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Clinical Monograph ACLP website:
Aggression and Violence
Defining agitation
• Impulsivity: A behavioral state characterized by diminished
restraint to action in response to some stimulus
• Agitation: A state of emotional arousal or motor restlessness
associated with purposeless activity.
• Aggression: Physical violence toward people or objects or
verbal threats and intimidation
• Violence: Overt physical aggression that has the potential
consequence of physical harm to another person or object

Other Definitions of Agitation
1st International Experts’ Meeting on Agitation
• Inability to stay calm or still
• Motor and verbal hyperactivity and hyperresponsiveness
• Emotional tension
• Difficulties in communication

José Martínez-Raga. 1st International Experts’ Meeting on Agitation: Conclusions
Regarding the Current and Ideal Management Paradigm of Agitation. Front
Psychiatry. 2018; 9: 54.

Not only a clinical issue
• Threatening and assaultive behaviors against healthcare
workers is a growing national concern
• Numbers are vastly underreported and likely reflect only
physical injuries leading to time away from work
• Bureau of Justice Statistics (1993 -1999) for nonfatal violence:
 Rate among nurses was 21.9 per 1000
 Physicians 16.2 per 1000
 “Mental health” 68.2 per 1000
 12.6 per 1000 among all professions
Phillips JP. Workplace Violence against Health Care Workers in the United States. N Engl J
Med. 2016 Apr 28;374(17):1661-9.
DT Duhart. Bureau of Justice Statistics Special Report. Violence in the Workplace, 19931999. US Department of Justice. December 2001. NCJ 190076

OSHA

There is no algorithm for malicious people
Knox DK, Holloman GH. PROJECT BETA. Western Journal of Emergency Medicine. 2012;13(1):35-40.

Project Beta
•Separates etiology of agitation in to:
• Delirium (etoh withdrawal vs other)
• Intoxication (CNS stimulant vs depressant)
• Known psychiatric illness
• Mixed or unknown

•Oral vs parenteral SGA or FGA
•Benzo alone or with antipsychotic
Wilson et al. West J Emerg Med. 2012 Feb; 13(1): 26–34.
Knox et al. West J Emerg Med (2012) 13:35–40
Richmond et al. West J Emerg Med (2012) 13:17–25
Stowell et al. West J Emerg Med (2012) 13:11–6

Treatment of Agitation

What is the most important factor when
determining treatment options for an acutely
agitated patient?
A. Underlying etiology of agitation
B. Severity of agitation
C. Location of the patient
D. Comorbid illnesses

Responding to Agitation

Where?
How Bad?
Why?

• What unit
• Available Medications
• Impacts knowledge of
etiology
• Extreme agitation
• Extreme risk
• Assess overall risk
• Neurocognitive
• Primary psychiatric
• Intoxication or withdrawal
• Malicious

First Do No Harm
•Avoid Oversedation
•Be aware of comorbid medical conditions
• OSA
• Cardiac
• EPS
• Concurrent Rx
•Remember the clinical ABCs of agitation
•Avoid restraints and coercion whenever possible
•FDA approved medications for agitation - largely in
psychiatric illnesses

And Educate About Stigma
•“’Chemical Restraint’ is tear gas and mace.”
•Keira Chism, MD
• Evidence-based use of medications
for therapeutic purpose
• Non-psychiatrists tend to:
o overemphasize risk of medications
o and underestimate risk of agitation and psychiatric illness

Responding to Agitation (AP = antipsychotic)
•
•
•
•

•Maldonado protocol
•+/- benzo
•(Stimulant
intoxication)

Environment
SSRI
AP
novel agents

• Act early
• Offer PO
• AP + benzo

Neurocognitive

Withdrawal /
Intoxication

primary
psychiatric

Mixed/
unknown/
intoxication
•Assume withdrawal
•AP + benzo
•Make me an offer

Agitation in Dementia- update
•Focus on agitation in dementia
•Some updates in delirium – dex is good
•We are not addressing etoh withdrawal
•Updates in agitation in schizophrenia and
bipolar disorder are largely pharmaceutical
company sponsored trials
•Others will be addressed herein

Agitation in Dementia- APA
1) imminent threat to themselves or others… and only when symptoms are
severe, are dangerous, or cause significant distress to the patient
(2) The clinical response to nonpharmacologic interventions reviewed
(3) Start low, go slow
(4) If no clinically significant response after a 4-week trial, the medication
should be tapered and withdrawn
(5) An attempt to taper should be made within 4 months
(6) Assessment of symptoms should occur at least monthly during the taper
and for at least 4 months after medication
The American Psychiatric Association Practice Guideline on the Use of Antipsychotics to Treat
Agitation or Psychosis in Patients With Dementia. Am J Psychiatry. 2016 May 1;173(5):543-6.

