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Making Sense of Delirium  
in the Emergency Department

Editor’s Note
While it may be true that a rose by another name would still smell 

as sweet, there is value to calling things by their correct names. What 
is a good word to describe the agitated and confused patient? There are 
many possible terms, more than 25 by one count, but let us consider the 
term delirium. The word has been in use since the mid-16th century. It 
was derived from two Latin words, de (“away”) and lira (“ridge between 
furrows”). The combination “delirare” literally means to “deviate from 
the furrow.” As used, it meant to deviate or be deranged. Use of the 
word peaked in the second half of the 19th century and declined in the 
20th century as descriptive terms, such as altered mental status, acute 
confusional state, or encephalopathy, came into common use. This is 
partly a shame. The word delirium packs a wallop’s worth of meaning 
into just eight characters. Fortunately, it never went away completely, 
being established in 1966 within the Medical Subject Heading structure 
developed by the National Library of Medicine. The word is undergo-
ing something of a rebirth as clinical investigators are rediscovering its 
utility. The European Delirium Association, the American Delirium 
Society, and the Australasian Delirium Association, professional orga-
nizations formed to study this syndrome, have embraced the term 
delirium.

Delirium and encephalopathy often are used interchangeably in the 
clinical setting as well as in the research and literature. Unfortunately, 
medical diagnosis coding using either ICD-9 or ICD-10 has not kept 
up with modern understanding of this syndrome. Instructions for medi-
cal diagnosis coders often direct using delirium when the symptoms 
result from psychiatric origin and reserve the use of encephalopathy 
for a brain malfunction that is a result of an acute or chronic medi-
cal disease state. This should not be of importance, but the Centers for 
Medicare & Medicaid Services gives the nonspecific behavioral diagno-
sis of delirium a lower severity than the pathophysiological diagnosis of 
encephalopathy. Doing this often enough can begin to affect things like 
risk adjustment, hospital profiling, and payment. How many of you have 
been advised by your coders to use the diagnosis of “acute toxic enceph-
alopathy” as a diagnosis for the agitated and confused patient? I have.  

So back to the beginning. Delirium is a great term. Use it wisely and 
appropriately. You and your consultants know what it means and what it 
implies. Until the medical diagnosis coding and reimbursement system 
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EXECUTIVE SUMMARY
 z Delirium is a process that develops over hours to a few days.

 z The primary cognitive impairment in delirium is that of inat-
tention to the circumstances and environment surrounding 
the patient, as opposed to memory impairment seen in the 
patient with dementia.

 z Clinical features of delirium fluctuate throughout the day; the 
patient may appear normal in between episodes.

 z The most common patient with delirium is an elderly indi-
vidual with comorbidities taking multiple medications.

 z The ED assessment focuses on identifying common precipitat-
ing conditions, such as infections, metabolic abnormalities, or 
adverse drug effects.

 z Neuroleptics (e.g., haloperidol, risperidone) are the preferred 
agents when chemical restraint is required.

 z Admission to the hospital for further investigation, treatment, 
and monitoring of response almost always is required.

gets up to date, use acute toxic 
encephalopathy to ensure appropri-
ate risk adjustment, hospital profil-
ing, and reimbursement occurs. And 
when selecting fragrant roses, I have 
been told to seek out the English 
rose “Lady Emma Hamilton.”

— J. Stephan Stapczynski, MD, 
Editor

Background
On a routine basis, emergency phy-

sicians are charged with the complex 
task of appropriately recognizing 
and managing patients who pres-
ent for medical care with an acute 
change in mental status. Although 
the differential diagnosis for altered 
mental status is broad, the diagnosis 
of delirium poses a unique challenge 
to medical personnel. Despite being 
poorly understood, delirium poses a 
significant clinical burden with an 
estimated prevalence of nearly 10% 
in patients 65 years and older pre-
senting to the emergency department 
(ED).1,2 

Delirium is characterized by a 
change in mental status accompanied 
by inattention with an associated 
fluctuating course. Although no strict 
definition exists, the diagnostic crite-
ria for delirium as outlined in the 5th 
edition of the Diagnostic and Statistical 
Manual of Mental Disorders include:3

• difficulty with attention; the per-
son has decreased ability to focus, sus-
tain, or shift attention;

• difficulty with awareness; the per-
son is not oriented to surroundings, 
circumstance, or environment;

• difficulty with cognition; the per-
son has impaired memory, language, 

or perception, or trouble performing 
visuospatial tasks;

• difficulties in attention, awareness, 
or cognition that are not explained 
better by existing dementia and not 
associated with decreased level of 
arousal, such as stupor or coma (these 
difficulties represent an acute change 
from baseline function, typically 
develop over a few hours to days, and 
fluctuate in intensity over the course 
of the day).

