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The agitated patient
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ew clinical scenarios have as much potential to evoke ill-feeling and inter-disciplinary
tension as the agitated patient. Though
unfortunate this is understandable. With agitation comes disruption of normally efficient ward
routines, fear of aggression and even actual
injury. Staff who feel threatened and ‘out of their
depth’ struggle to provide optimal patient care,
a problem potentially magnified when misinformation is seen as fact (see Table 1) and the view
this ‘should be someone else’s problem’ gains
purchase. The reality is alternative placements
are rarely available for medically unwell agitated
patients. Consequently tempers fray, a misinterpretation of ‘zero tolerance’ policies is used
to justify disengagement, and the care of often
particularly sick patients suffers with potentially
devastating consequences. Thankfully however
with adequate preparation staff can increase
their confidence in working with these patients,
derive much satisfaction from providing good
quality care, and greatly improve outcomes.

Emergency management of agitation
Agitation is instantly recognisable, but harder to
define. It encompasses both subjective distress
and motor restlessness (pacing, wringing hands
etc). Though crises such as aggression or attempts
to abscond are what typically precipitate senior
staff being summoned, they rarely occur without
warning. Generally they follow a prodromal period
of increasing irritability, possibly with glaring,
fidgeting or pacing.1 Management of aggression
training emphasises recognising this escalating
agitation and intervening to avert crises. This
involves calmly and empathically engaging the
patient, attempting to ascertain the causes of
their increasing agitation and attenuating them
before overt aggression supervenes. Crucial questions are whether the patient is delirious or has
a major psychiatric illness. Clearly however, this
assessment must be done in tandem with planning for violence, guarding personal safety and
ensuring adequate staff to restrain the patient
should this prove necessary. Oral medication

should be offered, but intramuscular medication
also prepared. This will normally be Haloperidol,
though if medical contraindications or alcohol/
sedative withdrawal is suspected Lorazepam is
preferred. Doses are determined more by medical
fitness rather than level of agitation. A starting
dose of Haloperidol 0.5mg (or Lorazepam 0.5mg
if antipsychotics contraindicated but emergency
tranquilisation essential) would be indicated in a
frail elderly woman, whereas a psychotic young
man may receive both Haloperidol 5mg and
Lorazepam 2mg.

Assessment
In medical inpatients delirium is the cause of
agitation until proved otherwise. It is characterised by an abrupt onset, altered conscious
level and fluctuating course. Impaired attention,
with associated disorientation, is the key clinical finding. It can be identified through simple
bedside tests such as serial 7 subtractions or, still
sensitive but less influenced by education, listing
the months of the year backwards.2 Additional
disturbances in cognition (particularly memory,
executive and visuospatial functions) are also
often present, sleep is fragmented, and perceptual disturbances, especially illusions and visual
hallucinations, can occur. Previously regarded
as a transient disturbance from which recovery
was the norm, delirium is now recognised as a
medical emergency. It is associated with high
mortality, and even optimally treated can have
long term consequences for survivors. Twenty
percent of delirious patients still exhibit symptoms 3-6 months after onset,3 and it is associated with an increase in incident dementia.4
Prospective studies demonstrate this association
after controlling for potential confounders, indicating delirium does not just predict dementia
but directly contributes to cognitive decline.
Animal studies suggest mechanisms by which
this could occur, demonstrating that in animals
with neurodegenerative disease systemic inflammation can have a neurotoxic effect.5 Prevention
should be a hospital priority, and early detec-

Table 1: Commonly encountered misconceptions in managing agitated patients
Psychotic symptoms mean a patient has schizophrenia
Only a psychiatrist can detain a patient
A patient can only be restrained or medicated against their will if they have been detained*
If a patient is detained under the Mental Health Act they must be transferred to a psychiatric hospital
If a patient is detained mental health services must provide a psychiatric nurse
Psychiatric services can only accept a patient when ‘an organic cause has been excluded’+
*Detention may be indicated, but in an emergency this can occur under incapacity legislation. In
exceptional circumstances, when there is not even time for a capacity assessment, interventions in life
threatening circumstances can occur under common law.
+The crucial question is, of course, which setting can best meet a patient’s care needs
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Table 2: Disorders which can be confused for delirium
Delirium

Dementia

Mania

Depression

Schizophrenia

Anxiety states

Personality Disorder

Onset

Abrupt

Chronic

Can be acute

Subacute

Insidious

Chronic or acute
in context of
major stressor

Chronic with
acute exacerbation
of symptoms/
decompensation in
context of stressors