Agitation in Dementia- update
• Dextromethorphan hydrobromide-quinidine sulfate
 for Alzheimer disease-related agitation
• Phase 2 randomized, multicenter, double-blind, placebo-controlled
trial using a sequential parallel comparison design with 2 consecutive
5-week treatment stages
• Patients with probable Alzheimer disease, clinically significant
agitation and MMSE score of 8 – 28, 42 US sites.
• Significantly reduced NPI Agitation/Aggression scores for
dextromethorphan-quinidine vs placebo
• Adverse events included falls, diarrhea, and urinary tract infection
• No clinically significant QTc prolongation
• OFF LABEL USE
Cummings JL et al. JAMA. 2015;314(12):1242-54

Agitation in Dementia - update
• The Citalopram for Agitation in Alzheimer Disease Study (CitAD)
• Randomized, placebo-controlled, double-blind, parallel group trial
• 8 academic centers, US and Canada
• Psychosocial intervention plus citalopram (n=94) or placebo (n=92)
• 9 weeks. 10 mg per day, titration to 30 mg per day over 3 weeks
• Citalopram - significant improvement (40%) vs placebo (26%) on
primary outcomes
• Worsening of cognition (-1.05 points; 95% CI, -1.97 to -0.13; P=.03)
• QT prolongation (18.1 ms; 95% CI, 6.1-30.1; P=.01) in the citalopram group.

• “Citalopram compared with placebo significantly reduced agitation
and caregiver distress; however, cognitive and cardiac adverse effects
of citalopram may limit its practical application at the dosage of 30
mg per day.”
Porsteinsson AP, et al. JAMA. 2014;311(7):682-91.

Agitation in Dementia - update
• Valproate for prevention of agitation in moderate Alzheimer disease
• Multicenter, randomized, double-blind, placebo-controlled trial in
313 patients
• 46 sites in the United States
• “No difference between groups in time to emergence of agitation or
psychosis” (Cox proportional hazard ratio, 0.96; P = .88).
• No significant difference on secondary outcomes
• Valproate group had higher rates of somnolence, gait disturbance,
tremor, diarrhea, and weakness
 AND greater loss in hippocampal and whole-brain volume,
accompanied by greater ventricular expansion (P < .001)
Tariot PN et al. Arch Gen Psychiatry. 2011;68(8):853-61

Agitation in Dementia - update
• Efficacy and safety of low-dose oral tetrahydrocannabinol (THC)
• Treatment of “dementia-related neuropsychiatric symptoms”
• Randomized, double-blind, placebo-controlled study
• THC 1.5 mg or matched placebo (1:1) 3 times daily for 3 weeks

• “CONCLUSIONS: Oral THC of 4.5 mg daily showed no benefit in NPS,
but was well-tolerated...”
van den Elsen GA, Ahmed AI, Verkes RJ, et al. Neurology. 2015;84(23):2338-46

Consensus in neurocognitive disorders
• There are NO FDA approved medications for agitation in dementia
• Caregiver training, environmental interventions, person-centered
care, tailored activities (DICE and music therapy) are most promising
non-pharmacologic approaches
• Citalopram and analgesia prioritized ahead of antipsychotics
• For psychosis – medications especially risperidone, following medical
assessment
• Black box warning against antipsychotics

• Dextromethorphan/quinidine - promising pharmacologic candidate
• Investigate future treatments for psychosis especially pimavanserin
Kales HC, Lyketsos CG, Miller EM, Ballard C. Management of behavioral and psychological symptoms in people
with Alzheimer's disease: an international Delphi consensus. International psychogeriatrics. 2018 Aug 02;1-8
Kales H, et al. Detroit Expert Panel on the Assessment and Management of the Neuropsychiatric Symptoms
of Dementia. J Am Geriatr Soc 62:762–769, 2014.

Agitation in Dementia- update
•What is the number needed to harm when
using haloperidol in older veterans (ie, 97%
male) with neurocognitive disorders?
•3
•26
•50
•166
Maust et al, Seyfried L, JAMA Psychiatry. 2015 May;72(5):438-45.

