a 1:1 ratio for oral to SC conversion.

e At high doses, 2 syringe drivers may be needed due to the large volume.

e Itis usually diluted with WFI, but can cause site irritation. If mixed with other drugs, 0.9% sodium

chloride should be used as diluent instead. Refer to syringe driver and drug compatibilities page 33.
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EMERGENCIES - METASTATIC SPINAL CORD COMPRESSION (MSCC)

This guidance applies only to patients with a known cancer diagnhosis

Patients with suspected Metastatic Spinal Cord Compression must be assessed as a priority and
treated as an emergency.

Discuss with MSCC co-ordinator at nearest Cancer Centre or Acute Oncology Registrar OOH. Then
liaise with the on call Acute Oncology Team.

Management of patients in the community should depend on the patient’s wishes and whether the MSCC
is amenable to surgical or oncological intervention.

1. RECOGNITION

Consider MSCC in any cancer patient with severe back pain in a nerve root distribution, particularly if
pain is severe, recent onset or worsening, felt as a band around the body or radiating down arm(s) or
leg(s), exacerbated by coughing or straining, not relieved by rest. Please note that pain often precedes
neurological signs.

DO NOT WAIT FOR LATE SYMPTOMS/SIGNS TO APPEAR.

Do not be reassured by X-rays as these are normal in 10-20% cases.

Late symptoms/signs include:
e Limb weakness, altered gait, unsteadiness, falls. Consider MSCC in any cancer patient who goes ‘off
their legs’.
e Urinary retention, dribbling or incontinence; faecal incontinence or constipation.
e Altered or reduced sensation.
Cauda equina syndrome — tumour pressure below L1/L2 — may present with:
e Sciatic pain, often bilateral.
e Weakness/wasting of gluteal muscles.
e Bladder problems including retention, overflow and incontinence.
e Sacral (saddle) anaesthesia, loss of anal sphincter tone.

2. IMMEDIATE ACTION

e Give dexamethasone:

e Community/outpatients: 16mg BY MOUTH or 13.2mg SC (if given SC, volume needs to be divided
into two sites, 2mls each).

e Inpatients: 13.2mg IV (or SC).

e Prescribe PPI for gastric protection.

e Give adequate analgesia (opioid if necessary) to enable comfortable transfer for
admission/investigation.

e Aim to nurse the patient flat if pain or symptoms/signs suggest spinal instability.

3. REFERRAL FOR INVESTIGATION

Community Patient:

Admit to your local hospital as emergency for full neurological assessment and the acute receiving team
will make arrangement for whole spine MRI.

Hospital/Hospice Inpatient:

Between 0900-1700, contact the MSCC co-ordinator as well as the Acute Oncology Registrar at the
nearest Cancer Centre.

This discussion will guide appropriate decisions and facilitate emergency virtual MDT discussion between
radiologist, oncologist and spinal surgeon.

Out of hours, contact the Acute Oncology Registrar on call for your region.

See NICE CG75: Metastatic Spinal Cord Compression: www.nice.org.uk
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EMERGENCIES — MALIGNANT HYPERCALCAEMIA

This guidance applies only to patients with a known cancer diagnosis

1. RECOGNITION

Exclude in any patient with advanced cancer whose condition deteriorates rapidly.

Symptom severity is related more to the rate of rise in serum calcium, rather than the absolute level.
Onset may be insidious with symptoms not evident until corrected calcium is well above normal, or the
patient may be symptomatic with modest elevation of calcium.

Most common paraneoplastic syndrome in patients with advanced cancer, most commonly due to tumour
secretion of parathyroid hormone related protein. May occur in the absence of bone metastases. Strongly
associated with breast, lung, haematological and genito-urinary tract malignancies.

Reflects poor prognosis. Median survival 3-4 months, worse if resistant to treatment.

Clinical Presentation:

Confusion, drowsiness, and eventually coma.

Thirst and polyuria. Dehydration may lead to pre-renal failure.

Nausea and vomiting. Constipation.

Worsening pain or pain responding poorly to treatment.

2. IMMEDIATE ACTION
Assessment

e Check ‘Corrected/Adjusted Calcium’ level in venous blood. Normal range 2.20 - 2.60 mmol/L

e Also check renal function (U&E) and vitamin D level (replace if deficient as per local guidelines; this
does not need to delay treatment of hypercalcaemia).
Management:
Stop and think. Hypercalcaemia may indicate that the patient is approaching the end of life and
treatment may not be appropriate. If so, manage patient symptomatically.
e Admit to hospital/hospice unless it is agreed that intervention is not appropriate.
e Review medications — consider stopping diuretics/ACE inhibitors; stop vitamins/supplements
containing calcium.
e Patient should be well hydrated with IV 0.9% sodium chloride. Caution if risk of fluid overload.
e If calcium <3.0mmol/L and patient asymptomatic: recheck calcium level after 24 hours of rehydration
and treat if calcium level rising.
e |If patient symptomatic and calcium >3mmol/L; administer IV bisphosphonate (either pamidronate or
zoledronic acid according to local guidelines).

Zoledronic acid*: give 4mg in 100mL sodium chloride 0.9% intravenous infusion over 15 min.
Disodium pamidronate*: stated dose in 500mL sodium chloride 0.9% IV infusion over 2hrs.

Corrected calcium (mmol/L) <3.0 3.0-35 3.6-4.0 >4.0
Pamidronate dose 15 - 30mg 30 - 60mg 60 - 90mg 90mg

*No dose adjustment is needed in mild-moderate renal impairment for patients being treated with
Zoledronic acid or Pamidronate for tumour induced hypercalcaemia. If possible, avoid use in severe
renal impairment (eGFR<30) and seek specialist advice.

Adverse effects: ‘Flu-like syndrome/pyrexia is common — treat with paracetamol. Osteonecrosis of jaw is
a rare but significant side effect — consider dental opinion if symptoms. Rebound hypocalcaemia may
occur.

Denosumab can be used for treatment of refractory hypercalcaemia of malignancy (currently unauthorised
indication). It can be prescribed for patients with renal impairment. Seek specialist advice from palliative
care team and/or oncology.

3. FOLLOW UP

Expect clinical improvement in 24-72 hours. Check for biochemical improvement in 4-7 days.

If effective, treatment may be repeated for subsequent episodes.

After 7 days, if no clinical/biochemical response consider giving additional 4mg Zoledronic acid.

If no response, seek specialist advice on use of denosumab, calcitonin and need for further investigation
e.g. PTH. Consider prophylaxis with oral bisphosphonate.

On discharge, ask primary care / community team to monitor symptoms and check calcium and renal
function if there is clinical suspicion of recurrent hypercalcaemia.
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EMERGENCIES - MAJOR HAEMORRHAGE

1. RECOGNITION

e Bleeding of all types occurs in 14% of patients with advanced disease.
Haemorrhage causes death in approximately 6% patients.

e Catastrophic external haemorrhage is less common than internal unseen bleeding.

Clinical Presentation
e Cardiovascular compromise — hypotension, tachycardia (>100 beats/min = significant recent bleed).
¢ Identifiable bleeding source, e.g. haematemesis, melaena, haemoptysis, PV or PR bleeding,
haematuria.
e Erosion of an artery by a malignant ulcer or superficial/fungating tumour — especially in those with head
and neck tumours.

2. ANTICIPATORY MANAGEMENT

e Massive haemorrhage is often preceded by smaller bleeds. Oral/topical treatment may help (see
below). When planning ahead, agree and document an Emergency Health Care Plan.

e Review risk: benefit balance of anticoagulants.

e Consider risk of bleed in those with advanced haematological malignancy causing clotting disruption.
Correct any coagulation disorder if possible.

e Consider referral for radiotherapy or embolisation if patient has an erosive tumour.

e Review cardiopulmonary resuscitation status and treatment options with patient and family.
Document carefully.

o Dark towels should be available nearby to reduce the visual impact of blood if haemorrhage occurs.

e Prescribe anticipatory midazolam (10mg IV/IM/SC/buccal/sublingual) as a crisis one-off dose for
major haemorrhage. Explain to families/carers that aim is for sedation and to relieve distress.

3. IMMEDIATE ACTION

If a patient is close to death from underlying cancer, it is usually appropriate to regard major
haemorrhage as a terminal event and not to intervene with any resuscitation measures.

An Emergency Health Care Plan, if present, should guide management.

If resuscitation is inappropriate If resuscitation is appropriate
e Try to remain calm; this will help a dying patient to e Admit as emergency. Secure |V
achieve a peaceful death. access.
e The priority is to stay with the patient, giving as much e Start rapid infusion of 0.9% sodium
reassurance/explanation as possible to patient and family. chloride.
Use dark towels to absorb blood loss. e Cross match and follow local
Consider the use of crisis midazolam (10mg by appropriate haemorrhage protocols.
route) to relieve distress in a patient that may be imminently e Apply local pressure to any
dying. This should be readily available; someone staying obvious bleeding.
with the patient takes priority. e Seek specialist help on further
management.

3. FOLLOW UP
e Ensure support available for family and staff following experience of haemorrhage.
e If the patient survives the haemorrhage, consider blood transfusion.

To prevent rebleeding:

e ORAL: Tranexamic acid 1g 8-hourly (avoid in haematuria)

e TOPICAL: Tranexamic acid (500mg/5ml injectable formulation) soaked on gauze (access in
community may be difficult, plan in advance); Sucralfate paste (2g/5mL aqueous gel) applied directly
to ulcer under non-adherent dressing; Adrenaline 1 in 1000 (1mg/ml) soak on gauze (short term only
due to the risk of ischaemic necrosis and rebound vasodilation).

e Consider diathermy, radiotherapy or embolisation.
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EMERGENCIES — MALIGNANT SUPERIOR VENA CAVA OBSTRUCTION

This guidance applies only to patients with a known cancer diagnosis

1. RECOGNITION
e 95% of cases of superior vena cava obstruction (SVCO) are caused by malignant tumour in the
mediastinum preventing venous drainage from the head, arms and upper trunk.
e Commonest in lung cancer. Can also occur in lymphoma and some other cancers.
e Onset usually over weeks or months, but occasionally occurs rapidly over days
e Patient may deteriorate rapidly.

Clinical Presentation:
e Breathlessness is the most common symptom.
e Facial swelling and feeling of fullness, redness, headache, periorbital oedema, engorged conjunctivae.
e Swelling of the arms, prominent distended veins on neck and chest wall, non-pulsatile raised jugular
venous pulse.
e Cough, chest pain, stridor, cyanosis.
e Visual disturbance.

2. IMMEDIATE ACTION

e Sit upright, chair may be preferable. Limited use of steroids may be helpful prior to definitive
treatment. Give dexamethasone 16mg stat (oral or equivalent dose IV or SC) and continue 16mg
daily as morning dose; also prescribe PPI for gastric protection.

e Give oxygen if available and manage other symptoms (see guidelines on breathlessness page 32
and agitation page 30).

e Discuss URGENTLY with the local Acute Oncology Team and arrange appropriate imaging.

e Anticoagulation may need to be considered if evidence of thrombus.

3. FOLLOW UP
e If the obstruction is resolved by stent insertion or other intervention, the dexamethasone should be
reduced gradually and possibly stopped. Consider ongoing prophylactic anticoagulation.
e If the obstruction cannot be resolved with intervention, the dexamethasone should be gradually
reduced to the lowest dose that manages symptoms.

If SVCO suspected in patient at end of life / too unwell for / unwilling to have investigations, prognosis
likely to be days:
e manage symptoms in patient’s preferred care setting. Agree an Emergency Health Care Plan.
e consider steroids (as above), anticoagulation with treatment dose low molecular weight heparin,
symptomatic measures, and nursing at 45 degrees for comfort.

EMERGENCIES - OPIOID TOXICITY

RECOGNITION - Emergency management of opioid toxicity is indicated if:
e respiratory rate (RR) < 8/min AND difficult to rouse, OR
¢ RR < 12/min AND difficult to rouse AND cyanosed / oxygen saturation < 90% on pulse oximeter.