• The history, physical examination, 
or laboratory findings indicate that 
the cause is a direct physiologic conse-
quence of a general medical condition, 
an intoxicating substance, medication 
use, or is associated with more than 
one cause.

Epidemiology
Delirium affects a large number of 

patients within the healthcare system, 
affecting 7-20% upon ED arrival and 
11-42% during hospitalization.4,5 
The financial burden on healthcare 
expenditures related to delirium in the 
United States ranges between $38 bil-
lion and $152 billion, further demon-
strating the importance of this clinical 
entity.6

Understanding the prevalence of 
delirium remains a challenge because 
it often is misdiagnosed and under-
recognized. Studies evaluating physi-
cian identification of delirium in the 
ED demonstrate accurate diagnosis 
in only 16-35% of cases. Furthermore, 
research is fairly limited, because it 
often excludes a significant number 
of delirious patients who are unable 
to communicate or cooperate with 
research protocols.7,8

The inpatient hospital setting 
reflects the primary source of epide-
miologic data for delirium. Upwards 
of 30-40% of hospitalized elderly 
patients will develop delirium at some 
point during their hospitalization.9 
This estimate significantly increases in 
the intensive care unit (ICU) setting, 
with delirium affecting nearly 70% of 
ICU patients.10 Notably, the disease 
state persists outside of the hospital, 
as elderly patients typically receive 
continued medical care after discharge 
from hospitalization. Prospective data 
indicate that delirium is diagnosed 
routinely in hospice units and post-
acute care facilities.11,12

Etiology
Delirium is widely accepted as a 

multifactorial process that represents 
a unique interaction between vulner-
able patients, typically older with a 
number of comorbid chronic diseases, 
and exposure to precipitating factors 
or noxious stimuli.13 Because delirium 
manifests as a sudden change in brain 
function potentially due to multiple 
factors, it is also known as “acute 
toxic-metabolic encephalopathy.” 
Although the acute confusional state 
may occur in the younger, healthier 
patient population, it is important 
to recognize that these patients fre-
quently are subject to higher amounts 
of noxious stimuli before the develop-
ment of delirium. 

Prospective data from validated 
studies exploring the precipitating 
factors for delirium have identified 
many risk factors. Table 1 illustrates 
the most common predisposing 
factors in patients diagnosed with 
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delirium on admission in the clinical 
setting.14

Because delirium remains a diag-
nostic challenge, physicians should 
remember the complex interplay 
between patient risk factors and expo-
sure to adverse stimuli. Identifying 
high-risk and vulnerable patients (i.e., 

those with risk factors for delirium) 
on presentation can heighten sus-
picion for making the appropriate 
diagnosis. 

Pathophysiology
The mechanism by which delirium 

occurs is poorly understood and 

highly variable, as multiple disparate 
etiologies may lead to a confused state. 
Therefore, it is unlikely that there is 
one common pathway that helps to 
explain the events that precipitate the 
acute confusional state. It has been 
difficult to elucidate the biological 
basis for delirium. Human studies 
are challenging to perform because 
of the variable nature of the disorder. 
Furthermore, animal models have 
been unable to clarify the mechanism 
behind delirium. Despite this, sev-
eral conventionally accepted theories 
help form the basis of our limited 
understanding of the pathophysiology 
behind delirium.

Neuronal Aging Hypothesis

As people age, their brains undergo 
significant changes, including altera-
tions in neurotransmitter levels, 
decreased cerebral blood flow, changes 
in intracellular conduction, and neu-
ronal loss.15 Age alone is a clear inde-
pendent risk factor for delirium in a 
hospitalized setting, with a 3% risk for 
patients younger than 65 years of age 
to 36% risk for patients older than 75 
years of age.16 Compounding this risk 
is the increased prevalence of demen-
tia with age, which may be the stron-
gest risk factor for the development of 
delirium, specifically in hospitalized 
patients.17

