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The GDG was co-chaired by Dr. Suzanne Timmons (Clinical Lead, National Dementia Office, Ireland) and
Professor Stephen Byrne (Senior Academic Pharmacist, University College Cork). This National Clinical
Guideline is supported by the HSE National Dementia Office, the Offices of the National Directors for
Acute and Community Operations and the Chief Clinical Officer.

Membership nominations were sought from a variety of clinical and non-clinical backgrounds so as to

be representative of all key stakeholders within the acute, community, residential care, and intellectual
disability sectors, whilst also being cognisant of geographical spread and urban/rural representation. GDG
members included those involved in clinical practice, education, administration, research methodology,
and two persons representing patients and family carers, two persons representing dementia advocacy
groups, as well as a person representing a representative organisation for nursing homes, pharmacists,
and a regulatory body (see overleaf).

Members were recruited and invited to partake in the GDG on the provision that they provided justifiable
expertise and /or viewpoints to the group, offering valuable contributions based on their extensive
knowledge in the field of dementia, and/or professional experience of working with people with dementia,
and/or knowledge of a healthcare sector. Appendix 1 contains the terms of reference for the GDG.

Members were not compensated to be involved or contribute to the GDG and were informed that it
was on a voluntary basis. The GDG was divided into a group focusing on the future use of the guidelines
in the acute sector, and a group focusing on the community and residential care sector, based on their
usual work alignment, experience and expertise. A subgroup with particular expertise in dementia in
intellectual disability was also formed, adding new members to the initial GDG to provide this expertise.
Several members of the team had experience in performing systematic reviews and in developing
guidelines and guidance documents

A core writing group comprising of seven members of the GDG was established. These individuals had
significant experience in literature searching and in developing evidence based guidance and/or were
highly familiar with the topic area. They were based in the same region to facilitate regular face-to-face
meetings and allow for rapid communication between full GDG meetings.
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The role of the NCEC is to prioritise, quality assure and recommend clinical guidelines to the Chief Medical
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Providing standardised clinical care to patients in healthcare is challenging. This is due to a number of
factors, among them variations in environments of care and complex patient presentations. It is self-
evident that safe, effective care and treatment are important in ensuring that patients get the best
outcomes from their care.

The Department of Health is of the view that supporting evidence-based practice, through the clinical
effectiveness framework, is a critical element of the health service to deliver safe and high-quality care.
The National Clinical Effectiveness Committee (NCEC) is a Ministerial committee set up in 2010 as a key
recommendation of the report of the Commission on Patient Safety and Quality Assurance (2008). The
establishment of the Commission was prompted by an increasing awareness of patient safety issues in
general and high-profile health service system failures at home and abroad.

The NCEC on behalf of the Department of Health has embarked on a quality assured National Clinical
Guideline development process linked to service delivery priorities. Furthermore, implementing National
Clinical Guidelines sets a standard nationally, to enable doctors, nurses, pharmacists, and health and
social care professionals (HSCP) to deliver safe and effective care and treatment while monitoring their
individual, team and organisation’s performance.

The aim of NCEC National Clinical Guidelines is to reduce unnecessary variations in practice and provide
an evidence base for the most appropriate healthcare, in particular circumstances. As a consequence
of Ministerial mandate, it is expected that NCEC National Clinical Guidelines are implemented across all
relevant services in the Irish healthcare setting.

The NCEC is a partnership between key stakeholders in patient safety. NCEC’s mission is to provide a
framework for national endorsement of clinical guidelines and clinical audit to optimise patient and
service user care. The NCEC has a remit to establish and implement processes for the prioritisation and
quality assurance of clinical guidelines and clinical audit so as to recommend them to the Minister for
Health to become part of a suite of National Clinical Guidelines and National Clinical Audit. The aim of the
suite of National Clinical Guidelines is to provide guidance and standards for improving the quality, safety
and cost-effectiveness of healthcare in Ireland. The implementation of these National Clinical Guidelines
will support the provision of evidence-based and consistent care across Irish healthcare services.

Provide strategic leadership for the national clinical effectiveness agenda.

Contribute to national patient safety and quality improvement agendas.

Publish standards for clinical practice guidance.

Publish guidance for National Clinical Guidelines and National Clinical Audit.

Prioritise and quality assure National Clinical Guidelines and National Clinical Audit.
Commission National Clinical Guidelines and National Clinical Audit.

Align National Clinical Guidelines and National Clinical Audit with implementation levers.
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Report periodically on the implementation and impact of National Clinical Guidelines and
the performance of National Clinical Audit.

9. Establish sub-committees for NCEC workstreams.
10. Publish an annual report.
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Acetylcholinesterase inhibitors

Adequate dose

Adequate response

Advance Healthcare Directive

Adverse effects

Aggression

Agitation

Alzheimer’s disease (AD)

Anticonvulsant medication

Antidepressant medication

An acetylcholinesterase inhibitor (often abbreviated to AChEIl), or
anticholinesterase, is a drug that inhibits the acetylcholinesterase
enzyme from breaking down acetylcholine, thereby increasing both
the level and duration of action of the neurotransmitter acetylcholine.
These are sometimes referred to as cognitive enhancing drugs, or
cognitive enhancers.

The dose of a medication at which therapeutic effects occurred. This
dose will differ for each medication and may need to be adjusted in an
individual to address factors that would influence drug absorption,
metabolism, elimination, or other pharmacokinetic properties.

A reduction in symptoms as a result of treatment that is deemed
to have a clinically significant benefit in functioning and/or quality
of life of the individual.

(a) in relation to a person who has capacity, means an advance
expression made by the person, in accordance with section 84, of his or
her will and preferences concerning treatment decisions that may arise
in respect of him or her if he or she subsequently lacks capacity, and

(b) in relation to a designated healthcare representative, means the
advanced expression under which the representative was designated as
such representative (Assisted Decision-Making (Capacity) Act, 2015).

An undesired harmful effect resulting from a medication or
other intervention.

Feelings of anger or antipathy resulting in hostile or violent behaviour.

A state of excessive motor activity, verbal aggression, or physical
aggression to oneself or others, associated with observed or inferred
evidence of emotional distress.

A condition presenting with symptoms of impaired memory, thinking
and/or behaviour. It is a progressive dementia resulting from the
degeneration of brain cells affecting mood, behaviour and memory. Is
characterised by “plaques” between the dying cells in the brain and
“tangles” within the cells (both are due to protein abnormalities). The
brain tissue in a person with Alzheimer’s has progressively fewer nerve
cells and connections, and the total brain size shrinks.

A diverse group of pharmacological agents used in the treatment of
epileptic seizures. These are sometimes also used as mood stabilisers.

A drug used for the treatment of major depressive disorders and
conditions, including dysthymia, social anxiety disorder, obsessive—
compulsive disorder, chronic pain, agitation, generalised anxiety
disorder, bipolar disorder, childhood enuresis (bedwetting), migraine
and sleep disorders.



Antipsychotic medication

Apathy

Behavioural and psychological
symptoms of dementia (BPSD)

Benzodiazepine

Best practice guidelines

Capacity

Carer

One of a group of medications used in the treatment of psychosis.
Some of the antipsychotic medications are also approved for use in
other conditions such as mood disorders or Tourette’s syndrome.
Usually referred to as “typical” or “atypical”. The first-generation
antipsychotic (FGA) medications, referred to as “typical” antipsychotic
medications, were the initial medications to be discovered. The

FGAs include, but are not limited to, chlorpromazine, droperidol,
fluphenazine, haloperidol, loxapine, perphenazine, thiothixene,
thioridazine, and trifluoperazine. The second generation antipsychotic
(SGA) medications, or “atypical” antipsychotic medications, include, but
are not limited, to aripiprazole, asenapine, brexpiprazole, cariprazine,
clozapine, iloperidone, olanzapine, paliperidone, quetiapine,
risperidone, and ziprasidone.

A lack of feeling, emotion, interest, and concern.

A specific range of symptoms of dementia. May include aggression,
anxiety, vocalization, restlessness, agitation, walking about, inappropriate
behaviour, depressed mood, hallucinations and delusions.

A class of psychoactive drugs whose core chemical structure is the
fusion of a benzene ring and a diazepine ring. Benzodiazepines enhance
the effect of the neurotransmitter gamma-aminobutyric acid (GABA)

at the GABAA receptor, resulting in sedative, hypnotic (sleep-inducing),
anxiolytic (anti-anxiety), anti-convulsant and muscle relaxant
properties. Sometimes referred to as minor tranquillisers.

Systematically developed statements (based on best available
evidence) to assist physician, clinician and patient decisions about
appropriate healthcare for specific clinical (practice) circumstances.
The main purpose of guidelines is to achieve better health outcomes
by improving the practice of healthcare professionals and providing
consumers with better information about treatment options.

A person’s ability to understand, at the time that a decision is to be
made, the nature and consequences of the decision to be made by him
or her in the context of the available choices at that time. A person
lacks the capacity to make a decision if he or she is unable—

(a) to understand the information relevant to the decision,
(b) to retain that information long enough to make a voluntary choice,

(c) to use or weigh that information as part of the process of making
the decision, or

(d) to communicate his or her decision (whether by talking, writing,
using sign language, assistive technology, or any other means) or, if
the implementation of the decision requires the act of a third party,
to communicate by any means with that third party (Assisted
Decision-Making (Capacity) Act, 2015).

A family member or nominated representative or co-decision
maker/decision representative. It does not refer to any person
providing formal care acting in the position of a healthcare professional.



Comprehensive treatment plan A plan of treatment that is developed as a result of a holistic assessment,
that includes the individual’s psychosocial and medical requirements
and is modified as clinically indicated. Can include non-pharmacological
and pharmacological interventions. It is individualised to the person with
dementia. There is no prescribed format that a comprehensive treatment
plan must follow.

Decision Supporter A 'Decision Supporter’ refers to a Decision-Making Assistant, Co-Decision
Maker, Decision-Making Representative, Attorney or Designated
Healthcare Representative, if any of these are in place for a person, and
have a role in relation to health-related decisions [i.e. an attorney may or
may not]. In practice, this person may often be a family member of the
person with dementia, but not always. Please refer to the Decision Making
(Capacity) Act, 2015 for further details of these terms.

Dementia A chronic, progressive disease of the brain that affects memory,
thinking, orientation, comprehension, calculation, learning capacity,
language, judgement, and executive function.

Dementia with Lewy bodies A particular type of dementia accompanied by changes in behaviour,

(DwLB) cognition and movement. Like Parkinson’s disease, this is caused by
abnormal accumulation of a protein called alpha-synuclein in the brain
However, dementia with Lewy bodies typically presents with dementia
within 1-2 years of Parkinson’s disease onset (unlike Parkinson’s disease
dementia) and a typical feature is prominent visual hallucinations
and fluctuations in alertness. People with dementia with Lewy bodies can
have severe worsening of their Parkinson’s symptoms if they receive
antipsychotics. (Please see also Lewy body dementia)

Efficacy Capacity for producing a desired result or effect.

Indication Specific rational or clinical reasoning for using a specific medication.
Individual Refers to person(s) with dementia.

Lewy body dementia (LBD) Lewy body dementia is an umbrella term for any dementia where there

are Lewy bodies (i.e. alpha-synuclein protein accumulations in the brain).
Within Lewy body dementias, the disease ‘dementia with Lewy bodies’
presents with prominent early dementia and typically visual hallucinations;
while ‘Parkinson’s disease dementia’ typically presents with PD first, and
then the person slowly develops dementia several years later. Please refer
to ‘Dementia with Lewy bodies’, and ‘Parkinson’s disease dementia’ for
further details.

Medication license The specific license information pertaining to the produce, supply,
possession, prescribing, import or export of medications.

Memantine A drug used to treat moderate to severe Alzheimer’s disease through its
act on the glutamatergic system by blocking NMDA receptors.

Mild symptoms Symptoms that are present but not distressing to the person
with dementia.



Mixed dementia

Moderate symptoms

Non-cognitive symptoms

Non-pharmacological

Off label

Parkinson’s disease dementia
(PDD)

Pharmacological interventions

Psychotropic

Psychosis

Relevant person

A diagnosis of two or three types occurring together. For instance, a
person may have both Alzheimer’s disease and vascular dementia at
the same time.

Symptoms that are stressful and upsetting to the person with dementia;
may require specific management.

Non-cognitive symptoms associated with dementia include psychosis
(delusions, hallucinations), mood disturbances (depression, euphoria,
irritability, anxiety), personality changes (disinhibition, apathy),
agitation, aggression, pacing, walking about, altered sexual behaviour,
changed sleep patterns, and appetite disturbances.

Interventions such as music therapy, relaxation, distraction techniques,
and massage, or with cognitive and behavioural interventions, as
opposed to pharmacological/medication interventions.

The use of medications for an unapproved indication or in an unapproved
age group, dosage, or route of administration.