ACTION (please follow local guidance where this exists)

Aim is to reverse respiratory compromise whilst maintaining adequate analgesia; full reversal of

analgesia may cause acute withdrawal syndrome and abrupt return to pain that is difficult to control.
e Stop opioid. Remove any transdermal opioid patches.

Secure |V access.

Dilute 400 micrograms naloxone in 10mis 0.9% sodium chloride.

Give 0.5ml (i.e. 20 micrograms naloxone) every 2mins IV until respiratory recovery.

Review renal function, pain and analgesic requirements.

Administer oxygen to maintain Sa02>95% (88-92% if pre-existing respiratory disease)

N.B. Modified release opioids may require reversal by naloxone infusion. This is especially true of

transdermal formulations with a subcutaneous reservoir (fentanyl, buprenorphine) or methadone which is

highly protein bound. Seek specialist advice if needed.

The National Poisons Information Service (0344 892 0111) will provide specialist advice on
management of opioid toxicity 24 hours a day.
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CORTICOSTEROIDS IN PALLIATIVE CARE

DRUG CHOICE, FORMULATION AND INDICATIONS

Corticosteroids are used extensively in palliative care.

Dexamethasone is the preferred choice due to its relatively high anti-inflammatory potency and lower incidence of fluid
retention and biochemical disturbance. (Potency: dexamethasone 1mg ~ prednisolone 7.5mg).

If patient is on immunotherapy, consider discussing with oncologist prior to commencing steroids.

Route and formulations: tablets (soluble), oral solution, injection.

Dexamethasone should be prescribed in terms of the ‘base’ (dexamethasone) rather than the ‘salt’ (dexamethasone
phosphate or dexamethasone sodium phosphate). Tablets are formulated as the base.

Prescribing injections can appear confusing. (Dexamethasone base 3.3mg/mL = dexamethasone sodium phosphate
4.3mg/mL = dexamethasone phosphate 4.0mg/mL). For clarity, prescribe as base and therefore in multiples of the commonly
available 3.3mg/ml form.

For practical purposes: 3.3mg/ml injection may be considered equal to 4mg in tablet form

(see www.ukmi.nhs.uk/filestore/ukmiaps?ProductsafetyassessmentforDexamethasone_Sept 2014.pdf )

Standard starting doses for the different indications are not well established and must take account of patient factors. High
dose dexamethasone (>6.6mg) is a large volume when given SC, so is often given in divided doses; some centres give via
CSCIl over 4 hours. Ensure the daily dose(s) is administered before noon in order to minimise insomnia. Clinical response
must be reviewed within 7 days. Titrate down to minimum effective dose.

Anorexia: 2 - 6mg daily. Review the response within 1- 2 weeks. Although enhanced effect can still be present at 4 weeks,
short courses are recommended to reduce risk of side effects.

Adjuvant analgesic: 8 -16mg in cancer-related pain (e.g. liver capsular pain, nerve compression).

Anti-emetic: for chemotherapy, follow oncology guidelines. Refractory nausea and vomiting: 8 - 16mg daily.

Obstructive syndromes e.g. bowel obstruction, upper airways compression, SVCO, lymphangitis carcinomatosis: 8 -
16mg daily.

Spinal cord compression: 16mg daily until surgery or radiotherapy if appropriate. Maintain on 8mg daily during
radiotherapy. After surgery or completion of radiotherapy, reduce dose gradually over 1-2 weeks and stop. If do not proceed
to surgery or radiotherapy, reduce gradually and stop. If neurological function deteriorates at any time, consider increasing to
previous effective dose for a further 2 weeks before reducing again.

Raised intracranial pressure: 8-16mg daily for one week, and then reduce over 2-4 weeks, maintaining each dose
increment for at least 5 days to assess response, aiming for lowest dose which maintains benefit. (If treated with
radiotherapy, steroids should be continued until one week post treatment, and then reduced as above). Consider trial of dose
increase if symptoms recur. If symptoms due to brain tumour, liaise with neuro-oncology team for management plan.

ADVERSE EFFECTS

Glucose metabolism: Steroids can increase blood sugar levels. See detailed guidance on page 23.

Insomnia: Give single or divided daily dose before noon to prevent insomnia.

Dyspepsia: Give after food. Co-prescribe PPI if history of peptic ulcer disease or patient also taking aspirin, NSAIDs, SSRIs
or is anti-coagulated (e.g. with Warfarin, LMWH, DOAC or other agent).

Increased susceptibility to infection: especially oral/pharyngeal candidiasis — treat with anti-fungal.

Other: Psychiatric disturbance (depression, mania, psychosis, delirium); change in appearance (moon face, truncal
obesity, negative body image); musculoskeletal problems (proximal myopathy, osteoporosis, avascular bone necrosis);
skin changes (thinning, bruising, acne, impaired wound healing);other: hypertension, oedema, pancreatitis.

SAFE USE: MONITORING AND STOPPING TREATMENT

Use the lowest effective dose for the shortest period of time. Close careful monitoring is essential. Stop after 7-10 days if the
desired effect is not achieved. The prescriber must take responsibility for steroid monitoring. The patient and other
involved professionals must be informed of the indication for steroid use and the plan for dose reduction and monitoring.
Steroid withdrawal: stop without tapering dose if total treatment duration of less than 3 weeks AND daily dexamethasone
dose of 6mg or less AND symptoms unlikely to relapse.

Gradual dose reduction: is necessary if any of the following: 3 or more weeks treatment, daily dose of more than 6mg
dexamethasone, risk of recurrent severe symptoms, repeated courses of steroids, other possible causes of adrenal
suppression. Daily dose can be reduced rapidly (e.g. halving dose) to 4mg/day, then more slowly by 1-2mg weekly in order to
prevent a hypo-adrenal crisis (malaise, profound weakness, hypotension).

Steroids at end of life: For ongoing serious symptom control, continue at the most convenient subcutaneous dose. If recent
and/or low dose prescription for appetite stimulation, discontinue. If long-term, consider low maintenance dose to prevent
adrenal crisis

Steroid Treatment Card (blue): Patients on systemic steroids for > 3 weeks must be given a steroid card.

Steroid Emergency Card (red): Patients at risk of adrenal crisis if steroids are stopped abruptly (see under gradual dose
reduction criteria above) must be issued with a RED steroid emergency card by the prescriber
(www.england.nhs.uk/2020/08/steroid-emergency-card-to-support-early-recognition-and-treatment-of-adrenal-crisis-in-adults)
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CONTROL OF GLUCOSE IN PATIENTS ON CORTICOSTEROIDS

Patients NOT known to have Diabetes
Check capillary or venous glucose on all patients before starting on steroids, to determine individual risk.
Random blood glucose over 7.8mmol/L means individual is “At Risk” of developing diabetes with steroids
Random venous glucose over 11mmol/L needs second check to confirm pre-existing unknown diabetes.

Type 2 Diabetes
No hypo symptoms
and NOT on a SU or

Diabetes — Insulin treated

Reassess glucose control and usual testing regime

Insulin.
Once a day basal

Test before evening insulin regimen:

mealtime. e Transfer basal

insulin to morning.

Commence:

e Titrate up insulin
dose by 10 — 20%
daily according to
pre-evening meal
capillary blood
glucose levels.

Gliclazide 40mg od
(am) and increase in
40mg increments
every morning if
needed, up to 240mg
max dose in morning

dose. e Consider twice daily

basal insulin or
If failing to achieve
target consider .
starting insulin.

Commencing
gliclazide to achieve
glucose targets.

y A

Assuming no hypoglycaemic symptoms:

If on maximum dose of gliclazide, will need to switch
to insulin and switch to blood glucose testing.

e Start morning Isophane insulin (e.g. Insulatard or
Humulin I) 10 units on first day of steroids

e Seek advice from local diabetes team if required

e Aim blood glucose

e 6-15mmol/L before tea

Increase morning insulin if glucose before evening
meal is above target.

e Increase morning insulin dose by 4 units
¢ Review daily until stable, increasing dose as
needed

For further information see link below:

Basal bolus insulin
regimen:

Twice daily pre-
mixed insulin
regimen:

e Increase in both
breakfast and lunchtime
mealtime insulin doses
and

This will need an
increase in
morning insulin
dose according
to teatime

. e Transfer basal insulin to
glucose reading.

morning with possible
increase in this dose to
prevent high teatime
readings.

A 4 A 4

Assuming no hypoglycaemic symptoms:

Increase insulin doses if glucose before lunch or
evening meal is abovel5 mmol/L.

e Increase morning and/or lunchtime dose by:
4 units if daily dose below 20 units
8 units if daily dose 20-50 units
12 units if daily dose above 50 units.

e Review daily until stable.

Target Glucose: Aim for between 6 — 15mmol/l.

Remember: Never stop insulin in people with known
type 1 diabetes.

NOTE: if steroids are reduced or discontinued, your
patient could be at risk of significant hypoglycaemia
especially if on SU or Insulin. PLEASE reduce the
dose of these agents in tandem with steroid dose
reduction.

If unsure at any stage about next steps, or need
specific advice on how to meet your patient’s
diabetes needs, please contact your local
Diabetes Specialist Team.

https://trenddiabetes.online/wp-content/uploads/2021/11/EoL.  TREND FINAL4.pdf
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CARE IN THE LAST DAYS OF LIFE

FIVE KEY PRIORITIES have been defined by the Leadership Alliance for the Care of Dying People (2014)
and are supported by the NICE guidance*:

Recognise the possibility that a person may die within the next few days or hours and communicate this clearly;
consider and address reversible causes where appropriate/possible; make decisions and act in accordance
with person’s needs and wishes; review these regularly and revise plans accordingly.

Communicate sensitively with the dying person and those close to them.

Involve all in making decisions as far as they indicate they want to be.

Support the family and other people important to the dying person by exploring, respecting and meeting their
needs where possible.

Plan individualised care including attention to nutrition/hydration, physical observations and investigations,
regular medication and anticipatory symptom control prescribing, and holistic needs that are psychological and
emotional, social and cultural, spiritual and faith-based. The plan should include specific decisions about:

® cardiopulmonary resuscitation

® supporting oral food and fluid intake

® starting, continuing or stopping clinically assisted nutrition and/or hydration
observations and investigations

facilitating or preventing change in place of care

review of regular long-term medication; stop those which are no longer needed and switch others to a route
which ensures they continue to provide benefit

® anticipatory prescribing of medication for ALL five common end of life symptoms (i.e. pain, breathlessness,
respiratory secretions, agitation, nausea/vomiting) and other problems specific to the patient (e.g. seizures,
bleeding).

The plan should be discussed with patient (if able) and family/carers, and documented in careful detail.

Review the dying person, those close to them and the associated care plans on regular and agreed occasions

each day, once daily being the absolute minimum.

CONDITION SPECIFIC PROMPTS (seek advice from Specialist Team if needed)

Renal disease: See page 9 for guidance on opioid choice. Use haloperidol or levomepromazine for
nausea/vomiting likely caused by chemical stimuli. Use midazolam for agitation, but lower doses may be
effective as metabolites accumulate. Use hyoscine butylbromide or reduced dose glycopyrronium for
secretions.

Heart disease: Arrange deactivation of implanted defibrillator (not pacemaker). Consider management of
pulmonary oedema with subcutaneous furosemide. Co-existing renal impairment influences drug choices.

Respiratory failure: Severe breathlessness in a dying patient demands effective management; opioids or
benzodiazepines used carefully may be valuable symptom management treatments. Consider SC
physiological dose of dexamethasone (equivalent to 1mg dexamethasone base) for patients on long term
corticosteroids.

Liver failure: Anticipate management of agitation from hepatic encephalopathy; if severe may require
combination of midazolam with levomepromazine. Manage variceal bleeding as ‘major haemorrhage’ (p20).

Parkinson’s disease: dopamine agonist medication (e.g. levodopa) may need to be changed from oral to
another route in a dying patient unless death is expected within hours. For nausea/vomiting, use domperidone
or ondansetron. Use levomepromazine cautiously. Avoid metoclopramide, haloperidol and cyclizine unless
death is imminent and/or no alternative antiemetic is effective for persistent symptoms.

