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Abstract

Delirium is a neurocognitive syndrome
correlated with increased risk of hospital-
ization, functional and cognitive impair-
ment, and mortality. Patients under pallia-
tive treatment regime are at higher risk of
developing the syndrome due to their debil-
itated physical condition. In this context
delirium is one of the most frequent compli-
cations, affecting around 85% of people at
the end of the life. It augments the distress
of the expiring individual and their family,
aggravating suffering and compromising
the quality of the life of the terminally ill
people. The aim is to prevent the incidence
of delirium identifying people at risk. If an
episode of delirium occurs, it is essential to
identify it with specific clinical assessment
tools, to assess and to treat reversible causes
in combination with enviromental, psycho-
logical and pharmacological intervention to
control the symptoms. The close supporting
role of the nurse within the family group
confers them a fundamental role in the
recognition and management of delirium. It
is essential to analyse the peculiarities of
assistance for patients under palliative treat-
ment affected by delirium, together with
their family. To provide personalized treat-
ment that offers support, relief and hope,
considering the person as a whole within
the family setting, nurses can use the taxon-
omy of Nanda international classification of
nursing diagnosis (Nanda-I), Nursing out-
comes classification (Noc) and Nursing
interventions classification (Nic).

Introduction

Palliative care aims at the relief from the
symptoms and mental stress of people with
life-limiting illnesses. The goal is to improve
the quality of life for both the person and
their family. The relief from suffering condi-
tions is generally made through multidisci-
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plinary assessment and global approach,
which can alleviate symptoms and meet per-
sonal needs.'? Pain, fatigue, dyspnea, deliri-
um, nausea, vomiting and constipation are
symptoms which can be frequently found at
the end of the patient’s life.?

Delirium is responsible for a high
degree of distress both of the patient and of
the family members.** It is a psycho-organ-
ic syndrome with multifactorial etiologies
characterized by an alteration of the state of
consciousness with a reduced ability to sus-
tain, maintain or shift the attention, with
consequent onset of cognitive and percep-
tive disorders. It develops over a short peri-
od of time (hours or days), it has a fluctuat-
ing trend throughout the day and different
presentation methods, such as hypoactive,
hyperactive and mixed delirium.®

Definition and clinical
phenomenology

Delirium is a complex neurocognitive
syndrome which is one of the most frequent
complication encountered in palliative
care.”

Changes of attention and awareness are
the essential characteristics of delirium.
Attention is the ability to focus mental
activity on environmental or internal stim-
uli, supporting the related behavioral
responses and switch attention towards a
new stimulus.® As regards the alteration of
consciousness a distiction is needed
between content, which is the ability to be
aware of the environment and of oneself,
and level of consciousness, attributable to
the concept of wakefulness.” The distur-
bance develops over a short period of time,
tends to fluctuate in severity during the
course of a day and it is associated to an
additional disturbance in cognition.®

Difficulties in finding right words for
conversation, filled with expressions such as
You know what I mean or synonyms, until
confabulation or even substitutions of letters
with others, are manifestations of cognitive
impairment. Perceptual changes, associated
with confusional state, more frequently pre-
sented as visual, include perceptual distor-
tions, illusions and hallucinations.®

The diagnosis of delirium is based on
clinical assessment and is guided by stan-
dard criteria classified in the Diagnostic and
Statistical Manual of Mental Disorders
(DSM-5), based on the best scientific evi-
dence and experts’ opinions, and in the
tenth edition of the International
Classification of Diseases (ICD-10).'°

Delirium can be classified into different
clinical subtypes on the basis of the psy-
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chomotor activity and the non-cognitive
symptomatology, compared to the usual
model." Three subtypes of delirium, hyper-
active-hyperalert, hypoactive-hypoalert and
mixed type are relevant in a palliative care
context.® Hyperactive delirium, character-
ized by an increase in psychomotor activity,
restlessness, illusions, wandering and emo-
tional lability is the form most frequently
recognized by a casual observer.”
Hypoactive presentation is characterized by
having less psychomotor activity. The
absence of destructive and bizarre behavior,
lethargy, the reduction of vigilance and apa-
thy negatively affect both correct and timely
identification, diagnosis, management and
prognosis.'! Since weakness is often typical
of terminal ill patients, there is the risk that
the hypoactive subtype is misdiagnosed as
depression, fatigue or disease progression.'?

