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ACUTE DELIRIUM

Definition and Core Characteristics of Acute Delirium

Acute delirium represents a profound and serious disturbance in brain function, characterized by
an abrupt onset and a fluctuating course over a relatively short time span, often hours to days. This
syndrome is fundamentally defined by a significant disruption in attention, awareness, and
cognition, reflecting a temporary failure in the brain's integrated operational systems. Unlike
chronic cognitive impairments, delirium is marked by its acuteness, meaning the symptoms
develop rapidly, and its transient nature, though the duration can vary significantly depending on
the underlying cause and the speed of intervention. The disturbance in awareness is not merely
mild forgetfulness; it often ranges dramatically from states of considerable psychomotor
hyperactivity, agitation, and hallucination to profound hypoactivity, lethargy, or even a stupor-like
state, demonstrating the severe instability of the patient's internal environment.

The core diagnostic feature of delirium is the impairment of attention, making it difficult for the
individual to focus, sustain, or shift their concentration. This attentional deficit severely
compromises the ability to process new information, recall recent events, and maintain organized
thought processes. Furthermore, the cognitive deficits extend beyond attention, commonly
including disorientation regarding time, place, or person, and disturbances in language, perception,
and memory. Perceptual disturbances, particularly vivid visual hallucinations or misinterpretations
of environmental stimuli, are frequently reported and can lead to significant distress and paranoid
ideation. The example of a patient like Martha experiencing delirium due to a high fever
underscores that this condition is rarely a primary psychiatric illness but rather a direct
physiological consequence of a medical condition, intoxication, or withdrawal.

Crucially, the clinical presentation of delirium is inherently fluctuating. Symptoms typically worsen
in the evening or at night--a phenomenon often termed "sundowning”--and can improve
substantially during the day, only to recur later. This variability in presentation is a key differentiator
from other cognitive disorders, which tend to exhibit a more stable, albeit progressive, decline. The
severity of the symptoms can shift rapidly, making reliable assessment challenging. Physicians and
caregivers must recognize that this fluctuation is a hallmark of the condition, signifying that the
underlying physiological insult to the brain is highly dynamic and sensitive to environmental and
physical factors. Recognizing the acute onset and fluctuating course is paramount for timely
diagnosis, which is essential because delirium signals an urgent underlying medical crisis that
requires immediate investigation and resolution.

Etiology and Risk Factors

The etiology of acute delirium is almost always multifactorial, stemming from a complex interplay
between an underlying predisposing vulnerability of the patient and one or more acute precipitating
events. Predisposing factors increase an individual's susceptibility to developing delirium when
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faced with physiological stress. The most significant predisposing factor is advanced age, as the
aging brain exhibits reduced physiological reserve and increased vulnerability to neurotoxic effects.
Pre-existing cognitive impairment, such as mild cognitive impairment or established dementia,
dramatically increases the risk, making the patient significantly less resilient to metabolic insults.
Other established vulnerabilities include sensory impairment (poor vision or hearing), multiple
comorbidities (especially heart failure, chronic kidney disease, or stroke), and a history of alcohol
use disorder or previous episodes of delirium. These predisposing factors essentially lower the
threshold at which the brain can maintain homeostasis under stress.

Precipitating factors are the acute medical, pharmacological, or environmental stressors that
directly trigger the delirious state in a vulnerable individual. These triggers are numerous and
diverse, often categorized broadly into physiological disturbances or exogenous exposures.
Common physiological precipitants include severe infections (like pneumonia or urinary tract
infections), electrolyte imbalances (such as hyponatremia or hypercalcemia), dehydration, hypoxia,
hypovolemia, and acute metabolic derangements (e.g., hypo- or hyperglycemia). Any condition
causing systemic inflammation or reduced cerebral blood flow poses a significant risk. Surgical
procedures, particularly major operations involving general anesthesia, are also high-risk
precipitants, largely due to the inflammatory response, pain, and drug exposure involved in the
perioperative period.

Pharmacological agents represent another massive category of precipitating factors. Many
medications commonly used in clinical practice possess anticholinergic properties, which are
strongly linked to the induction of delirium by interfering with neurotransmitter balance in the brain.
Examples include certain antihistamines, tricyclic antidepressants, antipsychotics, and muscle
relaxants. Furthermore, abrupt withdrawal from substances to which the patient has become
physiologically dependent, such as alcohol, benzodiazepines, or opioids, is a potent and life-
threatening cause of delirium, often termed withdrawal delirium. Clinicians must meticulously
review a patient's medication regimen, recognizing that the introduction of a new drug or the
cumulative effect of multiple psychoactive drugs can overwhelm the brain's compensatory
mechanisms, leading directly to the onset of the acute confusional state. Addressing these
underlying precipitants is the primary goal of delirium management.

