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What is a NICE clinical guideline?

National Institute for Health and Care Excellence (NICE) clinical guidelines are
recommendations for the care of individuals in specific clinical conditions or circumstances
within the NHS — from prevention and self-care through primary and secondary care to more
specialised services. We base our clinical guidelines on the best available research
evidence, with the aim of improving the quality of healthcare. We use predetermined and
systematic methods to identify and evaluate the evidence relating to specific review
questions.

NICE clinical guidelines can:

e provide recommendations for the treatment and care of people by healthcare
professionals

¢ be used to develop standards to assess the clinical practice of individual healthcare
professionals

¢ be used in the education and training of healthcare professionals

¢ help patients to make informed decisions

e improve communication between patients and healthcare professionals.

While guidelines assist the practice of healthcare professionals, they do not replace their
knowledge and skills.

We produce our guidelines using the following steps:

¢ The guideline topic is referred to NICE from the Department of Health.

o Stakeholders register an interest in the guideline and are consulted throughout the
development process.

e The scope is prepared by the National Collaborating Centre for Women and Children’s
Health (NCC-WCH).

e The NCC-WCH establishes a Guideline Committee.

¢ A draft guideline is produced after the group assesses the available evidence and makes
recommendations.

e There is a consultation on the draft guideline.
¢ The final guideline is produced.

The NCC-WCH and NICE produce a number of versions of this guideline:

e The ‘full guideline’ contains all the recommendations, together with details of the methods
used and the underpinning evidence.

¢ The ‘short guideline’ lists the recommendations, context and recommendations for
research.

¢ ‘Information for the public’ is written using suitable language for people without specialist
medical knowledge.

¢ NICE Pathways brings together all connected NICE guidance.
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Supportive framework

The Committee agreed to present the content of the guideline graphically but was aware that
the topic does not lend itself to an algorithm. Figure 1 represents a framework in which the
guideline topics are placed to provide context.
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Figure 1: Supportive framework
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1.4 Recommendations

1. Be aware that most children and young people with life-limiting conditions
and their parents or carers want to be fully informed about the condition
and its management, and they value information that is:

. specific to the child’s or young person’s individual circumstances
. clearly explained and understandable

o consistent

. up-to-date

. provided orally and in writing.

2. Be aware that some children and young people and parents or carers
may be anxious about receiving information about their condition.

3. Ask how children and young people and their parents or carers would like
to discuss the life-limiting condition. For example:

° Ask which topics they feel are important and would particularly
want information on

° Ask whether there are topics they don’t want detailed information
on, and discuss their concerns

o If appropriate ask parents or carers whether they think their child
understands their condition and its management, and which
professional their child would like to talk to about it.

° If appropriate, ask parents or carers what they think their child
should be told about their condition

. Discuss with the child or young person and their parents or
carers their right to confidentiality and how information about
their condition will be shared

° Review these issues with them regularly, because their feelings
and need for information may change over time or if their
circumstances change.

4. When talking to children and young people and their parents or carers:
o be sensitive, honest and realistic
. give reassurance when appropriate
. discuss any uncertainties about the condition and treatment.

5. Be alert for signs or situations that the child or young person or their
parents or carers need more information or discussions, for example if:

o they are more anxious or concerned
o the child or young person’s condition deteriorates
. a significant change to the treatment plan is needed.

6. Provide children and young people and their parents and carers with the
information they need on:

. their role and participation in Advance Care Planning (see 6.1)

. the membership of their multidisciplinary team and the
responsibilities of each professional (see 7.1)
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10.

11.

12.

13.

. the care options available to them, including specific treatments,
preferred place of care and place of death (see 6.2)

. any relevant resources or support available to them.

When difficult decisions must be made about end of life care, give
children and young people and their parents or carers enough time and
opportunities for discussions.

Think about how to provide information for children and young people with
life-limiting conditions, taking into account their age and level of
understanding. When appropriate, use formats such as:

o one-to-one discussion

. play, art and music activities

. written materials and pictures

° digital media, for example social media.

When deciding how best to communicate with the individual child or
young person and their parents or carers, focus on their views and take
account of:

° their personal and family situation
° their religious, spiritual and cultural beliefs and values

. any special needs, such as communication aids or the need for
interpreters.

Ask children and young people with life-limiting conditions and their
parents or carers:

. if there are other people important to them (such as friends,
boyfriends or girlfriends, teachers, or foster parents) who they
would like to be involved, and if so

° how they would like those people to provide a supporting role.

Think about how best to communicate with each child or young person
and their parents or carers:

o when the life-limiting condition is first recognised
o when reviewing the Advance Care Plan

. if their condition worsens

. when they are approaching the end of life.

Ensure that all parents or carers are given the information and
opportunities for discussion that they need.

When deciding which healthcare professional should lead on
communication at a particular stage in a child or young person’s iliness,
take account of:

. their expertise and ability to discuss the topics that are important
at that time

o their availability, for example if frequent discussions are needed
during an acute illness or near the end of life

. the views of the child or young person and their parents or
carers.
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14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

When a life-limiting condition is first diagnosed, tell the child or young
person (if appropriate) and their parents or carers about the condition and
what it may mean for them.

Be aware of the importance of talking about dying, and if appropriate
discuss with children and young people:

o whether they want and are able to talk about dying

. whether they or their parents or carers would like support in
talking to each other about this.

When a child or young person is likely to die within hours or days, support
them and their parents or carers by:

o listening to any fears or anxieties they have and
. showing empathy and compassion.

If a child or young person is likely to die within hours or days, explain to
them and their parents or carers:

o why you think this is likely, and any uncertainties
. what clinical changes can be expected
. whether you think the treatment plan should be changed.

Be aware that children and young people may have difficulty asking
directly if they are going to die or are dying. Explore and discuss their
concerns if you think they want to talk about this.

Be aware that parents or carers may have difficulty asking directly if a
child or young person is dying. Explore and discuss their concerns if you
think they want to talk about this.

Recognise that children and young people with life-limiting conditions and
their parents or carers have a central role in decision-making and care
planning.

Regularly ask children and young people and their parents or carers how
they want to be involved in making decisions about their care, because
this varies between individuals, at different times, and depending on what
decisions are being made.

Explain to children and young people and to their parents or carers that
their contribution to decisions about their care is very important, but that
they do not have to make decisions alone and the multidisciplinary team
will be involved as well.

Manage transition from children's to adult's services in line with the NICE
guideline on transition from children's to adult's services.

Develop and record an Advance Care Plan for the current and future care
of each child or young person with a life-limiting condition. The Advance
Care Plan should include:

o demographic information about the child or young person and
their family

. up-to-date contact information for:

o the child or young person's parents or carers and

o the key professionals involved in care

o a statement about who has responsibility for giving consent

. a summary of the life-limiting condition
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25.

26.

27.

28.

29.

. an agreed approach to communicating with and providing
information to the child or young person and their parents or
carers

. a statement covering what information about the child or young
person and their parents or carers will be shared, and with whom

. an outline of the child or young person's life ambitions and
wishes, for example on:

0 family and other relationships
0 social activities and participation
0 education

0 how to incorporate their religious, spiritual, and cultural beliefs
and values into their care

o a record of significant discussions with the child or young person
and their parents or carers

. agreed treatment plans and objectives
. education plans, if relevant
. a record of any discussions and decisions on

0 parallel planning of end of life care and medical care that is
specifically for the underlying condition

0 the preferred place of care or place of death
0 organ and tissue donation (see 1.1)

0 management of life-threatening events, including plans for
resuscitation or life support

o specific wishes, for example on funeral arrangements and care of
the body

. a distribution list for the Advance Care Plan.

Begin discussing an Advance Care Plan with parents during the
pregnancy if there is an antenatal diagnosis of a life-limiting condition.

Develop and regularly review Advance Care Plans:
. with relevant members of the multidisciplinary team and

. in discussion with the child or young person and their parents or
carers.

Advance Care Plans should take account of the child's or young person's
life as a whole.

When developing the Advance Care Plan, take account of the beliefs and
values of the child or young person and their parents or carers.

Explain to children and young people and their parents or carers that
Advance Care Planning should:

. help them be involved in planning their care and give them time
to think about their views carefully

. help them to understand the life-limiting condition and its
management

o ensure that relevant professionals can plan, develop and
implement a management plan for now and the future
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. help to prepare for possible future difficulties or complications

. support continuity of care, for example if there are changes in the
professionals involved or in the care setting (such as a hospital
admission or discharge).

30. Share the Advance Care Plan with the child or young person and their
parents or carers, and with relevant professionals and services involved
in their care, such as:

. GPs
. hospital consultants
o hospices
. respite centres
o community nursing services
. their school and other education services
o ambulance services.
31. Update the advance care plan when needed, for example if:
° new professionals become involved

. the care setting changes (for example, hospital admission or
discharge)

. the child or young person and their parents or carers move
home.

Discuss the changes with the child or young person (if appropriate) and their
parents or carers.

32. Share the Advance Care Plan with everyone involved each time it is
updated.

33. When making an Advance Care Plan, discuss with the child or young
person and their parents or carers:

. the nature of their life-limiting condition, its likely consequences
and its prognosis

. the expected benefits and possible harms of the management
options.

34. Be aware that all children and young people with life-limiting conditions
should have an Advance Care Plan in their medical record, and that this
should not be confused with a do-not-resuscitate plan.

35. Be aware that any existing resuscitation plan for a child or young person
may need to be changed in some circumstances, for example if they are
undergoing general anaesthesia.

36. Never assume that there is a do-not-resuscitate plan in place for a child or
young person unless this is explicitly stated in their record.

37. Be aware that discussing the Advance Care Plan can be distressing for
children and young people who are approaching the end of life and their
parents or carers, and they may:

. be reluctant to think about end of life care

. have difficulties discussing end of life care with the professionals
or with one another

. have differences of opinion about the care plan.
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38.

39.

40.

41.

42.

43.

44,

45,

46.

47.

48.

49.

50.

When making or reviewing the Advance Care Plan for a child or young
person approaching the end of life, talk to the parents or carers about the
care and support they can expect when the child or young person dies.
Discuss their personal needs and feelings about this.

When a child or young person is approaching the end of life, think about
and discuss with them and their parents or carers their specific support
needs. Review these needs regularly.

Discuss with children and young people with life-limiting conditions and
their parents or carers where they would prefer to be cared for and where
they would prefer to die.

Agree the preferred place of care and place of death with children and
young people and their parents or carers, taking into account:

. their wishes, which are personal and individual

° their religious, spiritual and cultural values

° the views of relevant and experienced healthcare professionals
° safety and practicality.

If possible, services should ensure that children and young people can be
cared for at their preferred place of care and die at their preferred place of
death.

Explain that the place of care or place of death may change, for example:

° if the child or young person and their parents or carers change
their minds or

. for clinical reasons or
o due to problems with service provision.

Discuss with the child or young person and their parents or carers
whether or not they are eligible to donate organs or tissue.

Involve the organ donation service if needed. If organ or tissue donation is
not possible, explain why.

If the child or young person is eligible to donate organs or tissue, discuss
this with them and their parents or carers when they are ready and as
part of Advance Care Planning, and:

o provide written information leaflets if needed

. discuss how deciding to donate could affect their care, for
example by changing their place of care and place of death

o explain the practical policies and procedures involved.

If the child or young person does not have the capacity to decide about
organ and tissue donation, ask their parents or carers to make the
decision.

For further information on organ donation, including donor identification
and consent, see the NICE guideline on organ donation for
transplantation.

Children and young people with life-limiting conditions should be cared for
by a defined multidisciplinary team.

As the child or young person’s circumstances change (for example if they
change from having care primarily to manage their condition to having
end of life care), the membership of the multidisciplinary team should be
adjusted accordingly.
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51. Depending on the needs of the child or young person, the multidisciplinary
team may include:

. healthcare professionals from primary, secondary or tertiary
services, including those with specialist expertise in palliative
care

. social care practitioners
. education professionals
. spiritual or religious advisors
. hospice professionals.
52. Explain to children and young people and their parents or carers:

. who the multidisciplinary team members are and how they are
involved in their care.

. how the multidisciplinary team membership will change if the
care that is needed or the care setting changes.

53. Think about involving children and young people and their parents or
carers in multidisciplinary team meetings (when appropriate).

54. Think about having a named individual from the multidisciplinary team to
act as a first point of contact and coordinate care for the child or young
person and their parents or carers.

55. For children and young people with life-limiting conditions who are
approaching the end of life and are having home care, services should
provide (when needed):

o specialist medical advice at any time (day and night), for example
telephone advice

o paediatric nursing care at any time (day and night)

° home visits by a healthcare professional with expertise in
palliative care, for symptom management

° practical support and equipment for interventions including
oxygen, enteral nutrition, and subcutaneous and intravenous
therapies

o anticipatory prescribing for children and young people who are
likely to develop symptoms.

56. Services should have agreed strategies and processes to support children
and young people who are approaching the end of life and are having
home care. These services should be based on established clinical
networks, and should collaborate on care planning and service delivery.

57. If it is suspected that a child or young person may die soon and they are
not in their preferred place of death, think about whether rapid transfer is
possible and in their best interest. Discuss this with them and their
parents or carers.

58. When planning rapid transfer to the preferred place of death, review and if
necessary update the Advance Care Plan in discussion with the child or
young person and their parents or carers and with the healthcare
professionals who will be involved following the transfer. The updated
Advance Care Plan should include a record of:

. any intended changes to care and when they should happen
. care plans that cover:
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59.

60.

61.

62.

63.

64.

65.

66.

0 the final hours or days of life

0 what will happen if the child or young person lives longer than
expected

0 support for the family after the child or young person dies
0 care of the child’s or young person’s body after death.
. the professionals who will be involved and their responsibilities

. the professionals who will help with the practical and
administrative arrangements after the death.

When planning rapid transfer of a child or young person to their intended
place of death:

o be aware that the course of their condition may be unpredictable,
and that they may die sooner or later than expected

° discuss any uncertainties about the course of their condition and
how this could affect their care with them and their parents or
carers

. ensure that relevant changes to the Advance Care Plan are
implemented.

Think about using the rapid transfer service to allow the child or young
person to be in their preferred place of death when withdrawing life-
sustaining treatments, such as ventilation.

Before rapid transfer, agree with the parents or carers where the child’s or
young person’s body will be cared for after their death.

In collaboration with local hospitals, hospices, and community, primary
care and ambulance services, establish a rapid transfer service for
children and young people with life limiting conditions to allow urgent
transfer to the preferred place of death (for example from the intensive
care unit to their home, or other locations [such as a children’s hospice]).

When discussing possible places of care or places of death with children
and young people and their parents or carers, provide information about:

° the various care settings (for example home, hospice or hospital
care)

° the care and support available in each setting
° practical and safety issues.

If the child or young person and their parents or carers prefer home care,
take into account and discuss the practical considerations with them,
such as the possible need for:

. home adaptations
. changes to living arrangements
. equipment and support.

Services for children and young people who are approaching the end of
life and are being cared for at home should be able to support parenteral
drug administration (for example, continuous subcutaneous opioid or
anticonvulsant infusions).

Be aware that children and young people with life-limiting conditions and
their parents or carers may have:

. emotional and psychological distress and crises
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67.

68.

69.

70.

71.

72.

73.

74.

. relationship difficulties
. mental health problems.

Be aware that children and young people and their parents or carers may
need support, and sometimes expert psychological intervention, to help
with distress, coping, and building resilience.

Be aware that children and young people may experience rapid changes
in their condition and so might need emergency interventions and urgent
access to psychological services.

Be aware of the specific emotional and psychological difficulties that may
affect children and young people who have learning difficulties or
problems with communication.

Provide information to children and young people and their parents or
carers about the emotional and psychological support available and how
to access it.

Regularly discuss emotional and psychological wellbeing with children
and young people and their parents or carers, particularly at times of
change such as:

° when the life-limiting condition is diagnosed

o if their clinical condition deteriorates
° if their personal circumstances change
. if there are changes to their nursery care, school or college

arrangements, or their employment

° if there are changes to their clinical care, for example if their care
changes focus from treating the condition to end of life care.

Be aware that continuity of care is important to children and young people
and their parents or carers. If possible, avoid frequent changes to the
healthcare professionals caring for them.

Be aware that children and young people with life-limiting conditions and
their parents or carers have varied social and practical support needs,
and that those needs may change during the course of their condition.
This may include:

. material support, for example housing or adaptations to their
home, or equipment for home drug infusions

. practical support, such as access to respite care

° technical support, such as training and help with administration of
drug infusions at home

. education support, for example from hospital school services
. financial support.

Discuss with parents or carers the practical arrangements that will be
needed after the death of their child, and provide this information in
writing. This should cover matters such as:

. the care of the body

o relevant legal considerations, including

0 the involvement of the child death overview panel
0 the involvement of the coroner
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0 registration of the death
. funeral arrangements
. post-mortem examination (if this is to be performed).