In terminal phases of the oncological or
chronic and non-curable disease, in the last
days and hours of life, delirium?* is the man-
ifestation of multi-organ failure associated
with irreversible impairments.'*

Epidemiology

The risk of presenting delirium varies
depending on the patient’s characteristics
and on the setting of care. Risk for delirium
can be divided into predisposing and pre-
cipitating factors. Patients at high risk of
delirium, because of multiple or severe pre-
disposing factors, can develop delirium
even after exposure to minimal precipitat-
ing factors (Table 1).+1517.18

Delirium, at the end of life, is not only a
phenomenon of the older people, but it can
appear at any age.'? The data of prevalence
and incidence, due to the frequent lack of
recognition and screening, are very variable.
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According to the Canadian Coalition for
Seniors’ Mental Health (CCSMH) guide-
lines up to 85% of terminally ill patients
may experience delirium before they die;
The British Geriatric Society (BGS) states
that more than 30% of elderly hospitalized
patients may suffer from an increase in
prevalence in relation to the patient’s criti-
cality. Prevalence on admission in a pallia-
tive care programme ranges between 13%
and 42%.13

A percentage ranging from one third
and to one half of cases of delirium, not
associated with organ failure or very serious
clinical conditions, is reversible, particular-
ly when they are caused by medication tox-
icity or metabolic abnormalities, with the
exception of the terminal delirium which
occurs in the last few days preceding death.
It may be a consequence of the dying
process and therefore not reversible.*”

Clinical assessment tools

In addition to the standard diagnostic
criteria of the ICD-10 and the DSM-5
(Table 2), several other assessment scales
have been developed,' with the aim of
obtaining an early diagnosis, assessing the
severity and the course of the symptomatol-
ogy.® It is essential to be aware of the
patient’s cognitive performance before
admission or upon admission, evaluated at
the time of taking charge and collecting

information from the family members, in
order to have a baseline reference one can
compare a potential change.!

The Confusion Assessment Method
(CAM), with a sensitivity of 94-100% and a
specificity of 90-95%,' is the most widely
used scale for the screening and diagnosis
of delirium.'® The CAM comprises nine
operationalized criteria and four diagnostic
algorithm items.'"” It can be administered, in
less than 5 minutes, by clinicians and health
workers who have been trained in the
method’.

Another brief test for the screening of
delirium, is the 4A’s Test (4AT), which has

been validated in clinical settings involving
dementia patients. It is easy to administer,
with a sensitivity of 90% and a specificity
of 84%.20

Memorial Delirium Assessment Scale
(MDAS) is a scale designed to assess the
severity of delirium.

It is composed of ten items yielding a
global score ranging from 0 to 30.

The MDAS adequately detects
hypoactive psychomotor subtypes of delir-
ium. However, the assessment of arousal
disturbance can only include reduced level
of consciousness and it does not detect
hyperarousal or hypervigilance.” It is also

Table 1. Predisposing and precipitating factors for delirium at the end of life.

- Age of 65 years or older - Hypoxia

- Dehydratation - [schaemia (Z.e. crebral, cardiac)
- Drug intoxication and polypharmacy - Anaemia

- Co-morbidities - Infection

- Sensory impairment - Metabolic disturbances

- Immobility - Pain

- Malnutrition
- Emotional Stress

- Severe illness/metastatic disease/organ failure
- Urinary or stool retention

- Environmental factors
- Functional status

- Unfamiliar environment

- History of cognitive impairment
- Sleep deprivation

Table 2. DSM-5 and ICD-10 diagnostic criteria.