Neuroinflammatory Hypothesis

At its core, delirium is a disrup-
tion in a patient’s ability to maintain 
proper attention to his or her sur-
roundings. Activation of the inflam-
matory cascade due to systemic illness 
results in release of mediators of 
inflammation throughout the blood-
stream that activate downstream 
inflammatory changes within the 
brain. These alterations in the central 
nervous system induce neuronal dys-
function, which manifests clinically as 
the behavioral and cognitive changes 
seen in delirium.18 

Neurotransmitter Hypothesis

Data from limited animal and 
clinical studies have supported the 
notion that neurotransmitter abnor-
malities result in the delirious state. 
(See Figure 1.) Acetylcholine has 

Table 1. Leading Risk Factors for Delirium From Validated 
Predictive Models

• Pre-existing dementia
• Underlying cognitive impairment
• Baseline functional impairment
• Pre-existing visual impairment
• History of alcohol misuse
• Advanced age (> 70 years of age) 

Figure 1. Commonly Implicated Neurotransmitters  
in Delirium

Serotonin
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been implicated as a critical neu-
rotransmitter involved, as reduced 
levels of cholinesterase have been 
correlated with the development 
of an acute confusional state.19,20 
Anticholinergic medications are well 
known to have an adverse effect of 
confusion, particularly in the elderly. 
This further supports the notion that 
impaired acetylcholine transmission 
may result in the cognitive deficits 
seen in delirium.

Although acetylcholine remains the 
most well-studied neurotransmitter 
involved in delirium, other neuro-
nal systems have been implicated. 
Cerebrospinal fluid of patients with 
delirium has demonstrated alterations 
in the expected amount of serotonin, 
norepinephrine, and gamma-amino-
butyric acid (GABA).21

Risk Factors
Given the complexity behind the 

pathogenesis of delirium, it is not 
surprising that there is a wide array of 
risk factors. Underlying brain disease 
remains the most common predispos-
ing risk factor. Dementia, stroke, and 
Parkinson’s disease have been reported 
in nearly half of diagnosed delirium 
cases in older patients.22

In addition to risk factors, several 
precipitating factors of delirium 
have been identified. (See Table 2.) 
Importantly, elderly patients are at 
highest risk because they often are 
subject to several predisposing risk 
factors and precipitating factors 
simultaneously. 

Clinical Presentation
The complexity of the pathogenesis 

behind delirium results in a clinical 
presentation that is varied and some-
times difficult to recognize. Because 

no diagnostic imaging or laboratory 
test exists, historical features and 
physical exam are the basis for clinical 
diagnosis. 

Delirium is marked by a disturbance 
of consciousness with altered cogni-
tive functioning. In contrast to other 
neurobehavioral syndromes, delirium 
typically presents with acute onset and 
fluctuation of symptoms throughout 
the day. Delirium typically develops 
over hours to days, making the tem-
poral nature of symptoms important 
to evaluate during history taking. 

The earliest presentation of delirium 
will be a change in the level of aware-
ness of a patient. Disturbances in 
cognition and executive functioning 
can present on a spectrum from subtle 
changes to profound deterioration of 
a patient’s baseline mental status. This 
poses a unique challenge to emer-
gency physicians, as patients typically 
are not well known to them from pre-
vious clinical encounters. 

Cognitive difficulties, such as disori-
entation and memory loss, often are 
evident when examining mental status. 
Perceptual changes, such as hallucina-
tions or delusions, can make eliciting 
pertinent historical features of the 
syndrome difficult to assess. Although 
time in the ED is limited, providers 
may need to employ frequent re-evalu-
ations and assessments of mental status 
to assess for any dynamic changes.

History taking from patients 
may be severely limited because of 
depressed mental status, confusion, 
or disorganized thought processes. 
Therefore, collateral information from 
family, caregivers, or other individuals 
well known to the patient is incred-
ibly important to understanding the 
patient’s clinical presentation when 
delirium is suspected.

Experts typically characterize 
delirium as having three subtypes: 
hyperactive, hypoactive, and mixed. 
Hyperactive delirium is marked by 
heightened arousal with concomitant 
agitation, restlessness, and increased 
motor activity. In contrast, hypoactive 
delirium is characterized by lethargy, 
and incoherent and slowed speech, 
with associated psychomotor slow-
ing. A mixed state delirium combines 
features of hyperactive and hypoactive 
delirium.23-25 

Differential Diagnosis
Although most frequently seen in 

the elderly or critically ill, delirium 
can present in any patient regardless 
of medical or psychiatric comorbidi-
ties. Careful evaluation of history and 
physical findings can point in the 
direction of delirium, but physicians 
should maintain a broad differential 
of other medical conditions that may 
present with a similar acute confused 
state. While beyond the scope of this 
review, physicians should methodi-
cally consider treatable and reversible 
causes that may have precipitated 
the delirium with a patient-centered 
approach. 