The brain changes caused by Parkinson’s disease begin in a region that
plays a key role in movement. As these brain changes gradually spread,
they often begin to affect mental functions, including memory and the
ability to pay attention, make sound judgments and plan the steps needed
to complete a task. The key brain changes linked to Parkinson’s disease and
Parkinson’s disease dementia are abnormal microscopic deposits
composed chiefly of alpha-synuclein.

The reference to medications with regard to their uses, effects,
and modes of action of drugs.

Chemical substances that action brain function affecting mood
and behaviours.

An abnormal condition of the mind that results in difficulties telling what
is real and what is not. Symptoms may include false beliefs and seeing
or hearing things that others do not see or hear. Other symptoms may
include incoherent speech, or behaviour that is inappropriate for the
situation. There may also be sleep problems, social withdrawal, lack of
motivation, and difficulties carrying out daily activities.

In accordance with the Decision Making (Capacity) Act, 2015
“relevant person” means—

(a) a person whose capacity is in question or may shortly be in question in
respect of one or more than one matter,

(b) a person who lacks capacity in respect of one or more than one matter,
or

(c) a person who falls within paragraphs (a) and (b) at the same time but
in respect of different matters.



Serotonin syndrome (SS)

Selective serotonin
reuptake inhibitor

Severe symptoms

Specialist

Vascular dementia (VaD)

Z-drugs

A group of symptoms that may occur following use of certain serotonergic
medications. Symptoms can range from mild to severe and can include
high body temperature, agitation, increased reflexes, tremor, sweating,
dilated pupils, and diarrhoea.

A class of drugs that are typically used as antidepressants in the treatment
of major depressive disorder and anxiety disorders.

Symptoms that are very stressful and upsetting to the person with
dementia; typically requires specific management.

Specialist clinicians are those with the appropriate knowledge and

skills to be considered a dementia specialist and include secondary care
medical specialists (for example psychiatrists in old age, geriatricians

and neurologists), some GPs, nurses (Nurse Specialists and Advanced
Nurse Practitioners in Dementia) and other health and social care
professionals with specialist expertise in diagnosing and treating dementia
(e.g. therapists specialising in dementia).

In vascular dementia, changes in thinking skills sometimes occur suddenly
following strokes that block major brain blood vessels. Thinking problems
also may begin as mild changes that worsen gradually as a result of
multiple minor strokes or other conditions that affect smaller blood
vessels, leading to cumulative damage.

These types of medications work in a similar way to benzodiazepines
and are often used to treat sleep problems (insomnia).



The following abbreviations are used in this document:

AAFP American Academy of Family Physicians

AC Anticonvulsant

AChEI Acetylcholinesterase inhibitor

ACP American College of Physicians

AD Alzheimer’s disease

ADe Antidepressants

ADL’s Activities of Daily Living

AGREE Appraisal of Guidelines for Research & Evaluation
AMDA American Medical Directors Association

AP Antipsychotic

APA American Psychiatric Association

AQuAS Agency for Health and Assessment of Catalonia

BAP The British Association for Psychopharmacology

BC British Columbia

BPSD Behavioural and Psychological Symptoms of Dementia
CCSMH Canadian Coalition for Senior Mental Health

CGR Centre for Gerontology and Rehabilitation

CcID Creutzfeldt-Jacob Disease

CMAI Cohen-Mansfield Agitation Inventory

CNS Central Nervous System

CcSM Committee of Safe Medicines

CVE Cerebrovascular events

DwLB Dementia with Lewy bodies

EFNS European Federation of Neurological Societies

EMA European Medicines Association

FLD Frontal Lobe Dementia

GMC General Medical Council

GRADE Grading of Recommendations Assessment, Development and Evaluation
GDG Guideline Development Group

GDP Global Domestic Product

[\ [o] Mild Cognitive Impairment

MHBC Ministry of Health British Columbia

MHRA Medicines and Healthcare products Regulatory Agency
NCEC National Clinical Effectiveness Committee

NHMRC National Health and Medical Research Council

NHS National Health Service

NICE National Institute for Health and Care Excellence

NPI Neuropsychiatric Inventory

PBS Pharmaceutical Benefit Scheme

PDD Parkinson’s disease dementia

PICOS Population Intervention Comparison Outcome Setting
PRISMA Preferred Reporting Items for Systematic Reviews and Meta-Analyses
RANZCP Royal Australian and New Zealand College of Psychiatrists
Resp Respiratory system

SCIE Social Care Institute for Excellence

SmCP Summary of product characteristics

SSRI Selective serotonin reuptake inhibitor

SWYPFT South West Yorkshire Partnership NHS Foundation Trust

VaD Vascular dementia
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The following table (1.1) presents the recommendations for appropriate prescribing of psychotropic
medications for non-cognitive symptoms in a person with dementia. Section 2.8 (Tables 2.7 and 2.8) explains
the GRADE system for determining quality of evidence and the link with recommendation strength.

Table 1.1: Summary of recommendations (key recommendations are presented in bold)

Section No. | Recommendation Quality of | Strength of
evidence | recommendation
1 Prior to considering any psychotropic medication in a person with
dementia, a comprehensive assessment* should be performed, by an Low Strong

appropriately trained healthcare professional.

2 Non-pharmacological interventions should be used initially to treat )
non-cognitive symptoms in a person with dementia, unless there is High Strong
severe distress, or an identifiable? risk of harm to the person and/or
others.

General principles
of care

3 Antipsychotic medication should be used with caution and only in
cases where there is aggression, agitation or psychosis that either
causes an identifiable risk of harm to the person with dementia and/
or others or causes severe distress to the person.

High Strong

4 People with Alzheimer’s disease, vascular dementia or mixed
dementias with mild-to-moderate non-cognitive symptoms should High Strong
NOT be prescribed antipsychotic medication due to the increased risk
of cerebrovascular adverse events and death.

5 People with dementia with Lewy bodies® and Parkinson’s disease
dementia with mild to moderate non-cognitive symptoms should NOT High Strong
be prescribed antipsychotic medication due to the increased risk of
severe adverse reactions.

6 People with Alzheimer’s disease, vascular dementia, mixed dementias,
dementia with Lewy bodies?, or Parkinson’s disease dementia, with
severe non-cognitive symptoms, causing severe distress, or an
identifiable? risk of harm to the person and/or others, may be offered
antipsychotic medication, where appropriate.

Moderate | Conditional

Antipsychotic medication

7 A full discussion with the person and/or their relevant Decision
Supporter*about the benefits and risks, including the increased risk of
stroke, transient ischemic attack and mortality, should occur before
antipsychotic medication is commenced.

Low Conditional

1 A comprehensive assessment should include: review of medical history and mental health history (including depression) and medication history; physical examination,
including consideration of possible delirium, or undetected pain or discomfort (with an appropriate assessment of same); assessment of the severity, type, frequency, pattern,
and timing of symptoms, and other potentially contributory or comorbid factors. This assessment should be performed in an appropriate environment that optimises the
person’s comfort and ability and includes any support that the person may require. The assessment needs to be performed by a nurse or doctor who is competent in assessing
a person with dementia who may be distressed.

2 The presence of evident, real or substantial risk or harm.

3 Please refer to glossary for definitions of Parkinson’s disease dementia and dementia with Lewy bodies. Extreme caution is required in prescribing antipsychotics to a person
with dementia with Lewy bodies, as they can have life-threatening adverse reactions to antipsychotic medications.

4 Please refer to glossary for definition of a ’Decision Supporter’.
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Section

No.

Recommendation

Quality of
evidence

Strength of
recommendation

Antipsychotic medication

Atypical (second generation) antipsychotic medications are

associated with fewer extrapyramidal effects and risks than typical
(first generation) antipsychotics, and therefore second generation
medication should be used if antipsychotic therapy is necessary for the
management of non-cognitive symptoms®.

Moderate

Strong

If a risk and benefit assessment favours the use of antipsychotic
medication, treatment should be initiated at the lowest possible dose
and titrated slowly, as tolerated, to the minimum effective dose.

Moderate

Strong

10

If there is a positive response to treatment with antipsychotic
medication, decision making about possible tapering of the medication
should occur within 3 months, accompanied by a discussion with the
person with dementia and/or their relevant Decision Supporter®.

Low

Strong

11

If a person with dementia is taking an adequate therapeutic dose

of antipsychotic medication without clear clinical benefit, the
medication should be tapered and stopped; where possible after
discussion with the person and/or their relevant Decision Supporter®.

Moderate

Strong

12

If antipsychotic treatment is being tapered, assessment of symptoms
for re-emergence should occur regularly during tapering, and for a
period after discontinuation of antipsychotic medication®.

Moderate

Strong

Acetylcholinesterase inhibitors
and memantine

13

Acetylcholinesterase inhibitors are indicated for cognitive
enhancement in people with mild to moderate Alzheimer’s disease
but are NOT recommended solely for the treatment of non-cognitive
symptoms in a person with Alzheimer’s disease.

High

Conditional

14

Due to the particular risks with antipsychotics in people with
Parkinson’s disease dementia and dementia with Lewy bodies?,
rivastigmine or donepezil may be considered for non-cognitive
symptoms causing severe distress when non-pharmacological
interventions have proved ineffective.

Moderate

Conditional

15

People with vascular dementia or frontotemporal dementia who
develop non-cognitive symptoms should NOT be prescribed
acetylcholinesterase inhibitors.

Moderate

Strong

16

Memantine is indicated as a cognitive enhancer in people with
moderate’ to severe Alzheimer’s disease, Parkinson’s disease
dementia, and dementia with Lewy bodies, but it is NOT recommended
to be prescribed solely for the treatment of non-cognitive symptoms in
a person with dementia.

Moderate

Strong

3 Please refer to glossary for definitions of Parkinson’s disease dementia and dementia with Lewy bodies. Extreme caution is required in prescribing
antipsychotics to a person with dementia with Lewy bodies, as they can have life-threatening adverse reactions to antipsychotic medications.

4 Please refer to glossary for definition of a ’Decision Supporter’.

5 Prescribing an antipsychotic for BPSD, other than risperidone for short-term treatment of persistent aggression in Alzheimer’s dementia, is off-label.

6 This assessment should usually occur at least monthly during tapering, and also for at least 4 months after discontinuation of antipsychotic medication.
The exact frequency and duration of monitoring will depend on factors such as the severity and duration of symptoms and also the duration of antipsychotic treatment.
The person and their family should be informed of the potential for re-emergence of symptoms, which would necessitate earlier review than might have been planned.

7 As per the NICE 2018 guideline, memantine monotherapy is recommended as an option for managing severe Alzheimer’s disease, and in moderate Alzheimer’s disease when
acetylcholinesterase inhibitors are not tolerated or contraindicated. For people with Alzheimer’s disease who are already taking an AChE inhibitor, the recommendation is

to consider memantine in addition to an AChE inhibitor in moderate disease and offer memantine in severe disease. At this current time, memantine has a licence for use in
Ireland in moderate and severe Alzheimer’s disease.
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Section No. | Recommendation Quality of | Strength of
evidence | recommendation
€ 17 In people with mild to moderate dementia® and mild to moderate Moderate | Conditional
a é depression and/or anxiety, psychological treatments should be
g ] considered. Antidepressants may be considered to treat severe
'% = comorbid depressive episodes in people with dementia, or
g E moderate depressive episodes that have not responded to
psychological treatment.
§ 5 18 Anticonvulsant medication is indicated for the treatment of seizures, Low Strong
E 8 bipolar disorder, or as an adjunctive therapy for pain, but is NOT
§ 5 recommended as a treatment for non-cognitive symptoms in a
g 3 person with dementia.
19 Due to the very limited evidence to support the use of Low Strong
benzodiazepines in the management of non-cognitive symptoms in
o " a person with dementia, and their significant adverse effects, they
g B should be avoided for the treatment of non-cognitive symptoms,
N g_ and usage strictly limited to the management of short-term severe
gz anxiety episodes®.
28 -
8E 20 | A personalised sleep management regimen?® may be considered for Moderate | Conditional
°T sleep disorders in a person with dementia.
&
(]
= 21 Melatonin should NOT be used for sleep disorders in people Moderate | Strong
with dementia.

A strong recommendation is one for which the Guideline Development Group was confident
that the desirable effects of adhering to the recommendation outweigh the undesirable effects.

A conditional recommendation is one for which the Guideline Development Group concluded
that the desirable effects of adhering to the recommendation probably outweigh the undesirable
effects but the group is not confident about these trade-offs.

8 There is no evidence as yet to guide the treatment of depression in people with severe dementia, as they were excluded from trials. Thus, the recommendation only applies
to people with mild to moderate dementia.

9 For maximum duration of use refer to the Summary of Product Characteristics (SmPC). The Medicine Management Programme guidance (2018) contains an appendix with
useful details on dosage and maximum duration for the benzodiazepines licenced in Ireland, for both anxiety and insomnia. (https://www.hse.ie/eng/about/who/cspd/ncps/
medicines-management/bzra-for-anxiety-insomnia/bzraguidancemmpfeb18.pdf). Appendix D.