Agitation in Dementia- update
Death, No. (%)
Medication

No. of
Paira

Users

Haloperidol

1921

398 (20.7)

162 (8.4) 3.8 (1.0 to 6.6)c

26 (15 to 99)

Olanzapine

1908

265 (13.9)

187 (9.8) 2.5 (0.3 to 4.7)d

40 (21 to
312)

Quetiapine

4621

545 (11.8)

378 (8.2) 2.0 (0.7 to 3.3)c

50 (30 to
150)

Risperidone

6338

883 (13.9)

538 (8.5) 3.7 (2.2 to 5.3)c

27 (19 to 46)

Valproic acid

901

110 (12.2)

65 (7.2) 4.1 (−1.0 to 9.2)

29 704

2472 (8.3)

2367 (8.0) 0.6 (0.3 to 0.9)c

Antidepressant

Risk Difference, %
Nonusers (95% CI)b

NNH (95%
CI)b

NAe
166 (107 to
362)

Maust et al, Seyfried, JAMA Psychiatry. 2015 May;72(5):438-45.

Responding to Agitation

Where?
How Bad?
Why?

• What unit
• Available Medications
• Impacts knowledge of
etiology
• Extreme agitation
• Extreme risk
• Assess overall risk
• Neurocognitive
• Primary psychiatric
• Intoxication or withdrawal
• Malicious

Aggression “Family Feud”: What
would a hospitalist do?
Gabriel Heiber Bendayan
Consultation Liaison Psychiatry Fellow
Northwestern University
gabriel-heiber@fsm.northwestern.edu

First, what did we do?
Surveyed the internist group doing hospitalist work

Goal of assessing
Practice trends & comfort level in the management of
aggression
Identifying potential gaps knowledge and comfort

Hospital Protocol

Interventions
Education/Training

Behavioral Code Teams?

How did we do it?

Lets play “Family Feud”:
What did 26 hospitalist at a tertiary academic
center say?

1) I am _______ managing aggressive patients.
A)
B)
C)
D)
E)

Very Comfortable
Comfortable
Neither comfortable nor uncomfortable
Uncomfortable
Very Uncomfortable

30.8% Comfortable.

2) I am_______ predicting aggressive behavior.
A)
B)
C)
D)
E)

Very Comfortable
Comfortable
Neither comfortable nor uncomfortable
Uncomfortable
Very Uncomfortable

53.8% Comfortable or Very comfortable.

For patient aggression, I am comfortable
prescribing (select all that apply):
A)
B)
C)
D)
E)
F)
G)
H)

Benzodiazepines
Antipsychotics
Anticonvulsants
Ketamine
Trazodone
Opioids
Antihistamines (Benadryl)
None of the above

Pause the Family Feud!

We want to know what YOU think

Offering medications is appropriate when a
patient is (select all that apply):
A)
B)
C)
D)
E)
F)
G)

Restless/Moving excessively
Irritable
Speaking loudly/Yelling
Making Verbal Threats
Violent Towards Objects
Violent Towards People
None of the above

When a patient is on mechanical restraints due
to aggression, medications should be given to
treat the patient’s behavior.
A)
B)
C)
D)
E)

Strongly Agree
Agree
Neither agree nor disagree
Disagree
Strongly Disagree

61.5% Agree or Strongly Agree.

96.1% want more training!

92.3% think we are helpful!

Conclusions
• The internist we surveyed:

– Were not very comfortable managing aggression
– Appreciate our help and want more training

• Meds probably given late, after escalation
• Restraints are being used w/o meds
Education/Training

Interventions

Behavioral Code Teams

Institutional Protocols

Maximize Liaison Opportunities
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TBI: The facts

 1.7 million each year with brain injury
 275,000 hospitalized for TBI
 52,000 die before leaving the hospital
 2% of the US population live with
disability related to TBI

National Vital Statistics System Mortality Data. CDC 2010.

Definition:
A traumatically induced structural injury and/ or physiological disruption of brain
function as a result of an external force and is indicated by new onset or worsening
of at least one of the following clinical signs immediately following the event:
 Any period of loss of or a decreased level of
consciousness
 Any loss of memory for events immediately before
or after the injury (posttraumatic amnesia- PTA)
 Any alteration in mental state at the time of the
injury (confusion, disorientation, slowed thinking)
 Neurological deficits (weakness, loss of balance,
change in vision, praxis, paresis/-plegia, sensory
loss, aphasia) that may or may not be transient
 Intracranial lesion

Va/ DoD Clinical Practice Guideline, 2016.

