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The present review aims to highlight this intricate syndrome, regarding diagnosis, patho-
physiology, etiology, prevention, and management in elderly people. The diagnosis of
delirium is based on clinical observations, cognitive assessment, physical, and neurolog-
ical examination. Clinically, delirium occurs in hyperactive, hypoactive, or mixed forms,
based on psychomotor behavior. As an acute confusional state, it is characterized by a
rapid onset of symptoms, fluctuating course and an altered level of consciousness, global
disturbance of cognition or perceptual abnormalities, and evidence of a physical cause.
Although pathophysiological mechanisms of delirium remain unclear, current evidence sug-
gests that disruption of neurotransmission, inflammation, or acute stress responses might
all contribute to the development of this ailment. It usually occurs as a result of a complex
interaction of multiple risk factors, such as cognitive impairment/dementia and current med-
ical or surgical disorder. Despite all of the above, delirium is frequently under-recognized and
often misdiagnosed by health professionals. In particular, this happens due to its fluctuating
nature, its overlap with dementia and the scarcity of routine formal cognitive assessment
in general hospitals. It is also associated with multiple adverse outcomes that have been
well documented, such as increased hospital stay, function/cognitive decline, institutional-
ization and mortality. In this context, the early identification of delirium is essential. Timely
and optimal management of people with delirium should be performed with identification
of any possible underlying causes, dealing with a suitable care environment and improving
education of health professionals. All these can be important factors, which contribute to
a decrease in adverse outcomes associated with delirium.
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INTRODUCTION
The word delirium is derived from the Latin term delirare, mean-
ing to become “crazy or to rave” (Saxena and Lawley, 2009). It has
been documented in medical literature for more than 2000 years,
with a fairly consistent clinical description (Adamis et al., 2007).
It was reported during the time of Hippocrates, who used the
words phrenitis (frenzy) and lethargus (lethargy) to describe the
hyperactive and hypoactive subtypes of delirium. As a medical
term, delirium was first used by Celsus in the first century A. D.
to describe mental disorders associated with fever or head trauma
(Khan et al., 2009).

A variety of terms have been used in the literature to
describe delirium, including“acute confusional state,”“acute brain
syndrome,” “acute cerebral insufficiency,” and “toxic-metabolic
encephalopathy” (Morandi et al., 2008). However, delirium is now
the preferred term (Gill and Mayou, 2000) and it has been sug-
gested that acute confusional state should be the only accepted
synonym for this syndrome (Lipowski, 1992).

Delirium was standardized for the first time as a clinical entity in
the Diagnostic and Statistical Manual of Mental Disorders, third
edition/DSM-III (APA, 1980). The more recent version of this
manual is now considered to be the gold standard for delirium
diagnosis (CCSMH, 2006; NICE, 2010). Furthermore, this classi-
fication has been designed to be simple and sensitive enough to

detect the presence of delirium in different settings, in particular
among acutely ill and hospitalized elderly patients (Laurila et al.,
2004).

According to the current DSM criteria (APA, 2000), delirium is
characterized by the rapid onset of symptoms that tend to fluctuate
even during the same day with an altered level of consciousness,
global disturbance of cognition or perceptual abnormalities and
evidence of a physical cause, substance intoxication/withdrawal,
or multiple etiologies.

Delirium is a common and serious problem, mainly in hospi-
talized elderly patients (Saxena and Lawley, 2009). Its diagnosis
is based on clinical history, key features observation, and physical
and cognitive assessment (Fearing and Inouye, 2009; Fong et al.,
2009a).

The etiology of delirium is usually multifactorial, resulting
commonly from a combination of predisposing and precipitat-
ing factors (Rolfson, 2002; CCSMH, 2006). Its pathophysiological
mechanisms remain poorly understood, with some evidence for
the contribution of neurotransmission disruption, inflammation,
or acute stress responses (Saxena and Lawley, 2009).

Delirium has also been associated with multiple adverse
outcomes (Siddiqi et al., 2006; Cole et al., 2009). It is
often poorly diagnosed, in particular due to its fluctuating
nature, its overlap with dementia and lack of formal cognitive
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assessment in general hospitals (Cole, 2005; CCSMH, 2006;
Inouye, 2006).

In the management of delirium, non-pharmacological inter-
ventions have been considered the first-line strategy (Fong et al.,
2009a), which includes, initially, the identification of underlying
causes, supportive care (with involvement of family), and manip-
ulation of the environment. In spite of that, prevention strategies
emerge as the most important and cost-effective approaches for
delirium, contributing to the decrease in its frequency, and asso-
ciated poor outcomes (Inouye, 2006; NICE, 2010), namely in
patients with Alzheimer’s disease (Fick et al., 2002), given the evi-
dence that delirium accelerates disease progression, even in cases
where the etiology does not involve any cerebral structural insult.

EPIDEMIOLOGY
Delirium is a common and serious condition among the elderly,
particularly in hospitalized patients, affecting up to 30% of this
patient population (Saxena and Lawley, 2009). Most recent stud-
ies report a prevalence of delirium of 10–31% on admission and an
incidence of 3–29% during hospitalization (Siddiqi et al., 2006).

This risk increases exponentially in intensive care units, with
prevalence rates of up to 80% (Morandi and Jackson, 2011) and
in palliative care units, where it is reported to be as high as 85%
(Casarett and Inouye, 2001). Higher rates are also noted in surgical
settings (Young and Inouye, 2007), with an incidence reported to
range from 10 to 70% after surgery (Guenther and Radtke, 2011),
especially in patients undergoing cardiothoracic surgery, emer-
gency orthopedic procedures (repair of a hip fracture), vascular
surgery, or cataract removal (Saxena and Lawley, 2009). Studies
among elderly people presenting in emergency departments have
reported prevalence rates of 5–30% (Lewis et al., 1995; Elie et al.,
2000; Inouye, 2006).

In spite of long-term care, nursing home residents represent
a vulnerable group, but only a few studies have been carried out
(CCSMH, 2006). In a recent study (McCusker et al., 2011) the
prevalence of delirium has been estimated between 3.4 and 33.3%.
In the community, as expected, the prevalence is lower, ranging
from 1 to 2% (Popeo, 2011).