10 A personalised sleep management regimen may include sleep hygiene practices (e.g. avoiding caffeine before bedtime, having a quiet, comfortable temperature
bedroom, avoiding evening naps etc.), exposure to daylight, exercise and personalised activities.
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In addition to evidence-based recommendations, the Guideline Development Group agreed the following
good practice points (Table 1.2), based on their collective expertise and consensus opinion.

Table 1.2: Good practice points

1. Atall times, and throughout the dementia trajectory, an individualised and person-centred
approach should be promoted and practiced by all doctors, nurses, pharmacists, and health
and social care professionals.

2. The risk and benefits of pharmacological intervention using psychotropic medication should be
discussed with the person, and/or their relevant Decision Supporter, in all cases where possible.

3. Psychotropic medication that is commenced for non-cognitive symptoms in a person with dementia
should be reviewed regularly to assess efficacy, adverse effects and continued need.

4. If psychotropic medication is necessary for the management of non-cognitive symptoms, oral
medication should be used initially. In the exceptional case where parenteral treatment is necessary,
the intramuscular route is preferred to intravenous administration, and single agents are preferred to
combination therapy.

5. If rapid tranquilisation is needed, the attending doctors and nurses should be adequately trained
and have access to adequate monitoring and resuscitation facilities, and should consult their local
institutional policy.

6. There is little evidence that antipsychotics are effective in the treatment of certain non-cognitive
symptoms such as walking about, hoarding, fidgeting, inappropriate voiding, verbal aggression,
screaming, sexual disinhibition and repetitive actions. Therefore, any use in the management of
these symptoms needs to be particularly justified.

7. Doctors, nurses, pharmacists and health and social care professionals are strongly advised to
contact a specialist team with experience in treating people with Lewy body dementias for direct
advice on a person with Parkinson’s disease dementia or dementia with Lewy bodies who has
distressing psychosis.

8. Doctors and nurses who prescribe antipsychotics should have written information available for the
person with dementia and their family about possible side effects (e.g. falls, confusion, drowsiness),
as well as easy to understand information about the risk of serious adverse events (stroke, death).

9. Inrare cases where a person with dementia has had two or more failed attempts of antipsychotic
withdrawal and requires ongoing maintenance therapy with an antipsychotic, the person should be
reviewed at the point of re-prescribing and at least 6 monthly thereafter.

10. Apart from their role in the treatment of depression, antidepressants may have a role in the
treatment of other severe non-cognitive symptoms in a person with dementia (such as agitation),
where pharmacological treatment has been deemed necessary. If trialled for other non-cognitive
symptoms, antidepressants should be used with caution, with close monitoring for side effects.

11. There are no studies of z-drugs for sleep disorders in people with dementia. Due to their significant
side effects, if z-drugs are considered, it should be for the shortest period possible (or as specified by
medication license).
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Dementia is a syndrome in which there is deterioration in cognitive function (i.e. the ability to process
thought) beyond what might be expected from normal ageing. It affects memory, thinking, orientation,
comprehension, calculation, learning capacity, language, and judgement. The cognitive impairment

is commonly accompanied, and occasionally preceded, by deterioration in emotional control, social
behaviour, or motivation (WHO, 2018). Dementia is a progressive condition, with symptoms gradually
worsening over time. This progression varies from person to person; most individuals experience the
same general symptoms, but the degree of symptoms can differ (National Institute for Health and Care
Excellence (NICE), 2018). In addition, the lived experience of dementia is not a linear decline, but a
varying experience of good weeks and bad weeks, good hours and bad hours. It is important to note
that the lived experience of dementia is just as much influenced by social and environmental factors as
by the disease status (Sabat, 1994).

Globally, dementia affects approximately 46 million people (Global Burden of Disease (GBD), 2016)
categorising dementia as a major healthcare concern and global issue. Increasing dementia rates, costs
and burden of disease assert significant pressures on health, economic and social care systems in several
countries. In Ireland, there are currently around 55,266 people living with dementia and this is expected
to rise to 95,863 by 2031 and 157,883 people by 2046 (O’ Shea et al., 2015). Although there are several
hundred types of dementia, most of these are rare. The most common types include Alzheimer’s
disease, vascular dementia, dementia with Lewy bodies, Parkinson’s disease dementia and mixed
dementia. Other forms of dementia include frontotemporal dementia, Huntington’s disease dementia,
and Creutzfeldt-Jacob disease (European Medicines Agency (EMA), 2008). Alzheimer’s disease is the
most common type of dementia with evidence suggesting that in people aged over 65, approximately
60% or more of dementias are due to Alzheimer’s disease, 17% are vascular dementia, 10% are of
mixed aetiologies, 4% are dementia with Lewy bodies, 2% are Parkinson’s disease dementia, 2% are
frontotemporal dementia, and 3% are attributable to other causes (Dementia UK, 2014; Department

of Health, 2014). In people with younger onset dementia (symptoms developing before the age of 65
years), these proportions differ, with Alzheimer’s disease representing lower numbers (about 33%), and
a greater incidence of frontotemporal dementia (12%) (Young Dementia UK, 2018, Alzheimer Society of
Ireland, 2017).

A particular subgroup of people with young onset dementia are people with a pre-morbid intellectual
disability. Adults with Down syndrome are at higher risk of Alzheimer’s disease than their peers. By the
age of 40 years of age, nearly all adults with Down syndrome will have evidence of the neuropathology
of Alzheimer’s disease (Lamar et al., 2011). Diagnosis in this population is challenging due to a lack of
clear diagnostic criteria suitable for adults with intellectual disability. As baseline normal functioning
may not be easily defined in adults with intellectual disability, progression of dementia may be difficult
to assess (Krinsky-McHale and Silverman, 2013).
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It was estimated that there were 700 people with Down syndrome living with dementia in Ireland, based
on the 2008 National Disability Survey (Creating Excellence Report, 2011), but the true figure is likely to
be significantly higher. In Ireland, in a prospective follow up study of 77 people with Down syndrome in an
intellectual disability service in Dublin aged 35 years and older, over the 20-year period, 97.7% developed
dementia, with a mean age at diagnosis of 55 years (McCarron et al., 2017a). In Wave 3 (2016/2017)

of IDS-TILDA, a nationally representative longitudinal study of older adults with intellectual disability in
Ireland, the prevalence of dementia among adults with intellectual disability who had Down syndrome
was 35.5% (McCarron et al., 2017b).

The diagnosis of the type of dementia is important as treatment decisions are often dependent on

this knowledge. Similarities in symptoms and presentations can present a challenge in appropriately
diagnosing dementia in some cases, so that a definitive sub-type of dementia diagnosis can not be made
until post mortem. But in most people, it is possible for an appropriately trained specialist to diagnose the
probable sub-type. In Ireland, many people with dementia are not formally diagnosed (Timmons et al.,
2015), and many of those diagnosed do not have a sub-type diagnosis. This needs to be considered when
applying evidence based on a particular dementia sub-type to the care of a person with dementia.

Note: The diagnosing of dementia is beyond the scope of these guidelines. Please refer to Dementia:
Diagnosis and Management in General Practice (Irish College of General Practitioners, 2014, and updated
2019) (http://dementiapathways.ie/ filecache/e74/e54/839-dementia_qrg_15th_april 2019-1.pdf) and
the NICE National Clinical Guideline on ‘Dementia Assessment, management and support for people
living with dementia and their carers’ (NICE, 2018) (https://www.nice.org.uk/guidance/ng97/resources/
dementia-assessment-management-and-support-for-people-living-with-dementia-and-their-carers-
pdf-1837760199109) for appropriate guidance on diagnosing dementia. The following online resource
from the National Dementia Office on pathways for dementia diagnosis may be useful
(https://dementiapathways.ie/care-pathways/diagnosis-of-dementia-and-cognitive-impairment).

While the precise mechanism associated with the development of dementia is dependent on the
type of dementia, it is predominantly recognised as a set of characteristic symptoms (International
Psychogeriatric Association (IPA), 2012). These symptoms can be broadly classified as cognitive
symptoms or non-cognitive symptoms (IPA, 2012).

Cognitive symptoms

Cognitive symptoms refer to problems incurred with memory, cognition, perceptual or language skills.
These symptoms continue to exacerbate over time and can be distressing for the person with dementia
and/or their families. Cognitive symptoms can begin gradually with forgetfulness or an inability to recall
or remember. They continue to increase in severity as the disease progresses.

Non-cognitive symptoms

Non-cognitive symptoms such as psychosis, agitation or restlessness, aggression, apathy, anxiety and
depression are common in people with dementia (Dyer et al., 2017; Alzheimer’s Society, 2017). These are
also referred to as neuropsychiatric symptoms. In some instances, people with non-cognitive symptoms
of dementia may exhibit behaviours such as: walking about; pacing; hoarding; repetitive vocalisations
(calling out); inappropriate sexual behaviour etc.
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These are frequently expressions of unmet needs. In addition, a person with dementia may find

certain situations or events stressful and may respond through their behaviour. This is generally called
‘responsive behaviours’. It is important to note that the trigger for a responsive behaviour may appear
to another person as quite innocuous (such as showering, or personal care). It is important to attempt
to see the situation through the eyes of the person with dementia, who is distressed by the situation,
even if another person would not be distressed in that situation. Together, non-cognitive symptoms and
responsive behaviours are often termed Behavioural and Psychological Symptoms of Dementia, or BPSD
(Finkel et al., 1997; Lawlor, 2002).

The term BPSD describes a broad, heterogeneous group of symptoms and signs of disturbed perception,
thought content, mood or behaviour (IPA, 2012) (Figure 2.1).

Behavioural symptoms Psychological symptoms
may include: may include:

Aggression Anxiety
Hoarding Depressive symptoms
Loud vocalisaton

Pacing Hallucinatons

Walking about Apathy

Figure 2.1: Examples of BPSD

In this guideline, we will often use the term non-cognitive symptoms in preference to BPSD, as the term
BPSD is less acceptable to people with dementia, and it may promote a focus on ‘behaviours’ and the
perception of a behaviour by other people, rather than focussing primarily on symptoms and needs of the
person with dementia that may, in part, be manifested in their behaviour. At times it will be necessary to
use the term BPSD to keep the meaning of a reference to existing literature.

Nearly all people with dementia will develop one or more non-cognitive symptoms as the dementia
progresses (Lyketsos et al., 2002; Kales et al., 2015). These are often associated with a worsening
cognition and progression to more severe stages of dementia. Non-cognitive symptoms can increase
the risk of physical complications, such as falls and fractures. In addition, they are often associated with
distress (in both the person with dementia and/or their family). It has been reported that non-cognitive
symptoms are associated with higher costs of care and therapy (Beeri et al., 2002). Non-cognitive
symptoms are also associated with lower quality of life for the person with dementia (Banerjee et al.,
2006; Hurt et al., 2008). Thus, the appropriate management of non-cognitive symptoms is an important
aspect of dementia care.
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Non-cognitive symptoms can be rated for presence and severity using validated tools, such as the
Neuropsychiatric Inventory (Cummings et al., 1994) or the Cohen-Mansfield Agitation Index (which
focuses only on behaviours rather than symptoms) (Cohen-Mansfield et al., 1989), or the Behavioural
Pathologic Rating Scale for Alzheimer’s disease (BEHAVE-AD) (Reisberg et al., 1987).

For the purpose of this guideline, non-cognitive symptom severity is defined as per the scoring
recommendation of the Neuropsychiatric Inventory (Table 2.1).

Table 2.1: Non-cognitive symptom severity

Present but not distressing to the person

Stressful and upsetting; may require specific management

Very stressful and upsetting; typically requires specific management

It is very important to differentiate between non-cognitive symptoms and delirium. Delirium is a
disturbance in attention and awareness, typically developing over hours to days, often fluctuating in
severity during the course of a day, and representing a change from usual status.

Delirium is caused by a variety of insults, typically acute infection, metabolic derangement, medication
side effect, or acute brain injury. Due to the different treatments required in the management of non-
cognitive symptoms of dementia and delirium, it is important that these conditions are appropriately
diagnosed. Diagnostic criteria for delirium emphasise that it is different from dementia, with delirium
being of acute onset and fluctuating, versus chronic and progressive in the case of dementia; and

with attention predominantly affected in delirium versus memory in dementia. However, people with
dementia are at significant risk of developing and/or experiencing delirium (NICE, 2018).

Within clinical practice, it can be challenging to differentiate between dementia alone and dementia with
delirium, and this is probably more difficult in acute settings where staff are not familiar with the person’s
usual cognitive function. Acute onset or fluctuating non-cognitive symptoms, especially if associated with
illness or if incongruent to the person’s stage of dementia, should always trigger the suspicion of delirium
superimposed on dementia. Table 2.2 lists some of the key features of delirium (sources include Burns et
al, 2004; Martins and Fernandes, 2012).

Clinicians are referred to the NICE guideline for delirium (2010) (https://www.nice.org.uk/guidance/
cg103), and the more recent Scottish Intercollegiate Guideline Network (SIGN, 2018) (https://www.sign.
ac.uk/sign-157-delirium.html), for further details on indicators and the assessment of delirium.
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Table 2.2: Typical delirium features

Onset

The key feature of delirium, unlike dementia, is that changes develop over a
very short period of time (usually hours to a few days, but sometimes it can be
over a few weeks).