MND: respiratory distress may be severe — anticipate with prescribing for breathlessness and assertive
management of secretions. A PEG tube is a valuable route of administration; review feed / fluid need and
volumes daily, reducing to balance burden vs benefit.

Frail / elderly: drug doses should be reduced. Depending on rate of decline and any stated/recorded wishes,
patients deteriorating and dying slowly (e.g. from dementia) require careful consideration of risks and benefits
of clinically assisted hydration and nutrition (in particular the role of subcutaneous fluids). See GMC guidance
Treatment and care towards the end of life (2010) www.gmc.org.uk .

*See NICE CG31: Care of Dying Adults in the Last Days of Life: www.nice.org.uk
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DIABETES MANAGEMENT IN THE LAST DAYS OF LIFE

Discuss changing the approach to diabetes management (i.e. the value of and potential method for glucose
testing including the type of glucose lowering treatments — tablets or insulin) with your patient and/or their family
if not already explored. If your patient remains on insulin, ensure your local diabetes specialist team are involved

and agree a monitoring and management strategy.

y

A 4

Type 2 diabetes
Diet controlled or
Metformin

y

Stop monitoring blood
glucose

Type 2 diabetes on tablets and / or
insulin / or GLP1 Agonist

.

Stop oral hypoglycaemics and
GLP1 agonist. Consider stopping
insulin depending on dose?

v

Either

A

y

If insulin stopped:

e If glucose over 20mmols/L,
give 6 units of short acting
insulin.

e Recheck capillary blood
glucose after 2 hours.

If insulin is to continue:

e Prescribe once daily long
acting insulin analogue
giving a dose at midday
based on an overall 25%
reduction in total daily
insulin dose.

v

If your patient requires short
acting insulin more than twice
a day, consider a daily long
acting insulin e.g. Glargine
(Lantus) or Degludec (Tresiba)

A\ 4

Type 1 diabetes always on
insulin®

A 4

Continue once daily long acting
basal insulin analogue at
midday with reduction in dose?®

A 4

\ 4

Check blood glucose once a day at
teatime:

If below 8 mmols/L, reduce insulin
dose by 10-20 %.

If above 20 mmols/L, increase
insulin dose by 10-20% to reduce
risk of/or symptoms of ketosis.
Alter dose by 2 units if daily dose
below 50 units.

Alter dose by 4 units if daily dose
50 units or more.

Key to Insulins

Short Acting Insulins (mealtime or corrective dose)- e.g. NovoRapid(ASPART) ® /Humalog (LISPRO®)
Long acting (once daily basal/background) insulin- e.g. Glargine/LANTUS®, Degludec/TRESIBA®

e Keep invasive glucose tests to a minimum. It is necessary to perform some tests to ensure unpleasant symptoms
do not occur due to low or high blood glucose levels.

e Aim for capillary blood glucose between 6 — 15mmol/L

e It is very difficult to identify symptoms of very low or high glucose levels in a dying patient. If symptoms are
observed, and if clinically appropriate to do so, check glucose levels (urine or capillary blood) if necessary.

1 Some patients with Type 1 diabetes may be using wearable technology e.g. insulin pumps or Flash Glucose
Monitoring Systems. Please contact local diabetes teams to discuss management.

2 Patients on over 48 units of insulin daily are likely to develop symptoms without insulin.

3 Reduce long acting insulin dose by 25% as well as discontinuing short acting insulin.

Prescribe insulin correctly by brand name; ensure correct dose units and strength.

For further information and/or advice, please contact your local specialist diabetes team
or https://trenddiabetes.online/wp-content/uploads/2018/04/EoL_Guidance 2018 Final.pdf
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PAIN IN THE LAST DAYS OF LIFE

(for acutely ill patients with rapidly deteriorating renal function, or patients with
eGFR<30mL/min, consider advice on page 27)

Unless specifically indicated, morphine is the first line injectable opioid of choice.
Other opioids are indicated in renal failure and previous morphine intolerance.
Seek specialist advice if you consider that an alternative may be indicated.

YES Is patient already on opioid drugs? NO

For patient on morphine or oxycodone, l
follow guidance below. For patients on
other opioids, seek advice.

Scenario 1: “planning ahead”
Patient not in pain:

Patient on morphine or oxycodone:

e Prescribe morphine 2.5mg SC up to 1-
hrly as required.

e [f patient later develops pain, proceed to
next box.

Divide 24 hour total dose of oral opioid
(regular + prn) by 2 and prescribe this as
morphine or oxycodone SC by syringe
driver over 24 hrs (Do not increase 24hr
opioid dose equivalent by more than 50%).

Scenario 2: “act now”

Prescribe 1/6™ opioid syringe driver dose Patient in pain:
as breakthrough medication to be given
SC up to 1-hrly as required. e Give morphine 2.5mg SC stat.

o If effective prescribe and start morphine
Start syringe driver 2 hours before next 10mg/24hour by syringe driver.
oral opioid dose would have been due (or e Prescribe morphine 2.5mg SC for
immediately if a dose has been missed). breakthrough pain to be given up tol-

hrly as required.
Discontinue oral opioid.

h 4 A 4

Review within 24hrs
If extra medication has been needed for pain:

If pain is controlled, make no changes.

Continue to review regularly.

increase syringe driver dose by total amount of breakthrough opioid given or by 30-50%,
whichever is less.

adjust breakthrough dose to 1/6t" of syringe driver opioid dose to be given SC up to 1-hrly as
required.

Patient on regular weak opioid:
(Codeine, Tramadol, Dihydrocodeine)

Review regularly and adjust as above.

Stop oral weak opioid.

Start morphine 10-20mg/24hrs by syringe driver soon after last oral dose (use 20mg/24hrs if
previous weak opioid was at maximum daily dose).

Prescribe morphine 2.5-5mg SC hourly as required for breakthrough pain.

Patient with patches for pain relief (Fentanyl, Buprenorphine)

See pages 2, 9, 10, 28 for guidance.
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PAIN IN THE LAST DAYS OF LIFE IN RENAL IMPAIRMENT

Key points
e This guidance applies to the acutely ill patient with renal impairment and/or eGFR<30mL/min.

¢ Whilst alfentanil may be preferable, oxycodone may offer a more practical option.
e These can be complex situations —do not hesitate to seek specialist advice.

YES Is patient already on opioid drugs? NO

A

A

Patient already on strong opioids:

e See conversion chart (p2) to calculate
dose of SC alfentanil.

e If unfamiliar with alfentanil use or
patient has signs of opioid toxicity,
seek specialist advice.

e Prescribe 1/10% of alfentanil 24hr
syringe driver dose as breakthrough
medication to be given SC up to 1-hrly
as required.

e  Start syringe driver 2 hrs before next
oral opioid dose would have been due
(or immediately if a dose has been
missed).

e Discontinue oral opioid.

Scenario 1: “planning ahead”

Patient not in pain:

e Prescribe alfentanil 100micrograms* SC
1-hrly as required OR oxycodone 1mg
SC 2-hrly as required.

e If patient needs pain relief, proceed to
next box.

v

v

Review preferably TWICE DAILY

If extra medication has been needed for

pain:

e Increase syringe driver dose by total
amount of breakthrough alfentanil given
or by 30-50%, whichever is less.

e Adjust breakthrough dose in proportion
i.e. to 1/10" of syringe driver opioid
dose to be given SC up tol1-hrly if
needed.

If pain is controlled, make no changes.

Continue to review regularly.

Scenario 2: “act now”

Patient in pain:

e Give alfentanil 200micrograms* OR
oxycodone 1mg SC stat.

o If effective, prescribe and start alfentanil
1mg/24hrs or seek advice about
prescribing oxycodone.

e Also prescribe alfentanil
100micrograms* up to 1-hrly OR
oxycodone 1mg SC up to 2-hrly for
breakthrough pain to be given as

reauired.

Patient on regular weak opioid
(e.g. codeine, tramadol, dihydrocodeine)

e Stop oral weak opioid.

e Start alfentanil 1mg/24hrs SC by syringe
driver soon after last oral dose or seek
advice about prescribing oxycodone.

e Prescribe 1/10% alfentanil 24hr dose to
be given SC up to 1-hrly as required
or oxycodone 1mg SC up to 2-hrly as
required for breakthrough pain.

e Review and titrate further as needed.

e Seek advice if uncertain.

Review preferably TWICE DAILY

If extra medication has been needed for

pain:

e Increase syringe driver dose by total
amount of alfentanil given or by 30-50%,
whichever is less.

e Increase breakthrough dose in
proportion i.e. to 1/10 of 24hr alfentanil
opioid dose to be given SC up to 1-hrly
as required.

e If using oxycodone, seek specialist
advice.

v

Review within 24hrs

If extra medication required for pain:

e Increase syringe driver dose by total
amount of breakthrough alfentanil given
or by 50%, whichever is less.

e Adjust breakthrough dose to 1/10t of
syringe driver alfentanil dose to be given
SC up to 1-hrly as required.

If pain is controlled, make no changes.

Continue to review regularly.

*Some clinicians prescribe Alfentanil 250micrograms SC 1-hrly.
For further information on Alfentanil, refer to PAIN section page 9.

27





NENC Palliative & End of Life Care Symptom Control Guidelines -5 Edition

PAIN IN LAST DAYS OF LIFE - SUPPLEMENTARY INFORMATION

Fentanyl patches for a patient in the last days of life:

It is recommended to continue fentanyl patches in these patients. Remember to carry on changing the
patch(es) regularly as previously (usually 72hourly) — this is sometimes forgotten.

If pain occurs, give breakthrough doses of morphine; if morphine is not appropriate, seek specialist
advice about an alternative injectable opioid.
Consult the chart on page 2 to calculate the correct breakthrough dose.

Adding a syringe driver to a patch:

If 2 or more breakthrough doses are needed in 24 hours, start a syringe driver with morphine (or other
opioid) and continue the patch(es).

The morphine (or other opioid) dose in the syringe driver should equal the total breakthrough doses
given in previous 24 hours up to a maximum of 50% of the existing regular (patch) opioid dose
equivalent.

Continue to apply this rule when reviewing pain control daily.

Remember to combine the dose of the patch and the dose in the syringe driver to work out the new
breakthrough dose (1/6" — 1/10™ of the opioid total daily dose) each time a change is made.

IF YOU ARE IN ANY DOUBT ABOUT THESE CALCULATIONS, SEEK SPECIALIST ADVICE.

Breakthrough dose calculation for patients in last days of life requiring subcutaneous
medication.

Patients on morphine, oxycodone or hydromorphone via syringe driver:

A common starting point is to prescribe a breakthrough dose of 1/6" of the total 24 hour dose (using a
practical dose, rounding down rather than up to be given 1-hrly as required, and adjusted according to
benefit and tolerability).

Patients on alfentanil via syringe driver:

Calculate the breakthrough dose as 1/10" of the opioid total daily dose. These may need to be given
more frequently than hourly. Single breakthrough doses of alfentanil are very short-lasting so there may
be situations when an alternative such as oxycodone may be appropriate; seek specialist advice.

Patients with a fentanyl patch:
Decide on injectable opioid to be used for breakthrough pain, using the opioid dose conversion chart on
page 2 to calculate the appropriate dose. Keep the fentanyl patch in place and renew regularly as usual.

Breakthrough doses may be given hourly up to the maximum defined by the prescriber.
A defined maximum number of doses will prompt early review if pain is uncontrolled.

Patients on other opioids: please seek specialist advice.

If managing a patient with renal failure and alfentanil is unavailable, please seek specialist advice.
Oxycodone or hydromorphone may be alternative options.
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NAUSEA AND/OR VOMITING IN THE LAST DAYS OF LIFE

This guideline for the management of nausea/vomiting in the last days of life should be read in
conjunction with the general guideline on nauseal/vomiting on page 13.

In RENAL IMPAIRMENT (eGFR<10ml/min): avoid CYCLIZINE. Use reduced dose HALOPERIDOL or
LEVOMEPROMAZINE.

In HEART FAILURE: avoid CYCLIZINE.

In HEPATIC FAILURE: use reduced dose HALOPERIDOL.