Mechanism of Injury

Head struck by an object
Head striking an object

Foreign body penetration

Forces from a blast or explosion

Acceleration/
Deacceleration
(without external trauma)

Diffuse axonal injury and progression of
injury
Axonal
Blebbing

Cellular
Injury

Minutes

Axon
disconnects

Hours

Days

Disrupted
cytoskeleton
Cell
Signaling

Regenerative or
degenerative axon changes

Swelling

Glutamate excitotoxicity, neurotransmitter release
Osmotic change, free radicals, apoptosis

Secondary Injury
💣 Hematoma
💣 Edema
💣 Hydrocephalus 💣 Intracranial Pressure
💣 Systemic (metabolic, infectious, endocrine)

Weeks

Months

Reactive
sprouting
Secondary Molecular cascades
Neurotransmitter depletion

Johnstone et al. J Neurotrauma. 2014; 31 (22): 1881 – 1895.
McAllister. Dialogues Clin Neurosci. 2011; 13 (3): 287 – 300.

Brain Regions Susceptible to Trauma

Prefrontal cortex
 Executive
function
 Complex
attention
 Memory
retrieval
 Judgement
 Insight
 Emotional
responding
 Motivated
behaviors

Cerebellum
 Coordination
 Mood regulation
 Working memory

Anterior Temporal
 Memory retrieval
 Sensory-Limbic
integration
 Emotional
learning
 Fear
 Declarative
memory
 Sensory gating

Aggression, Irritability, Disinhibition

Agitation. Behavioral excess with aggression,
impulsivity, akathisia, inattention, emotional
lability often in setting of impaired cognition.
Agitation - Consequences:
 Longer stays
 inhibits transition home
 lower Functional Independence Measure
cognitive scores
 May put staff, patient, family at risk
Need to balance with treatment which may
impair cognition and motor recovery

Differential:
Central storming, Dysautonomia
Infectious
Seizures (Non-convulsive status)
Noxious stimuli/ pain (constipation,
fractures, spasticity, G tube, trach)
Medication withdrawal
Endocrine changes (SIADH, DI)
Medication side effects
Over-stimulation

Cognitive Recovery after TBI

Stage

Primary features

Secondary features

Posttraumatic Coma

Absence in arousal

Brainstem reflexes intact, no sensory responses,
no spontaneous movements

Posttraumatic Delirium

Impaired, fluctuating attention, and arousal,
reduced awareness of environment

Impaired circadian rhythms, motor restlessness,
emotional lability, disinhibition, impaired episodic
and working memory

Posttraumatic Amnesia

Impaired working memory, new learning

Processing speed and executive functioning
impaired, emotional lability

Posttraumatic Dysexecutive Syndrome

Impaired executive functioning

Emotional, behavioral changes

- Akathisia, disinhibition,
emotional lability, aggression!

Arciniegas. Dialogues in Clin Neurosci. 2011; 13 (3): 325 – 45.

The view from a Physiatrist

Ranchos Los Amigos Scale

Level

Description

I – No response

Does not respond to external stimuli

II – Generalized response

Reacts to external stimuli- non-specific, inconsistent, non-purposeful

III – Localized response

Responds specifically and inconsistently, may follow simple commands

IV – Confused, Agitated
Response

Bizarre, non-purposeful, incoherent or inappropriate behaviors, no short-term recall,
attention is short/ non-selective

V – Confused, Appropriate
Response

Give context appropriate, goal-directed responses, dependent on external input for
direction. Carry-over for re-learned, but not new tasks.

VII – Automatic, Appropriate
Response

Patient behaves appropriately in familiar settings, performs daily routines automatically,
and shows carry over for new learning at lower than normal rates. Initiates social
interaction, but judgment remains impaired.

VIII – Purposeful, Appropriate
Response

Patient oriented and response to the environment but abstract reasoning abilities are
decreased relative to premorbid levels.

Agitated as
an
expected
phase of
recovery!

Gouvier et al. Arch Phys Med
Rehabil. 1987; 68 (2): 94 – 7.

The family report

Grafman et al. Neurology. 1996;
46 (5): 1231 – 8.

Called for agitation. . .
55 y/o male who fell at a construction site, now wanting to
leave the hospital.
 Injuries include subarachnoid hemorrhage, contusions
bilaterally – frontotemporal, no midline shift.
 Multiple bone fractures.
 Depressed temporal bone fracture.
 He is now 3 weeks after injury.

