HEALTH +

HOSPITALS Kings COUﬂty

Emergency Department Clinical Guidelines

ED/CCT Agitation Guidelines

Clinical Context and Purpose

To establish an evidence-based guideline for evaluating and managing acutely agitated
patients in an efficient manner with the aim of achieving and maintaining the highest level of
quality and safety for patients and staff.

Background

Acute agitation is a common emergency department presentation. In managing the acutely
agitated patient, safety, for both the patient and staff, is the primary goal while facilitating
efficient and thorough evaluation.

Verbal de-escalation:

Verbal de-escalation is important even in the critically ill patient, but the time spent on this must
be balanced with the potential harm of delaying care. In the critically ill this step should be
utilized if a patient is cooperative making this generally safer than pharmacological
management; however, in cases when emergent and/or urgent facilitation of care is needed,
quickly moving towards immediate pharmacological management is reasonable. For patients
who have been assessed to be non-critical, additional time and care can be utilized at the EP’s
discretion where it is judged to be safe. Pharmacological management for agitation has its own
potential for harm and could delay the overall disposition of a patient, while delayed care could
additionally be harmful, the risks and benefits of each action must be carefully weighed.

Whenever physical restraints are employed, follow KCHC hospital policy and procedures for
appropriateness of use, monitoring and reassessment, and documentation guidelines.

Medication choices:

There are a large number of potential agents that can be used for the pharmacological
management of acute agitation. Single agents may be used rather than combination
medications though combination therapy does have specific benefits and a potential role in
management of the agitated patient. Benefits of single agents include the following:

1. More predictable medication onset and half-life

Allows for better ease of providing additional medications for additional effects
Reduces medication interactions

Reduces potential over-sedation

Makes dosing and administration simpler

abswbn

For the acutely agitated patient there are three main drug classes that are utilized from an
intramuscular route of administration; benzodiazepines, antipsychotics, and ketamine. Of note
there are black box warnings for antipsychotics administered via the IV route, but both ketamine
and benzodiazepines can be given through the IV route. For intravenous administration other
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medications such as etomidate and propofol can be considered in the appropriate clinical
setting (see flow sheet).

Benzodiazepines:

The advantage of benzodiazepines is multifactorial. Benzodiazepines are pure GABA-A
receptor agonists, which increase channel opening frequency, increasing chloride influx and
leading to reduced neuronal excitability. This pure single receptor action of benzodiazepines is
highly advantageous as they are less likely to cause other side-effects or interactions with other
medications, substances, or exposures. Further, benzodiazepines are the preferred treatment
for multiple common causes of acute agitation in the emergency department including,
sympathomimetic overdose, seizures, PCP intoxication, and alcohol withdrawal, among other.
Benzodiazepines also have a highly preferential side-effect profile, they are unlikely to cause
acute psychosis, they have minimal effects on heart rate or blood pressure, and other than a
relative contraindication in elderly populations, the only major risk factor is respiratory
depression, but this may occur in cases of polysubstance exposure such as with opioids,
ethanol, or other sedatives such as antipsychotics. When choosing a benzodiazepine, there
are three main options that are available in an IV/IM formulation: midazolam, lorazepam, and
diazepam.

Midazolam is a preferred agent due to its fast absorption through the IM route (5-10 minutes),
with a short duration of effect compared with other benzodiazepines. Lorazepam is another
benzodiazepine that has relatively good absorption via the IM route (15-30 minutes), and has
a longer duration of effect than midazolam, 14h vs 3h. Diazepam, the third medication choice
has an even longer half-life of over 30 hours, has an unreliable onset of action as an IM
medication, but has a rapid onset of action when given IV, with a peak effect of less than 5
minutes, with a long duration of effect with active metabolites. Midazolam has a similar rapid
onset to peak effect, but has a much shorter duration of effect.