A. adisturbance in attention (i.e. reduced ability to direct, focus, sustain A
and shift attention) and awareness-reduced orientation to the environment)

clouding of consciousness: reduced clarity of awareness of the
environment, with reduced ability to focus, sustain or shift attention

B. the disturbance develops over a short period of time (usually hours to a B.

few days), represents a change from baseline attention and awareness
and tends to fluctuate in severity during the course of a day

disturbance of cognition, manifested by both: impairment of immediate
recall and recent memory and disorientation in time, place or person

. an additional disturbance in cognition (e.¢. memory deficit, disorientation,
language, visuo-spatial ability or perception)

. the disturbances in attention and cognitive functions are not better
explained by another preexisting, established or evolving neurocognitive
disorder and they do not occur in the context of a severely reduced level
of arousal, such as coma

. at least one psychomotor disturbances among: rapide, unpredictable

shifts from hypo-activity to hyper-activity; increased reaction time;
increased or decreased flow of speech and enhanced startle reaction

. disturbance of sleep or of the sleep-wake cycle, manifested by at least one

among: insomnia; nocturnal worsening of symptoms and disturbing
dreams and nightmares which may continue as hallucinations or illusions

. there is evidence from the history, physical examination or laboratory
findings that the disturbance is a direct physiological consequence of
another medical condition, substance intoxication or withdrawal

(i.e. because of an abuse of drug due to a medication), or exposure to a
toxin or because of multiple etiologies

. rapid onset and fluctuations of the symptoms over the course of the day

" objective evidence from history, physical and neurological examination or

laboratory tests of an underlying cerebral or systemic disease (other than
psychoactive substance-related) that can be presumed to be responsible
for the clinical manifestations in A-D
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designed for repeated daily evaluation and
to capture short-term fluctuations of symp-
toms and to document response to treat-
ment.®

Delirium rating scale-Revised-98
(DRS-R-98) is a severity delirium rating
tool. It consists of a 16-item clinician-rated
scale, with 13 severity items and 3 diagnos-
tic criteria.® It has high inter-rater reliability,
validity, sensivity and specificity to distin-
guish delirium from mixed neuropsychiatric
populations, including dementia, depres-
sion, schizophrenia. It can be used by clini-
cians and other health workers, such as
nurses, who have received an adequate
training, for initial assessment and repeated
measures.®1419

The Family CAM (FAM-CAM) has
also been developed as a validated way of
determining delirium based on reports by
informal caregivers.®

Delirium is identified by clinicians in a
high percentage of cases of delirious
patients, because of its fluctuating nature
and varying behavioral presentations.”!? It
is also due to the lack of formal cognitive
assessment as part of routine screening
across care setting and due to the fact of not
obtaining adequate informant history
regarding the patient’s premorbid level of
cognition and function.'%!?

Management

The philosophy of palliative care is
aimed at a global management of the person
and their family members, alleviating suf-
fering and improving the quality of life until
death.?

First of all it is crucial to establish the
goals of care, preferably with the patient
himself, if not with the family members'4?!

The first aim in the management of
delirium is the identification and treatment
of potential causes,!>!® bearing in mind that
it might have multiple etiologies.?>?

Possible causative factors may be
hypoxia, infection, malnutrition, unman-
aged pain, dehydration and poor renal and
liver function.!? Patient drug therapy should
be carefully reviewed since many medica-
tions such as sedatives and hypnotics, opi-
oids, anticonvulsants, antiparkinsonians,
steroids, antibiotics, selective serotonin
reuptake inhibitors (SSRIs) and drugs with
anticholinergic effects, may be involved in
the onset of acute confusional state.*
However it is not just the medication itself
that affects the alteration of cognitive func-
tion, but rather dehydratation, use of high
doses of drug'® and decreased renal and
liver function, with resulting poor metabo-

[page 38]

lism and excretion that lead to toxic levels
of medications for the organism.'?

Although the identification and treat-
ment of causes is essential, it is not always
possible at the end of life. Drug therapy ori-
ented to treatment of symptoms may be
required.® The incidence of delirium is not
to be reduced, but one operates on gravity
and duration of the episode.? In a review of
the 2012 Cochrane on drug therapy for
delirium in terminal ill patients, Candy et
al. however report that there is insufficient
evidence to drive conclusions on the role of
drug therapy because some drugs could lead
to the worsening of symptoms and to antic-
ipated death.