After consideration of etiolo-
gies such as underlying infection, 
intoxication/withdrawal syndromes, 
medication adverse effects, and other 
metabolic derangements, the clinician 
should consider additional neurocog-
nitive disorders that present similarly 
to delirium but are distinct entities. 

Dementia
Dementia shares many similar 

features with delirium, and distin-
guishing the two disorders is of sig-
nificant clinical importance. Since 
both diagnoses present with cognitive 
dysfunction and limited physical exam 
findings, key elements of the history 
can help guide the diagnosis. Table 
3 compares important findings that 
can help distinguish delirium from 
dementia. 

It is important for physicians to 
recognize and be familiar with the 
different types of dementia syn-
dromes. Cognitive impairments, such 
as disturbances in memory, along with 
difficulties in executive functioning 

Table 2. Common Precipitating Factors of Delirium

• Polypharmacy (e.g., medications, side effects, and toxins)
• Illicit substances/drug use 
• Infections
• Metabolic abnormalities
• Underlying central nervous system pathology
• Systemic organ failure
• Environmental exposures (e.g., hypothermia, electrical burns)  
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hallmark each, which are briefly 
described below.

Alzheimer’s Disease

Most cases of dementia are 
caused by Alzheimer’s disease, 
which typically occurs in adults 
older than 65 years of age. Insidious 
changes in memory prevail as 
the initial clinical manifestation. 
As the disease progresses, other 
cognitive disturbances, includ-
ing impaired executive function-
ing and neuropsychiatric changes, 
tend to develop. The disease is 
progressive, although rates of pro-
gression are highly variable. The 

pathophysiology remains elusive, 
but prevailing theories involve 
abnormal protein deposition within 
the brain.

Vascular Dementia

Damage to the vasculature of the 
small vessels that supply the brain 
serves as the antecedent event for 
vascular dementia. The disease course 
tends to be step-wise, with a gradual 
loss of cognitive functioning after 
continued ischemic damage to the 
brain. Symptoms typically begin 
after the first clinically significant 
stroke and tend to progress gradually 
thereafter. 

Lewy Body Dementia
Classically, this type of dementia 

is found in patients with Parkinson’s 
disease and is the result of abnormal 
deposition of the alpha-synuclein 
protein in the brain. This dementia 
syndrome features prominent visual 
hallucinations in addition to memory 
impairment. 

Psychiatric Disorders
Psychiatric illness may present 

similarly to delirium, and historical 
features can help differentiate the 
two. Depression can manifest with 
considerable deficits in attention 
and concentration that often cause 
impairment in the daily function-
ing of affected patients. Additionally, 
psychotic features associated with 
mood disorders may mimic the hal-
lucinations seen in delirium. Changes 
in motor activity can be seen in major 
depressive disorder, with psychomo-
tor slowing being a common physical 
manifestation. Although depression 
may not be diagnosed by emergency 
physicians frequently, knowledge of 
the diagnostic criteria for depression 
is important. (See Table 4.) 

Sundowning is a phenomenon that 
has been described in institutional-
ized patients or those who have been 
hospitalized for prolonged periods of 
time. Patients exhibiting sundown-
ing will have behavioral deterioration 
similar to delirium in the evening 
hours that appears to improve during 
the daytime.27 

Table 3. Key Clinical Features of Delirium and Dementia

Feature Delirium Dementia

Temporality of symptoms Acute (hours to days) Gradual (months to years)

Attention Impaired Normal (impairment seen in severe cases)

Alertness Fluctuates Normal

Psychomotor changes* Present Absent

Orientation Impaired Impaired
Memory Impaired Impaired
Perception Hallucinations Generally intact (impairment seen in severe cases)
* Either a slowing down of thought and a reduction of physical movements, or accelerated thoughts and speech often accompanied by 
unintentional and purposeless motions 

Adapted from: Rosen’s Emergency Medicine: Concepts and Clinical Practice26

Table 4. Criteria for Depression

Five or more of these clinical features occurring most every day over 
a two-week period:

• Mood: sad or depressed, most of the day, nearly every day
AND/OR

• Interest or pleasure: loss of interest or pleasure in most all activities, 
most of the day, nearly every day

PLUS 
• Appetite and weight: decreased or increased appetite most every 

day, with weight loss or gain
• Thought and physical activity: a slowing of thought and reduction in 

physical movement observable by others
• Fatigue: loss of energy most every day
• Self-image: feeling of worthlessness or excessive guilt
• Cognition: diminished ability to think, concentrate, or make 

decisions
• Self-harm: recurrent thoughts of death or suicide
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Diagnostic Strategies
Delirium can be the clinical mani-

festation of numerous medical con-
ditions, medication effects, or toxic 
ingestions. The physician must con-
sider the patient’s known medical his-
tory and precipitating events leading 
to the mental status change to deter-
mine which diagnostic workup will be 
appropriate and cost effective. 

Laboratory data can be useful in 
discovering the potential etiology of 
delirium. The undifferentiated, con-
fused patient who does not have an 
obvious inciting event may require an 
extensive workup. Physicians should 
obtain vital signs and review them for 
any significant abnormalities that may 
point to a potential precipitating fac-
tor, such as hypoxia or hypoglycemia. 
Fever and tachycardia, when com-
bined with clinical context, may shift 
the initial diagnostic focus toward an 
infectious or toxicological etiology. 
Physicians should use caution when 
reviewing the vital signs of elderly 
and immunocompromised patients, 
as the signs may be falsely reassuring 
because of an impaired immune sys-
tem or polypharmacy. 

A complete blood count, compre-
hensive metabolic profile, and urinaly-
sis generally are included in the initial 
laboratory investigation. Point-of-care 
glucose testing can be used to evalu-
ate for derangements in blood glucose 
control quickly. Collateral informa-
tion and previous medical records may 
help guide decisions about obtaining 
medication levels, urine drug screens, 
thyroid stimulation hormone, or cor-
tisol levels. 

When the initial workup and 
careful review of past medical his-
tory do not yield an identifiable 
cause for the patient’s change in 
mental status, diagnostic imaging 
may provide valuable information. 
Although a chest X-ray is included 
routinely in the initial radiologic 
workup for delirium, advanced neu-
roimaging should be reserved for 
cases in which the etiology remains 
unclear despite an unremarkable 
broad workup. Most pathology seen 
on head computed tomography 
(CT) represents chronic conditions 
that do not relate directly to the 

inciting agent for an acute change in 
mental status.28

Although magnetic resonance 
imaging (MRI) is costly and resource 
extensive, it may be reserved for cases 
in which additional advanced imaging 
is considered to be of diagnostic ben-
efit. MRI can identify acute stroke or 
other lesions that are not always iden-
tifiable through CT. Although MRI 
potentially is useful, most findings on 
MRI do not identify treatable causes 
for the acute change of mental status 
seen in the critically ill.29

Although cerebrospinal fluid is not 
examined routinely in the evaluation 
for altered mental status, it can pro-
vide clinicians with useful information 
about potential etiologies of the delir-
ious state. In the context of fever and 
mental status changes, meningitis may 
serve as the possible inciting event.30 

Electroencephalogram (EEG) stud-
ies are not routine in the ED, but they 
can provide additional clues about 
the cause of mental status changes. 
Although EEG is neither sensitive 
nor specific, delirium demonstrates a 
characteristic EEG pattern of diffuse 
slowing. Metabolic encephalopathy 
due to severe liver disease also exhibits 
EEG findings of diffuse slowing. In 
contrast, increased fast-wave activ-
ity can be seen in alcohol/GABA 
antagonist withdrawal syndromes. 
Continuous discharges may represent 
nonconvulsive status epilepticus.31,32

Cognitive Screening Tools 
The delirium triage screen (DTS) 

is a 20-second assessment designed 
to rule out delirium rapidly in busy 
clinical environments such as the ED. 
With a sensitivity of 98%, this screen 
serves as a tool to reduce the need 
for additional, more time-consuming 
assessments. The DTS is a two-step 
procedure. First, the patient’s level 
of consciousness is assessed. If the 
patient is alert and calm, the second 
step is asking the patient to spell the 
word “LUNCH” backward. An alert 
and calm patient who can spell the 
word “LUNCH” backward with zero 
or one error is considered normal, and 
the DTS is negative (no delirium). 
Patients with heightened (restlessness, 
agitation, aggressiveness, or combat-
iveness) or reduced (drowsy, reduced 
response to physical stimulation or 
voice) consciousness or who make two 
or more errors in spelling the word 
“LUNCH” backward are considered 
DTS positive, and further assessment 
is indicated.33