75. When a child or young person is approaching the end of life, discuss the
bereavement support available with their parents or carers and provide
them with written information.

76. When a child or young person is approaching the end of life, talk to their
parents or carers about available psychological bereavement support
groups.

77. Offer bereavement support to the parents or carers both before and after
the death of a child or young person.

78. When planning bereavement support for parents or carers:

. talk to them about the support that is available and explore with
them what they would find helpful and acceptable

° think about what support different professionals could provide, for
example:

0 their GP

0 healthcare professionals who know the child or young person
and are involved in their care

o think about the role of individual healthcare professionals in
providing specific aspects of support

° inform the multidisciplinary team about the support plan.

79. When making a bereavement support plan with parents or carers, discuss
possible options with them such as:

. opportunities to talk to the professionals caring for the child or
young person, to:

0 discuss memories and events
0 answer any concerns or questions they may have

° home visits from the healthcare professionals caring for the child
or young person

o bereavement support groups.

80. Give professionals involved in the care of the child or young person
opportunities to talk about and explore their thoughts and feelings:

o when the child or young person is approaching the end of life and
o after the child or young person has died.

81. Following the death of a child or young person, ensure that relevant
healthcare and other professionals are informed in a timely manner.

82. Update relevant documents and databases after the death of a child or
young person (to avoid, for example, clinical appointments being offered
by mistake).

83. Ensure that healthcare professionals providing bereavement support have
the necessary expertise.

84. In all discussions with children and young people and their parents or
carers explore with them whether, based on their beliefs and values,
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85.

86.

87.

88.

89.

90.

91.

92.

93.

there are any aspects of care about which they have particular views or
feelings.

Ask children and young people with life-limiting conditions and their
parents or carers if they want to discuss the beliefs and values (for
example religious, spiritual or cultural) that are important to them, and
how these should influence their care. Be aware that they may need to
discuss their beliefs and values more than once.

Take account of the beliefs and values of children and young people and
of their parents and carers in all discussions with them and when making
decisions about their care.

Be aware that:

. some children and young people and their parents or carers find
discussions about their beliefs and values difficult or upsetting

° others find these discussions reassuring and helpful.

Be aware that children and young people may feel differently to their
parents, carers, or healthcare professionals about how their beliefs and
values should influence their care. If there is disagreement, try to make a
mutually acceptable care plan, and if necessary involve the chaplaincy
service or another facilitator.

When thinking about the possibility of treatment withdrawal for a child or
young person who is approaching the end of life, take into account their
beliefs and values and those of their parents or carers.

Take account of the beliefs and values of children and young people and
their parents or carers when thinking about funeral arrangements and the
care of the child or young person’s body after death.

When a child or young person is approaching the end of life, discuss with
their parents or carers what would help them, for example:

o important rituals

° recording or preserving memories (for example with photographs,
hair locks or hand prints).

When assessing and managing pain, be aware that various factors can
contribute to it, including:

. causative factors, for example musculoskeletal disorders or
constipation

. environmental factors, such as an uncomfortable or noisy care
setting

° psychological factors, such as anxiety and depression
. social, emotional, religious, spiritual or cultural considerations.
When assessing pain in children and young people:

. use an age-appropriate approach that takes account of their
stage of development and ability to communicate

. try to identify what is causing or contributing to their pain, and be
aware that this may not relate to the life-limiting condition

o take into account the following causes of pain and distress that
might have been overlooked, particularly in children and young
people who cannot communicate:

0 neuropathic pain (which can be associated with cancer)
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o

gastrointestinal pain (which can be associated with diarrhoea or
constipation)

bladder pain (which can be caused by urinary retention)

bone pain (which can be associated with metabolic diseases)
pressure ulcers

headache (which can be caused by raised intracranial pressure)

musculoskeletal pain (particularly if they have neurological
disabilities)

dental pain.

94. Be aware that pain, discomfort and distress may be caused by a
combination of factors, which will need an individualised management
approach.

95. For children and young people who have pain or have had it before,
regularly reassess for its presence and severity even if they are not
having treatment for it.

96. Think about non-pharmacological interventions for pain management,

such as:

(¢}

(¢}

(¢}

Changes that may help them to relax, for example:
environmental adjustments (reducing noise)

music

physical contact such as touch, holding or massage
local hot or cold applications to the site of pain
comfort measures, such as sucrose for neonates.

97. When tailoring pain treatment for an individual child or young person, take
into account their views and those of their parents or carers on:

(¢}

(¢}

(¢}

the benefits of pain treatment

the following possible side effects of analgesia for moderate to
severe pain (such as opioids):

unwanted sedation
reduced mobility
constipation.

98. Consider using a stepwise approach to analgesia in children and young
people, based on pain severity and persistence:

For mild pain, consider paracetamol or ibuprofen sequentially,
and then in combination if needed.

For moderate to severe pain, consider one of the following
options:

paracetamol or ibuprofen sequentially, and then in combination if
needed or

low-dose oral opioids (such as morphine), or
transmucosal opioids or

subcutaneous opioids or
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o intravenously infused opioids (if a central venous catheter is in
place).

99. If treatment with a specific opioid does not give adequate pain relief or if it
causes unacceptable side effects, think about trying an alternative opioid
preparation.

100. When using opioids, titrate treatment to find the minimal effective dose
that will relieve and prevent pain.

101. Titrate treatment to provide continuous background analgesia, and
prescribe additional doses for breakthrough pain if this occurs.

102. In addition to background analgesia, consider giving anticipatory doses of
analgesia for children and young people who have pain at predictable
times (for example when changing dressings, or when moving and
handling). Do not include anticipatory doses when calculating the required
daily background dose of analgesia.

103. Calculate opioid dosages for children and young people who are
approaching the end of life using weight rather than age, because they
may be underweight for their age.

104. If you suspect neuropathic pain and standard analgesia is not helping,
consider a trial with other medicines, such as:

. gabapentin or
. a low-dose tricyclic antidepressant (for example amitriptyline ) or

o an anti-NMDA agent (for example ketamine or methadone), used
under guidance from a specialist.

105. Be aware that as children and young people with life-limiting conditions
approach the end of life they may:

o become agitated, shown by restlessness, irritability, aggressive
behaviour, crying or other distress

. show signs of delirium, such as confusion, disrupted attention,
disordered speech, hallucinations and agitation.

106. If a child or young person who is approaching the end of life becomes
agitated or delirious, make sure that they are safe from physical injury.

107.1f a child or young person becomes agitated as they are approaching the
end of life, look for causes and factors that may be contributing to this,
including:

° medical disorders and conditions such as pain, hypoxia,
anaemia, dehydration, urinary retention or constipation

. psychological factors such as fear, anxiety or depression
o adverse effects from medication.

108. For children and young people with a neurological disability who are
approaching the end of life, be aware that the symptoms and signs of
agitation or delirium can be mistaken for the signs and symptoms of
seizures or dystonia.

109. If a child or young person who is approaching the end of life needs
treatment for agitation:

. identify and if possible treat any medical or psychological
conditions that may be contributing to it

. think about non-pharmacological interventions, such as:
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o calm speaking, reassurance, distraction, and physical contact
such as holding and touch

0 changes to the environment to make it more comfortable, calm
and reassuring, to reduce noise and lighting, to maintain a
comfortable room temperature, and to provide familiar objects
and people and relaxing music

0 religious and spiritual support if this is wanted and helpful

think about pharmacological interventions (beginning with low
doses and increasing if necessary). Drugs to think about using
include:

0 benzodiazepines, such as midazolam, diazepam or lorazepam
o neuroleptics, such as haloperidol or levomepromazine.

110.If a child or young person is approaching the end of life and has
respiratory distress, breathlessness or noisy breathing, think about and if
possible treat the likely causes or contributing factors. If it is likely to be
caused by:

° Anxiety:

o discuss why they are anxious

0 reassure them and manage the anxiety accordingly
0 consider breathing techniques and guided imagery.

o Physical discomfort — think about what could be causing the
discomfort (for example their position) and help them with it if
possible.

° Environmental factors — think about environmental changes such
as changing the temperature.

o Accumulated airway secretions — think about repositioning,
airway suctioning, physiotherapy or anti-secretory drugs.

o Medical disorders (for example pneumonia, heart failure, sepsis
or acidosis) — use appropriate interventions (according to their
Advance Care Plan) such as:

0 anti-secretory agents

0 bronchodilators

0 nebulised saline

0 sedatives or anxiolytic agents
0 opioids

0 oxygen.

111. For children and young people who are approaching the end of life and
have respiratory distress, breathlessness or noisy breathing that needs
further assessment, consider referral to an appropriate specialist (for
example, a respiratory or cardiac specialist).

112.1f a child or young person is approaching the end of life and has
respiratory distress, breathlessness or noisy breathing:

o explain to them and to their parents or carers that these
symptoms are common

. discuss the likely causes or contributing factors
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. discuss any treatments that may help.

113.If a child or young person is approaching the end of life and has a
seizure, look for and if possible treat or remove any potential causes,
triggers or contributing factors, for example:

. fever

. electrolyte disturbances

. drug reactions

o sleep deprivation

. pain

. excessive environmental stimulation.

114.1f a child or young person is thought to be at increased risk of seizures,
include seizure management in their Advance Care Plan. Think about the
benefits and drawbacks of specific seizure treatments and:

. take into account how any decisions could affect the choices
available for place of care and place of death and

. discuss this with the child or young person and their parents or
carers.

115. For children and young people who are approaching the end of life, be
aware that abnormal movements (such as dystonic spasms) might be
mistaken for seizures. If in doubt seek specialist advice.

116. If a child or young person is approaching the end of life and is thought to
be at increased risk of seizures (for example because they have had
seizures before or because of an existing brain disorder), explain to them
and their parents or carers:

° how likely it is that they may have a seizure
° what they might notice if a seizure happens
° that seizures can be frightening or upsetting

. what parents or carers should do if a seizure happens at home
(for example, placing the child or young person in a safe
position).

117.Ensure that parents or carers who have been provided with
anticonvulsive therapy (such as buccal midazolam) know how and when
to use it if the child or young person has a seizure at home.

118.If a child or young person with a life-limiting condition is approaching the
end of life or is dying, discuss how to manage their fluid needs with them
and their parents or carers.

119.If a child or young person is dying, encourage and support them to drink if
they want to and are able.

120. If a child or young person is dying, continue to provide them with lip and
mouth care.

121.1f a child or young person is dying and cannot drink, discuss with them (as
appropriate) and their parents or carers whether starting or continuing
enteral tube or intravenous fluids is in their best interests.

122.Be aware that enteral tube and intravenous fluids may have a significant
effect on care, may be a burden for children and young people, and may
mean the place of care and place of death need to be changed.
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123.1f a child or young person is given enteral or intravenous fluids, review
this decision regularly to make sure it continues to be in their best
interests.

124.1f a child or young person is approaching the end of life or is dying,
discuss how to manage their nutritional needs with them and their parents
or carers.

125.1f a child or young person with a life-limiting condition is dying, encourage
and support them to eat if they want to and are able.

126. If a child or young person is dying and they are receiving enteral tube
feeding or intravenous nutrition:

. discuss with them (as appropriate) or their parents or carers
whether continuing this is in their best interest and

. review this decision regularly.
127.For children and young people with life-limiting conditions, be aware that:

o there are various symptoms and signs (individually or in
combination) that indicate they may be likely to die within hours
or days and

) the wider clinical context is also relevant and
. there is often some uncertainty about this.

128. When assessing whether a child or young person is likely to die within
hours or days, be aware that the following signs are common in the last
hours or days of life, and monitor these non-invasively as far as possible:

° a change of breathing pattern (for example noisy, laboured or
irregular breathing)

o impaired peripheral perfusion (which can be indicated by a pale
or grey appearance, or a prolonged capillary refill time),
including temperature instability

. loss of interest in or ability to tolerate drinks or food
. a marked and unexplained fall in urine output

° an altered level of awareness (for example reduced
consciousness, alertness or responsiveness, excessive
sleeping, or confusion)

° intractable seizures that keep occurring even with optimal
management

. new onset of profound weakness
o increasing pain and need for analgesia.

129. When assessing symptoms and signs to decide whether a child or young
person is likely to die within hours or days, take into account the wider
clinical context, including:

. their normal clinical baseline

. past clinical events (such as previous episodes of temporary
deterioration)

. the overall progression of their condition.

130. When assessing whether a child or young person is likely to die within
hours or days, take into account the clinical judgement of healthcare
professionals experienced in end of life care.
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131. If the child or young person or their parents or carers feel that they are
likely to die within hours or days:

o be aware that they may be correct
o discuss their concerns with them.
132.When a child or young person is likely to die within hours or days:

. be aware that they or their parents or carers may not express
their feelings openly, and may:

o have intense and varied feelings such as fear, hopelessness or
anger or

o become more accepting of the inevitability of death
. give them and their parents or carers opportunities to talk.

133.When children and young people become seriously ill and are likely to die
within hours or days, provide care as specified in their Advance Care Plan
and review if needed.

134.1f a child or young person may be approaching the end of life and they or
their parents or carers want to be involved in making decisions about their
care, discuss and review their Advance Care Plan with them.

135.When a child or young person is approaching the end of life, discuss with
them and their parents or carers and with relevant healthcare
professionals:

° any available invasive treatments that might be in their best
interest

. any interventions they are currently receiving that may no longer
be in their best interest.

136. If withdrawing a treatment for a child or young person who is dying,
explain to them and to their parents or carers that it is often difficult to tell
if or how this may affect them, or when they will die.

137.When a child or young person is likely to die within hours or days, ensure
that they can have private time with their parents or carers.

1.5 Key research recommendations

1. When planning and managing end of life care, what factors help children
and young people with life-limiting conditions and their parents or carers
to decide where they would like end of life care to be provided and where
they prefer to die?

2. Do protocaols for rapid transfer of children and young people with life-
limiting conditions help ensure that they are able to die in their preferred
place of death?

3. What emotional support do children and young people with life-limiting
conditions and their parents or carers need, and how would they like
these needs to be addressed?

4. What is the acceptability, safety, and effectiveness of different types of
opioid analgesia for breakthrough pain in children and young people with
life-limiting conditions who are having end of life care in the community?
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5.  What signs and symptoms indicate that a child or young person with a life-
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limiting condition is likely to die within hours or days?

1.6 Research recommendations

When planning and managing end of life care, what factors help children
and young people with life-limiting conditions and their parents or carers
to decide where they would like end of life care to be provided and where
they prefer to die?

Do protocols for rapid transfer of children and young people with life-
limiting conditions help ensure that they are able to die in their preferred
place of death?

What is the effectiveness of a home-based package of care as opposed
to hospital or hospice care?

What emotional support do children and young people with life-limiting
conditions and their parents or carers need, and how would they like
these needs to be addressed?

What are children’s, young people’s and their families’ perceptions and
attitudes about chaplaincy in paediatric end of life care and when would
they like to access religious and spiritual support?

What is the acceptability, safety, and effectiveness of different types of
opioid analgesia for breakthrough pain in children and young people with
life-limiting conditions who are having end of life care in the community?

What is the acceptability, safety and effectiveness of oral / trans-mucosal
opioids or benzodiazepines in the management of acute breathlessness
in the context of end of life care?

What is the acceptability, safety and effectiveness of delivering different
subcutaneous infusions of anti-epileptic medication during the out of
hospital management of persistent seizures close to the end of life?

What signs and symptoms indicate that a child or young person with a life-
limiting condition is likely to die within hours or days?

1.7 Other versions of the guideline
e The ‘short guideline’ lists the recommendations, context and recommendations for

‘Information for the public’ is written using suitable language for people without specialist
medical knowledge.

1.8 Schedule for updating the guideline

For the most up-to-date information about guideline reviews, please see the latest version of
the NICE guidelines manual available from the NICE website.
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Introduction

In this guideline:

‘Children and young people’ refers to everyone under 18 years old. This includes
neonates and infants when applicable even when these groups are not specifically
mentioned (as is the case in in the recommendations).

‘Parents or carers’ refers to the people with parental responsibility for a child or young
person. If the child or young person or their parents or carers (as appropriate) wish,
other family members or people important to them should also be given information
and be involved in discussions about care.

In modern Western Society, the death of a child is not expected by the family or carers, and
thus has wide and devastating consequences. Society recognises orphans and widow(er)s,
but there is no name given for those who have been bereaved of a child. Parents reasonably
expect that they will die before their children, and fortunately the death of a child or young
person is an uncommon event in the UK. There has been a particularly significant change in
recent years, as the infant mortality rate in 2012 in England and Wales was the lowest ever
recorded, at 4 deaths per 1000 live births, which can be partly explained by improvements in
neonatal intensive care. As recently as 1982 the infant mortality rate was 10.8 deaths per
1000 live births.