Antipsychotics are the treatment of
choice to manage the sympotms of deliri-
um, with the exception of alcohol or benzo-
diazepine withdrawal delirium.* It is possi-
ble to distinguish between typical and atyp-
ical antipsychotics. Typical antipsychotics
represent a class of drugs which share the
property of blocking dopaminergic D,
activity; this results in a block of positive
psychotic symptoms. The atypical ones are
chacacterized by a specific pharmacological
property of serotonin and dopamine.®

Haloperidol is the typical antipsychotic
of choice for the management of delirium. It
has a high-potential dopamine-blocking
agent with few anticholinergic side effects,
minimal cardiovascular side effects and no
active metabolites. Compared to other
antipsychotics, it is characterized by a
minor sedative effect.?>2¢ It can be adminis-
tered orally and intramuscularly, but the
dosage indications in the literature are vari-
able?* and must be modified basing on the
patient’s response.®

Benzodiazepines should be considered
as second-line treatment when antipsy-
chotics fail and when consciousness seda-
tion is the aim of the therapy.® In monother-
apy, the use of benzodiazepines should be
limited only to people with hyperactive
delirium caused by withdrawal from alco-
hol or sedative/hypnotics, as in other condi-
tions they should prolong delirium or wors-
en its symptoms. When needed, it is appro-
priate to use benzodiazepines with a short
half-life and no active metabolites. Two
examples are lorazepam and midazolam.
Midazolam has been employed mainly in
the palliative care.® It is in fact the most
commonly used drug for palliative
sedation.!*?” It has the advantage of being
easily absorbed after SC administration, it
features a very fast onset of action and short
elimination half-life (1.9 +/-0.6 hours)
which, allows easily reversible sedation®,
but requires continuous infusion.'

In addition to Hui and colleagues’s
study, comparing the efficacy of haloperidol
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use in association with a single dose of
lorazepam, versus the use of haloperidol
alone, has shown benefits on the control of
agitation for 8 hours without additional neg-
ative effects.?®

Palliative sedation may be started by
clinicians when the patient’s suffering is
believed to be very high and symptoms are
refractory to drugs.>® According to the
Italian Society of Palliative care (SICP)
protocols, delirium should be considered
one refractory symptom and may be there-
fore suitable for palliative sedation in par-
ticular cases.’

Palliative sedation is generally used for
a short period of time (on average 2.8 days
according to SICP). There is no evidence
that the sedation in question affects the
reduction of survival. However it must be
adequately administrated because incorrect
management and pharmacological abuse
can lead to an acceleration of death.?’”

The use of drugs, the level of sedation
and the patient’s distress must be carefully
evaluated several times a day through
assessment scales and reported in the med-
ical records.'*

In all the phases of care it is possible to
use non-pharmacological interventions in
order to prevent delirium or reduce its
severity.* Environments with either too high
or too low stimuli can exacerbate deliri-
um.?¢ The patient should be kept in a quiet
and well lit environment, promoting the
presence of tools that favor orientation in
time and space. To this purpose, it is impor-
tant to avoid sensory deprivation, to pro-
mote ordinary staff’s approaches and to
avoid unnecessary changes of room.”$26

Delirium increases the risk of a patient’s
fall, but the use of physical restraints should
be avoided since it can exaggerate the
severity of delirium symptoms and that of
patient’s personal suffering. The environ-
ment must be therefore free from obstacles,
the bed lowered to ground (if required) and
the presence of family members should be
favored.*”:

Experiences of patients
and caregivers

The distress caused by delirium may
strongly affect the quality of life and the
dignity of the patients, reporting feelings of
terror, isolation, fear and alienation.’3! At
the same time, family members and care-
givers may experience feelings of anxiety,
fear, disappointment, sadness, desperation
or sense of guilt for not having had enough
time to spend with their relatives.$3233

Clinicians must be therefore sensitive to
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the relationship that caregivers and patients
need, helping them to understand, and
express their experiences, concerns and
emotions, maintaining an attitude of empa-
thetic interest, respect and hospitality. The
patient and the caregiver must feel wel-
comed and taken care, thus alleviating dis-
tress and promoting hope.3334

Educational interventions for the family
members help them to take actively care of
the person, providing earlier detection and
treatment of delirium.3? There is evidence that
this has also psychological benefits on the
family and the patient®>3 (Table 3).+1833.35