CLINICAL FEATURES
Based on DSM-IV-TR criteria, delirium is characterized by the
rapid onset of symptoms (usually hours or days) and tends to
fluctuate, with an altered level of consciousness, with an inabil-
ity to focus, sustain or shift attention, and a change in cognition
(such as memory impairment, disorientation, language distur-
bance) or development of a perceptual disturbance that is not
better accounted for by dementia. Moreover, there is evidence from
the history, physical examination, or laboratory findings that the
disturbance is caused by the direct physiological consequences of a
general medical condition, or substance intoxication/withdrawal,
or due to multiple etiologies (APA, 2000).

This definition has the advantage of covering a broad clinical
spectrum, but it also implies great complexity. The areas of neu-
rological function identified are indeed wide and can hardly be
attributed to the activity of discrete cerebral structures. Also con-
troversial is the interpretation that the syndrome is caused by the
ability of different etiological factors to impact on a final common

pathway producing stereotyped clinical consequences (Caraceni
and Grassi, 2011).

Sudden and acute onset and fluctuating course are the central
features of delirium. Therefore, it is important to establish the
patient’s level of baseline cognitive functioning and the course of
cognitive change (Fearing and Inouye, 2009). Symptom fluctu-
ation is unpredictable. They may be intermittent, and are often
worse at night (Cole, 2004).

Consciousness as a brain function allows the awareness of one-
self and of the environment (Fish, 1967) and is characterized by
two main aspects: the level of consciousness and the content of
consciousness (Plum and Posner, 1972). The level of consciousness
reflects arousal and vigilance: being awake, asleep, or comatose.
The content of consciousness, or part of it, is experienced by the
subject as awareness of him or herself and of the environment
when awake and normally alert. The content of consciousness and
cognition can be examined only if at least a certain degree of wake-
fulness and alertness are preserved (Caraceni and Grassi, 2011).

Consciousness should also be considered as a continuum from
full alertness and awareness to coma and its impairment appears
as the primary change in acute organic disorders. In this sense, it
places an important role in the detection of acute disturbances
of brain function, as well as, in the assessment of its severity
(Lishman, 1997).

In delirium, the disturbance of consciousness is one of the ear-
liest manifestations, which often fluctuates, mainly in the evening
when environmental stimulation is at its lowest (Burns et al.,2004).
The level of consciousness may fluctuate between extremes in the
same patient, or alternatively may present with more subtle signs,
such as mild drowsiness, or an impaired level of attention (Sax-
ena and Lawley, 2009). In fact, the patient may appear obviously
drowsy, lethargic, or even semi-comatose in more advanced cases.
The opposite extreme, hyper-vigilance, may also occur, especially
in cases of alcohol or sedative drug withdrawal (less common in
elderly people; Francis and Young, 2011).

Attention is the process that enables one to select relevant
stimuli from the environment, to focus and sustain behavioral
responses to such stimuli, and to switch mental activity toward
new stimuli, reorienting the individual behavior, according to the
relevance of the stimulus (Caraceni and Grassi, 2011). Attention is
a different function from consciousness, but it is dependent on it.
Thus, variable degrees of attention are possible with full conscious-
ness, but complete attention and concentration are impossible
with diminished consciousness. In fact, attention may be patho-
logically decreased in organic states, usually with lowering of
consciousness (Oyebode, 2008).

In delirium, inattention occurs and it is also considered one
of the important cardinal features (Cole, 2005). Usually these
patients are easily distractible by irrelevant stimuli, or have dif-
ficulty keeping track of what was being said during the clinical
interview. Moreover, most of the time, the questions must be
repeated because the individual’s attention wanders (APA, 2000).

Typically there are global or multiple deficits in cognition,
including memory impairment and disorientation. In fact, due
to this inattentiveness, the registration of new information can
be impaired, affecting memory, and orientation functions (Cole,
2004).
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In the first case, the short-term memory is the most commonly
affected (APA, 2000; Longo et al., 2011), but retrieval of stored
information can also be disturbed (Saxena and Lawley, 2009). For
instance, patients can have an inability to remember events in the
hospital or difficulty in remembering instructions (Inouye, 2003).

Disorientation is usually common, first in reference to time and
then to place (Burns et al., 2004). However, it may be considered
not abnormal for an inpatient that has been seriously ill for a long
time, without references of days or months.

The functions of thinking and speaking overlap and cannot be
readily separated from each other, but they are clearly different.
Both can be impaired in delirium (Oyebode, 2008).

Language difficulties and its impoverishment in delirium
patients are probably more related to the disorder of arousal
and attention levels, than a specific cause, or still they may
reveal a thought process alteration. In severe cases of global
impairment, frank confabulation can dominate, leaving little
opportunity to assess language, memory, and thought con-
tent. Often language and speech, including reading, are less
affected than writing, especially in mild or early stages. Few
specific observations on language disturbances found in the
course of delirium are available. In one study, misnaming has
been commonly found, as frequent as observed in demented
patients, but they differed in being more often of the types of
word intrusion and unrelated misnaming (Wallesch and Hund-
saltz, 1994). Word intrusion is in part explained by persever-
ation. The patient repeats a previously uttered word (there-
fore perseverating) rather than the expected word that he/she
is unable to find or pronounce. Unrelated misnaming is the
use of word that wildly differs in meaning from the intended
word and therefore has no relationship with the word appro-
priate for the context, unlike paraphasia (Caraceni and Grassi,
2011).

Another clinical feature is disorganized thinking, manifested
by incoherent speech and rambling or irrelevant conversation,
or unclear or illogical flow of ideas (Inouye, 2006). The patient
may be unable to make appropriate decisions, or execute simple
tasks. Their judgment and insight may be poor and delusions can
also occur in around 30% of the cases (Meagher et al., 2007),
particularly of a paranoid or persecutory nature (Cole, 2004).

Perceptual disturbances have also been described in people
with delirium. These may include illusions and misinterpreta-
tions, which arise from a false impression of an actual stimulus.
For example, a patient may become agitated and fearful, believing
that a shadow in a dark room is actually an attacker. The percep-
tual disturbance can also include hallucinations, where no object
is actually present (Oyebode, 2008). Visual hallucinations are the
most frequent, often occurring at night (Cole, 2004), and in some
cases they can appear during the day as soon as the patient closes
his eyes. The content of the hallucinations tends to be simple,
at times just colors, lines, or shapes (Caraceni and Grassi, 2011).
However, it can include, for instance, dangerous animals or bizarre
images (Saxena and Lawley, 2009).