Delusions

Persecutory.
Fleeting,
changeable,
poorly formed.
First rank
symptoms
uncommon

Delusions
may develop,
generally
late-stage,
simple and
persecutory

Grandiose,
‘mood
congruent’

Nihilistic or
persecutory
‘mood
congruent’

Fixed, false system
of beliefs with
complex logical
structure. ‘First rank
symptoms’

Absent

Though may have
‘overvalued ideas’,
true delusions absent

Hallucinations

Predominantly
visual

Both auditory
and visual can
occur in later
disease (visual
common in
Lewy-body
dementia)

If present
generally
auditory
and ‘mood
congruent’

If present
generally
auditory, ‘mood
congruent’

Auditory
hallucination core
feature, especially
‘third person’

Absent

Not true
hallucinations;
‘pseudohallucinations’

Attention/
working
memory

Impaired

Relatively
normal until
advanced
stages

Distractable,
but attentional
impairment
less
promounced
than delirium

Minimal
impairment,
though poor
motivation may
result in poor
performance
on assessment

Relatively intact

Intact

Intact

Arousal

Abnormal:
hypoalert or
hyperalert

Relatively
normal

Hyperalert

May be
hypoalert

Relatively normal or
mildly hyperalert

Relatively
normal or
hyperalert in
panic

Normal or mildly
hyperalert

Orientation

Generally
disorientated
to time and
often place

Disorientated
in advanced
cases

Orientated

Orientated

Orientated

Orientated

Orientated

Episodic
Memory

Impaired

Impaired,
temporal
gradient to
memory loss.

Relatively
intact

Selective
or patchy
impairment,
may complain
about memory
impairment

Relatively intact

Intact

Intact

Motor
activity

Increased or
decreased

Varies, often
normal

Increased

Generally
decreased

Generally fairly
normal though may
be apathetic and
can be catatonic

Often increased

Normal unless
acutely agitated

Affect

Labile, though
may be fearful
or seem
depressed

Variable

Elevated mood,
though may be
irritable and
labile

Sustained low
mood

Perplexed

Anxious

Anger

Speech

Slow/rapid,
incoherent

Word finding
difficulty but
reasonably
coherent until
late stage

Pressured,
‘flight of ideas’

Slowed,
monotonous

Disjointed,
‘loosening of
association’

Relatively
normal, may
be slightly
pressured

Normal

Sleep-wake
cycle

Very disturbed,
cycle may be
reversed

Some
fragmentation

Reduced
sleep without
sleepiness

Disturbed,
often early
morning
wakening

Relatively normal,
though sleep phase
disorders common
(especially delayed)

Initial insomnia
characteristic

Relatively normal

Course

Fluctuating,
lucid intervals
can mislead

Stable from
day to day

Alternate
between
elation and
irritability

Diurnal
variation in
mood, worst in
morning

Stable once
established with
deterioration
generally
consequent
to medication
non-compliance

Stable with
potential
episodes of
panic

Stable

*Lewy-body dementia poses particular difficulties in distinguishing from delirium given visual hallucinations are prominent, the course is fluctuating and
consciousness can be impaired
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Table 3: Optimising the care of delirious patients
Correct sensory deficits (glasses, hearing aids)
Orientation (calendar, clock and verbal)
Maximise natural light in day, minimise light and noise at night
‘Side-room’ may increase sensory deprivation
Minimise catheters, treat constipation
Correct malnutrition/dehydration
Minimise sedatives and anticholinergics
Ensure pain optimally treated
Early mobilisation, walking aids, ROM exercises

tion and intervention is crucial. There is no shortage of well validated
screening tools (e.g. the 4AT, www.the4at.com) and they should be more
widely used; the ‘time is brain’ maxim may also be very applicable to
delirium. Moreover, though the agitated patient is being discussed here,
remember these are the minority of delirious patients; hypoactive or
mixed presentations are more common. Hypoactive delirious patients
often go unnoticed though they probably represent more severe disturbance with a greater likelihood of mortality.6
While the most likely cause of agitation in a hospital is delirium,
there are other possibilities. These, together with features which distinguish them, are detailed in Table 2. Agitation does of course occur in
dementia, but with the exception of Lewy-body dementia hallucinations
are generally not prominent until the advanced stages. Though they
may not be orientated, demented patients are normally alert, onset is
insidious rather than acute, and sleep cycle disturbance is much less
pronounced than in delirium. Patients with schizophreniform or manic
psychosis are generally orientated and have preserved recent memory.
Though they may be distractible, they will not have the gross attentional
disturbance of delirium. The lethargy and psychomotor retardation of
hypoactive delirium can be confused for the avolition and withdrawal of
severe depression.7 As with other ‘psychiatric’ conditions hallucinations
in depression are usually auditory rather than visual. Like delusions they
are mood congruent, and generally focused on ideas of guilt, death and
decay.
On occasion agitation may result as an inappropriate response to a
stressor in the absence of delirium or a major psychiatric illness. This may
reflect the difficulties in interpersonal functioning and impulse control
characteristic of personality disorders. If this is the diagnosis there will
likely be an established history of similar conduct. Behaviour is regarded
as volitional and may warrant removal from the ward and potentially
prosecution. Keep in mind though that these patients can evoke very
strong emotions which can cloud clinical judgement, and evidence of
personality change should raise the possibility of an underlying neuro-