Complications of pre-term birth, particularly respiratory and cardiovascular conditions,
account for about half of infant deaths. Congenital anomalies account for about a further
third.

The 2014 report, Why children die: death in children and young people in the UK, noted that,
despite improving mortality rates, in 2012 more than 2,000 children and young people aged
between 1 and 19 years died in England and Wales. For children and young people aged
between 1 and 15 years, cancer, neurodevelopmental, respiratory, cardiovascular and
congenital conditions (which tend to be chronic and progressive) account for about 60% of
deaths. For young people aged over 15 years, external causes (such as accidents) are more
common, accounting for 42% of deaths. The proportion of young people aged over 15 years
who die from chronic conditions falls to about 30%, although cancer and neurodevelopmental
conditions continue to be common causes of death in young people.

It is estimated that almost 50,000 children and young people aged 19 years or under in the
UK (40,000 of these in England) are living with a life-limiting condition at any time, and may
therefore need end of life care. They may have widely varying needs, as there are over 300
conditions that could be classed as life-limiting or life-threatening in this age group (Fraser
2012). Some of these children and young people also have severe disabilities and multiple
complex health and care needs, in addition to end of life care needs. The importance of
support for children and young people with life-limiting conditions is an area that these
guidelines try to emphasise.

There is wide regional variation in paediatric end of life care practice, particularly in how
services are delivered, combining a broad range of health and other care services, including
hospitals, hospices, primary care and community professionals, ambulance services,
dedicated palliative care teams, and other support providers. Specialist end of life care
services for children may be delivered in a variety of settings. Consultant-led teams may be
found within some children’s hospices, as well as in tertiary children’s hospitals, and also
within community-based services. Hospices and community services offering a specialist
service will often offer ‘in-reach’ to local hospitals, as well as supporting end of life care in
hospice, schools and at home. Services thus span statutory and charitable sectors (for
example hospices). Because of this, good communication, care coordination, and effective
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networking are essential to providing good end of life care. Children and young people are
likely to need different services at different stages of their illness and they will get the best
care possible when services communicate with and support each other. Core end of life care
skills exist in most local community teams, among children’s community nurses and general
paediatricians/general practitioners.

End of life care for adults is a well-established discipline, with evidence that if it starts early it
can both enhance and even prolong life when facing a life-limiting illness (Temel, 2012).
Paediatric end of life care generally lasts for a longer time frame and for a wider range of life-
limiting conditions than for adults (Spathis, 2012). It begins when a life-limiting condition is
diagnosed (potentially in the antenatal stage), and continues even if a child is having
treatment for the underlying condition (WHO, 1998) and will, in the event of the death of a
child of young person, continue to the immediate bereavement support of their family. Young
people may continue to have end of life care after they turn 18 years, and it may remain part
of the transition to adult care (see the NICE guidance: Transition from children’s to adult’s’
services).

Children, young people and their parents, families or carers may have varied and differing
ideas about what represents good end of life care. They may also have differences of opinion
with each other and what is a priority for them, and at various stages, over time, their
priorities may change.

This guideline covers the physical, emotional, social, and spiritual elements of end of life
care, and focuses on improving the child or young person’s quality of life and supporting their
family and carers. There are, for instance, recommendations on managing distressing
symptoms and providing care and bereavement support after death. Recommendations have
also been made about how services should be delivered. The guideline is aimed at all
providers of paediatric end of life care, whatever their level of practise, and also for children
and young people with life-limiting conditions and their parents or carers.

The guideline covers children and young people with a life-limiting condition. It does not
make recommendations for children or young people who die suddenly and unexpectedly
(for example, accidental death).

For whom is this guideline intended

¢ All children and young people with life-limiting conditions (conditions that are expected to
result in an early death, either for everyone with the condition or for a specific person)

e Families, carers and other people who are important to children and young people with
life-limiting conditions

¢ Professionals who provide end of life care for children and young people

¢ Commissioners of end of life care services for children and young people.

Related NICE guidance
e Acutely ill patients in hospital (2007) NICE guideline CG50

¢ Antenatal and postnatal mental health: clinical management and service guidance (2014)
NICE guideline CG192

¢ Antisocial behaviour and conduct disorders in children and young people: recognition and
management (2013) NICE guideline CG158

e Attention deficit hyperactivity disorder: diagnosis and management (2008) NICE guideline
CG72

e Autism in under 19s: recognition, referral and diagnosis (2011) NICE guideline CG128
e Autism in under 19s: support and management (2013) NICE guideline CG170
e Bipolar disorder: assessment and management (2014) NICE guideline CG185
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e Borderline personality disorder: recognition and management (2009) NICE guideline
CG78

e Challenging behaviour and learning disabilities: prevention and interventions for people
with learning disabilities whose behaviour challenges (2015) NICE guideline NG11

e Common mental health problems: identification and pathways to care (2011) NICE
guideline CG123

e Depression in adults: recognition and management (2016) NICE guideline CG90

e Depression in children and young people: identification and management (2015) NICE
guideline CG28

e Eating disorders in over 8s: management (2004) NICE guidelines CG9

e Generalised anxiety disorder and panic disorder in adults: management (2011) NICE
guideline CG113

¢ Improving outcomes in children and young people with cancer (2005) NICE cancer
service guidance CSG7

¢ Improving supportive and palliative care for adults with cancer (2004) NICE cancer service
guidance CSG4

¢ Neuropathic pain — pharmacological management (2013) NICE guideline CG173
e Opioids in palliative care (2012) NICE guideline CG140

¢ Organ donation for transplantation (2011) NICE guideline CG135

o Patient experience in adult NHS services (2012) NICE guidance CG138

e Pressure ulcers (2014) NICE guideline CG179

e Post-traumatic stress disorder: management (2005) NICE guidelines CG26

e Psychosis and schizophrenia in adults: prevention and management (2014) NICE
guideline CG178

e Psychosis and schizophrenia in children and young people: recognition and management
(2013) NICE guideline CG155

e Psychosis with substance misuse in over 14s: assessment and management (2011) NICE
guideline CG120

e Self-harm in over 8s: long-term management (2011) NICE guideline CG133

¢ Self-harm in over 8s: short-term management and prevention of recurrence (2004) NICE
guideline CG16

e Social anxiety disorder: recognition, assessment and treatment (2013) NICE guideline
CG159

Remit

NICE received the remit for this guideline from the Department of Health and then
commissioned the NGA to produce the guideline.

The Department of Health has asked NICE: ‘To prepare a clinical guideline on the End of life
care for infants, children and young people’.

© National Institute for Health and Care Excellence 2016
37


https://www.nice.org.uk/guidance/cg78
https://www.nice.org.uk/guidance/ng11
https://www.nice.org.uk/guidance/ng11
https://www.nice.org.uk/guidance/cg123
https://www.nice.org.uk/guidance/cg90
https://www.nice.org.uk/guidance/cg28
https://www.nice.org.uk/guidance/cg90
https://www.nice.org.uk/guidance/cg113
https://www.nice.org.uk/guidance/csg7
https://www.nice.org.uk/guidance/csg4
https://www.nice.org.uk/guidance/cg173
https://www.nice.org.uk/guidance/cg140
https://www.nice.org.uk/guidance/cg135
https://www.nice.org.uk/guidance/cg138
https://www.nice.org.uk/guidance/cg179
https://www.nice.org.uk/guidance/cg26
https://www.nice.org.uk/guidance/cg178
https://www.nice.org.uk/guidance/cg155
https://www.nice.org.uk/guidance/cg120
https://www.nice.org.uk/guidance/cg133
https://www.nice.org.uk/guidance/cg16
https://www.nice.org.uk/guidance/cg159

=

b~ WwWN

3.1

End of life care for infants, children and young people: planning and management
Guideline development methodology

Guideline development methodology

This chapter describes the methods used to review the evidence and generate the
recommendations presented in subsequent chapters. This guidance was developed in
accordance with the methods outlined in the NICE guidelines manual 2012 for the scoping
phase, and the NICE guidelines manual 2014 from the development phase.

Developing the review questions and protocols

Review guestions were developed according to the type of question:

¢ intervention reviews — in a PICO framework (patient, intervention, comparison and
outcome)

o reviews of diagnostic test accuracy — using population, index tests, reference standard,
and target condition

e qualitative reviews — using population, area of interest and themes of interest

e prognostic reviews — using population, presence or absence of a risk factor, and outcome.
These frameworks guided the literature searching process, critical appraisal and synthesis of
evidence and facilitated the development of recommendations by the Committee. The review
gquestions were drafted by the NGA technical team, then refined and validated by the

Committee. The questions were based on the key clinical areas identified in the scope
(Appendix A).

A total of 20 review questions were identified (see Table 1).

Full literature searches, critical appraisals and evidence reviews were completed for all the
specified review questions.

Table 1. Description of review questions

Qualitative What information and information Themes will be identified from
type (written or verbal) is perceived the literature, for example:
as helpful and supportive by « use of jargon and terminology

children and young people (if
appropriate), and their family or
carer before and after an infant,
child or young person dies including

e uncertainty around likelihood
of death

e methods of information

managing practical arrangements, provision (tools to facilitate).
and care of the body?

5 Qualitative What are the barriers and Themes will be identified from
facilitators to effective the literature, for example:
communication between the child ° empathy and rapport (Cu|tura|

or éﬂiﬁnghpelrtshon, the fa]}mily or <|3arer and religious considerations)
an € nealthcare proressionals AR .
about the life-limiting condition and 0 TR (S i ()

likelihood of imminent death? e resources (time spent with
individuals and place of

communication; that is,
privacy in hospital)
o families’ acceptance of

prognosis.
6.1 Qualitative What are the barriers and Themes will be identified from
facilitators to the infant, child or the literature, for example:
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young person, the family or carer
and the multidisciplinary team in
being involved in decision-making
to inform the development,
assessment and reviews of
personalised, parallel and Advance
Care Planning (including if
appropriate decisions about
continuing or stopping life-
sustaining treatment and attempting
cardiopulmonary resuscitation)?

e timing of planning

¢ need for regular reviews
e assessments of needs
¢ professional roles

e cultural, religious and ethical
differences.

6.2 Qualitative What preferences do children and Themes will be identified from
young people with a life-limiting the literature, for example:
condition and their family members ¢ circumstances that facilitate or
;)r ce}rers hfa(\j/e ft%r plage t;]f <t>are and  hinder availability of choices

or place of death, and wha i i
determines those preferences? (personal., S.O clal, practical
¢ characteristics of acceptable
place for care or to die
e dynamic changes (trajectory
of care).

6.3 Qualitative What aspects of communication Themes will be identified from
and information provision facilitate the literature, for example:
or hinder discussions between e bereavement experience
children and young people with a (consolation)
life-limiting illness and their family B T
members or carers with healthcare . .
professionals to make decisions on ~ ® 0rgan and tissue donation as
organ or tissue donation? part of the care plan

e religious or spiritual beliefs.

7.3 Intervention What services have to be in place Outcomes will include:
to make rapid transfer available to e Quality of life of the child or
take infants, children and young young person or/and their
peOple W|th a I|fe'l|m|t|ng illneSS to fami"es/carers — for example,
their preferred place of care in their pain of the ICYP, release of
last days of life as part of service distressing symptoms of the
delivery? ICYP, and anxiety of the ICYP
Note. As an integrated part of the and their parents or carers.
rapid transfer programme, « Quality of death.
particular consideration will be s ful't fer t
given to infants, children and young  * uccesstul franster to
people (ICYP) who need pref_erred place of care/death
compassionate extubation (fulfilment of the transfer
(including all life-sustaining pla|.1). ) )
treatment, for example non-invasive ® Satisfaction of the child or
ventilation) in the preferred place young person and their
(what services should be in place to  families/carers with the care.
facilitate) e Time taken to achieve transfer

o Unexpected hospital re-
admission.

e Access of parents or carers to
the patient in both settings.

7.2 Intervention What is the effectiveness of day Outcomes will include:

and night specialist telephone
healthcare professional support (or
parents/carers support), day and
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7.1 Intervention

7.4 Intervention

8.1 Mixed -
intervention
and
qualitative

night community nursing support,
and the combination of the 2 for the
needs of infants, children and
young people with life-limiting
conditions, and for the needs of
their family members and carers
during this time and after death as
part of service delivery?

What is the clinical and cost
effectiveness of a defined multi-
disciplinary team (MDT) of a
particular composition compared
with one of a different composition
and compared with care without a
defined MDT?

What is the clinical and cost
effectiveness of a home-based
programme of care compared with
care in other settings?

Are psychological interventions
effective for infants, children and
young people with life-limiting
conditions and what factors
influence the attitudes of children
and young people and the family’s
involvement and decisions about
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person and/or their
families/carers

e Change in health resources
utilisation (for example,
reduction in unintended
hospital re-admission rates,
reduction of hospitalisation,
reduction in length of hospital
stay).

e Change in level of distressing
symptoms such as pain,
agitation.

e Change in home visits by
nurses (mainly relevant to day
and night specialist advice
support).

Outcomes will include:

¢ Prevention of unplanned
hospital admissions.

¢ Discharge time.

¢ Quality of life of the child,
young person.

¢ Quality of life of the parent,
carer.

¢ Satisfaction of the child or
young person.

¢ Satisfaction of the parent or
carer with the CYP’s care (for
example, level of care and
improved communication).

¢ Control of symptoms (pain,
dyspnoea, nausea/vomiting).

Outcomes will include:

e Unplanned/precipitous
admission to hospital.
Family or care giver stress
and distress.

ICYP satisfaction/comfort.
Parent/carer
satisfaction/comfort.

Control of symptoms (pain,
dyspnoea, nausea/vomiting).

o Health related quality of life
(levels of comfort, lack of
distress).

Quantitative outcomes:

e Psychological well-being of
ICYP (for example resilience,
depression, fear, anxiety,
mood change).

¢ Quality of life of ICYP.

e Satisfaction of ICYP.
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8.1

8.2

Mixed —
intervention
and
qualitative

Mixed -
intervention
and
qualitative

choices of those interventions?

Are psychological interventions
(including short-term bereavement
therapies) effective for family
members and carers of infants,
children and young people and
what factors influences their
attitudes about those interventions
before and after the death of an
infant, child or young person with a
life-limiting condition?

What factors of social and practical
support (including care of the body)
are effective in end of life care of
infants, children and young people
with life-limiting conditions and their
family members or carers and what
influences attitudes about these
before and after death?
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¢ Pain- and child illness-related
symptoms.

e Distressing symptoms
(restlessness, agitation).

For gualitative outcomes,
themes will be identified from
the literature, for example:

e Unmet needs.

¢ Individual attitudes towards
therapies based on for
instance cultural differences.

¢ The skill and experience of
therapists.

Quantitative outcomes:

¢ Psychological well-being (for
example resilience,
depression, fear, anxiety,
mood change) of parents,
families and carers before and
after the ICYP’s death.

¢ Quality of life of parents,
families and carers before and
after the ICYP’s death.

¢ Satisfaction of parents,
families and carers before and
after the ICYP’s death.

e Coping of parents, families
and carers before and after
the ICYP’s death.

o Activities of daily living and
parenting.

o Family function before and
after the ICYP’s death.

For the qualitative review,
themes will be identified from
the literature, for example:

¢ Bereavement of parents,
families and carers after the
ICYP’s death

e Individual attitudes towards
therapies based on, for
example, cultural differences.

e Unmet needs.
Quantitative outcomes:

¢ ICYP well-being, including
psychological well-being,
common mental disorder or
death distress, coping.

e The coping of parents or
carers.
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¢ ICYP quality of life.

e Parents and carers’ quality of
life.

e Family functioning.
¢ ICYP health service use.

8.3 Mixed - What factors of spiritual or religious
intervention support (including care of the body)
and are effective in end of life care of
qualitative infants, children and young people

with life-limiting conditions and their
family members or carers and what
influences attitudes about these
before and after death?

9.2 Intervention What pharmacological and non-
pharmacological (excluding
psychological) interventions are
effective for the management of
pain in ICYP with a life-limiting
condition?
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For the qualitative outcomes,
themes will be identified from
the literature, for example:

e Family functioning.

¢ ICYP health service use.

¢ Financial stress.

¢ Provision of equipment.

e Time spent on caregiving
activities.

Quantitative outcomes:

¢ ICYP well-being, including
psychological well-being,
common mental disorder or
death distress.

¢ ICYP physical symptoms,
such as pain, fatigue,
hypersomnia and
breathlessness.

¢ ICYP quality of life.

¢ Quality of life of parents,
families and carers.