Pathophysiology: Mechanisms of Disruption

The pathophysiology of acute delirium is complex and not fully understood, but the prevailing
theory centers on a global disruption of neural network connectivity, primarily involving
neurotransmitter imbalances, inflammation, and compromised cerebral metabolism. The most
widely implicated neurotransmitter system is the cholinergic system. Acetylcholine is crucial for
attention, memory, and cognitive processing. Delirium is often associated with a state of
cholinergic deficiency, either due to the direct effects of anticholinergic medications or secondary to
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systemic inflammatory processes that inhibit acetylcholine synthesis or release. This deficiency
leads to widespread cortical and subcortical dysfunction, manifesting as the hallmark attentional
deficits observed in the syndrome. Conversely, excess dopamine activity, particularly in the frontal
and limbic systems, is believed to contribute to the hyperactive and psychotic symptoms seen in
certain subtypes of delirium.

Systemic inflammation plays a critical role in bridging physical illness and cerebral dysfunction--a
concept known as the "sickness behavior" pathway. When the body faces infection, trauma, or
major surgery, peripheral immune cells release pro-inflammatory cytokines (such as IL-1, IL-6, and
TNF-alpha). These mediators cross the blood-brain barrier, activating resident immune cells in the
brain, known as microglia. The resulting neuroinflammation disrupts the tight regulation of the
brain's microenvironment, impairing neuronal integrity and function. This inflammatory cascade can
lead to direct neuronal injury, oxidative stress, and structural changes that compromise the
efficiency of neuronal communication, ultimately resulting in the acute cognitive breakdown
characteristic of delirium. The degree of this inflammatory response often correlates directly with
the severity and duration of the delirium episode.

Furthermore, conditions that compromise the structural and metabolic integrity of the brain
significantly contribute to pathophysiology. Hypoxia, hypoglycemia, and hypoperfusion (reduced
blood flow) interrupt the continuous supply of oxygen and glucose necessary for high-energy
neuronal signaling. Even transient drops in cerebral oxygenation can impair the function of critical
brain regions, particularly the prefrontal cortex and the posterior parietal cortex, which are essential
for executive function and spatial awareness. The interaction between these metabolic insults and
neurotransmitter dysregulation creates a vicious cycle: metabolic distress exacerbates cholinergic
deficiency, and the resulting cognitive dysfunction further compromises the patient's ability to cope
with the underlying illness. Thus, delirium is fundamentally a sign of acute brain failure resulting
from systemic physiological stress.

Clinical Presentation and Subtypes

Acute delirium presents along a wide clinical spectrum, making early recognition difficult,
particularly in busy clinical settings. To standardize description and aid treatment planning, delirium
is typically categorized into three main psychomotor subtypes, although patients frequently
transition between these states throughout their iliness. The ability to recognize these subtypes is
crucial because the hypoactive form is often missed, carrying a worse prognosis than the
hyperactive form.

The first subtype is Hyperactive Delirium, which is the most easily recognized and often the most
distressing for caregivers. Patients exhibit heightened arousal, psychomotor agitation,
restlessness, and often aggressive or uncooperative behavior. They may try to pull out intravenous
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lines, wander, or attempt to leave the hospital. Hallucinations, typically visual and often terrifying,
delusions (especially paranoid themes), and marked emotional lability are common features. The
hyperactivity is directly linked to the excessive dopaminergic activity and severe disruption of
inhibitory control mechanisms in the brain. While only representing about 20-25% of cases, this
subtype is highly visible and often leads to rapid consultation and physical restraint due to safety
concerns.

The second and most common subtype is Hypoactive Delirium, which accounts for approximately
50% of all delirium cases, yet is frequently missed or misdiagnosed as depression, fatigue, or
simple sedation. Patients with hypoactive delirium are lethargic, withdrawn, sluggish, and exhibit
reduced motor activity and speech. They appear quiet, sleepy, and show markedly decreased
responsiveness to environmental stimuli. While they may not pose a physical risk, their severe
attentional deficits and cognitive impairment are equally profound. The danger of hypoactive
delirium lies in its insidious nature; because the patient is passive, the underlying serious medical
condition causing the brain failure may go unaddressed for longer periods, leading to worse
outcomes, including increased risk of aspiration, pressure ulcers, and prolonged hospitalization.