 He tells you he was admitted by “misfortune”. He just
needed an MRI of his back.
 Ready to get back to construction.
 Says that if the window was open, he could jump out
to escape.
 He denies current mood symptoms.

Nursing reports:
 Distractible, impulsive, resistant to care, restless,
talking loudly, explosive anger

How would you
address the
symptoms in this
setting?

General Approach

🔎 Identify target symptoms/ measure
level of agitation
🔎 Consider etiology beyond TBI
(differential diagnosis)
💤 Non-pharmacological management
interventions
💊 Consider need for medication
interventions to address pathology.

Measuring Agitation in TBI: The Agitated Behavior
Scale.

Non-pharmacologic Management

 Attempt to restore circadian rhythms
 Breaks during the day
 Overstimulation: limiting TV, visitors,
cell phones, low-stimulation areas
 Avoiding direct contact with restraints,
bed wraparound better
 Cover necessary tubes: binders,
sleeves
 Safety AIDE
 Behavioral plans
(identify antecedent, quantify behaviors,
redirect behaviors, minimize seizures,
consider cotreatments)
 Allow patients to walk to burn energy
when possible

Medications: To Avoid

First-Generation Antipsychotics
Haloperidol most commonly given
Strong D2- Antagonism
TBI recovery – low dopaminergic state
Concerns for impaired recovery
Associated with longer length of stay,
longer time in PTA
 Increased cognitive deficits, motor
recovery slowed






Benzodiazepines
 High potential for disinhibition
 Paradoxical responses
 May cause sedation, further
impair arousal, and worsened
cognition
 Impact on balance, coordination

Rao et al. Arch Phys Med Rehabil. 1985; 66: 30 – 4.

Medications: b-Antagonists
6

OAS = Overt Aggression Scale

Placebo

5

OAS SCORE

 b-antagonists (propranolol) may reduce the
intensity of aggressive episodes following TBI
 No impact on number of episodes

4
3
2
1

Strongest evidence supporting b-antagonists.
 Recommended that dose does not exceed
320 mg/ day
 Many respond to low doses (40 – 80 mg/
day)
 Check EKG prior to administration
 May also be helpful for paroxysmal
sympathetic hyperactivity (dysautonomia)

0
0

1

2

3

4

WEEKS

5

6

7

Brooke et al. Arch Phys Med Rehabil. 1992; 73 (10): 917 – 21.
Schroeppel et al. J Trauma Acute Care Surg. 2014; 76 (20): 504 – 9.

Mood stabilizers/ Anti-epileptics

 Up to 51.8% of patients on antiepileptics during acute rehabilitation
 Both valproate and carbamazepine
are the primary treatment for
agitation, anger, irritability by
Physiatrists

Carbamazepine
Valproic acid

 Valproate does not have either
positive or negative
neuropsychological effects
 Improvement is often rapid

Chatham-Showalter et al. J Neuropsychiatry Clin Neurosci. 2000; 12 (3): 395 – 7.
Azouvi et al. Brain Inj. 1999; 13: 797 – 804.
Dikmen et al. Neurology. 2000; 22: 895 – 902.
Wroblewski et al. J Clin Psychiatry. 1997; 57: 582 – 7.

Mood stabilizers/ Anti-epileptics

Poor data:
Lamotrigine – 2 case studies

Oxcarbazepine
Phenytoin
Lacosamide
Gabapentin
Pregabalin
Perampanel
Levetiracetam

SSRIs, TCAs

Why SSRIs?
 Serotonin depleted in TBI
 Low serotonin correlates inversely
with aggression
 Do not negatively impact plasticity

Problem: Longer time to efficacy
Data from secondary outcomes:
 Reduced irritability, aggression
 Reduction in psychological
distress, anger and aggression,
post-concussive symptoms

 Usually studied in post-TBI
depression.
 Depression is a risk factor for
aggression so treating depression
may help.

Kant et al. Brain Inj. 1998; 12: 661 – 6.
Fann et al. J Neuropsychiatry Clin Neurosci. 2000; 12 (2): 226 – 32.
Fann et al. J Head Trauma Rehabil. 2017; 32 (5): 332 – 42.