Nursing cares

Nurses play a key role in the prevention,
detection and management of delirium, as
they are at the front line of care with the
patient.3¢ In order to perform prevention the
nurse must be aware of the diagnostic crite-
ria of the DSM-5, the screening and severity
tools and be able to use them as well.’’
Whenever risk factors or symptoms related
to clinical picture of the delirium are identi-
fied, the nurse must develop, in collabora-
tion with the interprofessional team and the
family, a tailored multi-component preven-
tion plan, including non-pharmacological
intervention aimed at their control.>® The

Nanda International classification
(NANDA-I) of nursing diagnosis includes
delirium syndrome within the

perception/cognition domain, identifying
the diagnosis of Acute Mental Confision
and defining it as a sudden onset of
reversible disorders of the state of con-
sciousness, attention, cognitive functions

and perception that develop in a short peri-
od of time.3® Prevention is the first step of
care. If patients at risk are identified it is
possible to state the nursing diagnosis Acute
Mental Confusion Risk.*® Therefore clinical
assessment should be done and documented
on a daily bases and whenever changes in
cognitive, perceptual, physiological and
behavioral functions are observed and
reported.’ Individualized nursing care
needs to consider personal aspects of the
patients, characteristics of their clinical sta-
tus, their personal life situation and their
preferences to promote their participation in
their decision making.** The care plan must
be changed continuously basing on the
patient’s clinical situation.’” Throughout the
care process, the nurse must establish and
maintain a supportive therapeutic relation-
ship, a helping relationship with the patient
and the family, starting from the individual
psychological and social characteristics.
This will enable the nurse to better under-
stand them and to support their experiences,
concerns and emotions* (Table 4).3840:41

Strategies & search and selection
criteria

Reference articles for processing the
review were selected from databases such
as PubMed, Cochrane, Uptodate and
Chinal, through Google search engine and
the consultation of the Bibliomo catalog.
Priority was given to guidelines, systematic
reviews and meta-analyzes and only publi-
cations from 2004 to 2017 were included. In
addition it has been also inclued the ICD-10
published in 1993.

Conclusions

Delirium is a clinical condition of sig-
nificant relevance and complex manage-
ment in palliative care. Treatment and man-
agement are hindered by frequent undere-
cognition or misdiagnosis, also related to
the variable forms of manifestation. An

Table 3. Educational topics on delirium for the person and the family.

1. Explanation and description of delirium
2. Strategies to prevent delirium

3. Communicative strategies between healthcare staff to improve early detection and management of

delirium

4. Management strategies (assessment scales, pharmacological and non-pharmacological treatments,
ways to communicate and reorient the person with delirium)

5. The role and the benefits of family members’ presence (prevention, monitoring, symptoms

management and emotional support)

6. The importance of sharing with healthcare professionals the experience one is going through

Table 4. Selection of nursing interventions and activities, based on Nursing interventions classification (Nic) taxonomy related to
Nanda-I diagnosis: Acute Mental Confusion and to the result of the Nursing outcomes classification (Noc) Level of delirium taxonomy.

Management of delirium

- Identify the causative factors of delirium

- In agreement with the doctor, start the treatments to reduce or eliminate causative factors of delirium

- Identify and document the delirium clinical subtype (for example hypoactive, hyperactive or mixed)
- Inform the person about what is happening and what may happen in the future

- Administer the drugs for anxiety or agitation, but limit those with anticholinergic side effects
- Promote the visits of significant people, if appropriate

- Ensure a stimulating environment for the person whose disorientation is increased by hyperstimulation
- Act to keep the physical environment and the daily routine constant

- Inform the client about people, place and time, if necessary

- Use environmental stimuli (for example signals, pictures, clocks, calendars) to stimulate memory, reorient and encourage appropriate behavior

- Speak to the patient by calling him by his/ her name when starting an interaction
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interdisciplinary and personalized approach
is required, in order to prevent delirium and
identify its causes when developed.

The management of delirium in people

at the end of life needs also to take into
account the priorities of the care and the
patient’s preferences. In some cases, it
might be appropriate to avoid invasive diag-
nostic tests for the identification of causes
of delirium, focusing only on the palliation
of the symptoms and on improvement of
mental and spiritual well-being.
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