Antipsychotics:

The antipsychotic agents are predominantly anti D2 agents. However, these medications have
a number of other receptors that they interact with including but not limited to other
dopaminergic receptors and HAM (histamine, adrenergic, and muscarinic receptors).
Furthermore, blocking of D2 receptors can cause a number of symptoms including EPS (extra-
pyramidal side effects), and NMS (neuroleptic malignant syndrome, though usually not due to
acute administration). Many patients are chronically on these medications or even on depo
preparations. Haldol in doses of 2.5mg or 5mg are mainstays of treatment for acutely psychotic
and agitated patients. However, haloperidol’s time of onset is about an hour or longer, and can
last for >8 hours. Haloperidol’s long history of use has proven it to be extremely safe in the ED
and it is widely available. Alternative antipsychotics are olanzapine which has been shown to
generally be safe with a quicker onset, <30 minutes, and shorter half-life. All antipsychotics can
be given PO, but carry black box warnings for IV administration due to QTc prolongation, though
multiple studies have shown that QTc prolongation to the point of causing torsades de pointes
is rare. Generally speaking use antipsychotics in patients with underlying psychiatric illness and
non-compliance with meds or in the elderly (to avoid risk of benzodiazepine-induced delirium).
When using antipsychotics for sedation, olanzapine has more rapid onset, but haloperidol can
be considered another safe alternative. For advanced age, or frail appearance the IM doses
are reduced. The medications can be given PO as well in cooperative patients, but their onset
is slower.
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Ketamine:

Ketamine is becoming a more common choice for managing acute agitation in both the
emergency department and in the pre-hospital setting. Ketamine is an NMDA receptor
antagonist, and has analgesic, amnestic, and sedation effects. Ketamine has been shown to
cause both hypo- and hypertension, and can potentially cause respiratory depression and
laryngospasm. Due to Ketamine’s favorable time of onset, ability for patients to generally
protect their airway with spontaneous ventilation and relatively short half-life many have
proposed and explored its use for managing the acutely agitated patient. Its time of onset
should be heavily weighed against its risk profile. Further ketamine has a number of
contraindications, hypertension, other conditions causing elevated ICP such as ICHSs,
emergence reactions, worsening of psychiatric symptoms or precipitating psychiatric symptoms
especially with lower doses. It is reasonable to consider using ketamine in the setting where
there is a need to intubate the patient and either IV access is not possible or there is a
contraindication to propofol or etomidate. If ketamine is used in settings that an intubation isn’t
planned, the patient must be very closely monitored and kept in the CCT. If ketamine is being
used as an IM medication the recommended dose is 3-5mg/kg, which can be dosed with the
500mg/10ml and the 500mg/5ml formulations, and IV can be dosed as 1-2mg/kg.

Combination Therapy:

The evidence of combination therapy is limited, and generally the comparators/control are
antipsychotics alone, rather than compared to benzodiazepines alone. However, it is
reasonable to consider using combination therapies when there is a concern that a patient is
more likely to be over sedated by a benzodiazepine, when a longer period of sedation is
required, there is a concern for a psychiatric component to the patient’s agitation, or to avoid
benzodiazepine precipitated delirium in geriatric patients. Of note there is an FDA black box
warning for combining olanzapine with midazolam. Extra precaution should be used when using
a combination of drugs for managing the acutely agitated patient. One commonly used
combination that is reasonable to use is midazolam and haloperidol taking advantage of the
faster onset of midazolam and longer action of haloperidol.

Post Pharmacological Management Care:

After an acutely agitated patient is managed with pharmacological agents, it is extremely
important to start and/or continue evaluating for the causes of their agitation and the reason
necessitating their presentation to the emergency department, all while ensuring patient and
staff safety. All patients should be placed in a gown, have their vital signs measured including
a point of care dextrose level, an ECG should be obtained, IV access should be established
with labs drawn for an appropriate workup for acute agitation, and indicated imaging should be
performed. Many patients presenting for agitation will require a psychiatric evaluation and will
potentially require a psychiatric admission, if labs are indicated it is often expeditious to send
labs required for a CPEP transfer, including but not necessarily limited to antiepileptic drugs (if
a patient is believed to be on medications with levels that are available via the laboratory),
ethanol, APAP, and salicylates. A serum ethanol concentration can also be useful in identifying
a potential cause for agitation, and to better understand the possible time course for the patient
if their agitation and presentation is due to alcohol intoxication. All patients who are managed
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pharmacologically should be placed on a monitor, preferably equipped with end tidal CO2
detection via a nasal cannula.