The third category, Mixed Delirium, describes patients who exhibit features of both hyperactive
and hypoactive states, rapidly cycling between periods of agitation and withdrawal within the same
day. For example, a patient might spend the morning alert and agitated, attempting to climb out of
bed, only to become somnolent and minimally responsive in the afternoon. This fluctuating and
variable presentation is highly characteristic of the syndrome itself and underscores the instability
of the underlying cerebral disturbance. Regardless of the subtype, the common thread uniting all
presentations is the acute onset and the profound impairment in attention and awareness.

Diagnostic Criteria

The diagnosis of acute delirium is primarily clinical, relying on observation and structured cognitive
assessment tools, aligning with criteria established by major diagnostic manuals. The Diagnostic
and Statistical Manual of Mental Disorders, 5th Edition (DSM-5), provides the authoritative
framework for defining the condition. Adherence to the DSM-5 criteria ensures consistency in
diagnosis across clinical settings.

Disturbance in Attention and Awareness: There must be an acute disturbance in attention
(reduced ability to direct, focus, sustain, and shift attention) and awareness (reduced orientation to
the environment). This criterion emphasizes that the patient is not just confused, but fundamentally
unable to engage with their surroundings appropriately.

Acute Onset and Fluctuating Course: The disturbance must develop over a short period (usually
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hours to a few days) and represent a change from baseline attention and awareness, with
symptoms tending to fluctuate in severity throughout the course of a day. This element
distinguishes delirium from static cognitive deficits.

Additional Cognitive Disturbance: There must be an additional cognitive disturbance (e.g.,
memory deficit, disorientation, language disturbance, or perceptual disturbance). These symptoms
must not be better explained by another pre-existing, established, or evolving neurocognitive
disorder, such as dementia.

Evidence of Underlying Cause: There must be evidence from history, physical examination, or
laboratory findings that the disturbance is a direct physiological consequence of another medical
condition, substance intoxication or withdrawal, exposure to a toxin, or multiple etiologies.
Identifying this underlying cause is critical for effective treatment.

While the DSM-5 provides the conceptual framework, practical screening and diagnosis often rely
on standardized instruments like the Confusion Assessment Method (CAM). The CAM is widely
used because it operationalizes the core DSM features into a rapid assessment checklist. The
diagnosis requires the presence of features 1 and 2 (acute onset and fluctuating course, and
inattention), plus either feature 3 (disorganized thinking) or feature 4 (altered level of
consciousness). The high sensitivity and specificity of the CAM make it an invaluable tool for
nurses and non-specialist physicians in identifying delirium quickly at the bedside, particularly in
vulnerable populations such as intensive care unit (ICU) patients or the elderly post-surgery.

Differential Diagnosis

Differentiating acute delirium from other psychiatric and neurological conditions is essential, as
misdiagnosis can lead to inappropriate management and delay treatment of the life-threatening
underlying medical cause. The two most challenging conditions to distinguish from delirium are
dementia and primary psychosis. While delirium and dementia both involve cognitive impairment,
they differ fundamentally in onset, course, and reversibility. Dementia involves a chronic,
progressive decline in cognitive function over months to years, without the acute, fluctuating nature
characteristic of delirium. Although dementia is a primary risk factor for delirium, when delirium
occurs, it represents an acute worsening beyond the patient's baseline cognitive state.
Furthermore, attention is usually preserved in early dementia, whereas it is profoundly impaired in
delirium.

Distinguishing delirium from a primary psychotic disorder, such as schizophrenia, can be difficult,
especially in the presence of prominent hallucinations and paranoia. However, the patient with
psychosis typically maintains a clear level of consciousness and attention, even during acute
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exacerbations. The psychotic symptoms in delirium are often transient, poorly systematized, and
predominantly visual, whereas psychotic symptoms in schizophrenia are usually auditory and
systematized over a long period. Furthermore, the acute onset and evidence of a clear, underlying
medical trigger strongly point towards delirium, whereas primary psychosis lacks this immediate
physiological cause.