In PARKINSON’S DISEASE: avoid METOCLOPRAMIDE and HALOPERIDOL. Consider using
DOMPERIDONE (only oral preparation)) or ONDANSETRON (providing not on apomorphine), or seek
specialist advice.

Nausea/vomiting already controlled

Patients already taking an oral anti-emetic who reach the last days of life should have the anti-emetic continued
to ensure on-going symptom control; however, this current anti-emetic should be switched to the
subcutaneous route via syringe driver over 24hours. This may require a change of drug if SC preparation
not available (i.e. domperidone should be replaced by SC metoclopramide; prochlorperazine should be
replaced by SC cyclizine).

Also prescribe ‘as required’ dose of the same drug, or Levomepromazine* 6.25mg (some areas prefer 2.5-5mg)
SC as required up to 4 doses/24hours.

Planning ahead - in case nausea/vomiting develops

Prescribe cyclizine 25-50mg SC as required up to t.d.s, or haloperidol 1.5mg SC up to b.d.
OR prescribe levomepromazine* 6.25mg (some areas prefer 2.5-5mg) SC as required up to g.d.s.

New nausea/vomiting in a patient not currently treated with an anti-emetic
ASK: Is a chemical cause likely?

If YES prescribe haloperidol 1.5-3mg daily SC stat or over 24hrs via syringe driver.
Also prescribe cyclizine 25-50mg SC as required, maximum 150mg/24hrs.

If NO prescribe cyclizine 75mg or 150mg/24hrs SC via syringe driver.
Also prescribe haloperidol 1.5mg SC, maximum 3 doses in 24hrs.

If anxiolytic/sedative effects likely to be helpful, or to avoid using 2 drugs, consider levomepromazine at dose of
6.25mg (some areas prefer 2.5-5mg) SC as required (up to 4 doses in 24hrs).

REVIEW AFTER 24hours:

If symptoms are controlled, continue as before.

If either nausea or vomiting persists, change anti-emetic to levomepromazine as below and/or contact the
Specialist Palliative Care Team.

Uncontrolled nausea/vomiting in a patient already on an anti-emetic

Review the possible causes but do not delay changing the anti-emetic regime or arrange burdensome
investigations in an end of life care situation.

If a combination of cyclizine and haloperidol fails to control nausea/vomiting, replace them with
levomepromazine 12.5mg/24hrs SC via syringe driver. Also prescribe *levomepromazine 6.25mg (some areas
prefer 2.5-5mg) SC as required up to 4 doses/24hrs.

Consider octreotide for large volume vomits - seek specialist advice.

*Notes on levomepromazine

Levomepromazine has a broad spectrum of action. Some areas use levomepromazine as first-line anti-emetic
and prefer 2.5-5mg as a g.d.s. PRN dose.

The effects of this drug may last up to 24hrs; once daily SC dosing is an alternative to SC infusion.

The maximum anti-emetic effect may be achieved at doses of 25-50mg/24hrs. Doses above 25mg/24hrs (or
lower in patients who are sensitive) have a sedative effect. The sedative effect may be clinically useful - this
drug is also used in the management of terminal agitation and restlessness (see page 30). Where even mild
sedation is an unacceptable side-effect, start at a dose of 2.5ma SC.
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RESTLESSNESS / AGITATION / DELIRIUM IN LAST DAYS OF LIFE

Consider and treat reversible common causes of restlessness: e.g. urinary retention, faecal impaction and pain.
Support a calm environment, familiar voices and faces, gentle and usual routine.
The doses given here are a guide. In complex situations, seek specialist advice.

BENZODIAZEPINES: Patients on regular or long-term benzodiazepines should continue to receive a
benzodiazepine. Give midazolam by SC infusion to prevent rebound agitation/withdrawal.
Benzodiazepine ORAL dosage equivalents (these are approximations. Note that all drugs have
differing half-lives. Appropriate caution and monitoring are required if switching between drugs; seek
specialist advice if needed. If switching at a high dose, consider reducing by 30-40%).

Diazepam 5mg = lorazepam 0.5mg = temazepam 10mg = midazolam 5mg (oral).

Note: midazolam 5mg oral = midazolam 2.5mg SC.

In RENAL FAILURE: MIDAZOLAM is a good first choice as toxin accumulation increases seizure risk.
In HEPATIC FAILURE: use reduced dose MIDAZOLAM and/or HALOPERIDOL.

ANTICIPATORY (Just in case) PRESCRIBING

Planning ahead is important even if a patient is not currently symptomatic: it is a risk in the dying phase.
Prescribe either midazolam 2.5-5mg SC 1-hrly as required (up to g.d.s.) or haloperidol 1.5mg SC 1-hrly as
required (up to b.d.).

Doses should be titrated or regular treatment prescribed as below if symptoms develop.

y A

RESTLESSNESS or AGITATION PRESENT PSYCHOSIS or DELIRIUM PRESENT
Give medication SC stat: Prescribe
Midazolam 2.5mg - 5mg. Haloperidol 1.5mg SC once or twice daily

Or
If stat dose effective, start syringe driver: Levomepromazine up to 12.5mg SC 12-hrly (may
Midazolam 10-20mg/24hr SC. be more sedating).

Prescribe breakthrough dose:

Midazolam 2.5mg - 5mg SC up to 1-hrly as

required. Review within 24 hrs

If symptoms are controlled, continue SC either as
stat doses 12-24hrly (both drugs are long acting)

(use lower dose in the range if frail/elderly) . ) )
or via syringe driver.

If symptoms are not controlled, increase

: — haloperidol to 5mg/24hrs SC, or increase
Review within 24 hrs levomepromazine by equivalent of extra doses
given.

A 4

If breakthrough doses needed, increase

midazolam syringe driver dose by the equivalent of

the extra doses given. A
_ . _ Levomepromazine is an effective sedative.
If midazolam dose > 30mg/24hrs - consider adding It may be prescribed with midazolam (if midazolam
haloperidol 1.5 — 5mg/24 hrs SC or partially effective) or used to replace haloperidol or
levomepromazine 25mg/24 hrs SC. »| midazolam.
Start syringe driver at 25mg/24hrs.

Continue breakthrough doses of midazolam 5mg Use breakthrough dose 12.5mg SC 1-hrly as
SC 1-hrly as required. required.

_ Although hourly doses can be given, seek
Common dose range midazolam 10-60mg/24hrs specialist advice if more than 4 PRN doses in
(above this dose, seek advice). 24 hours are needed.

Unresolved or severe symptoms

A few patients become extremely agitated when they are dying. This can be a very difficult situation and may
require very high doses of drugs. Specialist advice should be sought. Itis vital that patients are not left in
distress.
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RESPIRATORY TRACT SECRETIONS IN LAST DAYS OF LIFE

Secretions which have already accumulated will not be removed by medication.
Early treatment improves the prospect of achieving symptom control.

Considerations when choosing an anti-secretory drug:

Hyoscine butylbromide, hyoscine hydrobromide and glycopyrronium are broadly similar in effectiveness,
controlling secretions in up to 2/3rds of patients. Glycopyrronium may work when a hyoscine salt has not.
Consider that secretions may continue accumulate despite choice of medication. Hyoscine hydrobromide crosses
the blood-brain barrier and may cause sedation.

In RENAL FAILURE and HEPATIC FAILURE: avoid hyoscine hydrobromide; use HYOSCINE BUTYLBROMIDE
or half the stated GLYCOPYRRONIUM dose.

*In some areas, hyoscine butylbromide is the preferred first line anti-secretory drug, and hyoscine hydrobromide is
restricted for prescribing under specialist guidance only.

SECRETIONS PRESENT SECRETIONS ABSENT

v

General measures ) ) Pre-emptive discussion with relatives that noisy
* Assess if causing distress to patient, and secretions may occur, but may not distress
balance with potential side effects of drugs (eg patient
dry mouth, urinary retention). Anticipatory prescribing is crucial to allow early
e Alter position to shift secretions. and better control of this symptom.
e Give explanation and reassurance to
e Give hourly mouth care. Hyoscine butylbromide 20mg SC 1-hrly as required
or
Glycopyrronium 200micrograms SC 1-hrly as
: . required or
Any potentially reversible causes? *Hyoscine hydrobromide 400micrograms SC 1-hrly
Pulmonary oedema — consider furosemide by SC as required.

infusion (seek specialist advice).
Specify maximum 6 doses/24hrs — frequent need

Chest infection — consider antibiotics for palliation should prompt review.
of symptoms.
Anti-secretory prescribing Review within 24hrs
If 2 or more doses required, manage as for
Starting dose: ‘secretions present’.
Hyoscine butylbromide 20mg SC or

Glycopyrronium 200 micrograms SC or
*Hyoscine hydrobromide 400 micrograms SC.

Regular treatment via syringe driver: Review after 24hours, or sooner if indicated

Hyoscine butylbromide 60mg/24hrs or
Glycopyrronium 600micrograms/24hrs or
*Hyoscine hydrobromide 1.2mg/24hrs.

If extra doses needed, increase 24hr dose:
Hyoscine butylbromide 120mg/24hrs or
Glycopyrronium 1200micrograms/24hrs or
*Hyoscine hydrobromide 2.4mg/24hrs

Extra doses: (SC up to 1-hrly as required,
maximum 6 doses in 24hrs)

Hyoscine butylbromide 20mg SC or
Glycopyrronium 200 micrograms SC or
*Hyoscine hydrobromide 400 micrograms SC.

\4

Consider additional / alternative antisecretory
medication SC up to 1-hrly as required, with a
maximum daily dose to prompt review.

If symptoms not controlled, seek specialist advice.
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BREATHLESSNESS IN LAST DAYS OF LIFE

BREATHLESSNESS PRESENT RISK OF BREATHLESSNESS

y

General measures: Planning ahead

e Calm environment

e Reassurance and support. Patient not on opioid: Prescribe morphine

e Cool room. 2.5mg SC 1-hrly as required.

e Gentle air flow with fan.

e Give hourly mouth care. Patient on opioid analgesics: Prescribe

e Oxygen if helpful (only if low saturations). midazolam 2.5mg SC 1-hrly as required.
! I

Patient not already on opioid for pain Review within 24hours

(for patients with renal impairment, see advice on right
and on page 9) If 2 or more doses needed, manage as for
e Give morphine 2.5mg SC stat. breathless patient.

A

e Also prescribe morphine 2.5mg SC 1-hrly as required.

e Start morphine 10mg SC/24hours by syringe driver. Specific situations

Heart failure: consider furosemide by continuous

Patient already on opioid . .
subcutaneous infusion.

e Give midazolam 2.5mg SC stat.
e Also prescribe midazolam 2.5mg SC 1-hrly as required.

e Start midazolam 10mg SC/24hrs by syringe driver. Renal impairment: consider replacing morphine

with alternative opioid if renal impairment severe
e.g. alfentanil 100micrograms SC 1-hrly as

(Midazolam is a useful option in patients with renal required, 1mg SC/24hrs by syringe driver.

impairment if there is doubt about opioid choice).
NB Diuretics will not help if patient anuric.

Review within 24hours

If 1-2 breakthrough doses of morphine or midazolam needed in 24hours, increase syringe driver dose by 30-50%.

If 3 or more breakthrough doses needed in 24hours, consider doubling syringe driver dose of drug in use and
increase breakthrough dose to 5mg. Continue to allow breakthrough doses hourly as required.

Usually, the dose of morphine should not need to exceed 15mg SC/24hrs via syringe driver for breathlessness.
Ongoing review is essential. If symptoms are not improving, seek specialist palliative care advice.

SEVERE FRIGHTENING BREATHLESSNESS

Severe frightening breathlessness is an emergency and may be a terminal situation.

Therapeutic sedation is the appropriate treatment in this emergency situation.

Explain that only sufficient sedation to relieve the frightening sensation will be given.

Administer midazolam 5mg subcutaneously.

Repeat up to twice at 30-minute intervals until the patient is calm (for some this will mean being asleep).

When the patient is calm set up a syringe driver with midazolam.

Start at 20mg SC/24hrs and prescribe 5mg SC doses every 15-30 mins for frightening symptoms.