logical (or other medical) disorder. Withdrawal from a variety of abused
substances can precipitate agitation. In the case of sedative agents (e.g.
alcohol, benzodiazepines) this may precipitate delirium. Opiate withdrawal is associated with intense irritability, restlessness and craving;
though treatment of withdrawal may be necessary to enable the patient
to receive necessary medical treatment, it is not life threatening and
consciousness is clear.
With a clear psychiatric diagnosis, transfer to psychiatric care is generally indicated. Behavioural disturbance in dementia (once delirium is
excluded) is also generally managed in psychiatric settings. Though in
exceptional (and relatively medically stable) cases risk may necessitate
transfer to psychiatric care, delirious patients will overwhelmingly be
managed on medical wards. It is important for physicians to appreciate
just how limited the medical capabilities of psychiatric wards actually are.
Mental health nursing is a distinct undergraduate degree from medical
nursing, so it is unsurprising psychiatric nurses do not feel confident caring
for medically unwell patients and intravenous administration of drugs and
fluids is generally not feasible. Additionally resources for basic monitoring
such as pulse oximetry are generally absent and even obtaining a chest
X-ray often means travel to a different site.
Delirium
The treatment priority in delirium is identifying and addressing precipitants and maintaining factors. Multifactorial causation is the norm not
exception, meaning consideration of potential contributors should not
cease when a putative precipitant is identified. Remember that the
threshold for developing delirium in compromised brains (be it because
of dementia, MS, Parkinson’s disease, traumatic brain injury or even,
possibly, depression8) is lowered. If very vulnerable, relevant precipitants
(such as sleep disturbance, hunger or simply being in a strange environment) may seem trivial. Their potential importance can be understood
however when delirium is conceptualised as arising through a complex
interaction of pre-existing vulnerabilities, direct brain insults (such as
drug effects and metabolic abnormalities) and aberrant stress responses.
The latter are increasingly being elucidated and likely include aberrant
HPA axis activity and primed microglia amplifying intracerebral inflammatory effects.9 Though heterogeneity in causation makes discussion of
a ‘final common pathway’ in delirium facile, reduced acetylcholine and
increased dopamine are often thought important.10
Treatment of delirium
Optimising the environment is crucial. Many features of delirium-friendly
care should be routine practice (see Table 3) and, though controlled
studies are understandably hard to conduct, their implementation has
been demonstrated to reduce delirium incidence.11 Distressed patients
may require 1:1 nursing care, the ‘sitter’ providing orientation and reassurance with simple repeated statements e.g. ‘You are in hospital. You are
safe.’ Family can be a useful resource, their effectiveness optimised by

Table 4: Antipsychotic doses when treating delirium
Advantages/Disadvantages

Sample dosing regime
Fairly robust adult

Frail elderly

Haloperidol

Always obtainable, IM and IV formulation,
staff familiarity, very prone to cause EPSEs,
possibly higher risk QTc prolongation

Initially 2mg bd* (2.5mg qds not unusual;
higher doses are used, but unlikely further
gain beyond 10mg a day)

0.5 mg bd (0.25mg in extreme frailty)

Risperidone

Slightly less prone to cause EPSEs,
orodispersible formulation

Initially 1mg bd.
Doses beyond 3mg bd unusual

0.5mg bd (0.25mg in extreme frailty)

Olanzapine

Less prone to cause EPSEs or QTc
prolongation, more sedation, orodispersible
formulation

Initially 5mg at night (may require 10mg and
occasionally higher). Split dose if daytime
agitation prominent

2.5mg at night (1mg in extreme frailty)