Neurostimulation
Amantadine
 May help with attention, decrease
confusion, target irritability
 Address dopamine hypoactivity
 Potential for overstimulation
 50 – 400 mg daily

Timing?
 Amantadine given to patients with
TBI in the ICU. Amantadine
correlated with higher RASS scores
in the ICU
 Amantadine also correlated with
higher opioid use, longer stay
 Double blind trial 6 months after injury demonstrated improvement in irritability
but effects seen at day 60

Hammond et al. J Neurotrauma. 2015; 32 (16): 1230 – 8.
Hammond et al. J Neurotrauma. 2018; 35 (19): 2298 – 2305.
Gramish et al. Clin Neuropharm. 2017; 40: 212 – 6.

 Recent larger study in chronic TBI with
negative findings

Neurostimulation

Methylphenidate
 Usually well tolerated in the
absence of agitation
 Some patients may have
increase in irritability
 1 small study for patients 6
months after injury with anger
reduction

Dextroamphetamine
 Pilot study in patients with moderatesevere TBI: increased processing
speed, attention
 Increasing agitation (ABS scores) for
the patients taking
dextroamphetamine
Hart et al. J Neuro Res. 2018; 96: 702 – 10.
Mooney et al. Arch Phys Med Rehabil. 1993; 74: 153 – 60.

Second-Generation Antipsychotics

Olanzapine, quetiapine, ziprasidone
described in case studies.
 Quetiapine reduced irritability and
aggression and improved cognition
 Ziprasidone reduced agitation during
PTA quickly with good tolerability

Consider other agents prior to
antipsychotics, then:
 Start low, go slow
 Monotherapy
 Monitor seizure threshold
AFTER study – pending
Risperidone multi-site study

Concerns:
 Elevated risk of NMS
 Sedative effects
 Risk of dysphagia
 Effects on plasticity and recovery

Kim et al. J Neuropsych Clin Neurosci. 2006; 18: 547 – 9.
Noe et al. Behav Neurol. 2007; 18: 7 – 11.

Called for agitation. . .
55 y/o male who fell at a construction site, now wanting to
leave the hospital.
 Injuries include subarachnoid hemorrhage, contusions
bilaterally – frontotemporal, no midline shift.
 Multiple bone fractures.
 Depressed temporal bone fracture.
 He is now 3 weeks after injury.

Revisiting Treatment . . .

Questions, Resources

Traumatic Brain Injury
 Brainline. www.brainline.org
 Polytrauma/ TBI system of care (VA).
www.polytrauma.va.gov
 Brain Injury Association of America
 Headinjury.com
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Breakin’ the rules
27 M with DM1 admitted after making an
error with insulin
Bottomed out sugars
Seizure

Primary team concerned about labs
showing proteinuria and high HbA1C
”Routine” psychiatry consult: ”self-care” concerns
Female roommate bounces in for visit
90 minutes later, patient removes his IV
Dancing around the room, laughing, …

Restraints ???

“Agitated”

RASS

Riker Sedation-Agitation Scale
Naloxone
Flumazenil
Physostigmine

1
2
3
4
5
6
7

Minimal / No response
No communication, r/t physical stimuli
Awakens to verbal, light touch
Calm, communicative, “normal”
Anxiety or physical unrest, listens & calms
Agitated, resisting attempts at care
Physical danger to self / others

Considerations
Acuity / Time
Information
Historical data informative?

Patient Needs / Perspectives
Participant in care?

Differential Diagnosis
Treatment Goals
Sedate, solve, “buff and turf”

De-Escalation Commandments
I You shall be non-provocative:
•
•
•
•

IV You shall be concise:
• use short phrases or sentences
• repeat yourself, repeat yourself
• Have attention first...
…don’t confuse

calm demeanor, facial expression
soft-spoken with no angry tone,
empathic - genuine concern
relaxed stance- arms uncrossed..
…hands open..knees bent
VII You shall listen:
• Do not argue
II You shall respect personal space:
• Do not up the ante
• 2x arms length
• Listen and agree when possible
• Offer a line of egress
• Check understanding
• expand space if paranoid
• Move if told to do so
V You shall identify wants

III You shall establish verbal contact:
•
•
•
•

•
tell them who you are,
•
establish you are keeping them safe, •
you will help them regain control
ONE COMMUNICATOR

and feelings:
It’s not all about what you want
It’s really not for you
IT’S NOT ABOUT YOU

from Fishkind, Current Psychiatry, 2002

General Medication Principles
Medications

Chemical Restraint

👍

Treatments for symptoms

Goal is calm, not sleep

🙏

Non-pharmacologic approach 1st
👉👈
Patient involvement
In medication choice
PO is preferred over IM