¢ ICYP health service use.
e ICYP satisfaction.

e Parents’ or carers’
satisfaction.

For the qualitative outcomes,
themes will be identified from
the literature, for example:

e Relationship with self and
others

¢ Relationship with nature and
music

e Hope

e Meaning and purpose in life/
meaning making.

e Pain (measured by a
validated scale, such as
FLACC, NIPS).

¢ ICYP levels of distress.

e Parent, family and carer levels
of distress.

e Adverse events, particularly
opioid related, such as:
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o constipation
o hausea / vomiting
o itching
o urinary retention
o fatigue
o confusion
o respiratory depression
o unwanted levels of sedation.
¢ Quality of life for ICYP and
their parents, families and
carers (using validated
instruments, such as PedQL).
e Control of other distressing
symptoms (including agitation
and breathlessness).
¢ Proportion of ICYP taken
home/re-admission to
hospital/admission to hospice.

9.3 Intervention What pharmacological and non- ¢ Reduction of agitation.
pharmacological (excluding e ICYP’s levels of distress
psychological) interventions are alleviated.

effective for the management of
agitation in ICYP with a life-limiting
condition?

e Family or carers’ levels of
distress alleviated.

¢ ICYP’s (health-related) quality
of life.

e Family or carers’ quality of
life.

e ICYP satisfaction.

e Family or caregiver
satisfaction (also
retrospective)

e Adverse effects.

9.4 Intervention What pharmacological and non- e Objective and subjective signs
pharmacological (excluding of respiratory distress
psychological) interventions are alleviated.
effective for the management of e ICYP levels of distress
respiratory distress in ICYP with a alleviated.

life-limiting condition? .
e Parent, family or carer levels

of distress alleviated.

¢ ICYP (health-related) quality
of life.

e Parent, family or carer quality
of life.

¢ ICYP satisfaction.

e Parent, family or carer
satisfaction (also
retrospective).

e The number of different types
of interventions (including

varying doses and types of
anticholinergics) needed to
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change noise intensity.
o Adverse effects.

9.5 Intervention What pharmacological and non- e Reduction of seizures.
pharmacological (excluding e ICYP levels of distress
psychological) interventions are alleviated.

effective for the management of

seizures in ICYP with a life-limiting O FETEG TR CEhE RS

of distress alleviated.

condition? _

¢ ICYP (health-related) quality
of life.

e Parent, family or carer quality
of life

¢ ICYP satisfaction.

e Parent, family or carer
satisfaction (also
retrospective)

e Adverse effects.

10.1 Intervention What is the effectiveness of e Comfort or distress of the
medically assisted hydration in ICYP (or relevant proxy
infants, children and young people outcomes).
during end of life care? e Satisfaction of parents, family

or carers.

¢ Adverse events including
vomiting, respiratory distress,
abdominal pain.

10.2 Intervention What is the effectiveness of e Comfort or distress of the
medically assisted nutrition in ICYP (or relevant proxy
infants, children and young people outcomes).
during end of life care? » Satisfaction of parents, family

or carers.

¢ Adverse events including
vomiting, respiratory distress,
abdominal pain.

11 Mixed — What signs and symptoms, For the quantitative outcomes:
prognostic, individually or in combination, help o For diagnostic information:
diagnostic to recognise the infants, children or o sensitivity
and young people are likely to be in the ificit
qualitative last days of life and which of them © spe_c? icity o

are considered most informative by o positive predictive value
healthcare professionals? o negative predictive values

o positive likelihood ratios

o negative likelihood ratios.

o If thresholds are
established/pre-defined or for
prognostic information:

o relative risk (RR) or odds
ratio (OR) (and ultimately
risk difference) for patient
outcomes listed above for
those in higher or lower risk
groups.

For the qualitative outcomes:

e Healthcare professionals’
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views on which signs and
symptoms, prognostic tools,
scores or indices, and
laboratory or biological
information are most useful.

Searching for evidence

Clinical literature search

During the scoping stage, a search was conducted for guidelines and reports available on
the websites of organisations which were relevant to the topic, and all references suggested
by stakeholders during the scope consultation were considered for inclusion.

Systematic literature searches were undertaken to identify all published clinical evidence
relevant to the review questions.

Databases were searched using relevant medical subject headings and free-text terms. Due
to the large number of life-limiting conditions, it was considered appropriate to search
primarily using terms related to end of life care. Where possible, searches were restricted to
retrieve only English-language articles. Where appropriate, study type filters were applied. All
searches were conducted in MEDLINE, Embase and The Cochrane Library. Where
appropriate, certain searches were also conducted in PsycINFO, CINAHL or AMED. All
searches were updated on 10 April 2016. Studies added to the databases after this date
(even if they were published prior to this date) were not included unless specifically stated in
the text.

Search strategies were quality-assured by cross-checking reference lists of key studies,
analysing search strategies from other systematic reviews, and asking the Committee
members to identify key studies. All search strategies were also quality-assured by a second
Information Scientist working at the NGA, who had not created the strategies. Details of the
searches, including study filters that were applied and databases that were used, can be
found in Appendix E.

Grey and unpublished literature were not included in the searches, and searches for
electronic, ahead-of-print publications were not routinely undertaken unless a particular study
was identified by the Guideline Committee. Studies published in languages other than
English were not reviewed.

Health economic literature search

A systematic literature search was undertaken to identify health economic evidence relevant
to any review question. The evidence was identified by conducting a broad search relating to
end of life care in the NHS Economic Evaluation Database (NHS EED) and the Health
Technology Assessment (HTA) database with no date restrictions. Additionally, the same
broad search was run on Medline, the Cochrane Central Register of Controlled Trials
(CCTR) and Embase, with an economic filter applied. Where possible, searches were
restricted to articles published in English and studies published in languages other than
English were not reviewed. The titles and abstracts of records retrieved by the broad search
were sifted for relevance, and full-text copies of potentially relevant publications were
obtained. These were assessed using the inclusion criteria specified in the protocol for each
review question. The search strategies for the health economic literature search are included
in Appendix F. All searches were updated on 10 April 2016. Any studies added to the
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databases after this date (even those published prior to this date) were not included unless
specifically stated in the text.

Reviewing and synthesising the evidence

The evidence was reviewed following the steps shown schematically in Figure 2.

o Potentially relevant studies were identified for each review question from the relevant
search results by reviewing titles and abstracts. Full papers were then obtained.

o Full papers were reviewed against pre-specified inclusion and exclusion criteria to identify
studies that addressed the review question in the appropriate population, as outlined in
the review protocols (review protocols are included in Appendix D).

¢ Relevant studies were critically appraised using the appropriate checklist as specified in
the NICE guidelines manual (NICE, 2014).

¢ Key information was extracted on the study’s methods, according to the factors specified
in the protocols and results. These were presented in summary tables (in each review
chapter) and evidence tables (in Appendix G).

¢ Summaries of evidence were generated by outcome (included in the relevant review
chapters) and were presented in Committee meetings(details of how the evidence was
appraised is described in section 3.3.4 below): :

o Randomised studies: meta-analysis was carried out where appropriate and results
were reported in GRADE profiles (for intervention reviews).

o Observational studies: data were presented as a range of values in GRADE profiles.

o Prognostic studies: data was presented as a range of values, usually in terms of the
relative effect as reported by the authors.

o Diagnostic studies: data were presented as measures of diagnostic test accuracy
(sensitivity, specificity, positive and negative predictive value).

o Qualitative studies: each study was summarised by theme and meta-synthesis was
carried out where appropriate to identify an overarching framework of themes and
subthemes.

For quality assurance of study identification, either whole study selections or a sample of the
study selection results were double checked by a second reviewer as follows: service
delivery (whole search for both rapid transfer and 24/7 service delivery), psychological
interventions (for children and for adults 10% of the search) and pain and agitation symptom
management (all 10%). A sample of all evidence tables was also quality assured and alll
write-ups of reviews were checked by a second reviewer. Any discrepancies were resolved
by discussion between the 2 reviewers.
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Figure 2: Step-by-step review of evidence in the guideline

mining the

!'l."i 28 l::| [0

Assessing risk of bias of
the included studies for
each outcome

Adapting and updating
any Cochrane reviews
and other published

reviews identified

Including fexcluding
studies using the full

papers, against the
inclusion criteria given

full papers

Inclusion and exclusion criteria

The Committee was consulted about any uncertainty regarding inclusion or exclusion. The
inclusion and exclusion of studies was based on the review protocols, which can be found in
Appendix D. Excluded studies by review question (with the reasons for their exclusion) are
listed in Appendix H.

In addition to the review protocols, there were particular inclusion and exclusion criteria
which have been highlighted here for the following areas of the scope:

Guideline population

The guideline population was defined as children and young people with a life-limiting
condition. As stated in the introduction, there are over 300 conditions that can be classed as
life-limiting or life-threatening. Because of this high number of conditions, it was not possible
to use all conditions as search terms. However, the focus of the guideline is on end of life
care rather than on the specific treatment of each condition and therefore terms related to
end of life and palliative care were used to identify the guideline population (see Appendix E).
In the absence of evidence in the population of interest, it was discussed with the Committee
whether indirect evidence would be relevant. In some instances evidence was identified that
included a mixed population (for example, children likely to die from acute rather than life-
limiting conditions, or from studies with children and young people up to the age of 21 rather
than 18 as long as the average age and standard deviation was at a lower end). Evidence
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from mixed populations was included in the following topics: planning; religious, spiritual and
cultural support needs.

Recognising the signs and symptoms of dying (mixed methods review)

Another noteworthy inclusion in the qualitative review on the topic of ‘signs and symptoms of
dying’ (chapter 11) was that Delphi consensus studies were also deemed acceptable for this
topic (even though not strictly speaking qualitative in design). This was included to add other
applicable expert consensus to the consensus of the Committee. A larger group of people
(those in the Delphi panel as well as the Committee) agreeing on signs and symptoms would
provide more weight to the selected signs and symptoms and therefore add robustness to
the recommendations.

Furthermore, in the quantitative section of this review we aimed to identify pre-specified signs
and symptoms that were independently related to recognising that a child or young person is
in the last days of life; that is, independent of other characteristics. Therefore, the focus of
the evidence was on studies using multivariable analysis.

Other qualitative reviews (information, communication, planning, organ and tissue
donation, social/practical support, spiritual/religious support, psychological
interventions)

Delphi and other descriptive surveys (such frequency of people who responding to closed-
ended questions) were not included in the other qualitative reviews, for which rich qualitative
data such as studies using interviews, focus groups, or surveys with open-ended options
were considered most appropriate. For these reviews, if sufficient applicable evidence (in
way of context and setting) was available, this was preferred over and above other possible
included studies. This was the case in the review of communication and information provision
where we looked for evidence from different perspectives on the barriers and facilitators that
they were encountering; that is, the child or young person with life-limiting condition, their
parents or carers and healthcare professionals. There was a large evidence base for these
topics, therefore the evidence was restricted to the most applicable studies. This took into
account to cover the issue from different perspectives of, for example, parents, healthcare
professionals or children and young people. This issue is re-visited in section 3.3.2 on
combining evidence from qualitative studies.

Qualitative review for preferred place of care and preferred place of death

Quantitative survey data was included in the preferred place of care and preferred place of
death (see section 6.2) review. The Committee wanted to assess the percentage of people
with a particular preference as well as their attitudes and reasoning about why they made
this choice.

Intervention reviews (for example, symptom management)

Randomised trials, non-randomised trials, and observational studies were included in the
evidence reviews as appropriate. For the intervention studies, both randomised and non-
randomised comparative studies were included because the evidence base of randomised
controlled trials in this particular study population was low.

Other general study type inclusions / exclusions

Conference abstracts were not automatically excluded from the review but were initially
assessed against the inclusion criteria and then considered for inclusion only if no other full
publication was available for that review question, in which case the authors of the selected
abstracts were contacted for further information. None of the reviews included evidence from
conference abstracts.
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Literature reviews, posters, letters, editorials, comment articles, unpublished studies and
studies not in English were excluded.

The review protocols are presented in Appendix D.

Methods of combining clinical studies

When planning reviews (protocols) the following approaches for data synthesis were
discussed and agreed with Committee. However, insufficient evidence was identified to pool
data for intervention reviews (and no evidence at all for prognostic or diagnostic components
of the ‘recognition of dying’ protocol).

3.3.2.1 Data synthesis for intervention reviews

It was planned to conduct meta-analyses where possible to combine the results of studies for
each review question using Cochrane Review Manager (RevMan5) software.

Fixed-effects (Mantel-Haenszel) techniques were used to calculate risk ratios (relative risk)
for binary outcomes, such as rate of adverse events or rate of people with symptom
improvements.

For continuous outcomes, measures of central tendency (mean) and variation (standard
deviation) would be required for meta-analysis. Data for continuous outcomes (such as
number of episodes of vomiting) were planned to be analysed using an inverse variance
method for pooling weighted mean differences and, where the studies had different scales,
standardised mean differences were used. A generic inverse variance option in RevMan5 is
used if any studies reported solely the summary statistics and 95% confidence interval (95%
Cl) or standard error; this included any hazard ratios reported. However, in cases where
standard deviations were not reported per intervention group, the standard error (SE) for the
mean difference is calculated from other reported statistics (p values or 95% CIs); meta-
analysis was then undertaken for the mean difference and SE using the generic inverse
variance method in RevMan5. When the only evidence was based on studies that
summarise results by presenting medians (and interquartile ranges), or only p values were
given, this information was assessed in terms of the study’s sample size and was included in
the GRADE tables without calculating the relative or absolute effects. Consequently, aspects
of quality assessment such as imprecision of effect could not be assessed for evidence of
this type. However, the limited reporting of this outcome was classified as a risk of bias in
study limitations.

Stratified analyses were predefined for some review questions at the protocol stage when the
Committee identified that these strata are different in terms of biological and clinical
characteristics and the interventions were expected to have a different effect.

Statistical heterogeneity was assessed by visually examining the forest plots, and by
considering the chi-squared test for significance at p<0.1 or an I-squared inconsistency
statistic (with an I-squared value of more than 50% indicating considerable heterogeneity).
Where considerable heterogeneity was present, we carried out predefined subgroup
analyses. For instance in the pharmacological management of distressing symptoms, causes
leading to the symptom would be a subgroup. The guideline group also considered that, for
instance, route of administration, delivery system, and drug class could also be possible
reasons for heterogeneity in results. In case of unexplained heterogeneity sensitivity analysis
was planned to be carried out based on the quality of studies eliminating studies at overall
high risk of bias (randomisation, allocation concealment and blinding, missing outcome data).

Assessments of potential differences in effect between subgroups were based on the chi-
squared tests for heterogeneity statistics between subgroups. If no sensitivity analysis was
found to completely resolve statistical heterogeneity then a random-effects (DerSimonian
and Laird) model was employed to provide a more conservative estimate of the effect.
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3.3.2.2 Data synthesis for prognostic factor reviews

Signs and symptoms that indicate a child or young person is likely to die hours or days could
be construed as a characteristic that predicts death occurring. This would be classified as a
prognostic/predictive factor. In this respect odds ratios (ORS), risk ratios (RRs) or hazard
ratios (HRs), with their 95% confidence intervals (95% CIs) for the effect of the prespecified
prognostic factors were extracted from the papers when reported. Evidence came from
observational studies because signs and symptoms that may indicate that someone is in the
last days of life are not factors that could ever be randomised. For this topic, we looked for
studies that took into account possible key confounders as reported in multivariable
analyses. The reported measures were therefore adjusted to take into account other
characteristics less likely to be actual signs and symptoms of being in the last days of life.
Studies did this in a pre-specified manner or used statistical methods that included variables
that were likely signs and symptoms related to dying and modelled them using statistical
methods (such as multivariable logistic regressions) which then indicated which
characteristics were the most likely independent prognostic factors rather than a factor only
spuriously related.

3.3.2.3 Data synthesis for diagnostic test accuracy reviews

Data and outcomes

Recognising dying could also be considered as being like a diagnostic process in which the
child or young person either displays recognised signs or does not. Following death, children
or young people can be identified as having had the sign or not. We therefore anticipated
that studies would report there having been a particular sign, that could be assessed by a
value, above or below a threshold value (for instance they might have had tests for a
continuously measured characteristic, such as kidney function tests for renal signs and
symptoms).

There are a number of diagnostic test accuracy measures. The area under the curve (AUC)
of receiver operating characteristics (ROC) shows true positive rate (sensitivity) as a function
of false positive rate (1 minus specificity). Sensitivity, specificity, positive and negative
predictive values, and positive and negative likelihood ratios were reported.