There are other clinical features commonly associated with
delirium that are not included in the diagnostic criteria (Fearing
and Inouye, 2009). One of them is sleep-wake cycle disturbance,
characterized by an excessive daytime sleepiness with insomnia

at night, fragmentation, and reduction of sleep or complete
sleep-cycle reversal (Inouye, 2006).

Some studies have observed the potential role of these distur-
bances, in particular disordered circadian rhythm (Bachman and
Rabins, 2006) and sleep fragmentation (Kim et al., 2005) as an
important contributing factor to the sundowning syndrome. This
phenomenon has been seen in patients with delirium and is char-
acterized by worsening of disruptive behavior in the late afternoon
or evening. This syndrome may also be due to fatigue and reduced
sensory input toward the evening (Bachman and Rabins, 2006;
Saxena and Lawley, 2009).

Disturbed psychomotor behavior is another clinical feature of
delirium, with unusually increased or decreased motor activity. In
the first case, patients may have restlessness or frequent sudden
changes of position. On the other hand, the patient may also show
sluggishness or lethargy, approaching stupor (APA, 2000).

In these patients, emotional disturbances, such as anxiety, fear,
irritability, anger, depression, and euphoria, may also be seen.
These symptoms are often influenced by factors, such as med-
ical or surgical conditions, personality characteristics, premorbid
psychiatric disorders, or recent life events (Cole, 2004).

According to some authors (Meagher et al., 2008) some caveats
should be taken into account in the discussion of delirium
classification and criteria currently used.

For instance, despite the tendency to make the criteria explicit
according to the specificity of the symptoms of delirium, it must
be remembered that certain clinical situations, hospitalization,
or physical symptoms, such as pain or breathing difficulty, can
give rise to pseudo-delirious symptoms, such as sleep disturbance
(Caraceni and Grassi, 2011).

Moreover, a poor correlation has been shown between the dif-
ferent sets of diagnostic criteria (DSM-IV, ICD-10). In particular, a
study (Laurila et al., 2003) reported different delirium prevalence
rates in elderly people admitted to hospital or nursing homes,
according to the criteria used (24.9% by DSM-IV and 10.1%
by ICD-10). These results clearly indicate that too inclusive or
too restrictive criteria can cause marked differences in estimated
prevalence rates of delirium (Caraceni and Grassi, 2011).

Bearing this controversy in mind, some authors (Watt et al.,
2012) go beyond this criticism of delirium in the DSM-IV cri-
teria. These authors have questioned the notion of delirium as
reflecting an “altered level of consciousness.” As an alternative,
these authors have suggested that delirium reflects the collapse of
cognitive operations (attention, working memory, and executive
functions), in direct proportion to the severity of any confusional
state, and given that these processes are basilar for every other
cognitive process, their breakdown compromises the entire cog-
nitive apparatus (Watt et al., 2012). These processes define a base
for the cognitive pyramid and are functionally deeply interdigitat-
ing, and difficult to neatly separate (Watt and Pincus, 2004). This
perspective is not present in the current DSM criteria.

Another limitation is related to the severity of delirium, which
is inadequately represented in this classification, as the complete
clinical spectrum ranges from very severe deliriums where patients
are minimally conscious, to low-grade encephalopathic states in
a broad continuum, frequently missed by clinicians (Watt et al.,
2012).
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So, according to these authors (Watt et al., 2012), delirium
might belong to a broader category of diseases of conscious-
ness. They have suggested the following as a rough heuristic, with
disorders of consciousness ranging from the most severe to the
least severe: Coma; Persistent Vegetative State; Stupor; Akinetic
Mutism; Minimally Conscious State; Delirium/Confusional States
(Watt and Pincus, 2004). Such taxonomy would provide a contin-
uum, with “gray zones,” or transitional regions demarcating one
disorder from the next. This approach would further allow for
a continuum of severity in relation to delirium itself, which is
currently disregarded in DSM-IV (Watt et al., 2012).

In spite of this, clinical evaluation according to the symptom
phenomenology and the nosographic criteria appears as a refer-
ence standard for the diagnosis of delirium. In addition, the correct
examination of delirious symptoms for epidemiological reasons,
research, and clinical purposes is essential and has been reported
by many authors (Casarett and Inouye, 2001; Breitbart et al., 2009).

SUBSYNDROMAL DELIRIUM
Since the publication of well-established sets of diagnostic crite-
ria, such as the DSM-IV, there has recently emerged a new concept
known as subsyndromal delirium (Voyer et al., 2009).

This condition has been defined as the presence of one or more
core diagnostic symptoms that do not meet the full criteria for
delirium, and where progression to delirium does not occur. The
core symptoms were: inattention, altered level of consciousness,
disorientation, and perceptual disturbances (Levkoff et al., 1996;
Cole et al., 2003).

From a clinical perspective, some authors have suggested an
alternative term: “low-grade confusional state.” This emphasizes
the need to rate the severity of confusional states – mild, moderate,
severe – in opposition to the strict concept of DSM-IV (Watt et al.,
2012). As suggested by Voyer et al. (2009), these criteria, when
applied very literally, produce underestimation of delirium.

Subsyndromal delirium occurs in 21–76% of hospitalized
elderly people (Cole et al., 2008). Prevalence rates of 30–50% have
been reported in intensive care units (Ouimet et al., 2007). In
long-term care elderly residents, with dementia, the occurrence
was 48.4 or 50.3%, depending on the criteria used (Voyer et al.,
2009). A recent cohort study has found that 68 of the 104 res-
idents had incident subsyndromal delirium during 6 months of
observation. The incidence rate was 5.2 per 100 person-weeks of
follow-up (Cole et al., 2011).

The risk factors for subsyndromal delirium are similar to those
for classical overt delirium: advanced age, dementia, and severe
illness. Moreover, this condition has been associated with poor
outcomes, such as a lower cognitive and functional level, increased
length of acute care hospital stay, and decreased post-discharge
survival at 12 months (Cole et al., 2003).

Thus, patients with subsyndromal delirium require identifica-
tion and clinical attention in line with management of delirium in
order to attain the best outcome (Levkoff et al., 1996).