After a positive screening test for 
delirium, further assessment is needed 
to aid in diagnosis. The Confusion 
Assessment Method (CAM) has 
been shown to have up to a 100% 
sensitivity and 95% specificity for the 
diagnosis of delirium. (See Table 5.) 
The CAM can be administered in less 
than five minutes and has been shown 
to be the best instrument to support 

Table 5. Confusion Assessment Method (CAM)

Information obtained from observation or from a family member or 
caretaker
Feature 1 
Acute Onset and Fluctuating Course: Is the patient’s current mental state 
a change from baseline AND has it fluctuated in intensity over the past 
24 hours?
Feature 2 
Inattention: Does the patient have difficulty following conversation or 
are they easily distracted?
Feature 3 
Disorganized Thinking: Is the patient’s conversation disorganized, 
incoherent, rambling, or illogical?
Feature 4 
Altered Level of Consciousness: Is the patient’s level of consciousness 
something other than alert and calm (such as hypervigilant or lethargic)?
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the diagnosis of delirium. The diagno-
sis of delirium requires the presence of 
features 1 and 2 plus either 3 or 4.34,35

Additional tools that have been val-
idated in an ICU setting are available 
for intubated patients. The CAM-
ICU can be used for patients who are 
not able to verbalize, and it relies on 
nonverbal cues and observations of 
the patient.36 One review of multiple 
bedside tools for the diagnosis of 
delirium found that the CAM was the 
most reliable, and that the frequently 
used Mini-Mental State Exam was 
the least accurate tool.37

Management
As with most ED encounters, eval-

uation of presenting vital signs with 
prompt attention to the ABCs (air-
way, breathing, and circulation) of the 
patient will allow for quick assessment 
of the need for critical interventions, 
such as securing an airway through 
orotracheal intubation.

Initial management plans for a 
patient who presents with an acute 

change in mental status include 
establishing a safe environment for 
both the patient and staff. Because 
patients may present as uncoopera-
tive and agitated, methods of verbal 
de-escalation or redirection may be 
unsuccessful because of an altered 

sensorium. Consideration should be 
given to the least restrictive restraint 
method possible while also ensuring 

safe and prompt medical evaluation of 
the acutely altered patient. 

The ultimate goal in the manage-
ment of delirium is to identify and 
appropriately manage any treatable 
or reversible causes for delirium. 
Supplemental oxygen, antidote 
administration, and antibiotic therapy 
are examples of interventions the 
emergency physician may use to man-
age delirium in the appropriate clini-
cal context.

Unfortunately, despite a broad 
workup inclusive of laboratory data 
and diagnostic imaging, the etiology of 
the confusional state might not be elu-
cidated in the ED. These patients will 
require continued hospitalization and 
observation in the inpatient setting. 

Until the underlying medical condi-
tion can be recognized and treated, 

patients with delirium ultimately 
may require medication for symptom 
control. Initial attempts to control 
agitation should involve nonpharma-
cologic interventions and the focus 
should be placed on verbal redirection. 
Attempts should be made to re-orient 
the patient, provide a calm and quiet 
setting, and ensure a safe environment 
with bed rails and professional sitters. 

When initial supportive inter-
ventions fail, escalation to medica-
tion therapy should be considered. 
Medication classes frequently used in 
the management of agitation associ-
ated with delirium include neuroleptic 
agents and benzodiazepines. 

Neuroleptic Agents
Neuroleptic antipsychotic medica-

tions are used in the management of 
severe agitation; however, there are 
limited data to support their use.38,39 
This class of medications frequently 
is used largely because there are 
limited alternative agents that have 
shown efficacy. Haloperidol remains 
the most frequently used antipsy-
chotic; however, recent studies have 
demonstrated similar efficacy with 
the newer atypical antipsychotics 
(e.g., quetiapine, risperidone, or olan-
zapine).40-42 Caution should be exer-
cised when administering haloperidol 
in patients with underlying coronary 
artery disease or with prolonged QTc 
intervals, as this medication may 
induce dysrhythmias. Neuroleptics 
are the preferred agents if chemical 
restraint is required for patients with 
delirium. 