Attention

A disturbance in attention is a key symptom in delirium. People with delirium
have reduced ability to focus or sustain their attention on a task, or to shift
their attention to a second task. This is often tested by asking the person to say
the months of the year backwards, or count backwards. It can be also observed
from the person doing activity of daily living tasks, where they might leave one
task half done and move to another, or struggle with a task that they normally
can do easily. It is important for staff caring for a person with dementia to
know the person’s usual abilities, so that they can spot a change.

Awareness

This is the person’s awareness or orientation to their environment. So for
example, a person may suddenly start to get lost in a familiar environment; or
not recognise a close family member or staff member, or get mixed up in the
day of the week.

Sleep-wake

Another typical feature of delirium is altered sleep-wake patterns - so dozing
more during the day, and being more awake at night. Particularly in an

acute hospital, where staff do not know a person’s usual abilities, daytime
drowsiness is an important clue to delirium. Delirium can cause both hyper-
alertness and reduced alertness. (The terms alertness and arousal are often
used interchangeably in delirium terminology).

Psychosis

New onset of delusions (false beliefs) or hallucinations (seeing or hearing
things that others do not see or hear) are slightly less common but very
important features of delirium. Some people with dementia have chronic
hallucinations, but any new onset in a person who hasn’t previously had
hallucinations should raise the question of delirium.

Other cognitive and
functional changes

Delirium can also affect language abilities, mood, visuospatial ability, and
perception. An older person with delirium may begin to fall, or become
incontinent of urine. Again, the key thing is to recognise (or find out from
someone who knows the person well) that they are suddenly having difficulties
that are not usual for them.

Fluctuation in
symptoms

A good clue that a person has delirium is that their abilities or awareness seem
to fluctuate during the course of a day, or between days. Of note, one form

of dementia, Lewy body dementia, can also cause fluctuations, and anyone’s
ability can be affected day to day by fatigue and stress, etc. However, marked
fluctuations, or fluctuations in someone’s level of alertness should raise the
alarm for possible delirium.

Medical illness

Whenever delirium is suspected, there needs to be an assessment for a
precipitating medical cause (such as new medication, medication withdrawal,
infection, electrolyte disturbance, or an acute brain event). Equally, when a
person with dementia is ill, people around them need to be more alert to them
possibly developing delirium, so maybe asking more often how they are feeling
and observing them doing usual tasks, looking for drowsiness and changed
mental function that would indicate that delirium may be developing.
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There are several existing guidelines for the management of delirium, such as the NICE guideline (https://
www.nice.org.uk/guidance/cg103), and the recent Scottish Intercollegiate Guideline Network (SIGN,
2018) (https://www.sign.ac.uk/sign-157-delirium.html). It is important to note that this current guideline
is not intended to guide the treatment of delirium.

As an acute, serious, and often short-lived condition, the treatment of delirium generally takes
precedence over the treatment of chronic non-cognitive symptoms. Some of the guiding principles are
the same (need for comprehensive assessment, environmental management strategies, risk benefit
analysis, and a clear review plan for discontinuation) and the risks of psychotropic use are the same, but
the evidence for effectiveness is different.

Whilst non-pharmacological interventions are not within the scope of this guideline, they clearly are

“the other side of the coin” to pharmacological interventions, such that the provision of timely and
appropriate non-pharmacological interventions may obviate the need for medications, or work in tandem
with medications, or allow medications to be reduced once an acute episode of distress has settled. Non-
pharmacological interventions are very broad and Table 2.3 is not intended to be an exhaustive list, or to
rank interventions in any order:

Table 2.3: Examples of non-pharmacological interventions

Music therapy Reminiscence therapy Art therapy Multisensory
stimulation
Reality orientation Validation therapy Aromatherapy Physical activity
Animal-assisted Environmental design Recreational activities Bright light therapy
therapy
Massage/touch Cognitive behavioural Carer interventions Emotion-oriented
therapy therapy

Overall, there is limited evidence on the benefit of various non-pharmacological interventions, with
many studies being small and quasi-experimental. However, evidence suggests that music therapy

and behaviour management training are effective for reducing ‘behavioural disturbances’ (see section
3.1.3 for further information on the evidence reviewed for non-pharmacological interventions).
Environmental design is also an important part of the overall approach. Please refer to “Non-cognitive
Symptoms in Dementia (NCSD): Guidance on Non-pharmacological interventions for Healthcare and
Social Care Practitioners” for detailed evidence and guidance on the indications, choice and use of non-
pharmacological interventions (https://dementiapathways.ie/publications).
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The current management of non-cognitive symptoms frequently involves the use of psychotropic
medications (National Institute of Mental Health, 2012). Defined as substances that affect brain chemicals
associated with mood and behaviour, psychotropic medications include antipsychotics, antidepressants,
anticonvulsants, benzodiazepines and z-drugs. Acetylcholinesterase inhibitors (donepezil, rivastigmine
and galantamine) and memantine are indicated for the treatment of cognitive impairment in dementia
(sometimes termed as “cognitive enhancers”) but are also used for non-cognitive symptoms, and
therefore they are included in the guideline as psychotropic medications.

Although some psychotropic medications have shown modest efficacy in the treatment of some non-
cognitive symptoms, their use has generated controversy within clinical practice due to the increasing
recognition of the adverse side effects associated with their use (Mittal et al., 2011; Tampi et al., 2016).
Furthermore, in terms of the burden of polypharmacy and inappropriate prescribing, psychotropic
medications constitute a significant proportion of culprit medications (Azermai et al., 2013). Inappropriate
prescribing of psychotropic medication is an important and possibly preventable risk factor for adverse
drug reactions (ADRs) in people with dementia, with hospital-based studies indicating that a large
proportion of admission rates are attributable to ADRs (Klarin et al., 2005). Schneider et al. (2005), in a
meta-analysis of randomised placebo controlled clinical trials, noted that antipsychotics were associated
with an increased risk of death when compared with a placebo. Recent evidence from clinical trials

has highlighted the significant adverse effects including stroke and death that are associated with
antipsychotic use in people with dementia (Bjerre et al., 2018).

To summarise the key points:

e [tis estimated that, at best, only 20% of people experiencing non-cognitive symptoms derive
benefit from an antipsychotic (Banerjee, 2009; Maher et al., 2011; Centre for Effective
Practice, 2016).

¢ Antipsychotic usage is considered to triple the risk of developing a stroke (Mittal et al., 2011;
Bjerre et al., 2018).

¢ |tis estimated that about 1 in 100 people with dementia treated with an antipsychotic will die
due to the medication and about 1 in 60 will have a stroke (Banerjee, 2009).

¢ The use of antipsychotic medication in people with dementia was estimated to cause an
additional 1,600 strokes and 1,800 deaths per year in the UK (Banerjee, 2009).

Thus, potentially, more than 80% of people with non-cognitive symptoms who receive antipsychotics
are exposed to a 1:100 risk of death for no potential benefit.

Following the pivotal Banerjee report, the National Health Service in the UK endeavoured to reduce
atypical antipsychotic use in people with dementia by two-thirds.

Antidepressants, such as sertraline, citalopram, mirtazapine and trazodone, and benzodiazepines (as well
as z-drugs) are widely prescribed for people with dementia and depression, anxiety and/or other non-
cognitive symptoms. Additionally, anticonvulsant drugs (used to prevent seizures in people with epilepsy)
are sometimes used to treat symptoms of BPSD, as are acetylcholinesterase inhibitors and memantine.
The evidence to support the use of these medications is unclear at best and presents

a significant challenge to clinicians.
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The risk of adverse events is evident with psychotropic medications. Comparing non-users of psychotropic
medication to people with dementia receiving antipsychotic medications, haloperidol had an increased
mortality risk of 3.8% (95% Cl, 1.0%-6.6%; P < .01); risperidone, 3.7% (95% Cl, 2.2%-5.3%; P < .01);
olanzapine, 2.5% (95% Cl, 0.3%-4.7%; P = .02) and quetiapine, 2.0% (95% Cl, 0.7%-3.3%; P < .01);
antidepressants 12.3% (95% Cl, 8.6%-16.0%; P < .01) (Maust et al., 2015).

The Health Service Executive (HSE) Medicines Management Programme recently published guidance on
the appropriate prescribing of benzodiazepines and z-drugs in the treatment of anxiety and insomnia
(HSE, 2018) (https://www.hse.ie/eng/about/who/cspd/ncps/medicines-management/bzra-for-
anxietyinsomnia/bzraguidancemmpfeb18.pdf). The guidance highlights safety concerns and problems
associated with the use of these medicines including dependency, tolerance and withdrawal.

Despite warnings, the use of antipsychotics for treating people with dementia has increased over the
past two decades (Tampi et al., 2016). Thirty-seven studies on antipsychotic drug use, and 27 studies on
antidepressant drug use, conducted in 12 different European countries, noted that antipsychotic use in
nursing homes ranged from 12% to 59% and antidepressant use from 19% to 68% (Janus et al. 2016). In
the US, it is estimated that 16% of all nursing homes residents are prescribed an antipsychotic (Gurwitz et
al.,, 2017) and 19% in England (Szczepura et al., 2016). A study in the Netherlands showed that prevalence
of antipsychotic prescribing in 1,090 people with dementia was 31% overall, highest in large, urban
facilities with below average staffing levels and poorer resident rating of personal care and recreational
activities (Kleijer et al., 2014).

Irish data on psychotropic prescribing for people with dementia

Unpublished work estimated that nationally, 40% of people with dementia are prescribed an
antipsychotic (Sexton et al., 2015). Of note, this data was derived from the Irish Health Service Executive-
Primary Care Reimbursement Service (HSE-PCRS) community pharmacy claims database, where cognitive-
enhancing drugs were used as a surrogate for a diagnosis of dementia (due to the lack of diagnostic
information on this database), and so people with mild dementia or paradoxically very advanced
dementia would be under-represented (as less likely to be receiving cognitive-enhancing medications).
Another limitation of the HSE-PCRS is the lack of generalisability for those aged <70 years due to more
limited eligibility for the scheme in this age group.

People with dementia in residential care

There is limited information on the prevalence of antipsychotic prescribing in the Irish context, however
one study conducted in a residential care setting found that 30% of residents with dementia were
prescribed an antipsychotic (Shortall, 2012). One small and retrospective study of 14 publicly funded
residential care facilities in Cork, which reported on data collected in 2009, found that 37% of all residents
were prescribed antipsychotic medication (Bermingham et al., 2017). Similarly, a recent feasibility study
in one HSE provided residential care unit (baseline data from end of 2017) found a 44% rate of prescribing
of antipsychotics at baseline (Walsh, 2018).

In admissions to hospital, captured in the 2013 Irish National Audit of Dementia Care in Acute Hospitals
(INAD) audit (see below) from residential care (n=243), 45% were receiving antipsychotic medication
(de Siun et al., 2014). Although any sub-group of a population admitted to hospital may not be entirely
representative of the overall population, there is a consistency in the four sources of data that suggests
the rate of prescribing of antipsychotic medication to people with dementia in residential care in Ireland
may be about 40%, which is substantially higher than the European average of 27%, and the rate in the
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UK of 19% (De Siun et al., 2014).

People with dementia requiring admission to hospital

In another study, conducted in six acute hospitals, 14% of people with dementia (many only diagnosed

as part of the research) were receiving an antipsychotic prior to admission to hospital, compared to 5%
of 450 older people without dementia (Walsh et al., 2016). In addition, 37% of people with dementia
were receiving multiple psychotropic medications. Of note, 70% of the people with dementia in this study
were admitted from home and many had not yet had a formal diagnosis of dementia (i.e. diagnosed de
novo in the research study), which would be expected to be associated with lower prescribing rates of all
dementia-related medications.

The INAD audit (de Siun et al., 2014)
(https://www.ucc.ie/en/media/research/irishnationalauditofdementia/INADFullReportLR.pdf) identified
that antipsychotic drugs were prescribed to 29% of 660 people with known dementia (identified through
national hospital discharge data) prior to acute hospitalisation. This is in contrast to the corresponding
rates of antipsychotic receipt of 15.6% in 2010, then 9.4% in 2012, among people with dementia on
admission to hospitals in England and Wales (Royal College of Psychiatrists, 2011 and 2013), and the 21%
in Northern Ireland (O’Shea et al., 2015). Of note, 19% of the 409 people with dementia admitted to
hospital from home were receiving antipsychotics (de Siun et al., 2014; Gallagher et al., 2016).