CLINICAL SUBTYPES
Lipowski (1980) was the first author to suggest that delirium
can occur in three clinical forms: hyperactive, hypoactive, and
mixed, based on psychomotor behavior. This classification is not

recognized by DSM-IV or ICD-10 (International Classification of
Diseases; WHO, 1992) diagnostic criteria (Lindsay et al., 2002).
However several studies have confirmed the existence of this
clinical classification (Camus et al., 2000; de Rooij et al., 2005).

In the hyperactive subtype, there is increased psychomotor
activity. Patients show features such as hyper-vigilance, restless-
ness, agitation, aggression, mood lability, and in some cases, hallu-
cinations and delusions (Lipowski, 1980). Behaviors are frequently
disruptive (e.g., shouting or resisting, pulling out the IV tubing)
or potentially harmful (e.g., pulling out catheters). Because of this,
this subtype is the most easily identified (Saxena and Lawley,2009).
Moreover, patients with this form are more likely to be medicated,
in particular with benzodiazepines and neuroleptics (Caraceni and
Grassi, 2011).

In contrast, the hypoactive form is characterized by decreased
psychomotor activity, with the presence of lethargy and drowsi-
ness, apathy, and confusion. Patients become withdrawn, answer-
ing slowly to questions and without spontaneity. Sometimes
patients can also appear to be sedated (NICE, 2010). This is the
most common subtype of delirium in elderly people (Meagher
et al., 2011). In a recent study (Khurana et al., 2011) with hospi-
talized elderly delirious patients, a high prevalence of hypoactive
delirium was found (65%), when compared to the other forms.
However, due to the absence of disruptive and injurious behav-
iors, this subtype can be more difficult to recognize by clinicians
(NICE, 2010; Mittal et al., 2011).

In mixed delirium, patients have symptoms of both the sub-
types mentioned above (Liptzin and Levkoff, 1992). It has been
reported to be the most common type.

Different patterns have been suggested for these three different
forms of delirium. Dissimilar underlying pathogenetic pathways
will determine different management, course, prognosis, and out-
comes (Meagher et al., 2000; de Rooij et al., 2005; Fong et al.,
2009a).

Unfortunately, the literature is inconsistent about which sub-
type has the worse prognosis. However, some authors have sug-
gested there is evidence that the hypoactive form is associated with
a relatively poorer prognosis (Yang et al., 2009) and in a recent
longitudinal study (Meagher et al., 2011), the patients with this
subtype have been significantly more likely to die within 1 month
of study entry.

DIAGNOSIS
Delirium is frequently under-recognized and often misdiagnosed
by health professionals. Between a third and two-thirds of delir-
ium cases go unrecognized (Siddiqi et al., 2006). A recent study
(Han et al., 2009) in an emergency department concluded that the
emergency physicians missed delirium in 76% of the cases.

This under-recognition has been associated with factors such
as the fluctuating nature of delirium, its overlap with demen-
tia and depression, the scarcity of formal cognitive assessment
in general hospitals by routine, under-appreciation of its clinical
consequences, and failure to consider the diagnostic importance
(CCSMH, 2006; Inouye, 2006; Philpot, 2011). Non-detection of
delirium has been also associated with the high prevalence of
the hypoactive form of delirium (Armstrong et al., 1997). Four
independent risk factors for the under-recognition of delirium by
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nurses have been identified: hypoactive delirium, advanced age,
vision impairment, and dementia (Inouye et al., 2001).

A recent survey of trainee physicians in the UK revealed a lack
of basic knowledge about the diagnosis and management of delir-
ium, although they appeared to be aware of its high prevalence in
hospitals as well as its potential clinical significance (David and
MacLullich, 2009).

The diagnosis of delirium remains primarily clinical, without
specific diagnostic tests (Young and Inouye, 2007). In this way,
it is made on the basis of clinical history, behavioral observation
of key features, and comprehensive physical and cognitive assess-
ment (Fearing and Inouye,2009; Fong et al., 2009a). In this context,
understanding and considering its clinical features is crucial for a
correct diagnosis (Inouye, 2006).

Taking into account the acute onset and fluctuating course of
delirium, it is important to establish the patient’s level of baseline
cognitive functioning and the course of cognitive change. In this
way, the diagnosis is made more easily if there has been a prior
assessment of cognitive abilities. In other instances it is neces-
sary, in a clinical interview, to obtain information from the family
members/caregivers and/or medical and nursing staff (Cole, 2005;
Fearing and Inouye, 2009). Moreover, patients should be assessed
more than once during the day, in order to detect a possible
fluctuating path of symptoms.

Inattention is another central feature of delirium. The cogni-
tive assessment should include not only global cognitive screening
tools (e.g., Mini-Mental State Examination – MMSE; Folstein et al.,
1975), but also a measurement of attention (Fearing and Inouye,
2009). There are quick screening instruments for inattention that
are commonly used: Digit Span Test (Wechsler, 1997) and Trail
Making Test A (Reitan, 1958). In this context, it is also important
to note that changes in arousal can affect performance in attention
tests as can other conditions, such as fatigue. Moreover, depending
on the severity of delirium, cognitive tasks can be affected pro-
portionally to attention demands required by the task (Oyebode,
2008).

The level of consciousness is another important aspect of this
evaluation that has to be determined. The Glasgow Coma Scale
(Teasdale and Jennett, 1974) has been classically used to quantify
this level of consciousness.

According to the most recent international guidelines (NICE,
2010), all elderly people admitted to hospital or in long-term
care units should be screened for risk factors of developing delir-
ium and cognitive impairment, using a brief cognitive test (e.g.,
MMSE). If recent changes or fluctuations in cognitive function,
perception, physical function, or in social behavior are identi-
fied in people at risk, a clinical assessment should be carried
out based on the DSM-IV criteria or short Confusion Assessment
Method – CAM (Inouye et al., 1990), CAM (algorithm) to con-
firm the diagnosis. This evaluation should also be carried out by a
trained healthcare professional.