Review every few hours and titrate further as necessary to maintain good symptom control.

In some patients doses of midazolam up to 100mg SC/24hours may be required; seek specialist advice as needed.

Treatment with an opioid may also be appropriate to reduce sensation of breathlessness.

WITHDRAWAL OF VENTILATION
Specialist support is advised. Midazolam and opioids can be used to alleviate anticipated and ongoing symptoms.
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SYRINGE DRIVERS AND DRUG COMPATIBILITIES

e Find the first medicine you want to mix in the left-hand column.
e Look along the row and search for the other medicine you want to mix.
e If the medicine is in the YES compatible box then go ahead and mix the two medicines with water as the diluent.

If the medicine is in the NOT compatible or QUERY compatible box, then follow the instructions in this box and check the
strengths and concentrations to see if the two medicines can be mixed or not.

DOSE (subcutaneous)

COMPATIBILITY- 2 MEDICINES

compatibilities may

Metoclopramide

MEDICINE/ Per 24hrs PRN YES NOT COMPATIBLE or
INDICATION (E‘;Sﬁs normally COMPATIBLE QUERY COMPATIBLE
Diluent: *If on rgg_glar opioid_s - geekc;trj)reigéllizi (assuming'on(lj))/ 2 drugs
D Use opioid conversion | e motoms mixe
! G (PR ) not cont);ollgd)
MORPHINE *5-10mg 2.5-5mg Cyclizine -Haloperidol incompatible at high
Pain / Dyspnoea No upper limit for pain; | OR Hyoscine butylbromide | concentrations of haloperidol >1mg/mL
if used for dyspnoea, 1/10%-1/6" of total Hyoscine hydrobromide | and,morphine>10mg/ml
see p28 daily dose of Glycopyrronium -Midazolam: generally regarded as
(increase dose by 30- morphine Levomepromazine compatible, microscopic precipitation may
50% at a time) Metoclopramide occur
OXYCODONE *5mg 2.5-5mg Haloperidol -Cyclizine incompatible at high
Pain / Dyspnoea No upper limit OR Hyoscine butyloromide | concentrations
(increase dose by 30- 1/10"-1/6" of total | Hyoscine hydrobromide | # If cyclizine is 150mg/23mL, max
If using high strength 50% at a time) daily dose of Glycopyrronium oxycodone £70mg
oxycodone (50mg/ml), oxycodone Levomepromazine -Oxycodone + cyclizine is a problematic

combination, always dilute to maximum &

Pain / Dyspnoea

Often not practical for
PRN use due to short

No upper limit
(increase dose by 30-
50% at a time)

OR
1/10" of total daily
dose of alfentanil

Hyoscine butylbromide
Glycopyrronium
Levomepromazine
Metoclopramide

vary - seek specialist Midazolam monitor.
advice
ALFENTANIL *500microg-1mg 100 micrograms Haloperidol -Cyclizine incompatible at high

concentrations

# If cyclizine is 150mg/23mL, max
alfentanil dose is 5.5mg

# If cyclizine is 150mg/17mL, max alfentanil

Nausea and vomiting

(50mg/ml)

(Always dilute as much
as possible with water
e.g.: up to 23mL)

(max dose 150mg /
24hrs)

Hyoscine hydrobromide
Morphine

half-life, especially in Midazolam dose is 4mg
community. Seek (Some areas use -Hyoscine hydroromide not known, no data
specialist advice for 250 micrograms) available
alternatives
MIDAZOLAM 10mg 2.5-5mg Alfentanil -Cyclizine incompatible at some
Agitation / Dyspnoea No upper limit, but Haloperidol concentrations
consider seeking Hyoscine butylboromide | # If Cyclizine is 150mg/23mL, max
specialist advice if not Hyoscine hydrobromide | Midazolam 20mg
responding to 30mg Glycopyrronium # If Cyclizine is 150mg/17mL, max
(10mg/2ml) (Increase by 30-50% at Levomepromazine Midazolam 15mg
a time) Metoclopramide -Morphine (see MORPHINE section)
MIDAZOLAM 30mg 10mg Oxycodone
Seizures (Start at lower dose
20mg to avoid
(10mg/2ml) excessive sedation)
CYCLIZINE 75-150mg 25-50mg Haloperidol -Alfentanil (see ALFENTANIL section)

-Glycopyrronium not known, no data
available

-Hyoscine butylbromide incompatible
-Levomepromazine not recommended
-Metoclopramide not recommended
-Midazolam (see MIDAZOLAM section)
-Oxycodone (see OXYCODONE section)

METOCLOPRAMIDE
Nausea and vomiting

(10mg/2ml)

30mg, increase
gradually to 60mg if
needed (higher doses
under specialist
guidance only)

10mg

Alfentanil
Glycopyrronium
Haloperidol
Midazolam
Morphine
Oxycodone

-Cyclizine not recommended

-Hyoscine butylbromide not recommended
-Hyoscine hydrobromide not recommended
-Levomepromazine not recommended

# examples given of doses, assuming use of a syringe driver using either 17mL or 23mL (specified) as max total volume after dilution.
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DOSE (subcutaneous)

COMPATIBILITY- 2 MEDICINES

(200microg/ml)

Levomepromazine
Metoclopramide
Midazolam
Morphine
Oxycodone

MEDICINE/ Per 24hrs PRN YES NOT COMPATIBLE or
INDICATION (E‘:Sﬁsu”ro;g‘aar't'y COMPATIBLE QUERY COMPATIBLE
Diluent: seek specialisi (assumlng_ on(liy 2 drugs
water for injection advice if symptoms b e
not controlled)
HALOPERIDOL 0.5-5mg 0.5-1.5mg Alfentanil -Levomepromazine not recommended
Nausea and vomiting Cyclizine -Morphine (see MORPHINE section)
(5mg/ml) Glycopyrronium
HALOPERIDOL 3-10mg 1.5mg Hyoscine butlybromide
Agitation Hyoscine hydrobromide
Metoclopramide Haloperidol is long acting so can be given as
Midazolam a bolus injection if compatibility is an issue
(5mg/ml) Oxycodone
LEVOMEPROMAZINE | 6.25-12.5mg 2.5-6.25mg Alfentanil -Cyclizine not recommended
Nausea and vomiting Glycopyrronium -Haloperidol not recommended
(25mg/ml) Hyoscine butylbromide | -Metoclopramide not recommended
LEVOMEPROMAZINE | 12.5 - 25mg; increase 12.5mg Hyoscine hydrobromide
Agitation gradually if needed. Midazolam
Seek specialist advice Morphine Levomepromazine is long acting so can be
for doses >50mg Oxycodone given as a bolus injection if compatibility is
(25mg/ml) (Dilute high doses as an issue
much as possible)
HYOSCINE 60 - 120mg 20mg Alfentanil -Cyclizine incompatible
BUTYLBROMIDE Haloperidol -Glycopyrronium not recommended
Chest secretions / Levomepromazine -Hyoscine hydrobromide not recommended
Colic / spasm pain Midazolam -Metoclopramide not recommended
Morphine
(20mg/ml) Oxycodone
HYOSCINE 1.2-2.4mg 400microg Cyclizine -Alfentanil not known, no data available
HYDROBROMIDE Haloperidol -Glycopyrronium not recommended
Chest secretions Levomepromazine -Hyoscine butylbromide not recommended
(400microg/ml) Midazolam -Metoclopramide not recommended
(In some areas, under Morphine
specialist advice only) Oxycodone
GLYCOPYRRONIUM 600microg — 1.2mg 200microg Alfentanil -Cyclizine not known, no data available
Chest secretions Haloperidol -Hyoscine butylbromide not recommended

-Hyoscine hydrobromide not recommended

LEVETIRACETAM
Seizures

(100mg/ml)

Oral : SC conversion
1:1

Use midazolam inj

Limited compatibility information suggests that it is compatible with
haloperidol, hyoscine butylbromide, levomepromazine,
metoclopramide, midazolam, morphine, oxycodone using 0.9%
sodium chloride as diluent

# examples given of doses, assuming use of a syringe driver using either 17mL or 23mL (specified) as max total volume after dilution.

Principles of medicines compatibility in a syringe driver

The compatibility information above only refers to mixing of 2 drugs in a syringe driver. If using 3 or more drugs in one syringe driver,
ensure that the combination is compatible (including the diluent being used). If unsure, seek specialist advice.
After initial mixing, check for cloudiness or separation (precipitation); if present, wait.

Choosing a diluent

Water for injection is recommended as the diluent of choice as there is less likelihood of incompatibility.

If fully resolves, continue and monitor closely.

If doesn’t resolve, discard solution and contact prescriber for alternative combination.
Monitor all syringe drivers regularly for signs of incompatibility (crystallisation)

Be aware that an “alarming” syringe driver could be due to incompatibility of the medicines.

The purpose of the diluent is to reduce the risk of site irritation. If there is inflammation at the injection site:
e Increase the diluent to the maximum volume (this should always be done in advance for drugs which are known to be irritant

e.g. cyclizine

e  Consider switch to using 0.9% sodium chloride as diluent however seek specialist advice on compatibilities
e If site irritation continues, seek specialist advice. Consider the addition of low dose dexamethasone to CSCI, if compatibility

data permits.

Legal considerations — Changes in the law state that the instruction / direction to mix medicines must be in writing; therefore, the
prescriber must indicate which medicines to mix in each syringe driver.

Evidence — The information for the chart is taken from the Palliative Care Formulary 7" Edition and is based on clinical observations
in palliative care services.
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Dapagliflozin in Heart Failure Top Tips v5.pdf
[NHS|

Top Tips and Recommendations for Nort of Ty, Gateshead and Norh Cumba

Dapagliflozin [FORXIGA] in HFrEF

Introduction and Purpose of Document

SGLT2 inhibitors are an established class of medications for the treatment of diabetes and act by preventing the absorption of glucose and sodium, mainly from
the proximal renal tubule in the kidney. Glucose and sodium are, therefore, lost in urine resulting in a fall in blood glucose level, an osmotic diuresis, reduction
in blood pressure and weight loss. These drugs have been licensed and used widely in people with T2DM and have shown significant cardiovascular and renal
benefits in different subsets of this group of patients.

Cardiovascular outcome trials have shown this class of drug to be effective in reducing both morbidity and mortality from cardiovascular disease, as well as
beneficial effects on Heart Failure with reduced ejection fraction (HFrEF) (e.g. reductions in risk of hospitalisation, risk of worsening heart failure and
improvement in symptom scores). These effects are thought to be independent of their benefits in lowering blood glucose levels. The effects on heart failure
are particularly impressive as they are present both in those with or without previous cardiovascular and/or chronic kidney disease, and also benefit those
without diabetes.

Dapagliflozin has a NICE TA and is licensed for use in symptomatic chronic HFrEF in the UK.

This document has been developed for the use of dapagliflozin within its current licence for the treatment of HFrEF. The primary purpose of this guide is to
ensure that, where dapagliflozin is prescribed in a person for HFrEF, it is undertaken safely.This can be achieved by ensuring that dapagliflozin is only
prescribed for the appropriate patients and that the relevant information is given to patients to ensure safety.

Prescribing Dapagliflozin in HFrEF

It is important to note each Trust may have their own dapagliflozin in HF guidelines and processes depending on service set up
and needs. Therefore, this document is not exhaustive and should only be used as a guide/prompt.
It is also worth noting that ESC, American and Canadian guidelines and recommendations differ to those from NICE.