People with dementia during hospitalisation

In addition, 41% of acute hospital in-patients with dementia were prescribed an antipsychotic during
hospitalisation in Ireland, one quarter of which were new or additional prescriptions (Gallagher et al.,
2016). In total, 41% of patients prescribed antipsychotic medications before admission were discharged
on higher doses, while 12% of patients not prescribed an antipsychotic before admission were discharged
with a new regular prescription (Gallagher et al., 2016). Concerningly, the indication for any new
antipsychotic medication was only documented in 78% of cases. Where documented, ‘agitation’ was the
most common indication (61%), which, without qualification (severe, with risk of harm to self or others,
or caused by/suspicion of psychosis), is not in itself an appropriate indication for a high risk medication
whose primary indication is for treating psychosis. Assessments for treatable underlying causes of non-
cognitive symptoms were poorly performed — ruling out delirium (45%), or pain (76%), assessing mood
(26%), and seeking information from family about distress-provoking factors (3%) or calming actions (2%)
(Gallagher et al., 2016). Thus, it appears that clinicians were prescribing antipsychotics in hospital without
much evidence of consideration of alternatives.

Adults with intellectual disability

Results from Wave 1 of the intellectual disability Supplement to the Irish Longitudinal study on Ageing
(IDS-TILDA 2009/2010; n= 753 older adults with intellectual disability), indicated that of the 37 people
with reported dementia/Alzheimer’s disease, 40.5% reported antipsychotic use (O’Dwyer et al., 2018b).
Linked to this, 51.4% with reported dementia/Alzheimer’s disease reported a doctor’s diagnosis of an
emotional/nervous or psychiatric condition. At Wave 2 of the study (2013/2014), of the 65 participants
with reported dementia/Alzheimer’s disease who had available medication information, 49.2%

reported antipsychotic exposure and 54.1% reported a doctor’s diagnosis of an emotional/nervous/
psychiatric condition (O’Dwyer et al., 2018b). Information was not established as to whether any of these
antipsychotics were initiated for non-cognitive symptoms or psychiatric morbidities.

The risk of potential harm from inappropriate use of antipsychotics in people with intellectual disability



14 | Appropriate prescribing of psychotropic medication | National Clinical Guideline No. 21
for non-cognitive symptoms in people with dementia

who have dementia is compounded by the potential for idiosyncratic responses to antipsychotics and
other psychotropic medicines due to the presence of organic dysfunction associated with the intellectual
disability (O’Dwyer et al., 2018a).

Due to its progressive nature, as well as the need for a vast array of services, the financial impact of
dementia is considerable. Worldwide, dementia costs over €682 billion, representing 1.09% of global
gross domestic product (GDP) (Trepel, 2010) with this cost anticipated to rise to over a trillion by 2018
(Prince et al., 2015). Direct medical care costs account for approximately 20% of global dementia costs,
while direct social sector costs and informal care costs each account for roughly 40% of costs (Prince et
al., 2015). As a result of increased longevity and ageing populations, the economic burden of dementia
currently ranks higher than stroke, heart disease and cancer combined (Prince et al., 2015). However,
healthcare allocations for dementia care continue to be substantially lower than each of these individual
disease groups (Trepel, 2010).

Dementia is estimated to cost the Irish health service over €1.69 billion annually, with this expected

to increase substantially in the forthcoming years, given dementia prevalence rates and the ageing
population (Pierce et al., 2014). Similar to the global situation, it is estimated that half this cost (48%)

is for informal care (i.e. borne by the person with dementia and their family), while the other half is a
cost to the state, mainly for residential care (43%) rather than healthcare costs (9%) (Connolly et al.,
2014). The “extra” cost of acute hospital care for patients with dementia is due to longer lengths of stay,
estimated to be €200 million per year (Connolly and O’Shea, 2015). It is worth noting that Ireland is
anticipated to have the largest growth in terms of ageing population within all European countries and
hence, diagnoses of dementia are expected to increase substantially in the coming years (Trepel, 2010).
The expected dramatic rise in the resources required for dementia care in Ireland over the coming years
make it a key priority area in terms of health economic planning.

Although psychotropic medications are considered relatively inexpensive in terms of manufacturing costs,
the high frequency of their use in Ireland means their overall cost is not insignificant. The total annual
cost of dementia-related medication in Ireland is estimated to be almost €16 million, of which 85% is
accounted for by ‘anti-dementia’ drugs (i.e. cognitive enhancers), while the estimated combined cost of
antipsychotics, anxiolytics and antidepressants for non-cognitive symptoms is €2.4 million per annum
(Creating Excellence Report, 2011).

However, this cost is only a small part of the true cost of psychotropic medications, if these are prescribed
inappropriately. Thus, there are significant healthcare costs incurred as a direct result of adverse events
e.g. falls, fractures, pneumonia, strokes, and associated hospitalisation/rehabilitation costs. Extrapolating
from UK figures (Banerjee, 2009), there are potentially 100 preventable strokes (50% of which are severe),
and 110 preventable deaths, from antipsychotics alone in Ireland each year (assuming a conservative 20%
of people with dementia in Ireland receive antipsychotics each year), which will double by 2036 unless we
reduce the rates of prescribing.

Unfortunately, it is difficult to estimate other morbidity due to antipsychotics apart from stroke and
death, or to estimate deaths or morbidities due to other inappropriately prescribed psychotropic

medications, such as benzodiazepines and antidepressants. However, 40% of hospital admissions in
people with dementia are reported to be due to psychotropic medications (Gustafsson et al., 2016).
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In addition, there may also be other significant health and social costs arising from inappropriate
psychotropic medications, related to the need for increased social care, including admission to residential
care. A full depiction of these costs is presented in Appendix 5: Economic Assessment.

This guideline addresses the appropriate use of psychotropic medications for non-cognitive symptoms

in people with dementia. The need for this guideline has been outlined in preceding sections. Until

now, no specific guidelines for dementia have been developed in Ireland for the management of non-
cognitive symptoms with psychotropic medications. Presently, clinical practice is sometimes based on
international guidelines, but only where the healthcare professional is aware of these. As was described
in the preceding section, current practice in Ireland seems to over-rely on psychotropic medications, and
the process of prescribing these, including clear documentation of indications for prescribing, where

it has been assessed, could be improved. Although there are many drivers of psychotropic prescribing,
particularly in residential care where overall staff training, numbers and culture are important, many staff
are simply not aware of the risks and lack of benefit of the medications in question (Walsh et al., 2018).

Other countries have seen dramatic reductions in their use of psychotropic medications in dementia
following the implementation of guidelines (Bjerre et al., 2018). In the USA, there was a 33% reduction

in antipsychotic prescribing in residential care from 2012 to 2017 (from 24% to 16.0%), when a

national initiative was launched (Gurwitz et al., 2017). In the UK, there was a large reduction in overall
antipsychotic drug prescription in dementia, from 22.1% in 2005 to 11.4% by 2015 (Donegan et al., 2017),
associated with national monitoring of usage. Within acute hospitals in the UK, the Banerjee report
(2009), in conjunction with the UK National Dementia Strategy (2009), is reported to have resulted in

a 51.8% reduction in the use of antipsychotic medications for hospitalised patients with dementia in
England and Wales from 2008 to 2011 (Gallagher et al., 2016).

Of note, national targets to reduce antipsychotic prescribing have sometimes been associated with a
rise in the prescription of other psychotropic medications, or other ‘work arounds’, such as a surprising
19% rise in the rate of diagnosis of schizophrenia in residential care in the US, assumed to be in order

to recategorise a prescription of an antipsychotic as ‘appropriate’ (Donegan et al., 2017; Westbury,
2017). Our strategy has therefore been to include all psychotropic medications, not just antipsychotic
medications, to reduce the risk of ‘medication switching’; while education, stakeholder support and
culture change will hopefully reduce the risk of ‘diagnosis switching’. Additionally, the focus of this
guideline is on the process of prescribing, not second-guessing the final decision to prescribe or not,
and therefore there is not a fixed ‘target’ for prescribing rates for a particular medication for any service,
sector, or unit.

In one cluster randomised control trial in the UK, a training and support intervention targeting nursing
home care staff across several nursing homes reduced antipsychotic use by 19% in residents with
dementia, without worsening behavioural symptoms. This reduction was sustained for 12 months (Fossey
et al., 2006).

In Ireland, one public residential care unit (where 60-80% of residents have dementia) reports that it
reduced its rate of prescribing of psychotropic medications dramatically between 2016 and 2017, by
introducing a new procedure requiring initial trials of psychosocial interventions prior to medications
(personal communication, 21st November 2017). Prescribing fell from a baseline of 40/160 (25%)
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residents prescribed a benzodiazepine ‘as needed’ to just nine residents at six weeks, with this new
practice maintained over many months (while recorded). Similarly, a gradual, targeted approach to
reducing hypnotics in the same unit led to a reduction in residents being prescribed ‘as needed’ hypnotics
from 18 at baseline to zero, and regular prescriptions falling from 25 to 19.

A recent feasibility study in another 75-bed HSE residential care facility (Walsh, 2019) has shown that staff
are willing to attend education sessions and to improve their practice in this area, with the prescription of
regular antipsychotic medication to the residents with dementia there decreasing from 44% to 36% over
the three-month intervention period, and the absolute number of ‘as required’ psychotropic medications
administered monthly also decreasing. This study has also highlighted some of the practicalities of
implementing the practice change, which have been incorporated into the implementation plan
(Appendix 6). The potential cost avoidance from improved practice is discussed in Appendix 5b (Budget
Impact Analysis).

The National Dementia Strategy (2014) (https://www.gov.ie/en/publication/62d6a5-national-dementia-
strategy/) sets out the Department of Health’s strategy to improve dementia care in Ireland.

The priority action areas for implementation included:

e Better awareness and understanding;

Timely diagnosis and intervention;

Integrated services, supports and care for people with dementia and their carers;
¢ Training and education;
e Research and information systems;

e Leadership.

Under “Timely Diagnosis and Intervention”; the National Dementia Strategy Implementation plan (2015)
stated that “The Health Service Executive (HSE) will develop guidance material on the appropriate
management of medication for people with dementia, and in particular on psychotropic medication
management, and make arrangements for this material to be made available in all relevant settings,
including nursing homes” (Priority Action 2.3). The Clinical Lead of the National Dementia Office was
tasked with developing this guidance material in November 2017.

Similarly, one of the ‘Key Priorities and Actions to Deliver on Goals’ of the HSE Social Care Division’s
Operational Plan in 2016 had been to “Implement a Quality Improvement Initiative in the safe prescribing
of antipsychotic medication in a number of early adopter sites in Older Persons Residential Services

by Quarter 4” (HSE, 2016). Based on this, the division proposed to “develop clinical guidelines on the
appropriate prescribing and management of Psychotropic medicines in long-term care settings for older
people, to ensure that such medicines are managed in line with best practice”.

The “Draft Project Initiation document” was used as an initial basis for developing the guidance, modified
by 1) increasing the scope to people with dementia in any setting, not just residential care units and

2) narrowing the focus from medication “management” (which would include storage, dispensing,
formulations etc.) to “prescribing”. The latter change reflected the core intent within the National
Dementia Strategy, also cognisant that there is a HSE Medicines Management Programme in existence.
This modification was agreed by the National Dementia Strategy implementation monitoring group,
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which is chaired by the Department of Health.

As the GDG was being formed, the utility of a simple “guidance document” was questioned. It was felt
by many parties that such a document being “made available in all relevant settings, including nursing
homes” may not necessarily result in it being read or consulted, and that poorly ‘psychotropic risk aware’
services or facilities may be less likely to use the guidance document. It was also felt that the proposed
strategy for the HSE to distribute the guidance document to private residential care units, where many
of the people with dementia living in residential care reside, would not necessarily lead to its adoption in
this setting in the absence of other resources to change culture and practice.

Thus, in consultation with the National Dementia Strategy implementation monitoring group, a decision
was made to develop a robust Clinical Guideline for the Appropriate Use of Psychotropic Medication for
non-cognitive symptoms in People with Dementia and to apply for this to be endorsed as a NCEC National
Clinical Guideline. This would include an intrinsic implementation plan, key quality improvement metrics,
and associated audit tools, to drive improvements in clinical practice.

The following Irish legislation, policy and guidance documents are relevant to this guideline.

Legislation and statutory guidance:
e Health and Social Care Professionals Act 2005.
¢ Health and Social Care Professionals (Amendment) Act 2012, 2017.
¢ Mental Health Act 2001, 2008.

¢ Health Act 2007 (Care and Welfare of Residents In Designated Centres For Older People)
Regulations 2013.

¢ Mental Health (Amendment) Act 2015.

¢ Assisted Decision-Making (Capacity) Act 2015 (http://www.irishstatutebook.ie/eli/2015/act/64/
enacted/en/html).

Policies and non-statutory guidance

e The Irish National Dementia Strategy (2014) (https://assets.gov.ie/10870/
3276adf5273f4a9aa67e7f3a970d9cb1.pdf).

e HSE Framework for Improving Quality in our Health Service (2016).
e Healthy Ireland — A Framework for Improved Health and Wellbeing (2013- 2025).
¢ The National Positive Ageing Strategy: Positive Ageing Starts Now (2013).

¢ National Carers’ Strategy: Recognised, Supported, Empowered (2012).