The CAM is a widely used delirium screening instrument,
based on DSM-III-R criteria (APA, 1987). It can be readily used
in routine clinical settings by non-psychiatric medical or nursing
staff with some previous training (Wei et al., 2008). The short
version includes a diagnostic algorithm, based on four cardinal
features of delirium: (1) acute onset and fluctuating course; (2)

inattention; (3) disorganized thinking; and (4) altered level of
consciousness. A diagnosis of delirium according to the CAM
requires the presence of features 1, 2, and either 3 or 4. In crit-
ical care or in the recovery room after surgery, in particular in
patients who are not able to communicate verbally, CAM-ICU (Ely
et al., 2001), an adaptation derived from CAM, should be used
(Luetz et al., 2010; NICE, 2010). Recent review studies (Adamis
et al., 2010; Wong et al., 2010) corroborated this recommenda-
tion, citing evidence to support the use of CAM as a diagnostic
instrument. The use of the Delirium Rating Scale-R-98 – DRS-
R-98 (Trzepacz et al., 2001) has also been suggested as a measure
of delirium symptom severity in effective assessment. This scale
includes three diagnostic items (onset, fluctuation of symptoms,
physical disorder) and 13 severity items (sleep-wake cycle, per-
ceptual disturbances/hallucinations, delusions, lability of affect,
language, thought process abnormalities, motor agitation, motor
retardation, orientation, attention, short-term memory, long-term
memory, visuospatial ability). A high score is indicative of greater
severity.

The identification of underlying causes is crucial in delir-
ium diagnosis (Marcantonio, 2011). Because of that, physical
and neurological examinations are extremely important, helping
to rule out infectious, metabolic, endocrine, cardiovascular, and
cerebrovascular diseases (Fong et al., 2009a).

The diagnostic approach should include the following tests:
complete blood count, blood urea and creatinine levels, elec-
trolytes,blood sugar,C-reactive protein, liver function,and thyroid
function (Cole, 2004; Saxena and Lawley, 2009).

It is also important to identify medication and substance usage,
namely alcohol or benzodiazepines use, which can contribute to
this ailment (Inouye, 2006).

The physical examination should also include the evaluation
of vital signs, with oxygen saturation. The general examination
should focus on cardiac and pulmonary function. Beyond this, a
neurological examination should incorporate the mental status, as
well as focal findings (Marcantonio, 2011).

No laboratory test, brain imaging or other tests are more accu-
rate than clinical assessment (Inouye, 2006). However, they can
be useful to identify possible causes of delirium and correctable
contributing factors. In some situations, brain imaging and elec-
troencephalography (EEG) can be useful, when there is strong
evidence of an intracranial cause, based on clinical assessment
(e.g., change in mental status after a blow to the head) or if focal
neurological signs or seizure activity is detected during physical
examination (Hirano et al., 2006; Saxena and Lawley, 2009).

DIFFERENTIAL DIAGNOSIS
Delirium is frequently confused with dementia (Table 1). Globally,
dementia is characterized by cognitive and functional impairment
and usually follows a chronic deteriorating course, whereas delir-
ium is characterized primarily by inattention and has an acute
onset with a fluctuating course (Meagher et al., 2006). Also, an
abnormal level of consciousness is highly suggestive of delirium,
while in dementia attention and the level of consciousness tend to
remain intact (Fearing and Inouye, 2009; Marcantonio, 2011), at
least until late stages, or in the case of Dementia with Lewy Bodies
(DLB; McKeith et al., 2005).
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Table 1 | Differential diagnoses of delirium and dementia.

Delirium Dementia

Onset Acute Insidious

Duration Hours, days, months Months to years

Course Fluctuating (often worse at night) Chronic, progressive (but stable over the course of the day, except for DLB)

Consciousness Altered (hyperalert, alert, or hypoalert) Alert

Attention Impaired Normal (except in late stages)

Memory Impaired (registration, recent, and remote) Impaired (recent and remote)

Orientation Usually impaired Often impaired

Speech Often incoherent, slow, or rapid Coherent (with mild errors) until the late stage

Thinking Disorganized or incoherent Impoverished and vague

Perception Altered Altered or normal

Hallucinations are frequent (mainly visual) Hallucinations often absent (except in advanced stages or DLB)

Additionally, physical illness or drug toxicity can alone or
together be present in delirium, whereas it is often absent in
Alzheimer’s disease (Saxena and Lawley, 2009).

Although delirium and dementia are often separated clinically
and methodologically, these conditions often occur together, with
prevalence ranges from 22 to 89% in both hospital and community
settings. These clinical situations are also probably highly inter-
related, specifically because both share many pathophysiological
features (Fick et al., 2002, 2009).

Delirium complicates 24–89% of inpatient stays for elderly
patients with dementia (Sampson et al., 2009). Inversely, the avail-
able evidence strongly suggests that delirium increases the risk of
new-onset dementia in the long-term, as much as sixfold at 3 year
follow-up (MacLullich et al., 2009). Also, people with pre-existing
dementia suffer from an acceleration of cognitive decline following
an episode of delirium (Fong et al., 2009b).

However, distinguishing delirium and dementia becomes cru-
cial because the diagnosis of delirium is urgent, as it can be the
first indicator of a serious medical problem (Wahlund and Bjorlin,
1999), which can be treatable, and because it has been associated
with poor outcomes (Siddiqi et al., 2006).

Differential diagnosis with DLB can also be difficult. In both
clinical situations, there is a fluctuating course, altered level of con-
sciousness, as well as visual hallucinations. However, this type of
dementia has a longer duration (months or years) and parkinson-
ian symptoms are common (McKeith et al., 2005). Besides, visual
hallucinations are more complex and persistent in DLB than in
delirium (Cole, 2005).

Depression may also be mistaken for the hypoactive form of
delirium, due to the presence of symptoms such as slowed think-
ing, decreased concentration, and memory impairment. However,
the presentation of depression tends to be insidious, without
fluctuations and the level of consciousness remains unaffected.
Moreover, there is usually a history of previous episodes, and a pre-
dominance of mood symptoms (Cole, 2005; Saxena and Lawley,
2009).

Other less common situations should also be considered, such
as mania and schizophrenia (Saxena and Lawley, 2009). In the
first case, it can be confused with the hyperactive form of delir-
ium, with reduced attention, agitation, and rapid fluctuations.

However, in this situation there are usually previous episodes of
euphoria/mania (Cole, 2005).