🤝
🤔
👍

Tryin’ to chill
• 19 y/o woman—anxiety, occasional cannabis
– Recent round of exams at school completed
– ED with shakiness, pounding heart, intense fear x 2 hrs

• T 36.6, P 108, R 24, BP 136/90, O2 sat 100% on RA
– Clear sensorium, inconsolable
– Holding her head in shaky hands, diaphoretic

• Takes fluoxetine 40 mg daily, zolpidem 5 mg PRN
“Me and my friends were just relaxing before going
out tonight…”

1 mg Lorazepam and a Ψ Consult
• Feels no better
– Begins to raise her voice in frustration
– No patience for the niceties or evolution of an interview

• Exam
– Warm skin
– Coarse tremor, persists with intention

• Ataxic, hyperreflexic, 2-3 beat clonus at the ankle
“What else can you tell me about things before you
came to the hospital?”

Case Resolution
• Lorazepam 2 mg IV q2h PRN
– Instilled calm, with an extra 4 mg dose before
admission
– Admitted for 23 hour observation (5 doses)

• Vital signs stabilized with treatment
– Laboratory studies unremarkable
– EKG sinus tach, Urine drug survey negative

• Physical symptoms resolved at 17 hours
Discharged with counseling and resources
for anxiety and chemical dependency

Project BETA. West J Emerg Med. 2012 Vol 13, No.1

Benzodiazepines
PROS
Sedating – multiple routes of administration
Provide seizure prophylaxis & cardioprotection
Safe and effective – minimal BP, RR, or HR decrease
Lower BP and HR in hypersympathetic states
Available reversal agent: Flumazenil

CONS
Sedating – require titrated doses / cross tolerance
“Feeding the bad dog"
Variable onset time and duration
Extended use may prolong delirium  long term ψ
Ineffective +/- paradoxical worsening in some cases
anticholinergic, hepatic encephalopathy, CNS Dx

Diazepam
PROS
Rapid onset: under 5 minutes
Peak effect: 10 minutes or less in short-term use
Rapid titration possible IV

CONS
Poor IM absorption
Long acting metabolite (nordiazepam)
Slow clearance in elderly or those with liver disease

DOSE: 10-20 mg IV q 5 min until sedate
up to 200 mg in first hour

Lorazepam
PROS
Comparatively rapid IM absorption
Glucuronidated, metabolism less affected in liver dx
No active metabolites
Antiemetic effect
Prolonged cerebral levels
t ½ roughly 12 hours – short acting

CONS
Slow onset: 5-10 min
Peak effect delayed: 30 minutes

DOSE: 2-10 mg IV q 1-2 h (induce & maintain)
Potency 2.5 x Diazepam

Midazolam
PROS
Rapid onset: 2-5 minutes
Good IM and PO absorption
Very rapid clearance: t ½ 1-2 hours

CONS
Somewhat greater expense
Rapid development of tolerance
Slow clearance in elderly or those with liver disease

DOSE: 2-5 mg IV q 5 min until sedate
up to 50 mg in first hour & hourly
Potency 3-4 x Diazepam

A Different Story…
• 29 y/o man—substance use history
• Delivered by police after neighbors called
– Loud disturbance, pounding on walls
– Found shirtless, violent with police
– Restrained…H 10 + L 2 + D 25…H 10 again

• T 37.8, P 127, R 18, BP 148/92, O2 sat 96%
– Admission vital signs, sedate and hypertonic
– Remains restrained, in ICU

• Labs are drawn and pending…
• You’re called 4 hours later when he’s tearing
up the place at midnight

Laboratory Studies
15.7
16

292

14.6

47.4
144

27.3
1.1

106

31

8.6

18

106
5.1
7.25

20
44

1.8
92

19

2.0

More Information
CK 664 U/L
◦ MB 3.1
 Trop 0.11 ng/mL
 AST 39
 ALT 79
 Albumin 3.6





EKG Sinus tach, normal intervals
UDAS + THC, BZDs



Wide eyed, angry
Bolt-up in bed



No more vitals
HR 156 before leads off




Will NOT calm
Seems oriented to place
But odd thoughts…
Paranoid
Not able to work with info

Whatcha gonna do???...
What did he take?...