¢ National Standards for Safer Better Healthcare (HIQA, 2012).

e National Standards for Residential Services for Children and Adults with Disabilities
(HIQA, 2014).

¢ National Standards for Residential Care Settings for Older People in Ireland (HIQA, 2015).

e Future Health: A Strategic Framework for Reform of the Health Service (2012- 2015).

e HSE National Consent Policy (2017) (https://www.hse.ie/eng/services/list/3/acutehospitals/
hospitals/ulh/staff/resources/pppgs/nationalconsentpolicy/nationalconsentpolicy.pdf).
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e Slaintecare Report (2017) and Implementation Strategy (2018).

e Nursing and Midwifery Board of Ireland’s Guidance to Nurses and Midwives on Medication
Management (2007, under review 2019).

e Health Information and Quality Authority’s Medicines Management Guidance (2015).

In addition, the new Quality Care Metrics (QCM) for Older Persons has a metric for ‘responsive behaviour
support’ (https://healthservice.hse.ie/filelibrary/onmsd/national-guideline-for-nursing-and-midwifery-
quality-care-metrics-data-measurement-in-older-person-services-2018.pdf).

Within this, there are two relevant indicators:

a) there is documented evidence that PRN (as needed) psychotropic medicines are administered as a
last resort only, following review and employment of non-pharmaceutical interventions.

b) a record of all PRN psychotropic medication administered is maintained.

The GDG has liaised with the QCM lead to ensure the psychotropic guideline aligns well with the QCM,
and relevant members of the QCM team received drafts of the guideline during its development.

This guideline aims to provide clear and evidence based recommendations on appropriate prescribing
of psychotropic medication for non-cognitive symptoms in people with dementia for doctors, nurses,
pharmacists and health and social care professionals, working in Ireland, by adapting and adopting
existing international guidelines where relevant, informed by recent empiric evidence, relevant Irish
legislation, and expert stakeholders.

The objectives of this guideline are:
* To facilitate the appropriate use of psychotropic medication for non-cognitive symptoms in
people with dementia, by providing clear, evidence based recommendations.

e To improve the safety of psychotropic medication usage for non-cognitive symptoms in
people with dementia.

* To raise awareness regarding the risk and benefits associated with psychotropic medication
for non-cognitive symptoms in people with dementia.

* To decrease variation, both within and between services and regions, and to guide care to
an appropriate standard across the healthcare system.
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Limitations in translating the evidence to relevant patient cohorts

Individuals that are covered by this guideline are: all adults (18 years and older) with a diagnosis of
dementia, of any type. Although this guideline has been written for the general population of people
with dementia, as it relies on published evidence from studies in general dementia populations, the GDG
didn’t want to exclude people with an intellectual disability in the guideline. Thus, the guideline applies
to people with an intellectual disability and dementia, and where available, we have included specific
evidence. However, clinicians should use discretion and clinical judgement when extrapolating evidence
and recommendations to people with intellectual disability and dementia. Similarly, much of the available
evidence is from studies with people with Alzheimer’s disease, vascular dementia and Lewy body
dementias, and this needs to be remembered when applying the guideline in other dementia types, for
example dementia in Hungtinton’s disease and multiple sclerosis.

Setting
This guideline applies to all settings that provide care for an adult with dementia. Thus, the person with
dementia may be:

¢ living in the community

¢ living in a residential setting (be that private, public, or voluntary; including intellectual
disability and mental health residential services)

¢ in a mental health acute care facility (private, public or voluntary)
¢ in an acute general hospital (private, public or voluntary)

¢ in arehabilitation, respite or transitional care unit.

A person with dementia can transition across many services and sectors, and this guideline applies to
their care in any and all settings. The above list is not exhaustive.

Medication categories

The following medications are within the scope of this guideline (the Anatomical Therapeutic Chemical
(ATC) classification code is shown in brackets):

¢ Antipsychotic medications (NO5A, excluding NOSANO1 Lithium)
e Antidepressant medications (NO6A)

¢ Anticonvulsant medications (NO3A)

¢ Benzodiazepines (NO5BA)

¢ Hypnotics and sedatives including z-drugs (NO5CF), benzodiazepine-derivatives
(NO5CD) and melatonin (NO5CHO01)

e Acetylcholinesterase inhibitors (NO6DA) and memantine (NO6DX), when used for
non-cognitive symptoms.

This guideline does not include recommendations for the use of acetylcholinesterase inhibitors and
memantine as cognitive enhancers within its scope (although NICE guideline recommendations (2018)
are summarised for convenience for clinicians in Appendix 3.5). The guideline scope excludes all other
psychotropic medications that are not listed above e.g. stimulant medications, lithium, etc.
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Intended users

These guidelines are relevant to all doctors, nurses, pharmacists, health and social care professionals,
healthcare assistants, and general support staff involved in the care of people with dementia (e.g.
porters who provide a “specialling service”). However, the primary disciplines involved in prescribing
and administering psychotropic medications are doctors, nurses and pharmacists. These three groups
need to be thoroughly familiar with the recommendations. This National Clinical Guideline has not been
presented in an accessible format and some of language may not be easily understood by a person with
dementia or their family, although they are very welcome to read it. A specific information leaflet for
the person with dementia has been developed to summarise the key content of this National Clinical
Guideline (details of this can be found in Appendix 7). We also encourage people with dementia and
their family to bring this National Clinical Guideline to the attention of doctors, nurses and pharmacists
involved in their care.

When exercising clinical judgement, doctors, nurses, pharmacists and health and social care professionals
are expected to take the guideline recommendations into account, alongside the individual needs,
preferences and values of the person with dementia. Doctors, nurses, pharmacists and health and

social care professionals are expected to facilitate as far as is practicable the person with dementia to
participate in the treatment decision. They are also expected to give effect in so far as practicable to the
past and present will and preferences of the person with dementia.

Doctors, nurses, pharmacists and health and social care professionals should take into account the beliefs
and values of the person with dementia and any other factors which the person with dementia would

be likely to consider if he or she was able to do so. The doctor, nurse, pharmacist and health and social
care professional should where practicable consider the views of any person named by the person with
dementia as a person to be consulted and any Decision Supporter. In ascertaining the will and preferences
of the person with dementia, the doctor, nurse, pharmacist and health and social care professional may
further consider the views of any person engaged in caring for the person with dementia, any person who
has a bona fide interest in their welfare, or other healthcare professionals.

Limits to the scope of the guideline

Table 2.4 outlines important limits to the scope of this Guideline, which should be read by all users of the
guideline.

Table 2.4: Issues that are outside the scope of the guideline

Pre-existing or A person with dementia may have another indication for psychotropic
comorbid mental medication apart from non-cognitive symptoms (e.g. schizophrenia, bipolar
health issues disorder), in which case this guideline does not apply for that medication(s). It

is important for any such indication for psychotropic medications to be clearly
documented in healthcare records and communicated at all transitions of care,
to avoid possible inappropriate discontinuations due to an assumption that the
medication was for non-cognitive symptoms of dementia.

Acetylcholinesterase | Acetylcholinesterase inhibitors and memantine are often used specifically for

inhibitors and cognitive symptoms associated with dementia. This guideline specifically
memantine for considers the evidence for these medications for non-cognitive symptoms and
cognitive symptoms makes recommendations for this indication. (For user convenience, the

recommendations from an existing international guideline relating to cognitive
symptoms is summarised in Appendix 3.5).




| National Clinical Guideline No. 21 |

Appropriate prescribing of psychotropic medication 21
for non-cognitive symptoms in people with dementia

Psychotropic
medication storage,
dispensing,
administration,
formulation and
disposal

The focus of this guideline is on the doctor, nurse, pharmacist and health and
social care professional assessing the potential risk and benefit of psychotropic
medications, involving the person with dementia in decision making, and
following best practice in making and communicating treatment decisions and
plans. The logistics of medication management are not within scope. Clinicians
are referred to existing Medication Management Guidance
(https://www.nmbi.ie/Standards-Guidance/Medicines-Management;
https://www.higa.ie/sites/default/files/2017-01/Medicines-Management-

Guidance.pdf)

Prophylaxis or
treatment of
delirium

Delirium is an acute and life-threatening illness and its treatment takes
precedence over the principles of treatment for chronic non-cognitive
symptoms. Doctors, nurses, pharmacists, and health and social care
professionals are advised to refer to existing international delirium guidelines.
Where a person has documented delirium, the recommendations in this
guideline can be considered temporarily superseded by local delirium
management protocols, until the delirium is fully resolved.

Treatment at end of
life

It is important to clarify that as dementia is currently incurable, all dementia care
is currently palliative and thus this guideline is highly appropriate to a person
who may be receiving palliative care for dementia. In contrast, at the end of life,
meaning the last hours and days of life, medication requirements may change.
The use of certain psychotropic medications, such as benzodiazepines and
antipsychotics, may be required to ensure a comfortable death. Thus, this
guideline ceases to apply at end of life, and doctors, nurses and health and social
care professionals are referred to the Clinical Guideline on End of Life Care,
currently in development.

Non-pharmacological
interventions for
non-cognitive
symptoms or
responsive
behaviours

The guideline does not include non-pharmacological interventions within its
scope, but it was impossible to ignore these altogether, and so a limited review
of the evidence for these is included. This is not intended to be a guide for
doctors, nurses, pharmacists, and health and social care professionals in deciding
when to use certain non-pharmacological interventions, or in selecting between
them. Doctors, nurses, pharmacists, and health and social care professionals are
referred to the National Dementia Office’s companion document, Non-
cognitive Symptoms in Dementia (NCSD): Guidance on Non-pharmacological
interventions for Healthcare and Social Care Practitioners for further
information on non-pharmacological interventions
(https://dementiapathways.ie/publications).

Off-label prescribing

The use of many of psychotropic medications tends to be “off-label” within dementia care (European
Medicines Association, 2008; Kamble et al., 2010). Similarly, it has been reported that nearly 90%

of psychiatric disorders do not have a licenced medication available for treatment, and that atypical
antipsychotic medication is the most commonly prescribed off-label medication in psychiatry practice
(Devulapalli and Nasrallah, 2009).

Off-label use refers to the use of an authorised medicinal product outside the terms of its marketing
authorisation. This can include prescribing the medication for a different indication, or at a different
dose, or in a different form (e.g. crushed), than for which it received marketing authorisation. Of note,
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off-label prescribing is not prohibited by medicine regulations, but does require particular caution by the
prescriber. This practice is safeguarded in legislation in accordance with Medicinal Products (Control of
Placing on the Market) Regulations 2007 (SI 540/2007) as amended.

Medications prescribed off-label can be dispensed by pharmacists and administered by nurses
(Anonymous, 1992). In addition, the Practice Standards and Guidelines for Nurses and Midwives with
Prescriptive Authority (2010; updated 2018) provides guidance on the off-label prescribing of authorised
medicinal products by registered nurse prescribers.
(https://www.nmbi.ie/NMBI/media/NMBI/NMBI-Practice-Standards-Prescriptive-Authority 1.pdf)

The Irish Medical Council Guide to Professional Conduct and Ethics for Registered Medical Practitioners
(2016) does not give specific guidance on off-label prescribing but states that “you must ensure as far as
possible that any treatment, medication or therapy prescribed for a patient is safe, evidence-based and in
the patient’s best interests”
(https://www.medicalcouncil.ie/News-and-Publications/Reports/Guide-to-Professional-Conduct-and-
Ethics-8th-Edition-2016-.pdf).

At the initial meeting of the GDG, the issue of conflict of interest was addressed and documented.
Members of the GDG were requested to complete and sign a conflict of interest form and return to

the co-chairs for review. By definition, all members of the GDG had an interest in the development of

this guideline, and these were quite varied in their context, for example being a potential recipient or a
prescriber of psychotropic medication, being an implementer of the guideline or a person being asked to
follow the guideline. However, there were no personal financial interests, or no personal non-financial
interests beyond those inherent in the person’s role. One member had received financial assistance from
a pharmaceutical company towards a study several years ago that contributed to the evidence (along with
several other sources of evidence). This person did not contribute to the decision related to this particular
topic. Prior to publication of this document conflict of interest forms were resubmitted and reviewed
again by the co-chairs to ensure no new conflicts emerged following guideline development.

The salary for a postdoctoral researcher (0.6 FTE for 6 months) to perform guideline and literature
searching was funded by the National Dementia Office. Two members of the NDO were members of the
GDG (Co-chair and member). In addition, funding was provided by the Department of Health for health
economist support for the Budget Impact Analysis, and for the cost of international guideline agreement
fees.

The GDG agreed that no one existing guideline could be simply adopted for use in Ireland, given the
particular scope of the guideline and contextual factors of the Irish healthcare system. Equally, it would
be time-inefficient to develop a guideline de novo from empiric evidence. Thus, the GDG aimed to
adapt existing international guidelines wherever possible, supplemented by de novo recommendation
development where needed for a particular clinical question.