In the second case, disturbance of thought can be also present
in both. However, in delirium, these alterations fluctuate and are
often fragmentary and less complex. Thought insertion, very com-
mon in schizophrenia, is unusual in delirium. On the other hand,
schizophrenic delusions are very systematized, bizarre, and not
influenced by the environment, which contrasts with the poor sys-
tematization and environmental influence observed in delirium
(Cole, 2005).

Perception is also affected in schizophrenia, with hallucina-
tions. They are persistent, consistent, and usually auditory, as
opposed to those occurring in delirium, which are predominantly
visual (Saxena and Lawley, 2009).

PATHOPHYSIOLOGY
The pathophysiological mechanisms of delirium remain unclear
(Gofton, 2011). However, current evidence suggests that disrup-
tion of neurotransmission can contribute to the development of
this disorder (Saxena and Lawley, 2009).

The neurotransmitter hypothesis suggests that cholinergic
deficits and dopaminergic excess could be involved in the develop-
ment of delirium (Trzepacz, 2000; Gaudreau and Gagnon, 2005).
Indeed, the cholinergic system has an important role in cogni-
tion and attention (Hshieh et al., 2008), so its impact in the
development of delirium is not surprising. Moreover, drugs with
anticholinergic properties may precipitate delirium, in susceptible
individuals (Trzepacz, 1996). There is also strong evidence sup-
porting the importance of the role of cholinergic deficits in the
development of this condition (Gofton, 2011).

Another important neurotransmitter that could be involved in
delirium is dopamine, since delirium can be a common side effect
of the dopaminergic drugs used in the treatment of Parkinson’s
disease (Trzepacz and van der Mast, 2002). This neurotransmitter
has been related to psychotic symptoms (Ramirez-Bermudez et al.,
2008),which can reinforce the function of these symptoms in delir-
ium, if not the whole syndrome (Hall et al., 2011). Furthermore,
dopamine also has an important role in motor activity, as well
as, cognitive functions, such as attention, thought, and perception
(Trzepacz, 2000), which are affected in this clinical condition.
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Inflammation or acute stress responses are less supported
pathophysiological mechanisms (Fong et al., 2009a). The first has
been inferred from basic and clinical research literature evidence,
supporting the hypothesis that trauma and infection or surgery
can lead to increased production of cytokines (Rudolph et al.,
2008; Cerejeira et al., 2010). This mechanism may induce delir-
ium in susceptible patients (Maclullich et al., 2008). Furthermore,
a recent review concluded that this increase in cytokines plays a
crucial role, specifically in the development of cognitive dysfunc-
tion, observed in delirium (van Munster et al., 2008; Simone and
Tan, 2011).

On the other hand, a recent prospective study (Cere-
jeira et al., 2011) stated that elective hip-replacement surgery
induced a reduction of plasma activity of cholinesterases (acetyl-
cholinesterase – AChE and butyrylcholinesterases – BuChE) and
found lower preoperative activity levels of plasma cholinesterases
in subjects who developed delirium postoperatively.

Another hypothesis is related to cortisol, a hormone of the
hypothalamic-pituitary-adrenal axis, which is part of the body’s
major response to stressful or traumatic insults (Olsson, 1999).
Aging and dementia have been connected with an increase and
duration of cortisol response to stress (MacLullich et al., 2008).
This could explain why high levels of this hormone associated with
acute stress have been hypothesized to precipitate and/or sustain
delirium (Trzepacz and van der Mast, 2002).

Some authors (Watt et al., 2012) have suggested a simple heuris-
tic that all etiologies for delirium emerge due to the deleterious
effect of insults on neural networks supporting large-scale and
highly integrative global cognitive processes involved in attention,
working memory, and executive functions, which depend on the
functional integrity of cortical prefrontal and parietal networks,
as well as specific subcortical structures, such as the basal ganglia,
cerebellum, thalamic nuclei, and the reticular activating system.

According to these authors, “a true understanding of delirium
cannot emerge through simply focusing on single molecules, how-
ever important those particular transmitter systems may be, but
can only come from focusing on the large-scale networks that
underlie organized behavior and thought” (Watt et al., 2012).

RISK FACTORS
The etiology of delirium is usually multifactorial. However, it
can be caused by a single factor, such as alcohol withdrawal or
substance abuse (Burns et al., 2004; Fearing and Inouye, 2009).

Research has identified several consistent risk factors for delir-
ium, which are classified into two groups: predisposing and pre-
cipitating factors. The first one makes the elderly person more vul-
nerable to the development of delirium and the second comprises
acute factors for triggering delirium (CCSMH, 2006). A combi-
nation of these predisposing and precipitating factors appears to
be the rule rather than an exception in delirious elderly people
(Inouye, 1999; Rolfson, 2002).

The most common predisposing factors are: advanced age, male
gender, pre-existing dementia and depression, visual and hearing
impairment, functional dependence, dehydration and malnutri-
tion, polymedication (mainly psychoactive drugs), alcohol abuse
and coexistence of multiple, and severe medical conditions (Saxena
and Lawley, 2009).

Next to increasing age, dementia appears as the second most
frequent risk factor for delirium (Burns et al., 2004; Cole, 2004;
CCSMH, 2006; Inouye, 2006). According to Inouye (2006), the
underlying vulnerability of the brain in patients with dementia
may predispose them to the development of delirium, as a conse-
quence of insults related to the acute medical disease, medication,
as well as environmental factors.

According to Saxena and Lawley (2009), the most common
precipitating factors are: intercurrent illnesses (e.g., infections),
iatrogenic complications, metabolic derangements, primary neu-
rological conditions (e.g., acute stroke), surgery, drugs (particu-
larly benzodiazepines, narcotic analgesics, and drugs with anti-
cholinergic effects (Han et al., 2001). Uncontrolled pain has also
been associated with the development of delirium.

Environmental factors, such as admission to an ICU, use of
physical restraints or bladder catheterization have also been impli-
cated (Brauer et al., 2000; Rolfson, 2002; Cole, 2004; Fong et al.,
2009a; Saxena and Lawley, 2009).

In this context, Inouye and Charpentier (1996) present a model
to predict the development of delirium in elderly hospitalized
patients, with a greater number of or more severe predisposing
factors (use of physical restraints, malnutrition, more than three
medications in the previous day, use of a bladder catheter, and
any iatrogenic event), in association to few precipitating factors.
This model has been considered an excellent framework for iden-
tification of various etiologies of delirium in old age (Rolfson,
2002).