Any patient to be cleared to the main adult emergency department should be adequately
monitored, not requiring any airway maneuvers, or painful stimuli to achieve spontaneous
ventilation or airway protection; they should be hemodynamically stable, and no longer a threat
to themselves or others. If any advanced airway maneuvers are necessary (including but not
limited to a jaw thrust, airway positioning, sternal rub, or other means of improving airway
protection and respiratory status), then the patient should be kept in the CCT and not cleared
to the main adult emergency department. If a patient is hypoxic, patients can be placed on
oxygen, but oxygen therapy is not routinely indicated during the care of the agitated patient,
(hypoxia should appropriately be evaluated). One potential cause for agitation is hypoxia; if a
patient is hypoxic, but to the treating physician’s determination has adequate respirations and
is protecting their airway without any obstruction, then the patient should be evaluated for the
cause of hypoxia, and not simply placed on oxygen. Some patients are hypoxic due to
inadequate ventilation, and as such oxygenation alone may not address the underlying
problem. End tidal CO2, should be used to monitor the patient with poor ventilation.

Documentation:

For patients being cleared to the Main Adult emergency department from CCT, a progress note
should address all steps the CCT team took to manage the patient’s agitation, the rationale for
use of pharmacological agents, and a reasonable differential and plan for the patient indicating
appropriateness for continued evaluation in the Main Adult emergency department.

Handoffs:

This is particularly important for patients being cleared from the CCT to the Main Adult ED.
There should be an adequate verbal nursing and physician handoff per the CCT Clearance
Guidelines. Hand-offs can be given to the attendings on both sides of the adult ED if the patient
hasn’t been placed already. If the patient has already been placed in a bed, the handoff should
be given to a provider if assigned or to the attending on that side of the ED. In regards to bed
placement, the patients require monitoring, so they should not be brought over to the main ED
until a monitored bed is available. Nursing should additionally give their own handoff.
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[ Acutely Agitated Patient

]

L]

« Ensure patient and staff safety

» Evaluate underlying causes of acute
agitation as soon as possible:
hypoglycemia, hypoxia,
intoxication/withdrawal, infection,
intra-cranial process, pain

causes of acute agitation

v

cooperative and amenable

Successful

[ Attempt Verbal De-escalation if possible

» Continue to evaluate patient for underlying

« Obtain indicated labs/imaging
» Treat underlying causes based on presentation
« Consider oral medication if needed and if patient

T
Unsuccessful
Y

Select Appropriate
Pharmacological Management

!

Oral Agent Options:
« Diazepam 2-10 mg
* Lorazepam 1-2 mg
« Olanzapine 2.5-10 mg
« Haloperidol 2-5 mg
« Risperidone 1-2 mg

Special Populatibns-
Geriatric/Dementia/Non-violent

Psychiatric Disease

* Anti D2 agents preferred

* Geriatric pts: Olanzapine 2.5-5 mg IM,
Haloperidol 0.5-5 mg IM; use lower
dosing for frail, tenuous vitals, or
malnourished patients

» Younger patients: reasonable to start
with haloperidol 5 mg IM or olanzapine

Low to Moderate Risk

» Midazolam 2-10 mg IM/2-4 mg IV or
Lorazepam 1-2 mg IM/IV

» With or without Haloperidol 2-5 mg IM

« Consider placing patient on monitor
with ETCO2 waveform capnography,
obtain IV access

= Obtain vital signs and FSG

 Evaluate for underlying causes of
agitation

Need for Rapid
Intervention/Critical Patients

« If intubation is indicated, reasonable to
use Ketamine IM 3-5 mg/kg or IV 1-2
mg/kg, as well as other routinely used
RSI meds at the appropriate doses
No intubation, consider midazolam
5-10 mg IM with or without haloperidol
2-10 mg IM

Place patient on monitor with ETCO2

» Obtain indicated labs/imaging/ECG waveform capnography, obtain IV

access

Obtain vital signs and FSG
Evaluate for underlying causes of
agitation

Obtain indicated labs/imaging/ECG

10 mg IM

= Can consider combination therapy

« Consider placing patient on monitor
with ETCO2 waveform capnography,
obtain IV access

« Obtain vital signs and FSG

« Evaluate for underlying causes of
agitation

« Obtain indicated labs/imaging/ECG

Whenever physical restraints are employed, follow KCHC Hospital Policy and procedures for
appropriateness of use, monitoring and reassessment, and documentation guidelines.

Prior to clearance to the Adult Main Emergency Department, patients should be in a state where no airway
maneuvers are required, the patient is hemodynamically stable, and there is no continued threat to the
patient or staff from continued agitation. When ventilation is potentially depressed ensure ETCO2
monitoring.

The listed dosages represent commonly used ranges, however, dosages and regimens may need to be
individualized on a case by case basis, as for some patients lower or higher doses may be required.
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