Use with CAUTION in the following situations:
Person adhering to a ketogenic diet
History of active foot disease
People at risk of hypotension/hypovolaemia (e.g. elderly)
Body mass index under 25 kg/m? (under 23 kg/m? in South Asian
patients)
Person with very high level of HbAlc >86 mmol/mol
Hypotensive patients
Raised haematocrit
Severe hepatic impairment
History of recurrent UTIs or kidney stones
Electrolyte disturbance particularly hyponatraemia
People diagnosed with or at risk of frailty
Cognitive impairment or use of a medication compliance aid as
this may interfere with the adequate understanding required to
follow sick day rules and take action to prevent and identify DKA
On long term or recurrent courses of steroids
Potential for pregnancy
Recent weight loss

Dapagliflozin in HFrEF Dosing

Dose Dose Adjustments
S(.EL.TZ (When using in (When using in HFrEF)
Inhibitors
HFI'EF) eGFR > 60 eGFR 45-59 eGFR 31-44 eGFR 15-30 eGFR <15 Hepatic Impairment
Dap 0 dto do e o]
Omg o d
Dapagliflozin ‘. ) P 0 P " ! do
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Patient Education — Sick Day Rules

All patients should be counselled on initiation of dapagliflozin for
HFrEF (by the initiating clinician) about sick day rules and when
to stop taking their dapagliflozin due to associated risks with
dehydration and development of DKA.
If ill with diarrhoea, vomiting, fever or unusual drowsiness,
patient’s should be advised to STOP dapagliflozin and don’t
restart until feeling better and eating/drinking fluids normally
* Restart only AFTER patient has been eating normally

for AT LEAST 24 HOURS AND no longer acutely unwell
Drink plenty of water/sugar-free fluid to avoid dehydration
Seek medical advice if particularly unwell with infection or illness
Stop dapagliflozin prior to surgery—as advised by pre-op team
ALL patients must be counselled on the risk of ketoacidosis and
signs and symptoms of this and to STOP dapagliflozin if any
symptoms develop

[NHS|
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Common:

* Increased risk of UTI
* Polydipsia

* Polyuria

* Urinary disorders

* Fungal genital infections

* Volume depletion effects (thirst, postural dizziness,
hypotension, dehydration)

Uncommon but serious:

* Lower limb amputation
* DKA

* Fournier’s Gangrene

Please see individual drug monograph in BNF/SPC for a complete

side-effect profile — see hyperlink in table overleaf.

Monitoring Requirements and Documentation

* BP and U/Es should be monitored at least every 6 months

* It must be clearly documented on the patient’s medical record that the indication for dapagliflozin is HFrEF and not T2DM or CKD to ensure
follow up and monitoring is appropriate

* Itis worth noting that due to its mechanism of action patients on dapagliflozin will test positive for glucose in their urine

* Patients with T2DM who are commenced on dapagliflozin for HF may require adjustment to their other glucose lowering medication and
closer monitoring of HbAlc/capillary blood glucose following initiation of dapagliflozin due to the potential for hypoglycaemia. This should
be considered and advised by the specialist team initiating the dapagliflozin.

Contacts and Communication Links — HF Teams in Secondary Care

It is important to note each Trust may have their own dapagliflozin in HF guidelines and processes depending on service set up and needs.
Therefore, this document is not exhaustive and should only be used as a guide/prompt. Any further queries relating to patients prescribed
dapagliflozin for HF should be referred to the relative team below:

Gateshead Health NHS Foundation Trust: Hamza Khalil, Advanced Specialist Pharmacist, Heart Failure, hamza.khalill @nhs.net

Claire Davies, Diabetes and Endocrinology Specialist Pharmacist, claire.davies62@nhs.net

Northumbria Healthcare NHS Foundation Trust: Alastair Green, Senior Clinical Pharmacist - Cardiology, Alastair.green@northumbria-
healthcare.nhs.uk

North Cumbria Integrated Care NHS Foundation Trust, West Cumberland Hospital (WCH) Heart Failure Team: 07824 351769, Cumberland
Infirmary Heart Failure Team: 07824 383884

Additional Important Safety Information

Additional Important safety information — Please see hyperlinks for more detailed advice:
¢ MHRA/CHM advice (updated April 2016): SGLT2 inhibitors: updated advice on the risk of diabetic ketoacidosis (DKA)
* People should be informed on the signs and symptoms of DKA, discontinue treatment with the SGLT2 inhibitor immediately if
DKA is suspected or diagnosed
* MHRA/CHM advice (MHRA/CHM advice March 2017): SGLT2 inhibitors: updated advice on increased risk of lower-limb amputation
(mainly toes)

* SGLT2i’s may increase the risk of lower-limb amputation (mainly toes). All people taking an SGLT2i should be counselled on good
preventive foot care. Review if lower limb complications develop (e.g. skin ulcer, osteomyelitis, or gangrene). Monitor people
with risk factors for amputation, signs and symptoms of water or salt loss.

¢ MHRA/CHM advice: SGLT2 inhibitors: reports of Fournier’s gangrene (necrotising fasciitis of the genitalia or perineum) (February 2019)
* If Fournier’s gangrene is suspected, stop the SGLT2 inhibitor and urgently start treatment (including antibiotics and surgical
debridement as required)
¢ MHRA/CHM advice: SGLT2 inhibitors: monitor ketones in blood during treatment interruption for surgical procedures or acute serious
medical illness (March 2020)

*  SGLT2 inhibitor treatment should be interrupted in people who are hospitalised for major surgical procedures or acute serious
medical illnesses and ketone levels measured, preferably in blood rather than urine. Treatment may be restarted when the
ketone values are normal and the person's condition has stabilised

Further Information and References

* Summary of Product Characteristics (SPC) for dapagliflozin available at: www.medicines.org.uk

* Dapagliflozin in patients with heart failure and reduced ejection fraction. McMurray et.al. N Engl J Med 2019; 381:1995-2008

* NICE Dapagliflozin for treating chronic heart failure with reduced ejection fraction Technology appraisal guidance [TA679] available at:
https://www.nice.org.uk/guidance/TA679

Produced by Mike Bowe, Claire Davies and Hamza Khalil September 2021 For any queries/feedback please contact: claire.davies62@nhs.net and hamza.khalill@nhs.net
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NHS North of Tyne, Gateshead and North Cumbria Area Prescribing Committee’
Seven Day Prescriptions and Multi-compartment Compliance Aids (MCAs) — Position statement

Review date: December 2021
Extended expiry: December 2024

The appropriate duration of a prescription should be decided by the prescriber, in conjunction with the patient and their
pharmacist, considering the medicine being prescribed, it's monitoring requirements, the condition being treated and the
individual patient’s needs. In short, 7 day prescriptions should only be issued by a prescriber when a patient has a clinical need
for their medication to be supplied on a weekly basis.

When is it appropriate to issue 7 day prescriptions?

o Unstable patients whose medication regimen may be susceptible to frequent change. An MCA cannot be amended once
supplied to the patient. If medication changes mid-supply, a replacement prescription is required for all medication so new
MCA devices can be supplied to the patient.

e Patients who are considered to be at risk of medication overuse and it is not safe to provide longer than a 7 day supply.

e When a patient is having a multi-compartment compliance aid (MCA) and it contains medication that is very unstable and
therefore means that the MCA must be made up and collected each week.

e When a clinical assessment has taken place by the prescriber or pharmacist.

When is it inappropriate to issue 7 day prescriptions?

o  Where no clinical assessment has taken place by the prescriber or pharmacist.

e  Where there is no clinical reason for the patient to only receive a one week supply at a time.

e To support the provision of an MCA unless there is a clinical need for the patient to receive their medication on a
weekly basis (as listed above).

e When a direct request for 7 day prescriptions is made by community pharmacists to support the provision of an MCA and
where there is no clinical reason for the patient not to receive a 28 day supply. NB if a patient receives 4 x 7 day supply
then a 28 day prescription should be issued.

e Patients in care homes and those being supported at home by domiciliary care workers (unless a risk assessment has
identified appropriate need in line with list above by the care agency).

Supply of Multi-compartment Compliance Aids (MCA)

e The provision of a “reasonable adjustment” to support the patient with their medication is based on the clinical judgement of
the assessing pharmacist / dispenser. It may include, but is by no means limited to, the provision of an MCA (see
alternative options below).

e Health and care professionals and administrative staff can add a reasonable adjustment flag (RAF) to the patient’s
Summary Care Record. The RAF indicates that reasonable adjustments are required for an individual and can include
details of the significant impairments the patient has and key adjustments that should be considered.

e ltis the Pharmacist's decision to determine themselves whether medicine-related adjustments are required to be made by
the pharmacy, following an assessment with reference to the Equality Act 2010. An example tool, Fuller's assessment, can
be found in Appendix A.

e The decision to supply an MCA should consider any concerns from health care professionals of the patient’s ability to take
their medication. The assessor should consider the person’s needs and preferences and involve the person and/or their
family members or carers and the home care providerin decision-making. Before making a supply in an MCA, it is essential
that the pharmacist satisfies themself that the patient will be able to use the MDS safely.

o Where a prescription for 28 days treatment is deemed clinically appropriate and issued for a patient who satisfies the
clinical criteria for adjustment and it is decided that the adjustment required is a MCA, then 4 x 7 day MCA containers or 1 x
28 day MCA container should be prepared and supplied to the patient at the same time.

e Where 7 day prescriptions are issued, the patient must receive the medication weekly and there must be a genuine clinical
need for this as listed above.

e MCAs should only be provided to meet the clinical needs of the patient, not primarily the needs of a care home, community
pharmacy or care agency. Support for care homes or other care agencies should not be funded by (prescription) dispensing
fees. There is no NHS contractual requirement on community pharmacists or GPs to deliver medications to patients’ homes
although some pharmacies / dispensing practices may offer to do this as a business decision.

Practical ways to support patients

Please note that prescribers and pharmacists may choose from a variety of aids to assist patients or careers who have difficulty
managing medications. These include:

e Large print medicine labels

e Special easy opening medication containers

e Areminder chart showing the particular times to take the appropriate medicines

e MCA boxes containing 1 week or 4 week supply when identified as the only reasonable adjustment required to overcome
the obstacles to the use of the dispensed medicine.

Detailed guidance is available on the link below
http://psnc.org.uk/contract-it/pharmacy-regulation/dda/the-equality-act-2010-28-day-prescribing/

With thanks to Ipswich and East Suffolk CCG

1. Representing Gateshead Health NHS FT, Newcastle Upon Tyne Hospitals NHS FT, Northumberland Health Care FT,
Northumberland Tyne & Wear NHS FT, Newcastle Gateshead CCG, North Tyneside CCG, Northumberland CCG, Community
Pharmacies North of Tyne and Gateshead, North Cumbria CCG and North Cumbria Integrated Care
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Name of person:

North of Tyne, Gateshead and North Cumbria

Area Prescribing Committee Formulary

Appendix A: Fuller's Self Medication Risk Assessment Screening Tool

Enter Score
Below:
1 2 3 4
Number of prescribed 1 Drug 2 Drugs 3 Drugs 4 Drugs
medications
1 4 8 12
Mental State Alert and Orientated but sometimes | Confused, Very confused
orientated forgetful muddled/disorientated/very
forgetful
1 2 4 6
Vision Can see to read Needs glasses/aids to Difficult to read print with Unable to see
with no aids read and print gl (aids
1 2 3 4
Living with others Living with others who Living with others with Living alone with no
Social Circumstances | who can fully usually/sometimes some support from paid support
support support medication carers or family/friend
medication needs | administration
1 2 3 4
Can manage to Weakness of hand/poor Disabled. Requires some Severely disabled
Physical Condition open coordination, but can help to open packages unable to manage
bottles/packets manage to open
independently bottles/packets with
difficulty
Attitude and 1 2 8 12
knowledge about Interested about Fairly interested about Mot very interested about Disinterested and or
medications prescribed prescribed medications prescribed medications. unwilling to take

medications and
knows all about
them, believes
they are important

and knows enough about
them to administer them
safely/believes they are
important

Does not believe they are
important/unable to recall
medication regime

prescribed medication

TOTAL SCORE

Minimum Score: 6

Maximum Score:

42

Total your score and please see guidance for Risk Management 6-13 Low Risk, 14-16 Medium Risk, 17-22 High Risk 23-42 Very High
Name of the person completing the form:

Date:

LOW RISK

MEDIUM RISK

HIGH RISK

VERY HIGH

Position:
Signature:

RISK ASSESSMENT GUIDANCE

1. Give full explanation/information to service user about prescribed medications.
2. If carer/family will be giving medication, give full information about the drug regime.

3. Service User or carer may benefit from a personal medication chart with written information and advice

about medication regime.