*In a young, acutely agitated but physically fairly robust delirious patient in an ‘at risk’ situation, an immediate dose of Haloperidol 5mg may be required.
Regular doses are generally lower however. In cases where there are particular concerns about using antipsychotics (e.g. epilepsy, or the patient is
particularly medical unwell) even in a young adult it is prudent to start with 1mg bd if possible.
It is important if treating delirium that antipsychotics are prescribed regularly, not ‘prn’. Clearly however the prescription of regular antipsychotics
is generally not appropriate when managing an episode of agitation the cause of which is not yet clear. Given their potential adverse consequences
antipsychotics should be reduced/stopped after symptoms resolve.
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Table 5: Situations in which antipsychotics are not first choice for treating agitation
Clinical situation

Alternatives

Medical contraindications e.g. myocardial infarction

Lorazepam can be used for sedation. Aripiprazole and possibly Olanzapine less cardiac risk than
many other antipsychotics but not ‘safe’ and crucial to monitor ECG.

Alcohol or sedative withdrawal

Benzodiazepines (long half-life such as Diazepam or Chlordiazepoxide). Pabrinex may be required. In
GHB (Gamma-hydroxybutyrate) withdrawal Baclofen can usefully augment benzodiazepines.

Parkinson’s disease/Lewy body dementia

Cholinesterase inhibitors, avoid antipsychotics (except Clozapine, though use of this drug is
generally not practical), if use of sedation is unavoidable Lorazepam. Pimavanserin will likely be
licensed for PD/LBD psychosis, but is not currently available.

Post-traumatic amnesia

Propranolol or possibly Trazodone for agitation. Antipsychotics useful if sustained psychotic
symptoms.

Psychotic depression

Antipsychotics augment treatment with antidepressants. ECT may be required.

Post-ictal delirium or psychosis

Seizure control, exclusion of other medical issues and supportive care is priority. Generally resolves
spontaneously. Lorazepam preferred over antipsychotics for management of agitation but low dose
Haloperidol may be required.

delirium education and guidance on how to interact with the patient.12
Medication can be helpful in delirium, but is not a substitute for
optimising care. Antipsychotics are generally the agents of choice;
NICE recommends Haloperidol or Olanzapine, though Risperidone is
also a reasonable choice (Table 4). Though the latter two drugs may
be associated with quicker response and are less likely to give rise to
extrapyramidal side effects,13 in practice Haloperidol is generally first
choice. Olanzapine is actually fairly anticholinergic which is a theoretical disadvantage; this does not generally cause problems, but its
sedative properties mean it is not first choice in hypoactive delirium. All
antipsychotics can cause akathisia, important to remember in patients
becoming more restless as doses increase. The association between
antipsychotic use in dementia and increased mortality is well established,14 so they should be stopped as soon as possible. Despite being
the first drug identified to increase risk of stroke, the hazard ratio for
mortality associated with Risperidone in demented patients may be less
than with Haloperidol, and that with Olanzapine lower still.15 Though
antipsychotics may augment treatment if psychotic symptoms are
present, benzodiazepines are the cornerstone of treatment for delirium
precipitated by withdrawal from sedatives such as alcohol or benzodiazepines. A typical regime for alcohol withdrawal would start with
Diazepam 10mg four times a day, but doses are titrated to symptoms
and may be much higher. Other circumstances when drugs other than
antipsychotics are the first choice for agitation (due to delirium or other
cause) are considered in Table 5.
Novel treatment options for delirium
Given the consistent finding of reduced acetylcholine in delirium,
cholinesterase inhibitors would be expected to be helpful. Increased
mortality when Rivastigmine was trialled as adjunctive treatment
to Haloperidol in delirious ICU patients curbed initial enthusiasm.16
These extremely unwell patients with multiple organ failure are quite
different from the typical delirious population however, and targeted
use of anticholinergics may in time find a role. They may be most
useful in delirious patients with a pre-existing cholinergic deficit, such
as patients with Alzheimer’s disease. Given the prominence of sleep
disturbance, Melatonin or even ‘bright light therapy’ may find a role.17,18
Dexmedetomidine, an alpha 2 agonist, is associated with reduced incidence of delirium when used for sedation in ICU; it decreases centrally
mediated sympathetic activity and, if hypotensive/bradycardic side
effects can be tolerated, may in time be used to treat delirium out-with
ICUs.19
Conclusions
Agitation is a common problem throughout hospitals, with neurology
patients being particularly vulnerable. Poor management can have
disastrous consequences, but an engaged staff team adhering to
some fairly common-sense principles can greatly improve outcomes.
Prevention and early detection of delirium must be a priority. Though
evidence for the use of antipsychotics in the treatment of delirium is
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good, skilled nursing care can make a huge difference and the centrality
of this must be recognised and skill development supported.
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