The ADAPTE principles for guideline adaptation were used to ensure rigour in our adaptation process
(ADAPTE Collaboration, 2009). ADAPTE had a robust development process, and has been used by many
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international guideline development groups, and is the adaptation process suggested within the NCEC
Guideline Developers Manual (2019).

The Flowchart of Guideline Development Process (Appendix 10) outlines the stages of guideline
development and involved three phases (Figure 2.2).

Phase 1: Existing international guideline evidence reviewed and appraised in line
with ADAPTE process (search date 2008-2018)

Phase 2: Systematic search of empiric evidence including systematic reviews, meta analyses and
randomised clinical trials (search date 2015-2018 initially, extended later to 2003-2018 (except for
antipsychotics)), with quality appraisal

Phase 3: Compilation of evidence and formulation of recommendations for inclusion
in the National Clinical Guideline

Figure 2.2: Phases of the evidence review process

The process of guideline development involved several steps:
Step 1: Formulate the key questions
Step 2: Search methodology
Step 3: Screen and appraise the evidence

Step 4: Develop and grade the recommendations

The first meeting of the GDG in December 2017 established the scope of the guideline and the overall
work plan for 2018. At this meeting, the medication classes to be included were agreed, namely
antipsychotics, acetylcholinesterase inhibitors and memantine, antidepressants, anticonvulsants,
benzodiazepines and z-drugs, as these are the most common medications used in clinical practice in this
context. The GDG then met in February 2018 to discuss the key questions for the literature review. It was
agreed that broad focus would be:

(1) What do existing guidelines recommend in terms of best practice with regard to psychotropic
medication in people with dementia for the treatment of non-cognitive symptoms/BPSD? Where
are there gaps or contradictions in the existing guidelines?

(2) What does recent empiric evidence-including systematic reviews, meta-analyses and randomised
controlled clinical trials, published on psychotropic medication use in people with dementia, state to

support or contradict existing guidelines?

These were refined to specific healthcare questions, as presented in Table 2.5.
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Table 2.5: Key healthcare questions
1 a) What is the process that needs to take place when considering the use of psychotropic
medication in a person with dementia, to optimise safety and efficacy?
b) When should pharmacological medication be commenced relative to non-
pharmacological interventions?
2 If psychotropic medication is deemed necessary for the management of non-cognitive
symptoms, what route of administration should be used?
3 What is the efficacy of antipsychotic medication for non-cognitive symptoms? (Which symptoms
or behaviours best respond to antipsychotics?)
4 What are the risks of using an antipsychotic medication in the management of non-cognitive
symptoms?
5 If antipsychotic medication is deemed necessary for the management of non-cognitive
symptoms, which is the most appropriate choice of antipsychotic to use?
6 a) When should a review of a person with non-cognitive symptoms who has commenced
antipsychotic medication occur?
b) What is the process that needs to take place when tapering/withdrawing antipsychotic
medication in the management of non-cognitive symptoms?
7 What is the evidence to support the use of acetylcholinesterase inhibitors and memantine in
people with dementia in the management of non-cognitive symptoms?
8 What is the evidence to support the use of antidepressants in people with dementia in the
management of non-cognitive symptoms?
9 What is the evidence to support the use of anticonvulsants in people with dementia in the
management of non-cognitive symptoms?
10 What is the evidence to support the use of benzodiazepines in people with dementia in the
management of non-cognitive symptoms?
11 What is the evidence to support the use of z-drugs in people with dementia in the
management of non-cognitive symptoms?

In order to frame these questions, the PICOS framework was employed. Appendix 2 includes the
population, intervention, comparator, outcomes, and setting for the searches performed
(Appendix 2.1 to 2.4).

The review was based on a framework by Arksey and O’ Malley (2005) and employed the PRISMA
frameworks (Appendix 2.5 PRISMA Framework for International Guideline Review; Appendix 2.6. PRISMA
Framework for Empiric Evidence).

International guidelines search

A formal literature search was undertaken by a postdoctoral researcher with the necessary skills to
identify applicable published guidelines between 1st January 2008 and 30th March 2018 (10-year span, as
agreed by the Guideline Writing Group).
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The writing group established a list of websites and databases to be searched for guidelines and other
relevant content. The websites included:

¢ National Guideline Clearinghouse (www.guideline.gov)

¢ Guidelines International Network (www.g-i-n.net)

e Agency for Healthcare Research and Quality (AHRQ) (https://www.ahrg.gov/)

e Scottish Intercollegiate Guidelines Network (www.sign.ac.uk)

¢ National Institute for Health and Clinical Excellence (www.nice.org.uk)

The search for guidelines included a hand search of international government sources, professional
medical organisations, and specialised dementia services, as well as nongovernmental bodies (e.g.
Alzheimer’s Association, Alzheimer’s Society), in conjunction with a search of associated databases
(Appendix 2.3: Search Strategy for International Guidelines). The search strategy focused on developed
countries, given the specific geographical, governance and healthcare system similarities to Ireland.

VAN {s VA4 ”

The search utilised keywords “dementia”, “antipsychotics”, “anticonvulsants”, “antidepressants”,

“benzodiazepines”, “acetylcholinesterase inhibitors” and “z-type medication”. Appropriate synonyms were
adopted for each keyword (Appendix 2.3).

A search for existing guidelines was performed using the same keywords in Google search engine; the first
200 hits were screened for eligibility using the pre-defined inclusion/exclusion criteria.

Inclusion criteria:
Guidelines were included if they:
e were written in English
¢ focused on dementia (any type)
¢ included recommendations on non-cognitive and/or behavioural symptoms
¢ were developed for use within countries with a relevant healthcare system for the Irish context

e were published since 1st Jan 2008.

Empiric evidence search

The initial plan was to review empiric evidence since the end date of the search for the most recent
guidelines (i.e. for APA 2016 and NHMRC 2016 guidelines); thus, the initial search period was set from
30th March 2015 to 30th March 2018. Of note, although the updated 2018 NICE guidelines on this topic
were available in draft format for consultation at this time, they were not finalised at the time of our
literature search.

The literature search used the same keywords as the international guideline review (“dementia”,

AN {s ” AN {s

“antipsychotics”, “anticonvulsants”, “antidepressants”, “benzodiazepines”, “acetylcholinesterase inhibitors
and “z-type medication”), with the addition of limits to include only: “systematic review”, “meta-
analysis”, “randomised clinical trial “and “nonrandomised clinical trial” and appropriate synonyms. The
search was an extension of the search strategy used for the American Psychiatric College guidelines
(conducted in 2015) and the Agency for Healthcare Research and Quality (AHRQ) review of Maglione et
al. (2011) (Appendix 2.4: Search Strategy for Empiric Evidence). The search included PubMed, Medline,
EBSCO, PsycINFO, Cochrane DARE (Database of Abstracts of Reviews of Effects), and Cochrane CENTRAL

(Cochrane Central Register of Controlled Trials) databases.

7

Subsequently, the detailed review of existing guidelines revealed gaps in medication coverage compared
to our planned guideline scope (i.e. most existing guidelines focused on antipsychotic medication only).
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Thus, a second, more retrospective search was performed for all psychotropic medications except
antipsychotics, based on literature published from 1st January 2003 to the 30th March 2018.

Inclusion criteria:

¢ randomised controlled trials (RCTs), Cochrane or systematic reviews, or meta-analyses;

* published in peer-reviewed journals;

e published in English;

¢ included adults with any type of dementia, of any severity, in any setting;

¢ focused on the treatment/management of non-cognitive symptoms;

e reported on pharmacological interventions alone or compared pharmacological interventions with
non-pharmacological interventions;

e compared placebo or usual care with psychotropic medication (any classification of drug);

¢ reported on pharmacological interventions, including antipsychotics, antidepressants, cognitive
enhancers, benzodiazepines and z-drugs, anticonvulsants;

e reported on outcomes or adverse effects in people with non-cognitive symptoms.

Evidence was excluded if it was:

e not focused on a population with dementia;

¢ not focused on psychotropic medications (any classification);

e not focused on non-cognitive symptoms (e.g. treating other mental health conditions or delirium);

e focused on cognitive symptoms with no reference to non-cognitive symptoms;

e solely focused on treatments other than pharmacological interventions, including
non-pharmacological or alternative;

e focused on experimental therapies;

* low level evidence including case reports, editorials, and commentaries.

In addition, the bibliographic databases and reference lists of included articles were reviewed for
additional studies. Irrelevant articles were excluded, and potentially eligible articles were categorised by
classification of psychotropic drug.

International guidelines screen and appraisal

The title and abstracts of guidelines were screened by the postdoctoral researcher. Following this, 31
guidelines that met the pre-defined inclusion criteria were read in full, and of these 21 were selected

as being potentially eligible. These were independently reviewed in full by a second reviewer (GDG
member), and following discussion, a final list of eight eligible guidelines was agreed by the two
reviewers. Excluded guidelines at this stage did not focus on dementia or non-cognitive symptoms or
psychotropic medications or were not actually guidelines despite using this term in the title and abstract.
Earlier versions of guidelines that were replaced by a later version of the guideline were also excluded.

In total, eight guidelines were finally eligible for inclusion. A full depiction of this process is presented in
Appendix 2.5.

The eight guidelines were graded for methodological rigour according to the Appraisal of Guidelines
for Research and Evaluation Instrument (AGREE) Il tool (Brouwers et al., 2010). This tool is used
internationally and forms part of the ADAPTE process. Appraisal was performed independently by two
reviewers. Differences of opinions were resolved by mutual consensus. The AGREE Il overall scores for
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included guidelines are included in Appendix 3.1 (Coverage within international guidelines of evidence
related to key questions).

Ultimately, six guidelines were deemed to be of acceptable quality and relevance for inclusion in the
review. Permission was granted from the guideline owners to reproduce their content, including the
adaptations herein. These six guidelines represented a variety of geographical regions including: United
Kingdom (n=2), Australia and New Zealand (n=1), America (n=2), and Canada (n=1). Within these, one
UK guidance document (The British Psychological Society (BPS), 2015) specifically dealt with dementia
in people with intellectual disabilities and was used only to inform the GDG’s consideration of the use
of the new guideline for this population, but this guidance document did not contribute to specific
recommendations.

Two other guidelines do not include formal recommendations (from the American Medical Directors
Association (AMDA), 2013; and Ministry of Health of British Colombia (MHBC), 2012), but these were
reviewed by the GDG to inform the overall evidence and context of the recommendations, and some text
is quoted.

Thus, our recommendations are primarily based on the recommendations from three high-quality existing
guidelines from well-known guideline developers (Table 2.6).

Table 2.6: International guidelines adapted for this National Clinical Guideline

Year Guideline developer Title

2016 National Health and Medical Clinical Practice Guidelines and Principles of Care for
Research Council (NHMRC) People with Dementia.

2016 | American Psychiatric Practice Guideline on the Use of Antipsychotics to Treat
Association (APA) Agitation or Psychosis in Patients with Dementia.

2018 National Institute for Health Dementia Assessment, management and support for
and Care Excellence (NICE) people living with dementia and their carers.

For details of which guideline informed each key question, please refer to Appendix 3.1. The relevant
recommendations within these guidelines were mainly adapted rather than adopted, as indicated in the
relevant sections and related evidence tables in Appendix 3.2. All final recommendations in this current
guideline have a clear link to each relevant guideline recommendation, and to empiric evidence where
relevant.

Empiric evidence screen and appraisal

The title and abstracts of retrieved articles in the empiric literature were reviewed by the postdoctoral
researcher and screened with the inclusion/exclusion criteria. Following this, full text articles were read
by two reviewers to determine those that met the inclusion criteria. The decision on which studies to
include/exclude was performed independently. Disagreements between reviewers were resolved by an
impartial third party.

The Assessment of Multiple Systematic Reviews (AMSTAR) 2 checklist (Shea et al., 2007) was employed
at screening stage for the empiric evidence. Randomised controlled trials (RCTs) were appraised by two
reviewers, using the methodology described by Hawker et al. (2002). This appraisal process is simple
and is particularly suitable for appraising data across different settings and disciplines. Reviews required
a rating of five or greater on the AMSTAR to be included, with RCTs requiring a score of 28/36 to be
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included. Reviews that overlapped with the most recent and comprehensive review were excluded to
avoid double entries.

Data extraction
International guidelines

Data extraction from the included guidelines was initially performed by the postdoctoral researcher,
using a “recommendation matrix table”, and then checked by at least one other member of the Guideline
Writing Group, and discussed by the whole Guideline Writing Group. This table contained key points
from the reviewed guidelines, recorded verbatim, and their recorded strength of recommendation where
available. The grading systems used by the original guidelines are presented in Appendix 9.2.

Empiric evidence

Data from systematic reviews, meta-analyses and randomised controlled trails (RCTs) were extracted
using standardised extraction tables (Appendix 3.2 to 3.4), by two independent data extractors, who met
to resolve any discrepancies.