As above plus:

-

print labels.

3. Keep medication regime simple.
4. Consider referral to pharmacist/GP for more in-depth medication review.

As above plus:

1. Activate a system to administer medications.

2. Refer back to prescribing GP and dispensing pharmacist if this is not possible.

3. Recommend a regular medication management review by the service user's GP or pharmacist.
4. Keep prescribing to a minimum.

As above plus:

The strongest elements that contribute to risk are those related to mental state, the individual's attitude and

beliefs about their medications and visual impairments.

The risk is further increased for individuals with more than one of the three strongest risk elements, especially

when living alone.

. May need support or need someone else to administer medication safely.
2. Inform local pharmacist and service user's GP of concerns including memory aids, easy open bottles, large

NHS|
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Introduction

This guideline relates to adults with only vague or no symptoms or signs of liver
disease, found to have abnormal liver blood tests. This guideline does not apply to

children.

It is recognised that abnormal liver blood tests are an increasingly common
presentation in primary care, in part due to the growing number of individuals with

non-alcoholic fatty liver disease (NAFLD).

This guideline makes recommendations for the diagnosis and management of adults
with abnormal liver function tests with little or no symptoms, and is intended for use
by all clinicians in the North East and North Cumbria in the diagnosis and
management of these patients. The interventions should be offered to all people who
are likely to benefit, irrespective of race, disability, gender, age, sexual orientation or
religion. Information should be provided to patients in an accessible format and
consideration should be given to mobility and communication issues, and being

aware of sensitive and cultural issues.
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STEP 1 - PATTERN RECOGNITION

What sort of abnormality do the abnormal liver blood tests suggest?

a. lsolated raised bilirubin — most commonly due to Gilbert’s syndrome. This is a
benign condition and does not need referral. It occurs in about 5% of the

population.

Repeat Liver blood tests on a fasting sample with an FBC. The bilirubin
should rise further and there should be no evidence of anaemia. If the patient

is anaemic haemolysis needs to be excluded (reticulocyte count, LDH).

b. Cholestatic pattern — Alkaline phosphatase (Alk phos) raised significantly more
than ALT. Remember bone causes of raised Alk phos e.g. Paget’s Disease.

Repeating LFTs with a yGT can help confirm a liver cause.

c. Hepatitic pattern — Most marked abnormality is a raised ALT (and AST if
reported), though Alk phos may also be raised. These can be short-lived, due
to intercurrent illness, reverting to normal a few weeks later. The bulk of this

guidance refers to patients with this pattern of abnormality.
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STEP 2 — FIRST ASSESSMENT

Given that the most common causes of abnormal liver blood tests are NAFLD
(commonly associated with other features of the metabolic syndrome), alcohol
excess and adverse drug reactions, a careful drug/alcohol history should be taken
and other features of the metabolic syndrome (hypertension, diabetes, obesity and
abnormal lipids) should be sought. Consider using the AUDIT or FAST questionnaire
for detecting hazardous or harmful drinking. Patients should be given general advice
as appropriate (reduction in alcohol intake, weight reduction by diet and exercise)
and any drugs known to be associated with drug induced liver injury should be
stopped if possible. Of particular note are NSAIDs. These should be stopped and
Liver blood tests repeated after 3 months. In cholestatic abnormalities antibiotics

especially flucloxacillin are relatively common cause.

Many other drugs that cause abnormal liver blood tests are more difficult to stop (e.g.
neuroleptics, anti-epileptics). Referral to a liver clinic for advice is appropriate in
these circumstances. Patients with severe alcohol problems should be referred

when appropriate.

Repeat the LFTs, requesting AST and yGT also, with an FBC.
When to repeat the LFTs?

Isolated raised bilirubin — fasting sample when convenient

Isolated raised Alk phos (confirmed as liver with GGT) — no delay needed

Isolated ALT — repeat in 1-3 months

o o o

A raised ALT or Alk phos that is over 3x the upper limit of normal should
have the above done without delay at the same time as a liver screen and
USS (step 3)

e. Araised ALT or raised Alk phos, in combination with raised bilirubin should
be referred routinely to a liver clinic or gastroenterologist.

Please order an USS of liver / spleen / pancreas routinely at the same

time.
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The presence of unexplained clinical jaundice should lead to immediate

referral.

STEP 3 — SECOND ASSESSMENT (PERSISTENTLY ABNORMAL LIVER BLOOD
TESTS)

If the abnormalities have persisted for 1-3 months despite the above measures, then

a liver screen should be arranged:

Viral screen (HBsAg, HCVAD) and HIV test
Autoantibodies — ANA, AMA, ASMA and immunoglobulins
Coeliac screen (TTG Ab)

Ferritin and Transferrin Saturation

Fasting blood glucose, fasting lipids

-~ 0o o 0 T p

USS - liver, biliary tree, pancreas

STEP 4 — DECIDE WHO TO REFER

The history taken and results so far should point to possible pathologies causing the
abnormal Liver blood tests. Most of the list below will need referral for further

assessment and management.

e Chronic viral hepatitis — history of risk behaviours, blood transfusion and positive
markers.

e Primary biliary cholangitis — raised Alk phos (cholestatic pattern), positive anti-
mitochondrial antibody.

e Primary sclerosing cholangitis — history of inflammatory bowel disease,
cholestatic pattern on LFTs.

e Autoimmune hepatitis — positive autoantibodies (smooth muscle, antinuclear
antibodies and typically a raised IgG), might have history of other autoimmune
diseases,

e Haemochromatosis — raised ferritin and transferrin saturation (>45%). Might

have history of diabetes and joint pain.
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e USS - the presence of dilated bile ducts requires further assessment and

URGENT hospital referral. Any reported dilation of the biliary tree is significant.

Many of these patients in the list below will not require referral. Low risk patients with

Fatty Liver can be managed in primary care.

e Alcohol-related fatty liver disease — from history, raised MCV, fatty liver on USS.
Advanced alcoholic liver disease is indicated by nodular liver, splenomegaly or
other signs of portal hypertension on USS, low platelets, low albumin or raised
bilirubin

e NAFLD — USS shows fatty liver only, remainder of screen is negative. Patients
likely to have raised BMI or increased waist circumference, hypertension,
impaired fasting glucose (IFG) or diabetes, raised fasting triglyceride and low
HDL cholesterol.

The hazardous drinker without evidence of advanced liver disease requires advice,
regular counselling and, where appropriate, referral to secondary alcohol specialists.

These patients should not be referred to liver clinics.

STEP 5 = RISK STRATIFICATION OF PATIENTS WITH NAFLD

NAFLD represents a spectrum of metabolic syndrome-associated liver disease
progressing from simple steatosis (fat but no inflammation or hepatocellular injury),
through non-alcoholic steatohepatitis (NASH = fat + inflammation+ hepatocellular
injury) and fibrosis to cirrhosis. Estimates suggest that up to a third of the population
has NAFLD. Approximately 40% of patients with NAFLD develop progressive
fibrosis, which can progress to cirrhosis in 10%. Patients with cirrhosis are at risk life
threatening liver related complications, such as hepatocellular carcinoma, portal

hypertension and liver failure.

Stage of liver fibrosis is the most important prognostic factor and patients with

moderate or severe liver fibrosis are at significant risk of liver related complications in
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the future. There are algorithms based on simple blood tests and clinical parameters
that can accurately exclude advanced fibrosis, and these can be used to triage
patients who require referral to secondary care for further investigation and
management. The FIB-4 score and NAFLD fibrosis score has been well validated for
this purpose. We recommend using the FIB-4 score as it is the most accurate simple

score available and is simpler than the NAFLD fibrosis score to calculate.

For all patients with a clinical diagnosis of NAFLD who have had other causes of liver
disease excluded the FIB-4 score should be calculated.

To calculate the FIB-4 score you need
— Age
- AST
— ALT
— Platelets
An online calculator for this is available at

http://gihep.com/calculators/hepatology/fibrosis-4-score/
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There are different cut-offs for patients depending on whether their age.

e For patients under 65 years of age a FIB-4 score < 1.3 reliably excludes

advanced fibrosis. These patients can be managed in primary care

e For patients 265 years old: a FIB-4 score <2.0 reliably excludes advanced

fibrosis. These patients can be managed in primary care.

e |If the FIB-4 score is 21.3 (for under 65 year olds) or 22.0 for 265 years

olds patients have a significant risk of having advanced fibrosis. Referral

to a liver clinic is recommended for these patients for further investigation and

management as these are at significant risk of liver related complications.

<65 years

v
High risk
for advanced fibrosis
Refer to a liver clinic

= 65 years

High risk
for advanced fibrosis
Refer to a liver clinic
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STEP 6 — MANAGE PATIENTS WITH LOWER RISK NAFLD

Currently the mainstay of management for patients with NAFLD without advanced
fibrosis is lifestyle modification and optimisation of diabetes and cardiovascular risk

factors.

* Lose weight if BMI >25 or raised waist circumference
— Aim for at least a loss of 10% of body weight.
— Consider Orlistat as per NICE guidance
— Advise exercise at least 30 minutes 3 times per week (both
cardiovascular and resistance exercise are beneficial even independent
of weight loss)

* Optimize control of diabetes

— Use metformin, SGLT2 inhibitor or GLP-1 analogue where possible

+ Treat hypertension

— Use ACEI or ARB first line (these might be anti-fibrotic)

» Drink sensibly — within current limits (<14 units per week for males and
females). There is no evidence at present to recommend abstinence.

* Reduce other risk factors for vascular disease (e.g. FATS6). Statins are safe
in patients with NAFLD and should be actively prescribed in those with a
QRISK >10%

* Undertake an annual vascular disease risk score as patients with NAFLD are
more at risk from this than from direct effects on the liver.

+ Calculate the FIB-4 score every 3 years and refer if the FIB-4 score increases

above the age related cut-off
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APPENDIX 1 NB may be different blood tubes around region

Testing for Gilbert’s syndrome

A solitary abnormal raised bilirubin result is likely to be due to Gilbert’s. Repeat
testing should confirm that none of the other Liver blood tests are abnormal. A repeat

fasting sample should show a further isolated rise in bilirubin.

If you wish to confirm that the rise in bilirubin is unconjugated, send the sample
wrapped (e.g. in a small envelope) within the usual pathology bag. This will reduce
light exposure (which leads to conjugation). At low levels of bilirubin, testing for

conjugation is unreliable (e.g. up to 25umol/L).

Confirm there is no evidence of haemolysis — reticulocytes and LDH will be normal

(raised retics/LDH seen in haemolysis). There is no need to test the urine.

Samples required to confirm Gilbert’s:

1 x SST 11 (gold top) wrapped
1 x EDTA (lavender top)
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APPENDIX 2
Samples required for full liver screen (Step 3)

3x SST 11 (gold top)
1 x Fluoride oxalate (grey top)
1 x EDTA (lavender top)

In addition to tick boxes for FBC, FBG, fasting lipids, ferritin, g and autoantibodies,
you will need to request Transferrin saturation in the biochemistry section and for
Microbiology/Virology request HBsAg and HCVAD.
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APPENDIX 3

After consideration, screening for Wilson'’s disease and alpha-1-antitrypsin deficiency
has been left out of our recommended liver screen (Step 3). This is due to the rarity
of these conditions and the significant cost of the relevant tests. However you may
want to consider these conditions in patients presenting with atypical features at a

young age.

Wilson’s disease

An autosomal recessive disorder of hepatic copper metabolism. Wilson’s disease
most commonly presents in the teenage years and should always be considered in
this context particularly in the presence of neuropsychiatric features. However,
Wilson’s disease can be very difficult to diagnose and there is no single diagnostic
test that can exclude or confirm Wilson'’s disease with 100% certainty. Suspicion
should be alerted in the patient with a low alkaline phosphatase level or Coomb’s
negative haemolytic anaemia. A low serum caeruloplasmin level is a useful screen

but can be normal.