More recently, the guidelines (NICE, 2010) recommend the
identification, in elderly people admitted to hospital or in long-
term care, of the following risk factors: age 65 years old or over,
cognitive impairment (past or present), dementia or both, current
hip fracture, and presence of a severe illness. This identifica-
tion brings the opportunity to change the risk factors for the
development of delirium.

PROGNOSIS
Delirium in both medical and surgical elderly hospitalized patients
has been associated with multiple adverse outcomes that have been
well documented (NICE, 2010).

Overall, delirium has been associated with the increase of hos-
pital stay (Cole and Primeau, 1993; Dubois et al., 2001; McCusker
et al., 2003; Koster et al., 2011; van den Boogaard et al., 2011;
Shi et al., 2012), cognitive decline (Inouye et al., 1998; McCusker
et al., 2001; Jackson et al., 2004; Fong et al., 2009b; Witlox et al.,
2010), functional decline (Inouye et al., 1998; Marcantonio et al.,
2000; McCusker et al., 2001, 2002a), institutionalization (Cole and
Primeau, 1993; Inouye et al., 1998; Witlox et al., 2010), and mortal-
ity (Cole and Primeau, 1993; Cole et al., 2008; Inouye et al., 1998;
McCusker et al., 2002b; Witlox et al., 2010; Koster et al., 2011; Shi
et al., 2012).

In intensive care units, delirium has been shown to be associ-
ated with prolonged duration of mechanical ventilation (van den
Boogaard et al., 2011), longer stay in hospital, and in the ICU
(Dubois et al., 2001; van den Boogaard et al., 2011) as well as
mortality during hospitalization (van den Boogaard et al., 2011).

A systematic review (Siddiqi et al., 2006), with medical elderly
in patients, concluded that this condition had been related to an
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increase of mortality (discharge/12 months), length of hospital
stay, and institutionalization.

More recently, a meta-analysis (Witlox et al., 2010) confirms
that delirium is associated with the increased risk of dementia,
institutionalization, and mortality, independently of important
confounder factors (age, gender, comorbidity, severity of illness,
and baseline dementia).

Fong et al. (2009b) demonstrate that incident delirium accel-
erates the trajectory of cognitive decline in hospitalized elderly
patients with Alzheimer’s disease.

Although traditionally viewing delirium as a transient and
reversible condition, some studies have found evidence that a
significant proportion of patients do not recover from delirium,
presenting persistent symptoms at time of discharge, or beyond
(Levkoff et al., 1992; Murray et al., 1993; McCusker et al., 2002b;
Siddiqi et al., 2006; Cole et al., 2009). According to Cole et al.
(2009), this situation, called persistent delirium, may contribute
to the poor prognosis of delirium. These patients have worse
outcomes (mortality, nursing home placement, function, and cog-
nition), when compared with patients who have recovered from
delirium (Cole et al., 2009; Cole, 2010). In a recent systematic
review (Dasgupta and Hillier, 2010) persistent delirium was asso-
ciated with dementia, medical conditions, severity of delirium,
hypoactive symptoms, and hypoxic illness.

PREVENTION
Due to the adverse outcomes and increased health care costs
that accompany delirium, the interventions to prevent this condi-
tion become crucial for reducing its frequency and complications
(Inouye, 2006). In fact, one-third of delirium episodes could be
prevented (Inouye, 2006; Marcantonio, 2011). Beyond that, the
most recent guidelines (NICE, 2010) have considered delirium
prevention as a cost-effective strategy. These provide a quick ref-
erence guide for preventing delirium in elderly people at risk,
based on a multicomponent and non-pharmacological interven-
tion that addresses a number of modifiable risk factors. First of
all, people at risk of developing delirium (advanced age, suffering
from cognitive impairment/dementia, hip fracture, or severe ill-
ness) should be assessed within 24 h of admission. In this case, the
following 10 precipitating factor groups should be taken into con-
sideration: cognitive impairment and disorientation, dehydration,
and constipation, hypoxia, immobility/limited mobility, infection,
polymedication, pain, poor nutrition, sensory impairment, and
sleep disturbance. Based on this assessment, a trained and multi-
disciplinary team should provide a multicomponent intervention,
taking into account the needs of the person, as well as the clinical
care setting.

The success of a multidisciplinary and multicomponent
approach in prevention of delirium springs from the many causes
in the origin of this condition (Inouye, 2006; Fearing and Inouye,
2009; Salawu et al., 2009).

One of the most important examples of this kind of interven-
tion was the Hospital Elder Life Program – HELP (Inouye et al.,
1999, 2006), which was widely implemented (Marcantonio, 2011).

This intervention was carried out by a skilled interdisciplinary
team and trained volunteers with standardized protocols for a per-
sonalized management of six risk factors (cognitive impairment,

sleep deprivation, immobility, visual and hearing impairment, and
dehydration). The effectiveness of this intervention decreased the
incidence of delirium in 40% of cases and resulted in significantly
fewer days and episodes of delirium.

On the other hand, educational programs targeting health pro-
fessionals have been used alone or as part of multicomponent
interventions, which seems to be crucial for a more appropriate
management of patients with delirium (CCSMH, 2006), from the
primary care level.

In regard to this, Naughton et al. (2005) have studied the effec-
tiveness of multifactorial intervention designed to reduce delirium
and hospital stay in elderly patients, carried out among a group
of physicians and nurses from an emergency department and an
acute geriatric unit. This intervention was shown to contribute to a
decrease in psychotropic medication prescription (benzodiazepine
and antihistamine), delirium prevalence, and hospital stay.

In another study (Tabet et al., 2005), an educational program
for medical and nursing staff on an acute medical ward also con-
tributed to a reduction in delirium prevalence in an intervention
group, compared with a control group. Staff members were also
more likely to correctly recognize this clinical condition.

In this context, a recent review (Teodorczuk et al., 2010) con-
cluded that the majority of educational interventions focused on
delirium prevention and management were shown to be effective
in various healthcare settings. Moreover, this study also recog-
nized that these programs should be carried out by a Liaison Old
Age Psychiatry team, in particular in a hospital setting. This has
been shown to be effective, with an improvement in key outcomes
(Slaets et al., 1997).