Benzodiazepines
Benzodiazepines (e.g., lorazepam or 

midazolam) offer a more rapid onset 
than antipsychotics through GABA 
antagonism in the central nervous 
system. Although they are readily 
available and are a familiar medication 
class to emergency physicians, benzo-
diazepines have been demonstrated 
to worsen confusion and sedation 
and, thus, should be avoided in most 
patients with delirium.43 When treat-
ing delirium thought to be caused by 
alcohol or sedative withdrawal, benzo-
diazepines are preferred to neuroleptic 
agents.

Disposition 
The overwhelming majority of 

patients presenting to the ED with 
delirium will require admission to 
the hospital for continued symptom 
control while performing evaluation 
and treatment of underlying condi-
tions. Escalating care to an intensive 
care setting may be required for severe 
cases of delirium, although no strict 
admission criteria exist. 

Physicians should use clinical 
judgment on a case-by-case basis to 
determine if discharging a patient will 
be safe after the mental status change 
has been reversed. Typically, young, 
otherwise healthy patients with drug-
induced delirium may be suitable can-
didates for discharge after the altered 
sensorium has dissipated and clinical 
sobriety is assessed. 

Outcomes
The elderly, who represent most 

patients presenting with delirium, 
tend to have a poor prognosis, with 
persistent decline in neurobehavioral 
functioning. Delirium in the elderly 
has been associated with prolonged 
hospital stays, an elevated long-term 
mortality risk, and loss of activities of 
daily living.44,45 

Elements of delirium, including 
cognitive dysfunction, may persist 
in the elderly long after the initial 
confusion resolves. Research has 
demonstrated that patients admit-
ted to the intensive care setting with 
delirium had follow-up deficits at one 
year similar to patients with moderate 
traumatic brain injury.46 

Summary
Delirium is a complex disorder 

marked by the acute onset of men-
tal status change with an associ-
ated fluctuating course. Despite 
the fact that delirium is a common 
clinical entity in elderly hospitalized 
patients, the condition may present 
in any patient regardless of medical 
comorbidities. Recognition within 
the emergency setting is becom-
ing increasingly important, as the 
diagnosis frequently is missed. The 
interplay between predisposing risk 
factors and precipitating events can 
lead to the delirious state, which is 
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marked by inattentiveness, impaired 
concentration, and significant confu-
sion. Although the exact mechanism 
is unknown, several theories point to 
alterations in neuronal functioning as 
a likely mechanism. 

Emergency physicians must main-
tain a broad differential when consid-
ering the etiology of acute change in 
mental status. Historical features and 
collateral information will help guide 
the diagnostic workup for the under-
lying cause of delirium. Management 
of symptoms in the ED begins with 
supportive measures but pharmaco-
therapy may be required to control 
agitation and ensure a safe environ-
ment. Neuroleptic agents, including 
the newer atypical antipsychotics, 
generally are regarded as first-line 
management for undifferentiated 
delirium. 

Although delirium classically is 
regarded as a reversible entity, it car-
ries significant morbidity and mortal-
ity. Long-term outcomes, particularly 
in elderly patients with delirium, 
include significant cognitive decline 
with associated impairments in daily 
functioning. Although not demon-
strated to reliably prevent delirium, 

preventive measures include inter-
ventions targeted toward decreasing 
exposure to modifiable risk factors.47
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b. Orientation to time and place 
c. Recall of recent historical events 
d. Presence of hallucinations  

2. The primary source of epidemio-
logic data on delirium comes from 
which medical setting?
a. Psychiatry outpatient clinics 
b. Emergency departments and 

urgent care facilities 
c. Inpatient hospital units 
d. Outpatient primary care clinics 