Alpha 1 antitrypsin deficiency (AAT)

AAT is a proteinase inhibitor and mainly produced in the liver. AAT disease of the
liver is rare in adults. Most commonly presenting within the first week of birth with
jaundice. AAT deficiency is particularly important in the lungs, especially with a
history of smoking. Be suspicious in the patient with COPD who has evidence of
chronic liver disease but in the absence of obvious risk factors. Heterozygous
carriers have an increased susceptibility to liver injury in the presence of a “second
hit” on the liver as with excessive alcohol consumption. However, patients should be
advised not to smoke and keep alcohol intake within recommended safe drinking

limits.

Coeliac disease

Coeliac disease can present with cryptogenic liver disease with persistent
“transaminitis” in up to 5 — 10% patients. This will often resolve with a gluten free diet
but may persist and can be associated with autoimmune liver disease. There is a
reported increased association with haemochromatosis and a three-fold higher

incidence of coeliac disease in NAFLD as compared to the general population.
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However, be aware that in the presence of chronic liver disease tissue

transglutaminase (TTG) antibodies can be falsely elevated.

Hereditary Haemochromatosis

Hereditary haemochromatosis is a common inherited (recessive) disorder of iron
absorption. This can result in iron deposition in tissues, mainly the liver but also
other organs including the pancreas and heart. The C282Y and H36D mutations
within the HFE gene account for > 90% cases seen in our region. There are at least
4 other mutations that have been identified that account for the remaining 10% of
cases but the tests are not widely available for clinical use. Generally speaking we
recommend HFE genotyping if the Transferrin saturation is > 45% in the presence of
a raised serum ferritin. It should be born in mind that ferritin is an acute phase
reactant and can be raised in a wide series of inflammatory conditions. In addition a
raised serum ferritin is often seen in other liver conditions such as alcoholic liver
disease, hepatitis C and non—alcoholic steatohepatitis. Hereditary
haemochromatosis is an important condition to diagnose as it is readily treatable
(venesection) and has implications for other family members. Those parents,
siblings and children over the age of 20 years will require screening. Some patients
ask for dietary advice. They should avoid iron — rich foods and vitamin C
supplements, minimize alcohol to within recommended safe drinking limits and

advise weight loss in patients with central obesity.

14
| Version History: | Date: | Dec 2021 | Version: [ V2.3 | Review Date: | May 2023 |






APPENDIX 4

Adverse drug effects on the liver are important and should be considered when

assessing patients with liver function abnormalities.

This is not a comprehensive list but some of the commonest culprits are:
NSAIDs

Antibiotics: Flucloxacillin, Co-amoxiclav,

Antiepileptics: Phenytoin, Carbamazepine, Sodium Valproate

Antituberculous drugs: Rifampicin, Isoniazid, Ethambutol

NB: Statin induced hepatotoxicity is very rare, and most abnormal liver blood tests in
the setting of statin use are due to underlying non-alcoholic fatty liver disease.
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Asymptomatic Liver Blood Test Abnormalities
Raised ALT

> X 3 Normal

l

FBC and AST
Liver screen:
HBsAg, HCV,HIV
Autoantibodies
Ferritin

Fasting Glucose or
HbAlc
Immunoglobulins

Raised ALT

/

< X 3 Normal

!

Raised ALT

In 1-3 months repeat:
LFT, AST/FBC

!

Liver screen

@

NAFLD suspected

Calculate FIB-4 score
http://gihep.com/calculators/hepatolo

qy/fibrosis-4-score/

S

Positive

Liver screen

TTG Refer
Ultrasound Scan / \
l <1.3 for age <65 yrs | | 21.3 for age <65 yrs If in doubt
<2.0 for age 265 yrs | | 22.0 for age 265 yrs d'SCUS”SLW'th the
Reter to Lifestyle advice Refer o e
Liver Clinic
| Version History: | Date: | Feb 2020 | Version: | V2.1 | Review Date: | Feb 2020 |
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Asymptomatic Liver Blood Test Abnormalities

Raised bhilirubin with raised
ALP or ALT

Isolated raised bilirubin

l

l

Repeat fasting blood sample,

Isolated raised ALP

Repeat LFTs with yGT, AST

Jaundice No Jaundice
Immediate Urgent
referral to referral to
Liver Clinic Liver Clinic
Urgent e Choose and
referral Book or
according paper referral
to local

policy

LFTs and FBC & FBC

No Anaemia Anaemia Normal yGT Raised yGT

Probable Haemolysis Consider Liver Screen:

Gilbert’s screen: Bone: HBsAg, HCV ,HIV

Syndrome Haptoglobins Paget’s Autoantibodies
LDH Vitamin D Ferritin
Reticulocyte deficiency Blood Glucose
count Immunogloblulins

| Version History:

| Feb 2020 | Version: | V2.1

| Review Date:

| Feb 2020 |

TTG
Ultrasound scan
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Area Prescribing Committee



Summary of recommendations made regarding new product requests considered at a meeting of the Formulary Subcommittee on Thursday 13th February 2020. 



		Product

		Decision

		Comments / notes

		Est. Cost



		

		Approved[footnoteRef:1] [1: ] 


		Refused

		Deferred

		

		/ year 



		i) Requests Deferred from Previous Meetings



		None

		

		

		

		

		



		ii) New Requests



		Pro-Prems® probiotic  

		[image: ]



R

		

		

		Pro-Prems® has been requested for the prevention of necrotising enterocolitis (NEC) in pre-term infants. Recently reviewed by the European Society for Paediatric Gastroenterology Hepatology and Nutrition (ESPGHAN) who gave a conditional recommendation for its use. Costs are higher than Infloran and LaBiNic however it was recognised that the cost of treating NEC is very high. Unlikely to be used in other trusts.

Recommendation: The formulary subcommittee recommends the addition of Pro-Prems® to the formulary as a RED drug.

		Requested by

NUTH



Primary 

Care Cost

N/A



Secondary Care Cost

£73,836 increase



		Syreniring®

		[image: ]



G+

		













		

		Syreniring® is a vaginal contraceptive ring that releases etonogestrel and ethinylestradiol and has the same release characteristics as NuvaRing®, which is currently on the formulary. Requested to replace NuvaRing® on the grounds that it doesn’t need to be stored in the fridge, allowing longer prescriptions to be issued, and is slightly cheaper.

Recommendation: The formulary subcommittee recommends that Syreniring® replaces NuvaRing® on formulary, as a GREEN plus drug. Subject to confirmation around the length of initial supply 

		Requested by

NUTH



Primary 

Care Cost

£2,376 saving



Secondary Care Cost

£238 saving



		iii) New Formulations & Extensions to Use 



		Doxycycline injection

		[image: ]



R

		

		

		Doxycycline injection (unlicensed in UK) has been requested for off label use as a sclerosing agent for lymphatic malformations in children. It is the preferred option to bleomycin. Evidence from small retrospective cohort studies suggest that sclerotherapy with doxycycline is effective in the treatment of lymphatic malformations.

Recommendation: The formulary subcommittee recommends that doxycycline injection is added to formulary as sclerosing agent for lymphatic malformations in children, as a RED drug.



		Requested by

NUTH



Primary 

Care Cost

N/A



Secondary Care Cost

£252 to 

£504 increase



		iv) Formulary issues



		Oxybutynin liquids

		[image: ]



G

		

		

		Request to add the 1mg/ml strength of oxybutynin to formulary on the grounds that it’s licensed and more cost effective Recommendation: The formulary subcommittee recommends that oxybutynin 1mg/ml liquid is added to formulary, as a GREEN drug



		Primary 

Care Cost

Cost saving



Secondary Care Cost

Cost saving



		Colecalciferol capsules

		[image: ]

		

		

		Request from Richard Quinton (Consultant endocrinologist, NuTH) requested that the 3200 unit capsule is added to formulary on the grounds that its cost is pro rata with the 800 unit capsule formulation. Clarification was sought as to which scenarios these would be used in

Post meeting note: Dr Quinton has confirmed this is for patients with malabsorption such as patients who’ve had bariatric surgery and require higher maintenance doses

		



		



		Formulary Review

		To be resumed









Other Items



APC Action Log

Due to the impact of COVID-19, it was agreed to add 1 year to the original due dates on the action log.



· Follitropin delta (Rekovelle®) Injection 

Put back until next year.

· Dapafliglozin in Heart Failure

MGUG dealing with this.

· Nasal Naloxone (Nyxoid®)

Approved in Oct 2020 awaiting the audit results. Matthew Haggerty to chase.

· Ophthalmology products review 

Deadline extended to March 2022. Noted that there were significant financial implications for primary care therefore a rationalisation of lubricant products was needed.

· Inclisiran

Ongoing work to get the pathways in place.

· SGLT2 Top tips diabetes network guidance

MGUG dealing with this.

· Buprenorphine Prolonged release injection for opioid dependence

NTAG recommendation for use of long acting injectable formulations buprenorphine by substance misuse providers, but no specific product was mentioned.   Agreed that a short submission from CNTW was required. 



MHRA Drug Safety Update – September and October 2021



Recommendation – no changes to the formulary required



RDTC Horizon Scanning – September and October 2021



The RDTC Horizon scanning documents were received from September and October 2021 and the contents noted





NICE guidance



The Subcommittee noted recent NICE appraisals and other guidance (NB Positive recommendations unless stated).



Chairman’s Business



None.



Any Other Business



· Recarbio® (imipenem/cilastin and relebactam) IV injection     

An application submitted by the NuTH microbiologists in April was inadvertently missed. Requested by the microbiologists for the treatment of multi-resistant gram-negative infections. Noted similar to some of the other combinations that have been approved in recent years. 

Recommendation:  The Formulary Subcommittee recommends that Recarbio® is added to formulary for use on microbiology or ID physician advice, as a RED drug.

· Midazolam injection

Raised by the NHSE CD accountable officer who had noted the prescribing of different strengths of midazolam in primary care other than 10mg/2ml. Discussed with palliative care who agreed that only the 10mg/2ml should be prescribed in primary care. 

Recommendation:  The Formulary Subcommittee recommends that the 10mg/2ml preparation is changed to GREEN and first choice for palliative care use in the community. Other strengths should remain GREEN plus and only be used in community on the advice of palliative care. 

· Collagenase (Xiapex®) for Dupuytren’s contracture

Product discontinued so remove from formulary

· Hyoscine hydrobromide injection

It was proposed that hyoscine butylbromide is the first choice for the treatment of respiratory secretions on the grounds that the hydrobromide preparation crosses the blood brain barrier leading to drowsiness. The butylbromide preparation is also safer in renal impairment.

Recommendation:  The Formulary Subcommittee recommends that hyoscine butylbromide injection is first choice for respiratory secretions.  

· Chloral Hydrate

On the back of the recent MHRA safety alert for the chloral hydrate/betain that restricts use to maximum of 14 days it was proposed to make chloral hydrate a RED drug.

Recommendation:  The Formulary Subcommittee recommends that chloral hydrate is changed to a RED drug.

· Ciprofloxacin 0.3% eye drop (unlicensed)

The formulary currently suggests that the unlicensed eye drops should be used in the ear, however a licensed eardrop preparation (0.2%) is now available.   

Recommendation:  The Formulary Subcommittee recommends that the 0.2% licensed ear drops are added to formulary.

· Dapagliflozin

5mg strength withdrawn for type 1 diabetes. 

Recommendation: To be discussed at the next meeting.  

· Hydroxychloroquine

Following the change to amber status a few issues had arisen with the use of hydroxychloroquine in specialities such as immunology and haematology

Recommendation: Secondary care representatives to ensure that their respective Trusts are aware of the new requirements for hydroxychloroquine  



Dates and Venue of 2022 Meetings



· Thursday 17th February 2022

· Thursday 19th May 2022

· Thursday 8th August 2022

· Thursday 17th November 2022

 R = ‘RED’ drugs for hospital use only, A = ‘AMBER’ drugs suitable for use under Shared Care arrangements, 

G+ - Drugs which are initiated by specialists G = Green Drug – Drugs that may be initiated in primary care. 
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 R = ‘RED’ drugs for hospital use only, A = ‘AMBER’ drugs suitable for use under Shared Care arrangements, 

G+ = Green Plus - Drugs which are initiated by specialists G = Green Drug – Drugs that may be initiated in primary care. 
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