The threshold of a diagnostic test is defined as the value at which the test can best
differentiate between those with and without the target condition (for instance, a particular
serum creatinine value) and, in practice, it varies among studies. For this particular question
(recognising that a child or young person may be dying) specificity was regarded as
particularly important. When specificity is high, a positive test rules in the diagnosis and when
sensitivity is high, a negative test rules out the diagnosis — researchers have created the
mnemonic SoPin/SnNout? for this (Sackett 1992). In other words in the case of high
specificity with low sensitivity someone who has this sign/symptom (that is, akin to testing
positive) would be likely to die within the next few days whereas for those who do not have
the sign/symptom (akin to having a negative test) we are uncertain about when they may die.
Sensitivity (ruling out), however, was also recognised as being important in order not to miss
people who may be dying in the next few days.

a If a sensitive (Sn) test is negative (N), rule the diagnosis ‘out’; if a specific (Sp) test is positive (P), rule the
diagnosis ‘in’.

© National Institute for Health and Care Excellence 2016
50



© 00 NO O A OWN -

(e S G Y
w N RO

14

15
16
17
18
19
20
21
22

23
24
25
26
27
28
29
30
31
32
33
34
35

36
37
38
39
40
41
42
43
44
45
46
47
48

End of life care for infants, children and young people: planning and management
Guideline development methodology

Data synthesis

Diagnostic paired sensitivity-specificity forest plots were produced for each sign/symptom,
using RevManb5. In order to do this, 2x2 tables (the number of true positives, false positives,
true negatives and false negatives) were extracted.

Area under the ROC curve (AUC) data for continuous test results (such as serum creatinine
for instance as a proxy for a sign of kidney function or failure) were given as AUC values with
95% confidence intervals. The Committee agreed on the following criteria for AUC:

e <0.50: worse than chance

e 0.50-0.60: very poor

e 0.61-0.70: poor

e 0.71-0.80: moderate

¢ 0.81-0.92: good

¢ 0.91-1.00: excellent or perfect test.

3.3.2.4 Data synthesis for qualitative reviews

Where possible a meta-synthesis was conducted to combine qualitative study results. The
main aim of the synthesis of qualitative data was to produce a description of the topics that
may influence the experience of the person who is dying, those people important to them and
healthcare professionals involved in their care, rather than build new theories or
reconceptualise the topic under review. Whenever studies identified a qualitative theme, this
was extracted and the main characteristics were summarised. When all themes were
extracted from studies, common concepts were categorised and tabulated. This included
information on how many studies had contributed to an identified overarching theme.

In qualitative synthesis the more a theme is reported by different studies does not
necessarily mean that it would be more important than other themes. The aim of qualitative
research is to identify new perspectives on a particular topic. Study type and population in
qualitative research can differ widely, meaning that themes identified by just 1 or a few
studies can provide important new information for a given topic. Therefore, for the purpose of
the qualitative reviews in this guideline, we did not add further studies when they reported the
same themes that had already been identified from the same perspectives (i.e. children or
young people, parents or carers, or healthcare professionals) because the emphasis was on
conceptual robustness rather than the quantitative completeness of evidence. This has
implications for the types and numbers of studies that are included in the qualitative reviews.
Study inclusion continued until no new relevant data could be found regarding a topic that
would add to or refute it, a concept referred to in the literature as ‘theoretical saturation’
(Dixon-Wood 2005).

The most relevant evidence in this respect would originate from studies set in the target
context of the UK NHS setting. Therefore when the evidence base was particularly large, we
were able to focus first on studies in the most relevant context, but widened the study
inclusion criteria when important perspectives were either not covered or were insufficiently
covered. The final selection of included or excluded studies from those identified in the
literature search was carried out by at least 2 researchers. Themes from individual studies
were then integrated into a wider context and, when possible, overarching categories of
themes with sub-themes were identified. Themes were derived from data presented in
individual studies based directly on quotes from interviewees. When themes were extracted,
theme names derived from the studies that provided it, such as ‘ready to die and go to
heaven’, to take into account the influence of religious beliefs on care planning (see 6.1.5).
The names of overarching themes, however, were named by the systematic reviewers, for
instance ‘interpersonal/interactive communication’ (see 5.5.1).
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Emerging themes were then placed into a thematic map that would present the relationship
between themes and subthemes. The purpose of the map was to show relationships
between overarching themes and their subthemes. The mapping part of the review was
drafted by 1 member of the technical team, but the final framework of themes was further
shaped and, when necessary, re-classified through discussion with at least 1 other member
of the technical team. The Committee could then draw conclusions from each theme in each
setting / country and how they may help in forming recommendations.

Type of studies

For most intervention reviews in this guideline, parallel randomised controlled trials (RCTSs)
were prioritised because they are considered the most robust type of study design that could
produce an unbiased estimate of the intervention effects. The Committee expected there to
be limited evidence of this type (due the study population being children or young people with
life-limiting conditions), therefore non-randomised studies were also considered. This
included consideration of uncontrolled studies (also called before-and-after studies without a
control group - Higgins 2008).

For diagnostic reviews, cross-sectional and retrospective studies were considered for
inclusion. For prognostic reviews, prospective and retrospective cohort studies were
included. Case—control studies were not considered for inclusion.

In the qualitative reviews, studies using focus groups, structured or semi-structured
interviews were considered for inclusion. Survey data or other types of questionnaires were
only included if they provided analysis from open ended questions, but not if they reported
descriptive quantitative data only.

Where data from observational studies were included, the Committee decided that the
results for each outcome should be presented separately for each study and meta-analysis
was not conducted.

Appraising the quality of evidence using ‘Grading of Recommendations
Assessment, Development and Evaluation’ (GRADE)

Elements of GRADE

For intervention reviews the evidence for outcomes from the included RCTs and
observational studies, were evaluated and presented using GRADE developed by the
international GRADE working group. Modified GRADE assessments were also carried out for
outcomes per risk factor in prognostic reviews, for accuracy measures in diagnostic reviews
and themes in qualitative reviews.

The software developed by the GRADE working group (GRADEpro) was used to assess the
quality of each outcome, taking into account individual study quality factors and the meta-
analysis results. This software is used mainly for intervention reviews, but can also be used
for prognostic reviews. It is not presently designed to assess evidence from diagnostic and
gualitative reviews. Therefore the modified GRADE approach for diagnostic and qualitative
evidence was carried out without the software but using similar tables and concepts which
are described below. Results were presented in GRADE profiles (‘GRADE tables’), which
consist of 2 sections: the ‘Clinical evidence profile’ table includes details of the quality
assessment, while the ‘Clinical evidence summary of findings’ table includes pooled outcome
data, and where appropriate, an absolute measure of intervention effect and the summary of
the quality of evidence for that outcome. In this table, the columns for intervention and control
indicate summary measures and measures of dispersion (such as mean and standard
deviation or median and range) for continuous outcomes, and frequency of events (n/N: the
sum across studies of the number of patients with events divided by sum of the number of
completers as well as 95% confidence intervals) for binary outcomes. Reporting or
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publication bias was only taken into consideration in the quality assessment and included in
the ‘Clinical evidence profile’ table if it was apparent.

The evidence for each outcome was examined separately for the quality elements listed and
defined in Table 2 for intervention, Table 3 for prognostic, Table 4 for diagnhostic, and Table 5
for qualitative reviews. Each element was graded using the quality levels listed in Table 6.
The main criteria considered in the rating of these elements are discussed below (see
Section 3.3.4.2 Grading of the quality of clinical evidence). Footnotes were used to describe
reasons for grading a quality element as having serious or very serious problems. The
ratings for each component were summed to obtain an overall assessment for each
outcome, see Table 7.

The GRADE toolbox is currently designed for randomised trials and observational studies
only, but for this guideline the quality assessment elements and outcome presentation were
adapted for all other review types (diagnostic, prognostic and qualitative studies).

Table 2: Description of the elements in GRADE used to assess the quality of
intervention studies

Risk of bias Limitations in the study design and implementation may bias the estimates of the
(‘Study treatment effect. High risk of bias for the majority of the evidence decreases
limitations’) confidence in the estimate of the effect

Inconsistency Inconsistency refers to an unexplained heterogeneity of results

Indirectness Indirectness refers to differences in study population, intervention, comparator

and outcomes between the available evidence and the review question, or
recommendation made, such that the effect estimate is changed

Imprecision Results are imprecise when studies include relatively few patients and few
events and thus have wide confidence intervals around the estimate of the
effect. Imprecision results if the confidence interval includes the clinically
important threshold

Publication bias  Publication bias is a systematic underestimate or an overestimate of the
underlying beneficial or harmful effect due to the selective publication of studies

For evidence from diagnostic studies with regard to recognising signs and symptoms of
dying, an adapted GRADE approach was planned. This looked at whether the identification
of a particular sign or symptom could accurately indicate (‘diagnose’) that a child or young
person was in the last days of life.

Table 3: Description of the elements in GRADE and how they are used to assess the
guality for diagnostic accuracy reviews

Risk of bias Limitations in the study design and implementation may bias the estimates of the
(‘Study diagnostic accuracy. High risk of bias for the majority of the evidence decreases
limitations’) confidence in the estimate of the effect. Diagnostic accuracy studies are not

usually randomised and therefore would not be downgraded for study design
from the outset and start as high level evidence.

Inconsistency Inconsistency refers to an unexplained heterogeneity of test accuracy measures
such as sensitivity and specificity between studies.
Indirectness Indirectness refers to differences in study population, differences in index tests

across studies, reference standard and outcomes between the available
evidence and the review question.

Imprecision Results are considered imprecise when studies include relatively few patients
and the probability to be diagnosed correctly in this group is low. Accuracy
measures would therefore have wide confidence intervals around the estimate of
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the effect.

For prognostic factors (that is, signs and symptoms which are risk factors for entering the last
days of life), an adapted GRADE approach was conducted. This looked at the body of the
evidence for each risk factor across studies for 1 outcome (in the case of this guideline, the
outcome would be death occurring within 14 days).

Table 4: Description of the elements in GRADE and how they are used to assess the
quality for prognostic reviews

Risk of bias Limitations in the study design and implementation may bias the estimates
(‘Study interpretation of the effect of the prognostic risk factor. High risk of bias for the
limitations’) majority of the evidence decreases confidence in the estimate of the effect.

Prognostic studies are not usually randomised and therefore would not be
downgraded for study design from the outset and start as high level evidence.

Inconsistency Inconsistency refers to an unexplained heterogeneity between studies looking at
the same sign or symptom resulting in wide variability between ORs, RRs, or
HRs with little or no overlap in confidence intervals.

Indirectness Indirectness refers to any departure from the review protocol, for instance
differences in study population or risk factor that may affect how results can be
generalised from the reviewed evidence.

Imprecision Results are considered imprecise when studies include relatively few patients
and also when the number of patients is too low for a multivariable analysis (as a
rule of thumb a number of 10 participants per variable). This was assessed by
looking at the confidence interval and where it lies in relation to the point
estimate of the study.

For qualitative studies an adapted GRADE-CERQual (Lewin 2015) approach was used.
CERQual stands for Confidence in the Evidence from Reviews of Qualitative research. This
looked at the quality of evidence by theme. These themes may have originated from an
individual study or may have been identified through a number of individual themes or
components of themes across a number of included studies.

Table 5: Description of the elements in the adapted GRADE-CERQual approach used
to assess qualitative evidence by theme

Risk of bias Limitations in the study design and implementation may bias the estimates of the
(‘Study diagnostic accuracy. High risk of bias for the majority of the evidence decreases
limitations’) confidence in the estimate of the effect. Qualitative studies are not usually

randomised and therefore would not be downgraded for study design from the
outset and start as high level evidence.

Coherence of The extent to which different individual themes or components of themes from

findings studies fit into a wider network of overarching themes. For example, many
components (relationship and rapport, clinical experience, information provision)
can contribute to an overarching theme of healthcare professional factors in
shared decision-making. Even though each individual study may not mention
each factor the overall theme is coherent.

Applicability (or  The extent to which the evidence supporting the review finding is applicable to

relevance) of the context specified in the review question. In the case of this guideline

evidence gualitative evidence from the UK was prioritised over and above data from other
contexts.

Theme Theme saturation or sufficiency refers to a similar concept in qualitative
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saturation / research. This refers to whether a theoretical point of theme saturation was

sufficiency achieved at which point no further citations or observations would provide more
insight or suggest a different interpretation of this theme. Individual studies that
may have contributed to a theme or subtheme may have been conducted in a
manner that by design would have not reached theoretical saturation on an
individual study level.

The main criteria considered in the rating of these elements are discussed below (see
Section 3.3.4.2 Grading of evidence). Foothotes were used to describe reasons for grading a
quality element as having serious or very serious problems. The ratings for each component
were summed to obtain an overall assessment for each outcome (Table 7).

Grading the quality of clinical evidence

After data were synthesised, the overall quality of evidence was assessed for each outcome
(in intervention or prognostic reviews), by diagnostic sign and symptom, or qualitative theme.
The following procedure was adopted when using GRADE:

¢ An initial quality rating was assigned, based on the study design. RCTs start as High in
intervention reviews, observational studies as Low, and uncontrolled case series as Low
or Very low. In diagnostic, prognostic and qualitative reviews, evidence from non-
randomised studies start as High.

¢ The rating was then downgraded for the specified criteria: risk of bias (study limitations),
inconsistency, indirectness, imprecision and publication bias. These criteria are detailed
below. In intervention reviews, evidence from observational studies (which had not
previously been downgraded) was upgraded if there was: a large magnitude of effect,
and/or a dose—response gradient, and/or if all plausible confounding would reduce a
demonstrated effect or suggest a spurious effect when results showed no effect. Each
quality element considered to have ‘serious’ or ‘very serious’ risk of bias was rated down
by 1 or 2 points respectively.

e The downgraded or upgraded marks were then summed and the overall quality rating was
revised. For example, all RCTs started as High and the overall quality became Moderate,
Low or Very low if 1, 2 or 3 points were deducted respectively.

e The reasons or criteria used for downgrading were specified in the footnotes.

e For qualitative reviews a quality assessment of ‘unclear’ was added to the list of possible
GRADE-CERQual levels. Together with the Committee it was decided that in qualitative
reviews one ‘unclear’ rating did not mean an automatic downgrade of the evidence for this
theme. However, 2 ‘unclear’ ratings were downgraded by 1 and 3 ‘unclear’ ratings
downgraded by 2. Footnotes were not used for the CERQual tables.

Table 6: Levels of quality elements in GRADE

None There are no serious issues with the evidence
Serious The issues are serious enough to downgrade the outcome evidence by 1 level
Very serious The issues are serious enough to downgrade the outcome evidence by 2 levels

Table 7. Overall quality of outcome evidence in GRADE

High Further research is very unlikely to change our confidence in the estimate of
effect
Moderate Further research is likely to have an important impact on our confidence in the

estimate of effect and may change the estimate
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Low Further research is very likely to have an important impact on our confidence in
the estimate of effect and is likely to change the estimate
Very low Any estimate of effect is very uncertain

The details of the criteria used for each of the main quality elements are discussed further in
the following Sections 3.3.4.2.1 t0 3.3.4.2.5.

Risk of bias

Intervention studies

Bias can be defined as anything that causes a consistent deviation from the truth. Bias can
be perceived as a systematic error, for example, if a study was to be carried out several
times and there was a consistently wrong answer, the results would be inaccurate.

The risk of bias for a given study and outcome is associated with the risk of over- or
underestimation of the true effect.

The domains of risks of bias are listed in Table 8.

A study with a poor methodological design does not automatically imply that there is a high
risk of bias; the bias is considered individually for each outcome and it is assessed whether
this poor design will impact on the estimation of the intervention effect.

Table 8: Domains of risk of bias in randomised controlled trials

Lack of allocation  Those enrolling patients are aware of the group to which the next enrolled

concealment patient will be allocated (this is a major problem in ‘pseudo’ or ‘quasi’
randomised trials with, for example, allocation by day of week, birth date, chart
number)

Lack of blinding Patient, caregivers, those recording outcomes, those adjudicating outcomes, or
data analysts are aware of the arm to which patients are allocated

Incomplete Missing data not accounted for and failure of the trialists to adhere to the

accounting of intention-to-treat principle when indicated. Bias is suspected when the missing

patients and data is higher than the event rate and particularly when there is differential

outcome events missing data between the groups in a trial (a difference of >10% was used).

Selective Reporting of some pre-specified outcomes and not others (in particular if only

outcome reporting  significant results are reported)

Other risks of bias For example:

Stopping the trial early for benefit observed in randomised trials, in particular in
the absence of adequate stopping rules

Use of unvalidated patient-reported outcomes (for example, rating scales for
noise intensity of respiratory secretions)

Recruitment bias in cluster-randomised trials

Diagnostic studies

For diagnostic accuracy studies, the Quality Assessment of Diagnostic Accuracy Studies
version 2 (QUADAS-2) checklist was used (see Appendix H in the NICE guidelines manual
2014). Risk of bias and applicability in primary diagnostic accuracy studies in QUADAS-2
consists of 4 domains:

Table 9: Risk of bias for typical diagnostic accuracy studies (according to QUADAS-
2)
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Risk of bias
Patient selection

Index test (or
sign/symptom)

Reference
standard

Flow and timing

Explanation

It is assessed whether all the patients underwent all index tests or whether the
index tests were appropriately randomised among the patients.