MANAGEMENT
Once delirium occurs, non-pharmacological interventions should
be considered as the first-line of delirium management (Cole,
2004; Fong et al., 2009a; Aguirre, 2010). This approach should
address all evident causes, providing supportive care and pre-
venting complications and treating behavioral problems (Inouye,
2006).

As delirium is a medical emergency and requires urgent inter-
vention, the management of this condition must focus initially
on identification and monitoring of underlying causes (CCSMH,
2006; NICE, 2010).

Supportive care remains as another important non-
pharmacological strategy (Young and Inouye, 2007). This includes
close and continuing observation and care from nursing staff,
which should include vital sign monitoring, protecting the
patient’s airway, ensuring nutrition, correction and prevention of
dehydration, attention to oral intake, prevention of aspiration,
encouragement of mobility, and ensuring a good sleep pattern. In
this context, it is also essential to support the patient’s daily care
and encourage self-care (Meagher et al., 1996; Cole, 2005; BGS,
2006; Inouye, 2006; Young and Inouye, 2007; Fearing and Inouye,
2009). The use of physical restraint is always questionable, but may
be necessary to control violent behavior or to prevent the removal
of important devices, such as endotracheal tubes (Marcantonio,
2011). However, it should be avoided, because it has been associ-
ated with worsening agitation and injury, prolonged delirium, and
increased complications (Inouye, 2006; Young and Inouye, 2007).
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Another important factor for the effective management of delir-
ium is the involvement of the family and caregivers by health
professionals. They can help re-orientate, calm, assist, protect,
and support older people. Furthermore, they can also facilitate
effective communication (CCSMH, 2006; NICE, 2010; Marcanto-
nio, 2011). Medical and nursing staff, as well as families, should
know the importance of effective communication in these situ-
ations. This can include strategies such as frequent verbal reori-
entation, clear instructions, and eye contact (Fearing and Inouye,
2009).

Delirium can be a psychologically traumatic experience, not
only for the patients, but also for their family or caregivers (Breit-
bart et al., 2002). In this way, providing support and information
can help throughout this process, as well as encouraging people to
share their experiences (Inouye, 2006).

The education of families and caregivers by health profession-
als about delirium, in particular about its symptoms (especially
disinhibition, agitation, hallucinations, and delusions) becomes
crucial (CCSMH, 2006). It is also important to explain the fluc-
tuating course, explaining that the transitory phases of aware-
ness do not necessarily mean a recovery, because symptoms can
recur. The possible causes of delirium, a possible relation with
Alzheimer’s disease or dementia, as well as treatment options
should also be clearly explained. In fact, this specific inter-
vention can be extremely important to the family, contribut-
ing not only to an improvement of their involvement in the
management of delirium, but also to alleviate the profound
sense of helplessness, incredulity, and anxiety that these mem-
bers can feel during an episode of delirium (Gagnon et al.,
2002).

Environmental manipulation is also recommended as an inte-
gral part of delirium management (NICE, 2010). It may include
the following strategies: ensuring that there is a clock and a calen-
dar in the room; giving the older person frequent verbal reminders
of the time, day, and place; avoiding medical/nursing staff changes;
transferring the patient to an isolated room, if possible; obtaining
familiar possessions from home (e.g., family picture); avoiding
sensory deprivation (e.g., windowless room) or sensory overload
(e.g., too much noise); minimizing sensory impairment (including
vision and hearing loss) by the use of corrective devices.

Pharmacological interventions in delirium should be consid-
ered only in the management of behavioral symptoms, but not for
the basic treatment of this condition (Flaherty et al., 2011). They
can be useful in situations of severe agitation, which interfere with
medical procedures or when the patient puts himself or others,
at risk and when non-pharmacological interventions fail (Inouye,
2006; NICE, 2010; Rathier and Baker, 2011).

In this context, the most recent guidelines (NICE, 2010) rec-
ommend the administration of haloperidol or olanzapine, only for
a short period of time (for a maximum of 1 week or less), start-
ing with low doses and titrating carefully, according to symptom
severity.

In spite of this, the U.S. Food and Drug Administration has
not yet approved any of these agents for the treatment of delirium
(Flaherty et al., 2011).

With the use of antipsychotics one always has to take into con-
sideration one of the most adverse effects of this high-potency
medication: akathisia (motor restlessness), which can be confused
with worsening of delirium (Marcantonio, 2011), or even being
worse it in reality (Francis, 1992; Inouye et al., 2011). Recent evi-
dence indicates that the use of antipsychotics is not safe in elderly
patients, especially in those with dementia. Concerns include the
development of adverse vascular events and death (Mittal et al.,
2011).

On the other hand, the administration of antipsychotics should
be avoided in Parkinson’s disease or DLB (NICE, 2010).

Benzodiazepines have also been recommended, but only in
delirium due to alcohol and benzodiazepine withdrawal, or
neuroleptic malignant syndrome (Lonergan et al., 2009).

The introduction of cholinesterase inhibitors for the treat-
ment of dementia suggested their potential usefulness to improve
symptoms of delirium (Caraceni and Grassi, 2011). How-
ever, there is no specific evidence from controlled trials that
donepezil or rivastigmine are effective in the treatment of this
medical condition (Overshott et al., 2008; Gamberini et al.,
2009).

The plan of discharge from hospital should be handled care-
fully, involving the team of health professionals and the patient,
as well as the family (Saxena and Lawley, 2009). In addition,
as symptoms of delirium can persist (Cole, 2010), a close clin-
ical follow-up after discharge is crucial, especially due to the
poor outcomes associated with this situation (BGS, 2006; Inouye,
2006). This could help identify residual cognitive, social, or
functional problems, modify risk factors and help to reduce
the recurrence of an episode of delirium (Saxena and Lawley,
2009).

CONCLUSION
Delirium is a common neuropsychiatric syndrome, mainly in
elderly hospitalized patients. Despite this, it is frequently under-
recognized by health professionals, due to its fluctuating nature,
its overlap with dementia and the scarcity of formal cognitive
assessment in general hospitals by routine. Once manifested, delir-
ium is associated with increased morbidity and mortality. For
that reason, prevention based on risk factor identification, early
recognition, as well as an effective management, particularly if
based on non-pharmacological strategies, is essential, because of
the prevalence and the adverse outcomes associated with this
disorder.
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