The draft guideline recommendations were developed by the Guideline Writing Group following the
amassing of all relevant literature, and were discussed in very draft form in April 2018 and then in detail
at a GDG meeting in June 2018, where pre-meeting emailed feedback from GDG members was collated
to guide the discussions. Decisions about which recommendations from existing guidelines to adopt
and/or adapt were based on GDG consensus. In cases where discrepancies existed between guideline
recommendations, newer and more robust guidelines were given precedent, and the supporting evidence
was reviewed to guide the recommendation wording. In cases where no recommendations were suitable
or available, evidence from systematic reviews, meta-analyses and RCTs were used to develop a new
recommendation. Finally, Good Practice Points were developed by the GDG to provide guidance on
important aspects of psychotropic prescribing that had little existing evidence base but were agreed by
GDG consensus.

Each recommendation was assigned a grade for quality of evidence and strength of recommendation
by the GDG, using the GRADE system (Table 2.7 GRADE system - quality of evidence; Table 2.8 GRADE
system - strength of recommendation) (Guyatt et al., 2011; Ryan and Hill, 2016). The quality of evidence
grade reflected the overall level of evidence upon which the recommendation was based, including the
directness of the evidence to the clinical question, and whether further research is likely to change the
recommendation. The strength of recommendation was primarily based on the quality of evidence, but
did take other factors into account, as explained in each relevant section.

The draft guideline was progressed through GDG sub-group meetings in September-October 2018, and

a full GDG meeting in November 2018. Members were asked to verify if any key documents, resources,
bodies or organisations had been omitted. Once the GDG agreed the final recommendations and
supporting text, the guideline document was forwarded to two expert reviewers for consultation and was
sent for national stakeholder review in February 2019 (Appendix 4: Consultation report).
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Table 2.7: GRADE system - quality of evidence
(summarised from the GRADE handbook)

GRADE of quality of the evidence | Description of what this means

High We are very confident that the true effect lies close to that of the
estimate of the effect.

Moderate We are moderately confident in the effect estimate: The true effect
is likely to be close to the estimate of the effect, but there is a
possibility that it is substantially different.

Low Our confidence in the effect estimate is limited: The true effect may
be substantially different from the estimate of the effect.

Very low We have very little confidence in the effect estimate: The true effect
is likely to be substantially different from the estimate of effect

Note: The quality of evidence assigned for each recommendation is based on overall appraisal of the
evidence for the clinical question, rather than the rating of individual studies. The GRADE system takes
into account the following when applying an evidence level: risk of bias in included studies; magnitude of
effect, dose-response gradient, and consistency of effect between studies; imprecision of results;
directness of the evidence to the recommendation in question; publication bias (and confounding effects
in observational studies- not included in this evidence review).

Table 2.8: GRADE system - strength of recommendation
(adapted from the GRADE handbook)

The strength of a recommendation reflects the extent to which the GDG is confident that desirable effects
of an intervention outweigh undesirable effects, or vice versa.

GRADE specifies two categories of the strength of a recommendation, strong and weak (or conditional).
The implications for clinicians are as follows:

Strong recommendation Conditional recommendation
Most individuals should receive the Recognise that different choices will be
recommended course of action. appropriate for different patients, and that you

must help each patient arrive at a management
decision consistent with her or his values and

preferences.
Adherence to this recommendation (Would not usually be suitable as a quality
according to the guideline could be used criterion or performance indicator)*
as a quality criterion or performance
indicator.
Formal decision aids are not likely to be Decision aids may well be useful helping
needed to help individuals make decisions individuals making decisions consistent with their
consistent with their values and values and preferences. Clinicians should expect
preferences. to spend more time with patients when working

towards a decision.

*This sentence added to the GRADE wording for clarity by the GDG
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The GDG membership included a person with dementia and a family member of a person with dementia
(two additional members had to withdraw for personal reasons early in the guideline development
process), to ensure that guidelines were cognisant of relevant views and opinions of people with
dementia and their families. In addition, members of the Guideline Writing Group met with the
Dementia Carers’ Campaign Network in July 2018 and the Eastern Branch of the Irish Dementia Working
Group in Sept 2018 (both meetings were kindly facilitated by the Alzheimer Society of Ireland). This
gave people living with dementia and carers a chance to provide input into and feedback on the draft
recommendations as they were in development, including the language used.

The draft guideline was circulated to relevant organisations and individuals for comment from February
12th to March 14th 2019, accompanied by an invitation letter and a standardised feedback form. A full
list of those invited to review this guideline is available (Appendix 4: Consultation report). A detailed log
was recorded of all submissions received, and any amendments made following the national stakeholder
review process and resulting amendments are also included in Appendix 4: Consultation report.

The final draft guideline was submitted for international expert review. The GDG agreed on two
international reviewers to provide feedback on the draft guideline: Professor Sube Banerjee and
Professor Louise Allan. These reviewers were chosen based on their indepth knowledge of the subject
area and guideline development processes (detailed in Appendix 4). The guideline was reviewed by the
experts, between the 12th February 2019 and the 12th March 2019, informed by a standardised set of
questions (Appendix 4). The GDG carefully considered the comments received from the experts and made
amendments to the guideline as appropriate. These are included in Appendix 4.

The implementation of the recommendations in this National Clinical Guideline by individual doctors,

nurses and pharmacists needs to be supported by an adequately resourced National Implementation

programme, including audit and evaluation, as described in Appendix 5b: Budget Impact Analysis; and
Appendix 6: Implementation plan.

The responsibilities within individual settings for supporting implementation of the recommendations are
detailed in Appendix 6. In addition, each doctor, nurse, pharmacist and health and social care professional
working with people with dementia who experience non-cognitive symptoms should exercise due regard
for these recommendations, while still exercising clinical and professional autonomy in line with their own
professional standards.

The implementation plan in Appendix 6 outlines facilitators and barriers to implementation, and the
specific actions required for successful implementation, along with the responsible parties, expected
outcome, and means of verification of the activity and/or outcome. A logic model is also presented to
summarise the implementation programme (Appendix 6). This National Clinical Guideline will be circulated
and disseminated as described. The guideline will also be available on the NCEC and NDO websites.
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A suite of multi-modal education and training resources, awareness-raising infographics targeting
certain settings and disciplines, and a brief summary version of the National Clinical Guideline,

along with a specific information leaflet for the person with dementia, including a decision making
support tool, and healthcare professional decision support algorithms, will be developed to support
implementation. In addition, a self-audit tool and external audit tool is being developed for each setting
to inform local quality improvement initiatives, and to monitor compliance with implementation of

the recommendations, respectively. The tools that are being developed or are planned for future
development are listed in Appendix 7: Supporting tools.

Successful implementation will require cross-sectoral cooperation and integrated working. It will also
require funding, and this in turn is subject to service planning and estimates processes. The Budget
Impact Analysis in Appendix 5 (part B) demonstrates the likely cost of implementation and the cost
avoidance expected to result from successful implementation.

The monitoring and evaluation plan for this guideline is detailed in Appendix 8: Monitoring and Auditing.

The key implementation process outcomes for this guideline overall, and for specific recommendations,
are listed in the logic model and the implementation table in Appendix 6. A key focus of monitoring and
evaluation will be the reach and impact of the training and education programme. Thus, the National
Implementation Team will monitor the degree to which the guideline is disseminated and available

for use in all clinical areas caring for people with dementia. The aim is that, in acute, residential and
community settings, all doctors, nurses, pharmacists, and health and social care professionals are aware
of the guideline; and that doctors, nurses and pharmacists will have access to the education programme
and be released to participate (or complete the online education module), and will understand, accept
and adopt the guideline. This needs to be monitored during implementation by a combination of
methods, to allow the implementation process to be adapted and tailored to the needs of certain
settings/groups. The success of the education and training programme should also be formally evaluated
at the end of the implementation period, to inform and guide future implementation and maintenance
planning, but also to inform other HSE implementation projects.

The key service outcome for this guideline is a more appropriate prescribing process when considering
psychotropic medications for people with dementia, with an increase in the use of non-pharmacological
interventions as first line for non-cognitive symptoms, a reduction in inappropriate prescribing of
psychotropic medications, and an increase in the practice of review and tapering of antipsychotic
medications. As described in Appendix 8, this will be principally monitored through chart audit.

The key patient-related outcome of successful implementation of this guideline is improved patient
safety, with decreased mortality and morbidity associated with inappropriate prescribing of psychotropic
medications. This will need evaluation through review of adverse event data related to psychotropic
medications in a sample of hospital admissions pre- and post- implementation. The funding of this
evaluation is subject to service planning and estimates processes, with strong consideration of a Health
Service Research award application, or a shared funding application to the Health Research Board Applied
Partnership Award scheme.
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It is important that service outcomes are audited to ensure that this guideline positively impacts on
the care of a person with dementia. This needs to occur in all settings where a person with dementia
is treated, and mainly involves self-audit by the service/facility. For audit criteria see Appendix 8:
Monitoring and Auditing.

In accordance with the NCEC requirements, this guideline, published in 2019, will be considered for
review by the National Dementia Office (NDO) in three years. Any updates to the guideline in the interim
period or as a result of the three-year review will be subject to approval by the NCEC. Updates will be
published on the NCEC webpages and made available also on the NDO website.

Overview

A systematic literature review of economic evaluations examining the effectiveness of pharmacological
interventions for the treatment of non-cognitive symptoms of dementia was undertaken (Appendix

5, Part A). A Budget Impact Analysis (BIA) was then performed of the 5-year cost and cost avoidance/
reduction of implementing the National Clinical Guideline, from the health payer perspective. Please refer
to Appendix 5, Part B, for full details.

Key findings relating to costs
Four key categories of additional resources were costed:

1. Direct implementation costs: The cost of additional staff required for a national
implementation team to support guideline implementation (one coordinator, two national
trainers and part-time administrative support), dissemination/awareness raising costs, and
the cost of developing an online training programme.

2. Auditing and evaluation costs: The resource impact of auditing hospitals and residential units
to monitor the implementation of the guideline, and for evaluation at the end of the
implementation period.

3. Training attendance costs: The cost of local HSE staff attending train-the-trainer sessions.
4. ‘New practice’ costs: Time resource for comprehensive assessment, and multidisciplinary/

decision-making meetings with the person with dementia/Decision Supporter when considering
antipsychotic medication.

The total direct implementation cost over a 5-year cycle is €0.87m- this is an actual cost, necessary for
successful implementation (includes direct implementation and evaluation costs). It is anticipated that
the remaining resources (€5.7m) for local trainer training-up time, audit and assessment and discussion
will be ‘provided within usual service’ and therefore costs will be borne by individual services.

Key findings relating to benefits

If we match the UK reduction in the overall prescribing of antipsychotic medications (best available
estimate) of 48.42% following implementation of policy there (benefit expected from year 2 of our
implementation), we estimate a cost avoidance of €22.7m over 5 years from reduced medication costs
and from reduced health and social care costs related to psychotropic medication adverse events. In



| National Clinical Guideline No. 21 | Appropriate prescribing of psychotropic medication

for non-cognitive symptoms in people with dementia

the USA, there was a 33% reduction in antipsychotic prescribing in residential care following a national
initiative (Gurwitz et al., 2017). Thus, a sensitivity analysis was performed with more conservative 30%
and 20% reductions in prescribing, yielding a cost avoidance of €14.1m and €9.4m, respectively, over

5 years (see summary of sensitivity analysis results in Table 3.2 below). The net cost avoidance is thus
between €2.8m and €16.2m. In reality, this cost avoidance may be lower, due to the exclusion of the
unquantifiable costs of local education to support compliance with the recommendations, but this is
offset by our assumption that no services were currently following “best practice”, whereas it is part of
usual care in some services.

Conclusion

With the caveat that there was scant evidence to guide the modelling of cost avoidance, a reduction
in healthcare costs is anticipated following more appropriate prescribing of psychotropic medications,
linked to the expected associated reduced prescribing of these medications. The cost of providing non-
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pharmacological interventions was not within the scope of this BIA, but is likely to be significant, and this

should be costed in the future.

Table 3.2: Total costs and costs avoided from guideline implementation over a five-year horizon:
baseline and sensitivity analysis (SA)

usual practice

Baseline 48.42% SA 1: 30% SA 2: 20%
National 777,095.15 777,095.15 777,095.15
Implementation?
Direct costs Evaluation? 93,146.01 93,146.01 93,146.01
Sub-total 870,241.16 870,241.16 870,241.16
Audit® 159,230.16 159,230.16 159,230.16
Absorbed into Local Training* 258,019.70 258,019.70 258,019.70

Assessment?®

5,285,809.69

5,285,809.69

5,285,809.69

Sub-total

5,703,059.55

5,703,059.55

5,703,059.55

Total Costs

6,573,300.71

6,573,300.71

6,573,300.71

Cost Avoided®

22,741,003.09

14,095,663.07

9,397,108.72

Net Cost Avoided’

16,167,702.38

7,522,362.36

2,823,808.01

! National implementation officer and 0.5FTE admin support in post for three years; two national trainers for two years; online learning development; GP/community
pharmacist dissemination and awareness activities (see table 1.1 in Appendix 5).

2 evaluation will include two baseline projects, and two end of implementation projects (see table 2.1)
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