3. Which patient would be at high-
est risk for the development of 
delirium?
a. An 80-year-old female nursing 

home patient with underlying 
dementia and fever 

b. A 16-year-old healthy male with 
occasional marijuana use over the 
past year 

c. A 40-year-old male with hyper-
tension whose father had a stroke 
and diabetes 

d. A 32-year-old healthy female 
during her first trimester of  
pregnancy 

4. Which neurotransmitter has been 
implicated as playing a key role in 
the pathogenesis of delirium?
a. Norepinephrine
b. Serotonin
c. Acetylcholine

d. Gamma-aminobutyric acid
5. Which of the following is a diag-

nostic criterion for delirium as 
outlined in the Diagnostic and 
Statistical Manual of Mental 
Disorders, 5th edition?
a. No change in cognitive  

functioning 
b. Disturbance in attention and 

awareness 
c. Symptom progression over the 

course of 12 months or longer
d. Absence of fluctuation of  

symptoms
6. Which type of pattern is 

characteristic of delirium on 
electroencephalogram?
a. Fast spikes
b. Diffuse slowing 
c. Sharp twitches
d. Epsilon waves

7. Which features correspond to the 
hyperactive subtype of delirium?
a. Lethargy and psychomotor  

slowing
b. Slowed speech and decreased 

verbal responses
c. Restlessness and agitation 
d. Agitation mixed with frequent 

periods of lethargy 
8. Which term is used to describe the 

phenomenon of acute changes in 

mental status that occur in patients 
with prolonged hospitalizations dur-
ing the evening?
a. Cyclical delirium
b. Night terrors
c. Moonlighting
d. Sundowning

9. What is the most common predis-
posing risk factor for delirium?
a. Underlying brain disease such as 

dementia 
b. Prolonged antibiotic use 
c. Maternal history of bipolar  

disorder 
d. Age younger than 50 years 

10. Which laboratory tests are recom-
mended in the initial evaluation of a 
patient with dementia?
a. Complete blood count, chemistry 

panel, urinalysis
b. Urine drug screen, thyroid stimu-

lating hormone, chemistry panel
c. Ethanol level, complete blood 

count, liver function panel
d. Troponin-I, urine drug screen, 

urinalysis
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Exclusive to our subscribers RAPID ACCESS MANAGEMENT GUIDELINES

Making Sense of Delirium in the Emergency Department

Leading Risk Factors for Delirium From Validated 
Predictive Models

• Pre-existing dementia
• Underlying cognitive impairment
• Baseline functional impairment
• Pre-existing visual impairment
• History of alcohol misuse
• Advanced age (> 70 years of age) 

Common Precipitating Factors of Delirium

• Polypharmacy (e.g., medications, side e� ects, and toxins)
• Illicit substances/drug use 
• Infections
• Metabolic abnormalities
• Underlying central nervous system pathology
• Systemic organ failure
• Environmental exposures (e.g., hypothermia, electrical burns)  

Key Clinical Features of Delirium and Dementia

Feature Delirium Dementia

Temporality of symptoms Acute (hours to days) Gradual (months to years)

Attention Impaired Normal (impairment seen in severe cases)

Alertness Fluctuates Normal

Psychomotor changes* Present Absent

Orientation Impaired Impaired
Memory Impaired Impaired
Perception Hallucinations Generally intact (impairment seen in severe cases)
* Either a slowing down of thought and a reduction of physical movements, or accelerated thoughts and speech often accompanied by 
unintentional and purposeless motions 

Adapted from: Rosen’s Emergency Medicine: Concepts and Clinical Practice26

Criteria for Depression

Five or more of these clinical features occurring most every day over 
a two-week period:

• Mood: sad or depressed, most of the day, nearly every day
AND/OR

• Interest or pleasure: loss of interest or pleasure in most all activities, 
most of the day, nearly every day

PLUS 
• Appetite and weight: decreased or increased appetite most every 

day, with weight loss or gain
• Thought and physical activity: a slowing of thought and reduction in 

physical movement observable by others
• Fatigue: loss of energy most every day
• Self-image: feeling of worthlessness or excessive guilt
• Cognition: diminished ability to think, concentrate, or make 

decisions
• Self-harm: recurrent thoughts of death or suicide
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Confusion Assessment Method (CAM)

Information obtained from observation or from a family member or 
caretaker
Feature 1 
Acute Onset and Fluctuating Course: Is the patient’s current mental state 
a change from baseline AND has it � uctuated in intensity over the past 
24 hours?
Feature 2 
Inattention: Does the patient have di�  culty following conversation or 
are they easily distracted?
Feature 3 
Disorganized Thinking: Is the patient’s conversation disorganized, 
incoherent, rambling, or illogical?
Feature 4 
Altered Level of Consciousness: Is the patient’s level of consciousness 
something other than alert and calm (such as hypervigilant or lethargic)?
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