Bias could be introduced when thresholds are not pre-specified, because this
directly affects the sensitivity / specificity estimate for the study.

Usually this would be assessed by how well the reference standard is
conducted. However, in the context of recognising dying this was not
considered to be an appropriate factor.

This is with regard to the timing of when the sign and symptom occurred in
relation to when the person died.

Prognostic studies

For prognostic studies, quality was assessed using the checklist for prognostic studies
(Appendix H in the NICE guidelines manual 2014).

This risk of bias for each risk factor across studies was derived by assessing the risk of bias
across 6 domains for each study: selection bias, attrition bias, prognostic factor bias,
outcome measurement bias, control for confounders and appropriate statistical analysis, with
the last 4 domains being assessed for each outcome. A summary table on the quality of
prognostic studies is presented at the beginning of each review to summarise the risk of bias
across the 5 domains. More details about the quality assessment for prognostic studies are

shown below:

Table 10: Risk of bias for prognostic factor studies

Risk of bias
Patient selection

Prognostic factor
bias (or
sign/symptom)

Attrition bias

Outcome
measurement
bias

Control for
confounders /
statistical analysis

Explanation

Selection bias would be suspected if the allocation to groups directly leads to
differences in baseline characteristics. If only 1 risk factor is considered, risk of
bias may be introduced when there was no attempt to achieve roughly
comparable groups, and/or there is evidence of biased selection. If 2 or more
risk factors are considered, the same may not apply for patient selection issues
and then the study would have to have controlled for confounders.

This refers to any biases that could directly be linked to the validity of the
prognostic factor under investigation, such as how the signs or symptoms were
assessed or measured.

This is assessed by whether there are similar numbers of people who were
followed up in groups who have or have not got the particular sign or symptom.

This usually refers to whether or not the outcome has been measured on a
validated scale or was otherwise reliably assessed. However, for the purpose
of the ‘recognising dying’ review this was not considered to be an appropriate
factor to assess.

This domain is an assessment of whether confounders have been adequately
accounted for. Confounders would be signs and symptoms that may be related
to dying but that are not under direct investigation. For instance age is related
to dying, but we would not assess age in general as a sign or symptom of
dying. We therefore wanted to assess whether signs and symptoms were
independent predictors regardless of other non-related factors.

Qualitative studies

For qualitative studies, quality was assessed using a checklist for qualitative studies (as
suggested in Appendix H in the NICE guidelines manual 2014). This was based on the
Critical Appraisal Skills Programme (CASP) checklist for qualitative studies. The quality
rating for risk of bias (low, high and unclear) was derived by assessing the risk of bias across
6 domains. The evidence was then GRADE across studies by theme as described above
and labelled (no limitations, minor limitations, major limitations and unclear):
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Table 11: Risk of bias for qualitative studies

Risk of bias

Aim and
appropriateness of
gualitative evidence.

Rigour in study design
or validity of theoretical
approach

Sample selection

Data collection

Data analysis

Results

Explanation

This refers to an assessment of whether the aims and relevance of the
study were clearly described and whether qualitative research methods
were appropriate for investigating the research question.

This domain assesses whether the study approach has been clearly
described and is based on a theoretical framework (for example,
ethnography or grounded theory). This does not necessarily mean that the
framework has to be explicitly stated, but that at least a detailed
description is provided which makes it transparent and reproducible.

The background, the procedure, and reasons for the chosen method of
selecting participants should be stated. It should also be assessed
whether there was a relationship between the researcher and the
informant, and if so, how this may have influenced the findings that were
described.

Consideration was given to how well the method of data collection (in-
depth interviews, semi-structured interviews, focus groups or
observations) was described, whether details were provided and how the
data were collected (who conducted the interviews, how long did they last,
and where did they take place).

For this criterion it is assessed whether sufficient detail is provided about
the analytical process and whether it is in accordance to the theoretical
approach. For instance if a thematic analysis was used it is assessed
whether there was a clear description of how the theme was arrived at.
Data saturation is also part of this section. This refers to whether a
theoretical point of theme saturation was achieved at which point no
further citations or observations would provide more insight or suggest a
different interpretation of this theme. This could be explicitly stated or it
may be clear from the citations presented that it may have been possible
to find more themes.

In relation to this section the reasoning about the results are important, for
instance whether a theoretical proposal or framework is provided rather
than being restricted to citations / presentation of data.

Risk of bias for evidence from the Delphi consensus study

For the evidence from the Delphi study (included in Recognising Dying) we did not assess
the quality using GRADE methodology, because it does not fall into a strict quantitative or
gualitative category of data. An exception was made and for this type of evidence the quality
was assessed by study quality only. There are published criteria for the assessment of
Delphi studies and these were applied to see whether the methodology was used in a robust
manner (Diamond 2014).

Inconsistency / coherence of findings

Inconsistency refers to unexplained heterogeneity of results. When estimates of the
treatment effect, prognostic risk factor or diagnostic accuracy measures vary widely across
studies (that is, there is heterogeneity or variability in results), this suggests true differences

in underlying effects.

Heterogeneity in meta-analyses was examined, and if present, sensitivity and subgroup
analyses were performed as prespecified in the protocols (Appendix D).

When heterogeneity existed (chi-squared p<0.1, I-squared inconsistency statistic of >50%, or
from visually examining forest plots), but no plausible explanation could be found (for
example, duration of intervention or different follow-up periods), the quality of the evidence
was downgraded in GRADE by 1 or 2 levels, depending on the extent of inconsistency in the
results. For diagnostic and prognostic evidence, this was assessed visually according to the
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differences in point estimates and overlap in confidence intervals on the sensitivity /
specificity forest plots. In addition to the I-squared and chi-squared values and examination
of forest plots, the decision for downgrading was also dependent on factors such as whether
the uncertainty about the magnitude of benefit (or harm) of the outcome showing
heterogeneity would influence the overall judgment about net benefit or harm (across all
outcomes).

For qualitative research, a similar concept to inconsistency is coherence, which refers to the
way findings within themes are described and whether they make sense. This concept was
used in the quality assessment across studies for individual themes. This does not mean that
contradictory data was downgraded automatically, but that it was highlighted and presented,
and that reasoning was provided. As long as the themes, or components of themes, from
individual studies fit into a theoretical framework they do not necessarily have to have the
same perspective. It should, however, be possible to explain these by differences in context
(for example, the views of healthcare professionals might not be the same as those of family
members, but they could contribute to the same overarching theme). Coherence was graded
across studies with the following labels (coherent, incoherent, unclear).

Indirectness / applicability or relevance of findings

For quantitative reviews directness refers to the extent to which the populations,
intervention/risk factor/index test, comparisons and outcome measures are similar to those
defined in the inclusion criteria for the reviews. Indirectness is important when these
differences are expected to contribute to a difference in effect size, or may affect the balance
of harms and benefits considered for an intervention.

Relevance of findings in qualitative research is the equivalent of indirectness for quantitative
outcomes, and refers to how closely the aims and context of the studies contributing to a
theme reflect the objectives outlined in the review protocol of the guideline question.

Imprecision / theme saturation or sufficiency

For quantitative reviews imprecision in guidelines concerns whether the uncertainty
(confidence interval) around the effect estimate means that it is not clear whether there is a
clinically important difference between interventions or not (that is, whether the evidence
would clearly support 1 recommendation or appear to be consistent with several different
types of recommendations). Therefore, imprecision differs from the other aspects of evidence
quality because it is not really concerned with whether the point estimate is accurate or
correct (has internal or external validity); instead, it is concerned with the uncertainty about
what the point estimate actually is. This uncertainty is reflected in the width of the confidence
interval.

The 95% confidence interval (95% CI) is defined as the range of values that contain the
population value with 95% probability. The larger the trial, the smaller the 95% CI and the
more certain the effect estimate.

Imprecision in the evidence reviews was assessed by considering whether the width of the
95% CI of the effect estimate was relevant to decision-making, considering each outcome in
isolation. This has been explained in Figure 3, which considers a positive outcome for the
comparison of treatment A versus treatment B. Three decision-making zones can be
identified, bounded by the thresholds for clinical importance (minimal important difference —
MID) for benefit and for harm. The MID for harm for a positive outcome means the threshold
at which drug A is less effective than drug B by an amount that is clinically important to
patients (favours B).
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Figure 3: lllustration of precise and imprecise outcomes based on the confidence
interval of outcomes in a forest plot

null [ Favours A >

—| |— | Frecise I
Very imprecise I II ||
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When the confidence interval of the effect estimate is wholly contained in 1 of the 3 zones
(for example, clinically important benefit), we are not uncertain about the size and direction of
effect (whether there is a clinically important benefit, or the effect is not clinically important, or
there is a clinically important harm), so there is no imprecision.

When a wide confidence interval lies partly in each of 2 zones, it is uncertain in which zone
the true value of effect estimate lies, and therefore there is uncertainty over which decision to
make (based on this outcome alone). The confidence interval is consistent with 2 possible
decisions and so this is considered to be imprecise in the GRADE analysis and the evidence
is downgraded by 1 level (‘serious imprecision’).

If the confidence interval of the effect estimate crosses into 3 zones, this is considered to be
very imprecise evidence because the confidence interval is consistent with 3 possible clinical
decisions, and there is therefore a considerable lack of confidence in the results. The
evidence is therefore downgraded by 2 levels in the GRADE analysis (‘very serious
imprecision’).

Implicitly, assessing whether the confidence interval is in, or partially in, a clinically important
zone, requires the Committee to estimate an MID or to say whether they would make
different decisions for the 2 confidence limits.

The literature was searched for established MIDs for the selected outcomes in the evidence
reviews such as symptom measurement tools. However none were identified for our
guideline population. In addition, the Committee was asked whether they were aware of any
acceptable MIDs in the clinical community. Finally, the Committee considered whether it was
clinically acceptable to use the GRADE default MID to assess imprecision: for binary
outcomes a 25% relative risk reduction or relative risk increase was used, which corresponds
to clinically important thresholds for a risk ratio of 0.75 and 1.25 respectively. This default
MID was used for all the binary outcomes in the interventions evidence reviews as a starting
point and decisions on clinical importance were then considered based on the absolute risk
difference. For continuous outcomes default MIDs were also used. These use half of the
median standard deviation of the control group.

The same principle was used for prognostic factors, for example using the default MID as a
starting point for the Committee discussion, to assess whether the size of the outcome effect
would be large enough to be meaningful in clinical practice.

In diagnostic accuracy measures it was first of all considered whether sensitivity or specificity
(or AUC for continuous variables) was going to be given more weight in the decision-making
process. If 1 measure was given more importance than the other, then imprecision was rated
on this statistical measure. It was not possible to pool the diagnostic data in this guideline.
Therefore imprecision was assessed on individual study results. For the purpose of the
‘recognising dying’ review the focus was on specificity. A specificity value of above 90% was
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considered by the Committee a good indicator of a sign or symptom that if found positive
would be associated with death in the next days (that is, 90% or above of people who were
classified positive as having this sign / symptom). This was then used in the same manner as
an MID described above. A specificity value would be described as imprecise if it crossed
this 90% threshold, and very imprecise if it also crossed the chance value of 50%.

Theme saturation or sufficiency refers to a similar concept in qualitative research. This refers
to whether a theoretical point of theme saturation was achieved at which point no further
citations or observations would provide more insight or suggest a different interpretation of
this theme. As already highlighted in a previous section on qualitative reviewing methods it is
not equivalent to the number of studies contributing to a theme, but rather to the depth of
data and whether sufficient quotes / observations were provided that could underpin these
findings.

Assessing clinical significance (of intervention effects)

The Committee assessed the evidence by outcome in order to determine if there was, or
potentially was, a clinically important benefit, a clinically important harm or no clinically
important difference between interventions. To facilitate this, where possible, binary
outcomes were converted into absolute risk differences (ARDs) using GRADEpro software:
the median control group risk across studies was used to calculate the ARD and its 95% CI
from the pooled risk ratio. For continuous outcomes the mean difference between the
intervention and control arm of the trail was calculated. This was then assessed in relation to
the default MID (0.5 times the median control group standard deviation).

The assessment of clinical benefit, harm, or no benefit or harm was not based on the default
MID of the relative risk which was only used as a starting point, but on the point estimate of
the absolute effect, taking into consideration the precision around this estimate.

This assessment was carried out by the Committee for each critical outcome, and an
evidence summary table (this additional table was used in the Committee meetings but is not
presented in this guideline) was produced to compile the Committee’s assessments of
clinical importance per outcome, alongside the evidence quality and the uncertainty in the
effect estimate (imprecision). In instances where the Committee decision differed from the
default assessment decisions were captured in the Linking Evidence to Recommendations
sections.

Assessing clinical significance (of prognostic, diagnostic or qualitative findings)

Absolute risk differences were not calculated for prognostic findings in this guideline. The
Committee considered the size of the relative effects and whether this was large enough to
constitute a sign or symptom predicting whether someone would die within the next few
days.

In a similar manner this was carried out for diagnostic accuracy statistics to interpret how
likely the size of the effect reflects a clinically meaning association between people having a
sign or symptom and whether or not they die in the next few days.

For themes stemming from qualitative findings, clinical importance was decided upon by the
Committee taking into account the generalisability of the context from which the theme was
derived, and whether it was convincing enough to support or warrant a change in current
practice as well as the evidence quality.

Evidence statements

Evidence statements are summary statements that are presented after the GRADE profiles,
summarising the key features of the clinical evidence presented. The wording of the
evidence statements reflects the certainty or uncertainty in the estimate of effect. The

© National Institute for Health and Care Excellence 2016
61



O~NOO O W NP

10
11
12
13
14
15
16

17
18
19

20

21

22
23

24
25

26
27

28
29

30

31
32
33
34

35
36
37

38

39
40
41
42
43
44

3.3.6

3.3.6.1

3.3.6.2

3.3.7

End of life care for infants, children and young people: planning and management
Guideline development methodology

evidence statements are presented by outcome or theme and encompass the following key
features of the evidence:

e The quality of the evidence (GRADE rating)
o the number of studies and the number of participants for a particular outcome
¢ a brief description of the participants

¢ an indication of the direction of effect (for example, if 1 treatment is beneficial or harmful
compared with the other, or whether there is no difference between the tested
treatments)

Evidence of cost effectiveness

The Committee is required to make decisions based on the best available evidence of both
clinical and cost effectiveness. Guideline recommendations should be based on the expected
costs of the different options in relation to their expected health benefits (that is, their ‘cost
effectiveness’) rather than the total implementation cost. Thus, if the evidence suggests that
a strategy provides significant health benefits at an acceptable cost per patient treated, it
should be recommended even if it would be expensive to implement across the whole
population.

Evidence on cost effectiveness related to the key clinical issues being addressed in the
guideline was sought, and a systematic review of the published economic literature was
undertaken.

Literature review

The health economist:

¢ Identified potentially relevant studies for each review question from the economic search
results by reviewing titles and abstracts. Full papers were then obtained.

¢ Reviewed full papers against pre-specified inclusion and exclusion criteria to identify
relevant studies (see below for details).

o Critically appraised relevant studies using the economic evaluations checklist as specified
in the NICE guidelines manual

¢ Studies initially considered eligible but which were then excluded can be found in
Appendix H with reasons for exclusion explained.

Inclusion and exclusion criteria

Full economic evaluations (studies comparing costs and health consequences of alternative
courses of action (cost—utility, cost-effectiveness, cost—benefit and cost—consequences
analyses) and comparative costing studies that addressed a guideline review question in the
relevant population were considered potentially includable as economic evidence.

Given the sparsity of full economic evaluations in the search, rigid exclusion criteria were not
applied and articles were considered for inclusion if there was a significant resource content
in a context relevant to a review question in the guideline.

Undertaking new health economic analysis

As well as reviewing the published economic literature for guideline review questions, as
described above, new economic analysis was undertaken by the health economist in
selected areas. Priority areas for new health economic analysis were agreed by the
Committee after formation of the review questions and consideration of the available health
economic evidence. Owing to a lack of clinical or effectiveness evidence, these new
analyses focused on costing aspects of service delivery.
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Cost effectiveness criteria

It was recognised in the scope that the use of QALYs was difficult in the context of end of life
care for children and young people. The problems include the difficulties of eliciting health
state utilities in this population, the often limited duration of life which means that any QALY
gains will typically be very small and ethical issues around using conventional NICE cost-
effective decision rules.