Finally, delirium must be differentiated from depression, particularly the hypoactive subtype, and
from non-convulsive status epilepticus. Severe depression can cause psychomotor retardation and
apathy, mimicking hypoactive delirium. However, the severely depressed patient typically remains
oriented and attentive, and the symptoms, while profound, do not fluctuate acutely throughout the
day. Non-convulsive status epilepticus is a neurological emergency that can present with confusion
and reduced responsiveness; this requires urgent electroencephalogram (EEG) confirmation, as it
can mimic delirium but requires specific anticonvulsant therapy. A thorough medical workup,
including laboratory tests, imaging, and careful history taking, is necessary to rule out these
competing diagnoses and identify the core cause of the acute brain dysfunction.

Management and Treatment Strategies

The management of acute delirium is fundamentally centered on the identification and resolution of
the underlying precipitating medical cause, supported by robust non-pharmacological interventions
designed to maintain patient safety and orientation. Pharmacological treatment is secondary and
used judiciously only when severe behavioral symptoms pose an immediate danger to the patient
or staff, or significantly interfere with essential medical care. This hierarchy of intervention
emphasizes that delirium is a symptom of physical illness, not the disease itself.

The core of non-pharmacological intervention, often termed the delirium prevention bundle,
focuses on environmental modification and supportive care. Key strategies include ensuring the
patient is consistently reoriented by staff and family regarding time, place, and situation;
maintaining a consistent sleep-wake cycle (e.g., minimizing nighttime interruptions and promoting
daylight exposure); addressing sensory impairments (ensuring the patient has and uses their
glasses or hearing aids); promoting early mobilization and minimizing physical restraints; and
maintaining adequate hydration and nutrition. These strategies aim to normalize the patient's
environment, reduce sensory overload, and support cerebral perfusion and function, creating the
optimal conditions for the brain to recover from the acute insult.

Pharmacological management is reserved for severe symptoms, primarily in hyperactive delirium
where agitation and psychosis may prevent critical treatments or lead to harm. Antipsychotic
medications, particularly low-dose haloperidol or second-generation agents like olanzapine or
guetiapine, are the most commonly used agents to manage severe agitation and psychotic
symptoms. However, these drugs must be used cautiously, especially in the elderly, due to risks
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including sedation, hypotension, and prolongation of the QT interval. Benzodiazepines are
generally avoided in the management of delirium unless the delirium is specifically caused by
alcohol or benzodiazepine withdrawal, as they can paradoxically worsen confusion and sedation in
other cases. The ultimate goal of drug therapy is symptom control sufficient to safely continue the
necessary medical treatment of the underlying cause, not to eliminate all symptoms entirely.

Prognosis and Long-Term Outcomes

While acute delirium is often characterized as a temporary and reversible state, it is a marker of
severe systemic illness and carries significant consequences for the patient's long-term health,
functional independence, and mortality risk. The prognosis depends heavily on the speed of
diagnosis, the identification and reversibility of the underlying cause, and the patient's pre-morbid
cognitive status. If the underlying medical condition is rapidly addressed and resolved, the delirium
usually subsides within days or weeks, leading to full cognitive recovery. However, in vulnerable
patients, particularly those with pre-existing dementia, the resolution may be incomplete, leading to
persistent cognitive deficits.

Delirium is independently associated with increased morbidity and mortality. Patients who
experience an episode of delirium have higher rates of institutionalization, longer hospital stays,
and significantly elevated short- and long-term death rates, even after controlling for the severity of
the underlying illness. Furthermore, delirium is now recognized as a potent risk factor for the
development or acceleration of long-term cognitive impairment. A significant proportion of patients,
particularly those treated in intensive care units, experience symptoms that persist for months,
including problems with attention, executive function, and memory--a condition sometimes referred
to as post-intensive care syndrome (PICS).

Therefore, the occurrence of acute delirium must be viewed not just as a transient episode but as a
critical turning point in the patient's clinical trajectory. Effective management and prevention
programs, focusing on minimizing risk factors and ensuring rapid treatment of medical precipitants,
are essential to mitigate these severe long-term consequences. The goal of care extends beyond
simply survival; it encompasses preserving the patient's cognitive function and maximizing their
chances of returning to their pre-iliness level of independence. Ongoing cognitive monitoring after
discharge is increasingly recommended to identify and manage persistent neurocognitive deficits
resulting from the acute brain dysfunction.
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