NICE’s report ‘Social value judgements: principles for the development of NICE guidance’
sets out the principles that the Committee s should consider when judging whether an
intervention offers good value for money but also that that cost-effectiveness is not the sole
criterion for making decisions and for the above mentioned reasons this is especially the
case for this guideline

In general, an intervention was considered to be cost effective if either of the following criteria
applied (given that the estimate was considered plausible):

¢ the intervention dominated other relevant strategies (that is, it was both less costly in
terms of resource use and more clinically effective compared with all the other relevant
alternative strategies), or

¢ the intervention provided clinically significant benefits at an acceptable additional cost
when compared with the next best strategy.

In the absence of economic evidence

When no relevant published studies were found, the Committee made a qualitative
judgement about cost effectiveness by considering expected differences in resource use
between options and relevant UK NHS unit costs, alongside the results of the clinical review
of effectiveness evidence and their expert opinion.

The costs reported in the guideline are those that were presented to the Committee and were
correct at the time recommendations were drafted. They may have changed subsequently
before the time of publication but, we have no reason to believe they have changed
substantially.

Involving children and young people with life-limiting
conditions in this guideline — focus group research

Background

An integral part of guideline development process was the involvement of people with direct
experience of the condition and the services available to them. The Committee included 2
mothers of children who had died because of a life-limiting condition. They contributed as full
guideline members, developing review questions, highlighting sensitive issues and
terminology, and bringing the experience of parents to the attention of the rest of the
Committee. However, as part of the scoping process it was identified that there was limited
evidence directly from the children and young people’s perspective. For this topic it was
considered crucial that the experiences, perspectives and opinions of children and young
people would be incorporated in the guideline. The topics which were prioritised to benefit
particularly from the input of children and young people with life-limiting conditions were the
following:

¢ information: the information given to them with regard to their condition and its
management

e communication: how that information should be made available, for example 1-to-1
discussion
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e place of care: their views on where they would ideally like to receive care — and the factors
that influence their thoughts on this

e care planning: how they would like to be involved in planning their own care

e psychological and other support needs: what kind of emotional and other support they
consider to be important and helpful to them in living with their condition.

Additionally, the Committee also wanted to know what children and young people with life-
limiting conditions thought about their current care in terms of:

e What areas of care were currently being 'done well' and where was the care less
satisfactory

¢ [f they could change one thing about their care, what would it be?

Focus groups with children and young people with life-limiting conditions were conducted for
this guideline. The findings of this research was used as direct evidence in Chapters 4
‘Providing information’ and 5 ‘Communication, and in Sections 6.1 and 8.18.1. The details of
this primary research project can be found in Appendix L.

This work was carried out by Together for Short Lives, an organisation representing the
needs of children and young people with life-limiting conditions.

Methods with regard to the focus group

The details of the focus group methodology are described in Appendix L. For the purpose of
this methodological chapter a short description of the method is provided in this section. The
organisation conducted 3 focus groups: 1 in the North of England (Yorkshire), 1 in Bristol
(where Together for Short Lives is based) and 1 centrally, in London, in order to ensure
broad representation of participants across the UK. A total of 14 young people took part (7
male, 7 female), ranging in age from 12 to 18 years. Conditions included spinal muscular
atrophy, cancer, cystic fibrosis, and other rare degenerative and life-threatening conditions.
Key findings were shared with all participants; feedback received from 7 young people was
used to help interpret the findings of the focus group.

Drawing on children’s and young people’s views to inform recommendations

A member of the research team from Together for Short Lives presented the findings from
the focus group at a Committee meeting and the full report was circulated. The themes that
emerged were presented to the Committee and together with any other identified evidence
for the topics, were taken into consideration when the recommendations were drafted. This
was the most applicable evidence for a number of the topics covered by the guideline, and
therefore influenced the recommendations directly. The Committee therefore decided to
highlight the contributions of the children and young people in a specific section in the
‘Evidence to Recommendations’ sections of the guideline, which provide the rationale for the
recommendations.

Developing recommendations

Over the course of the guideline development process, the Guideline Committee was
presented with:

¢ evidence tables of the clinical and economic evidence reviewed from the literature (all
evidence tables are in Appendix G)

e summaries of clinical and economic evidence and quality assessment (as presented in
Chapters 5 to 11)

o forest plots, when applicable (Appendix I)
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¢ a description of the methods and results of the cost-effectiveness analysis undertaken for
the guideline (Appendix K).

Recommendations were drafted on the basis of the Committee’s interpretation of the
available evidence. For intervention studies this would mean taking into account the balance
of benefits, harms, and costs between different courses of action. This was either done
formally, in an economic model, or informally. Firstly, the net benefit over harm (clinical
effectiveness) was considered in discussion with the Committee, focusing on the critical
outcomes. When this was done informally, the Committee took into account the clinical
benefits and harms when 1 intervention was compared with another. The assessment of net
benefit was moderated by the importance placed on the outcomes (the Committee’s values
and preferences), and the confidence the Committee had in the evidence (evidence quality).
Secondly, the Committee assessed whether the net benefit justified any differences in costs.

When clinical and economic evidence was of poor quality, conflicting or absent, the
Committee drafted recommendations based on their expert opinion. The considerations for
making consensus-based recommendations include the balance between potential harms
and benefits, the economic costs or implications compared with the economic benefits,
current practices, recommendations made in other relevant guidelines, patient preferences
and equality issues. The Committee also considered whether the uncertainty was sufficient
to justify delaying making a recommendation and to await further research.

The wording of recommendations was agreed by the Committee and focused on the
following factors:

¢ the actions healthcare professionals need to take
¢ the information readers need to know

¢ the strength of the recommendation (for example the word ‘offer’ was used for strong
recommendations and ‘consider’ for weak recommendations)

¢ the involvement of people with the condition (and their parents or carers if needed) in
decisions about treatment and care

¢ consistency with NICE’s standard advice on recommendations about drugs, waiting times
and ineffective interventions.

In cases of qualitative evidence, the Committee considered the themes that had been
identified from the meta-synthesis or from the focus group (for instance barriers and
facilitators for effective care planning), and assessed whether they were generalisable to the
NHS context. This included an interpretation of how a concept originating from a named
theme from the literature could apply to clinical practice. For example, in the ‘Religious,
spiritual and cultural support (in chapter 8.3) review the theme of ‘ready to die and go to
heaven’ may highlight that clinicians should be aware of the impact of religious, spiritual and
cultural beliefs on end of life care planning.

The main considerations of the Committee specific to each recommendation are outlined in
the ‘Recommendations and link to evidence’ sections within each chapter.

Research recommendations

When areas within reviews were identified for which good evidence was lacking, the
Committee considered making recommendations for future research. Decisions about
inclusion were based on factors such as:

¢ the importance to patients or the population

national priorities

potential impact on the NHS and future NICE guidance
ethical and technical feasibility.
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Validation process

This guidance is subject to a 6-week public consultation and feedback as part of the quality
assurance and peer review of the document. All comments received from registered
stakeholders are responded to in turn and posted on the NICE website when the pre-
publication check of the full guideline occurs.

Updating the guideline

Following publication, and in accordance with the NICE guidelines manual, NICE will
regularly undertake a review of whether the evidence base has progressed significantly to
alter the guideline recommendations and warrant an update.

Disclaimer

Healthcare providers need to use clinical judgement, knowledge and expertise when
deciding whether it is appropriate to apply guidelines. The recommendations cited here are a
guide and may not be appropriate for use in all situations. The decision to adopt any of the
recommendations cited here must be made by practitioners in light of individual child or
young person patient circumstances, the wishes of the patient and their parents or carers,
clinical expertise and resources.

The National Guideline Alliance (NGA) disclaims any responsibility for damages arising out
of the use or non-use of these guidelines and the literature used in support of these
guidelines.

Funding

The NGA was commissioned by NICE to undertake the work on this guideline.
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Providing Information

Review question

What information and information type (written or verbal) is perceived as helpful and
supportive by children and young people (if appropriate), and their family or carer
before and after an infant, child or young person dies including managing practical
arrangements, and care of the body?

Introduction

The provision of information to parents and families around the time of a child’s death is
thought to be an essential component of palliative care. Such information needs to cover a
wide range of detail, from specific matters such as the practical management of their child’s
symptoms, information to support difficult and complex decision-making about the care of
their child, through to practical day to day issues such as provision of car parking or
accommaodation at a care facility. Most parents have never faced end of life decisions before,
and feel that they are in completely unknown territory, needing some insight into what to
expect.

Throughout a child or young person’s life-limiting iliness, there is a need for the parents or
carers to understand medical facts, including diagnoses and prognoses. Therefore, what
information and how it is provided is critically important. Good information provision can also
build trust between parents or carers and healthcare professionals, and can promote the
emotional wellbeing of the family or carers after their child or young person’s death. After a
child or young person has died, their parents or carers may need information about a number
of practical decisions and formal matters that need to be addressed.

There is a need to determine what information parents require, what such material should
contain and how it is best presented. This review seeks to explore what information, and
what information type, is felt to be most helpful to parents and carers around the time of their
child’s death.

Description of clinical evidence

The aim of this review was to identify the content and type of information that is experienced
as helpful and supportive or a hindrance, by the children or young people and their families
or carers. It related to the periods before and after a child or young person dies and covered
the life-limiting condition, likelihood of death and practical arrangements, and care of the
body.

Qualitative studies were selected for inclusion for this review. Studies that collected data
using qualitative methods (such as by using semi-structured interviews, focus groups, and
surveys with open-ended questions) and analysed data qualitatively (including thematic
analysis, framework thematic analysis, content analysis and so on) were looked for. Survey
studies restricted to reporting descriptive data that were analysed quantitatively were
excluded.

One meta-synthesis (Xafis 2015) on parents’ information needs when facing end of life
decisions for their child was retrieved during the re-runs stage (the second review of the
published literature during the last months of the guideline development phase when
searches are updated) of the guideline development. Relevant individual studies of this
review were cross-checked and many of them have been included for this review. Because
most of the themes identified and reported in this meta-synthesis have also been identified
and reported in our review, the metasynthesis itself was not included in this review.
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Given the nature of qualitative reviews, findings/themes have been summarised from the
literature and were not restricted to those identified as likely themes by the Committee (which
were use of jargon and terminology, uncertainty around the likelihood of death, method of
information provision, choices and options, and direct practical information).

For full details see review protocol in Appendix D.

A total of 21 studies were identified for inclusion in this review. Of them:

e 15 studies focused on the perspectives of parents or carers whose child had died due to a
life-limiting illness, or who were caring for a child with a life-limiting condition (Branchett
2012; Contro 2002; DeJong-Berg 2006; James 1997; Laakso 2001; Laakso 2002; Meert
2007; Michelson 2013; Midson 2010; Price 2011; Richardson 2003; Rini 2007; Sullivan
2014; Yuen 2012; Wocial 2000);

e 2 studies interviewed both the parents and their child living with life-limiting conditions
(Hsiao 2007; Hunt 2013); 1 study carried out a survey among social workers who had
provided services to families with a child living with a life-limiting condition (Jones 2006);

¢ 2 studies involved both parents and service providers (Monterosso 2007; Kavanaugh
2010);

¢ 1 study focused on the perspectives of healthy siblings whose sister or brother had died of
cancer (Nolbris 2005).

The majority of included studies collected data by semi-structured interviews or focus groups,
3 studies collected data by open-ended questions in survey questionnaires (Branchett 2012;
dejong-Berg, 2006; Jones 2006). The most common data analysis method employed across
studies was thematic analysis.

With regard to the setting of studies:

¢ 4 studies were conducted in the UK (Branchett 2012; Midson 2010; Price 2011; Hunt
2013);

e 8inthe USA (Control 2002; Hsiao 2007; Jones 2006; Kavanaugh 2010; Meert 2007;
Michelson 2013; Rini 2007; Wocial 2000);

e 2 in Australia (Monterosso 2007; Sullivan 2012);
e 2 in Canada (DeJong-Berg 2006; James 1997);
¢ 2in Finland (Laakso 2001; Laakso 2002);

¢ and 1 each in Sweden (Nolbris 2005), Ireland (Richardson 2003), and the Netherlands
(Yuen 2012)

Except for information specifically relating to care of the body, evidence on all themes
considered important by the Committee was identified. A number of further themes emerged
from studies and were incorporated in the review.

To include the views of children and young people with life-limiting conditions and direct
experience of the health service in the UK, a focus group was commissioned specifically for
this guideline. A description of how this research contributed to the recommendations were
added to the the ‘Linking evidence to recommendations’ section of this chapter (see section
4.8).

A brief description of the studies is provided in Table 12.

Full details of the review protocol are reported in Appendix D. The search strategy created
for this review can be found in Appendix E. A flow chart of the study identification is
presented in Appendix F. Full details of excluded studies can be found in Appendix H.
Evidence from the included studies is summarised in the evidence tables in Appendix G and
in the GRADE profiles below. See also the TFSL focus group report in Appendix L. For
presentation of findings, a theme map was generated according to the themes that emerged
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from the studies (Figure 1). The mapping part of the review was drafted by 1 researcher from
the guideline technical team but the final framework of themes was further shaped, and if
necessary re-classified, through discussions with at least 1 other researcher. Due to the
qualitative nature of these studies, evidence is summarised in adapted GRADE-CERQual
tables within the evidence report. Therefore, no separate Appendix is provided for this.

Summary of included studies

A summary of the studies that were included in this review are presented in Table 12.

Table 12: Summary of included studies

Interviews/focus-groups

Contro 2002  Interviews
Hsiao 2007 Interviews
Hunt 2013 Interviews
James 1997 Interviews

N=68
parents/carers
representing
44 families

USA

N= 20 parent
and child pairs
under the care
of a paediatric
oncology and
cardiology
department

USA

N=59 (41
parents plus
18 CYP);
children
diagnosed with
a life-limiting
condition and
their families
receiving
palliative care
UK

N=12 parents
(of children
who had died
of various
types of
cancer 1to 3
years ago)
Canada

To obtain personal
accounts of families'
experiences to learn
ways to improve care
for paediatric
patients and their
families.

To identify the
aspects of physician
communication that
children with life-
limiting illnesses and
their parents
perceived to be
facilitative or
obstructive in
paediatric palliative
care.

To understand the
met and unmet
needs of children
with life-limiting
conditions and their
families (Strand 2 of
The Big Study for
life-limited children
and their families)

To identify parents'
perceptions of their
needs while their
child was dying of
cancer
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e data collection and
analysis clearly reported

e researchers’ role and
potential influences in the
analytical process not
critically reviewed

e response rate for invited
subjects was 57%;

e recruitment of patients
was through healthcare
providers who may have
differing opinions on
whether a patient fits the
prognosis criteria;

¢ data collection and
analysis clearly reported

e data collection and
analysis clearly reported

e researchers’ role in the
analytical process not
critically reviewed

¢ the method of sample
selection may have
created a biased sample.
46 families met the
inclusion criteria, the
physician eliminated 19
families for various
reasons; 27 letters were
sent out and 12 parents
made up the final sample.
Those families eliminated
by the physicians may
have been those with the
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Kavanaugh
2010

Laakso 2001

Laakso 2002

Meert 2007

Michelson
2013

Midson 2010

Interviews

Interviews

Interviews

Interviews

Focus
groups and
interviews

Interviews

N= 40 cases
involved 54
parents/carers
and 71
healthcare
professionals
who were in
discussion
about
treatment
decisions for
an infant, due
to threatened
preterm
delivery

USA

N= 50 mothers
whose child
died from
illness under
the age of 7

Finland

N=50 mothers
whose child
died between
1990 and 1994

Finland

N= 56 parents
whose child
died 12
months earlier

USA

N= 18 parents
whose child
died in the
PICU between
2007 and 2009

USA

N=55 parents

To describe nurse
behaviours that
assisted parents in
making life support
decisions for an
extremely premature
infant before and
after the infant's
death.

To analyse the
mother's grief and
coping with grief
following the death of
a child under the age
of 7 years.

To describe the grief
and coping of
mothers whose child
had died under the
age of 7 years. The
paper describes the
social support
received as
experienced by
mothers.

To investigate
parents' perspectives
on the desirability,
content and
conditions of a
physician-parent
conference after their
child's death in the
paediatric intensive
care unit (PICU)

To describe the roles
and respective
responsibilities of
PICU healthcare
professionals (HCPs)
in end of life care
decisions faced by
PICU parents.

To explore the
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highest levels of need
during their child’s
palliative care

e a semi-structured
interview guide was used

¢ data collection and
analysis was guided by
the Ottawa Decision
Support Framework,
clearly reported

¢ the evidence was indirect
because the main focus
of the study was not on
information perceived or
experienced as
helpful/unhelpful

low response rate: 174
mothers were contacted,
only 50 interviewed

low response rate: 174
mothers were contacted,
only 50 interviewed

unclear whether
saturation in data
collection or analysis was
achieved

e interview guides were
used during data
collection

data collection and
analysis clearly reported

a large number of eligible
parents could not be
contacted and there was
a majority of mothers
among participants

saturation of data
collection was achieved;
data analysis methods
not clearly reported

e interviewers were
physicians and social
workers who were
unknown to the parents

e interviews were
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Providing Information

Data

collection
Study methods
Monterosso Interviews
2007
Nolbris 2005 Interviews
Price 2011 Interviews
Redmond Interviews
2003

Participants
Irespondents
whose child
died under the
age of 17
years,
between 12
and 18 months
ago.

UK

N= 38 parents
plus 20 service
providers

Australia

N=10 siblings
whose
brothers or
sisters died of
cancer 1.5to0 6
years ago

Sweden

N=25 parents
whose child
had died from
a life-limiting
condition
between 6 and
24 months
earlier

UK

N= 17 mothers
of children
aged < 4 years
with severe
intellectual
disability and
life-limiting
condition

Aim of the study
experiences of
parents within 1
tertiary centre, and
the challenges that o
lay ahead in

changing the

barriers, attitudes,

and culture that

impede some

aspects of end of life
care.

To obtain feedback °
from families of

children receiving
palliative and

supportive care

about their care .
needs in hospital and

in community

settings.

To explore siblings' .
needs and issues

when a brother or

sister died of cancer,
interviews were .
conducted with 10
surviving children

and young adults. Of
particular interest

was their individual
participation in and
experience of the

period of disease,

dying and mourning.

Toredress the gaps o
in knowledge by
exploring,
retrospectively,

parents' experiences

of caring for children

with both malignant

and non-malignant .
conditions

throughout the entire
trajectory of their

child's illness and
subsequent death.

To explore the .
mothers' views of the
usefulness of the
financial, practical

and emotional

supports being

offered to them and

their suggestions for
service
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Comments

conducted by phone,
home visits or in a
hospital room

unclear about the
relationship between the
researchers and
interviewees;
researchers’ roles and
pre-knowledge and their
influences on data
collection and analysis
not critically reviewed

data collection process
clearly reported, however
data analysis process
was not described in
detail

researchers did not
critically review their roles
in the analytical process

long interval between the
siblings’ deaths and
interview time, so there
may be recall bias

researchers did not
critically review their roles
in the process

the sample consisted of
primarily of parents
employed and of ‘middle
class’. The importance of
social class in mediating
experiences of illness
should be noted;

data collection and
analysis process clearly
reported

data analysis process not
clearly reported; the
researchers’ roles and
potential influences in the
analytical process not
clearly reported
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management

Rini 2007

Sullivan 2014

Yuen 2012

Wocial 2000

Surveys

Branchett,
2012

Ireland

N= 11 parents
whose child
died in the
PICU

USA

Interviews

N= 25
bereaved
parents whose
child died at
the age
between 3
months and 12
years

Australia

Interviews

Interviews N= 16 parents
who had lost a
child to lethal
epidemolysis
bullosa 1 year
earlier

The
Netherlands

Interviews N=20 parents
whose infants
received
(neonatal
intensive care
unit) NICU

care
USA

Survey with  N=57 parents
open- who had lost a
ended child in the

improvements.

To describe the
presence (or the
absence) and the
role of anticipatory
mourning in parents
who recently
experienced the
death of a
hospitalised child
and to determine if
there were consistent
factors that they
described as helpful
or detrimental to
them during this
process.

To examine parents'
views and
experiences of end
of life decision-
making.

To identify the needs
of parents of parents
who lost their child to
lethal epidermolysis
bullosa

To understand better
parent perceptions of
the decision-making
process by making
the following
determinations
including: what
information was
important to parents
in reaching a
decision about
withholding and/or
withdrawing
treatment from their
infants.

To determine what
parents had actually
experienced relating
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all parents who
consented to the
interviews were
Caucasian

data collection and
analysis clearly reported

e saturation in data

collection and analysis
not clearly reported,
researchers’ roles in the
analytical process not
reported

study results were
verified by 2 parents
interviewed

researchers’ roles in the
analytical process not
critically reviewed

unsure whether
saturation in data
collection or analysis
achieved

25 parents were
contacted for interview,
16 consented

data analysis process not
clearly reported

the researchers’ role and
influences in the
analytical process not
critically reviewed

informants of the study
were a fairly
homogeneous group
study findings verified by
a clinical expert in
neonatal nursing

researchers’ role in and
influences in the
analytical process not
critically reviewed

Data were collected by a
few simple open-ended
questions initially posted
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Providing Information

questions

deJong-Berg  Survey with

2006 open-
ended
questions

Jones 2006
open-
ended
questions

Survey with

neonatal
period

UK

N=29
parents/cares
who had
experienced
the death of a
child at the
hospital or at
home or were
served by
Children’s
Homecare

Canada

N=131 social
workers of a
national
voluntary
membership
organisation

USA

to neonatal palliative
and end of life care
and determine how
this knowledge could
be used to improve
experiences for
families in future.

To evaluate a
programme providing
standard
bereavement follow-
up service after its 3
years' delivery

To identify the social
workers'
perspectives
regarding the
psychosocial needs
of children with
cancer at the end of
life and their families

on a parent’s website. No
guide was used to design
and collect data. The
study was undertaken by
1 researcher as part of
scoping exercise within a
bigger project therefore
may lack some of the
formal research rigour.

Low response rate: 82
families were eligible,
only 29 parents
representing 21 families
returned the survey

Information perceived
helpful/unhelpful was not
the main focus of the
study

Data collection and
analysis clearly reported
implication of data
collected by surveys not
critically reviewed;

50% response rate to the
study survey

the survey used in the
study was not previously
validated through formal
testing

data collection and
analysis process clearly
reported

Five categories/themes of information and information types that were found to be helpful
before and after a child and young person died emerged, or were derived from included
studies. The central theme was the need for timely, honest, accurate and consistent
information which was a feature throughout all subthemes. People also reported that they
found disease specific information; practical information; personalised information; and
information that allowed active involvement of parents in the course of end of life care for
their child (active involvement information) to be helpful.
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4.5

45.1

45.2

Clinical evidence

Theme map

The theme map for Providing Information is presented in Figure 4.

Clinical evidence profile

At the centre of the map is the main theme which is overarching and was mentioned as part of most of the other themes and subtheme
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Figure 4: Theme map — barriers and facilitators for effective information provision

Diagnosis, prognosis Related to transition
and cause of death

CONDITION

Treaiment, autopsy,
genetic risk, researchin - — — SPECIFIC PERSONALISED
the area INFORMATION INFORMATION
TIMELY, HONEST,
ACCURATE AND
CONSISTENT
Access fo available, INFORMATION _
essential services - ACTIVE / At appropriate level
PRACTICAL INVOLVEMENT
INFORMATION INFORMATION
Social and family
f
f
: Professional opinions
Anticipatory guidance
Funeral arrangement ' Bereavement support

Table 13: Summary of evidence (adapted GRADE-CER-Qual): Theme 1 — Timely, honest, accurate and consistent information
type/content that was perceived helpful during the end of life care for children and young people
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Number of studies

Design

Timely, honest, accurate and consistent information

10 studies

(Branchett 2012;
Contro 2002; Hsiao
2007; Hunt 2013;
Jones 2006;
Laakso 2001;
Laakso 2002; Meert
2007; Monterosso
2007; Yuen 2012)

9 studies used
interviews and
1 study used
surveys

10 studies conducted in different settings (UK, Australia,
Finland, USA, and the Netherlands) among parents and
social workers reported that parents wanted timely, honest,
accurate and consistent information in the end of life care for
their infant/child, particularly at the points of diagnosis,
transition and when a change of treatment occurred, the
prognosis that the child has been recognised as being in the
last days of life has to be communicated, and end of life
issues/choices have to be discussed/made.

Diagnosis:

"Be honest with parents and don't be scared of telling the
truth. People cope — they don't have a choice™

Transition:

"Please keep parents informed. It seems a constant uphill
struggle to obtain information...particularly in the hours
immediately after delivery of transfer”

Being recognised as in the last days of life:

Although parents thought it was hard to hear the news, they
were glad they were informed honestly.

"He could not make it better than it was. It was very hard to
hear it, but on the other side, he couldn't have told it in a
different way. | wouldn't want that" (parent)

"If you are not honest with people, then they keep hope...That
will give problems, as you will give them more [treatment].
That should not happen" (parent)

Disease progression, and end of life issues/choices:

"Families need open discussion of disease...progression,
symptom options and end of life issues/choices”. (social

worker)

Criteria

Limitation of
evidence

Coherence of
findings
Applicability of
evidence

Sufficiency or
saturation

Rating Overall

Major LOW
limitations
Coherent

Applicable

Saturated
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Clear and consistent information:

Social worker in 1 study also indicated that families need to
have clear and consistent information to make the best
decisions with and for their child.

The need for consistent information was also supported by
parents interviewed in another 3 studies:

Parents and carers mentioned occasions when different
professionals gave them conflicting advice and this was
particularly disconcerting when parents were learning new
complex medical procedures or when parents had to hand
over the administering of medicines to their child.

"The morning nurse said, 'He had a great day', then she
leaned over and told the doctor, 'His "sats" went down.' | felt
they weren't being honest with me. Just tell me! Sometimes |
felt like they were telling me what they thought | wanted to
hear."
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Table 14: Summary of evidence (adapted GRADE-CER-Qual): Theme 2 — Condition specific information

Sub-theme 1: information on the child’s iliness, diagnosis, prognosis, and cause of death

9 studies 8 studies used  Many studies that mentioned the need for information on the  Limitation of Major LOW
(Branchett 2012; interviews and  child’s condition mentioned them in relation to the aspects evidence limitations

Contro 2002; Hunt  1study used highlighted in the central theme. Coherence of Coherent

2013; Jones 2006;  Surveys In addition, 1 study that interviewed parents in the UK also findings

Laakso 2001; highlighted that some explanation of the child’s illness would T :

Laakso 2002; Meert bg hegllpful for them: P Q\ﬂgg%it;“ty 2 Applicable

2007; Monterosso "Then the paediatrician phone one evening when my .

2007; Yuen 2012) husband was out and said [the child] has got spinal muscular f:g':’;ﬁgﬁy or Saturated

atrophy, if you want to look it up on the internet you can find
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Study information Quality assessment

Number of studies Design Description of theme or finding Criteria Rating Overall

out all about it. | remember thinking it was quite callous. It
was shocking..."

Sub-theme 2: information related to transition (information shared and correctly and consistently shared among involved healthcare
organisations)

2 studies 1 study used In 2 studies from the UK, parents were interviewed and they Limitation of Major LOW
(Branchett 2012; interviews and  reported that it would be helpful if information was correctly evidence limitations
Hunt 2013) 1 study used and consistently shared among the organisations involved in  ~oherence of Coherent

surveys the transition of care: findings

Parents were particularly distressed about having to correct

information or inform health professionals of previous events. Ap_pllcabmty © AR
. . evidence
They wanted to be able to rely on their care providers —
"Please record what happens in the delivery room and Sufficiency or Unclear
saturation

afterwards accurately. Having to correct notes or even worse,
discover what they have been lost, causes untold misery and
hurt..."

"Please inform all relevant people of what happened. One of
the monitoring hospitals wasn't informed and we got chaser
letters — very upsetting and totally unnecessary”

Sub-theme 3: information on treatment, autopsy, genetic risk, cause of death, research in the area

2 studies 2 studies used In 2 studies from the UK and USA where parents were Limitation of Minor MODERATE
(Hunt 2013; interviews interviewed, they reported that they would also find additional evidence limitations
Meert 2007) details helpful on the topics of this theme: Coherence of Coherent
findings
Treatment

Applicability of Applicable
“I want to know about her medicines and the different beds evidence

they had her in and what role they played and what were they
hoping to accomplish by putting her in those beds and with
the machines that they used on her.”

Autopsy
“We had issues about the autopsy which | would have liked
to have explained a little bit more.”

Sufficiency or Unclear
saturation
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Genetic risk

“Is it something genetic? Is it something to look for in my
other children?”

uonew.oju| Buipinoid
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Cause of death

“Nobody ever really told me what was wrong with him. It was
some different things that they had said could be but nothing
was a fact. | just want to know why he died.”

The child's illness, research in the area

"The way we were given the diagnosis wasn't the best-it was
in a normal clinical appointment. The doctor was looking at
his watch at one point. | asked what sort of research was
going on [to help] and the doctor said, 'don't worry about that,
just love him""

Table 15: Summary of evidence (adapted GRADE-CER-Qual): Theme 3 — Practical information

Sub-theme 1: information about access to available services, or useful medical and paramedical services

5 studies 4 studies used In 5 studies from Ireland, the UK, USA, Australia and the Limitation of Major LOW
(Hunt 2013; James  interviews and  Netherlands where parents and their children were evidence limitations
1997; Monterosso 1 study used interviewed, parents highlighted that having access to Coherence of COEE
2007; Redmond surveys practical information that help them make use of available findings
2003; Yuen 2012 community resources or useful even essential o :
) medical/paramedical services available would be helpful, Applicability of  Applicable
specifically: evidence

Sufficiency or Unclear
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Study information
Number of studies

Design

Description of theme or finding
Voluntary services and support groups:

In 1 study from the UK, parents commented that there
appeared to be a lack of information about voluntary services
and support groups.

Services families are officially entitled to:

In 1 study from the UK where parents were interviewed, it
was highlighted that: the availability of information was very
varied and easily accessible information was the exception
rather than the rule. Parents commented that: "It is a
minefield finding out what you are entitled to. Most of the
things we have found out by accident. There are all those
services out there but they should make it more transparent —
a directory or something"

Community resources:

In 1 study from Canada where parents were interviewed, it
was reported that parents found information they received
about community resources very helpful.

Central service point for children with severe intellectual
disabilities:

In 1 study conducted in Australia and included both parents
and service providers, the following comments were made
“service providers consistently expressed concern with
existing community-based disability services in terms of lack
of palliative support for children and a central information
point.”

The finding of need for a central information point was
consistent with what was reported in another study from
Ireland where parents of children born with severe intellectual
disabilities were interviewed. Parents commented that:
"someone should be responsible for co-ordinating the
services and calling to the person and saying A, B and C is
available to you, and bringing the information."

Quality assessment

Criteria
saturation

Rating

Overall
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Study information
Number of studies

Design

Description of theme or finding

"a liaison officer or somewhere where all this information is
gathered and when there is a child born with a disability or a
particular syndrome, there is somebody responsible for
passing on this information to the parents or family"

Information on practical medical and paramedical
services that parents need for the care of their children
born with severe intellectual disabilities (such as
language therapists and physiotherapists):

In the same study carried out in Ireland, many mothers also
commented that the establishment of a central service,
advocacy officer or even a telephone advice line whereby
families can access the information which they need to avail
of essential services would be helpful.

Realistic options:

One study conducted among parents in the UK commented
that: “there is not an equitable provision of community
services across the UK. It is important that the options
parents are offered are realistic. If, for example, a family
wishes to take their child home to die the GP and Community
Children’s service would need to be able to offer support out
of hours.”

In different forms (such as oral, visual, and written
forms)

In 1 study conducted in the Netherlands, parents indicated
that an important factor in the conversations was where the
news was delivered and how, for example whether it involved
the use of visual aids and written brochures.

Sub-theme 2: Social and family (information for other family members and friends)

3 studies (deJong-

2 studies used

In 2 studies from Canada and the USA, it was reported that

Quality assessment

Criteria

Limitation of

Rating

Major

Overall

LOW
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Study information

Number of studies

Berg, 2006; Meert
2007; Nolbris 2005)

Design
interviews and
1 study used
surveys;

Quality assessment

Description of theme or finding Criteria Rating
parents had information needs for their other family evidence limitations
members. In another study from Sweden where healthy Coherence of Coherent
siblings of children who have died of cancer were interviewed findings
it was reported that healthy siblings perceived that some o ,
relevant information or guidance would help them go through ~ APPlicability of - Applicable
the process. It was highlighted that: evidence
Sufficiency or Unclear
saturation

Family members:

Parents in 1 US study stated that they would like information
in details they could give to other family members when
asked:

“After the fact, we had a lot of questions asked to us, by our
own family. Everybody. We tried answering the best we could
but when everything is going on it's really hard to
communicate to the rest of the family all the details and
everything.”

Parents in the same study also commented that they would
like to know ways of how to help others who were
experiencing the same:

“My only thing now, is there anything | could do in terms of
being there for other parents or helping them in that respect?”

Siblings:

The need for informati