Synthetic Stimulants
 Bath

Salts or Plant Food

Slang term for a variety (mixture) of synthetic stimulants
NRG-1, Mephedrone, 2C-E, MDPV, et al.
As a class, the compounds are referred to as cathinones
CNS t½ & potency  agitation + delirium = “agitated delirium”

Case Resolution
• Diazepam 20 mg IV q5minutes
– 3 doses
– One dose of 40 mg IV  Riker score of 3

• Vital signs stabilized with treatment
– First set after initial BZD doses: HR 146 bpm, BP 174 / 99
– Tense UEs, Rigid LEs with Sustained clonus
– Lorazepam 6 mg IV q1h PRN x 30 hours

• NSS 4L IV, then D5LR 200 mL / hr continuous
• Non-delirious at 40 hours, but “on edge”
– Paranoid ideation—robot rats in the walls at home
– Took “White Lightening” to “Get sh** done”

• Haloperidol, then risperidone given when neuro exam
normalized
Discharged (with much effort) to dual diagnosis facility
Negative Toxicologic Sendout Assay

Project BETA. West J Emerg Med. 2012 Vol 13, No.1

IM atypicals in delirium
• Don’t offer the mood benefit
• Don’t offer an EPS advantage
in the acute first phase
• Do come with pharmacologic
complexity  problems ?

IM Olanzapine & Ziprasidone
Inpatient studies involving olanzapine for
delirium do exist
Majority of patients actually treated PO

Practicality is a major issue
Post-marketing data led to prohibition
against giving IM OLZ & BZDs near in time
Marder, et al. J Clin Psychiatry 2010

Reconstitution time for ZIP ~20 min!
QT issues are scary in undifferentiated cases

Default to Vitamin H ?
Clinton, et al., Ann Emerg Med 1987 !!!

Complex Pharmacology

Murasaki M, et al., Jpn J Clin Psychopharmacol 2008; 11:845–854.

Reminders About Delirium
Pharmacotherapy of delirium typically treats
symptoms only
Best treatment is correction of the
underlying process
No data for choice of one AP over
another offering an efficacy advantage
So, don’t lose your doctor head!

Extrapyramidal system adverse effects are
rare in the setting of delirium
It’s easy to make things worse…

Butyrophenones
(Haloperidol)
PROS
Well-absorbed IM and PO
Effective for delirium, psychosis, extreme agitation
Less sedating than benzodiazepines
Effects on BP, pulm artery pressure, HR, and RR
even milder than benzodiazepines
Minimal respiratory depression
No cross-tolerance in benzodiazepine, opioid, or
alcohol abusers
Combinations with benzodiazepines can provide
rapid sedation with “best of both worlds”
CNS– and Cardio– protection
Promote clearer thinking, shorten course

More Haloperidol
CONS
Slow onset: 10-40 minutes
Variable effective dose with no reversal antidote
No seizure prophylaxis, may lower threshold
Potential EPS: No data for dystonia prophylaxis
Risk of TdP if QTc >500 msec (but still low)

DOSE: 1-10 mg PO/IM/IV q30-45 min prn OR
5 mg IV & double dose q 30 min until calm
Then 2/3 of the total is a guide for the next
24h requirement, divided TID with slight
weighting toward the evening dose.

Drunken Disinhibition
What about IV Olanzapine ?
•
•
•
•

ED Observational study
All comers with agitation
AVERAGE BAC 0.18 %
489 IM vs. 295 IV

Same outcomes in both groups
•
•
•

Respiratory depression events rare
Rare episodes of bradycardia
QT essentially unchanged

Shorter ED LOS in IV group
OLZ vs. HLD same researchers
•
•

Time to calm faster with OLZ
Same LOS (Droperidol shorter)

Cole, et al. Ann Emerg Med. 2017

Project BETA
Clinton, et al., Ann Emerg Med 1987

Ketamine
Keeping treatment goals in mind, survival without
morbid outcomes is essential
The abusable substances landscape has changed
Conclusions from the same group studying OLZ:
•
•
•
•

IM Ketamine works, and faster than any alternative
Intubation rates may be higher
Autonomic effects are in the direction of improvement
Psychiatric sequelae are serious

Studies past the level of the ED need to be done
For now, pre-medicate with BZDs & HLD
Olives, et al. PreHosp Disas Med. 2016

Cole et al., accepted abstract

In some ways it’s all the same…
• Hallucinations and stimulation almost always
involve enhanced serotonin neurotransmission
• Hallucinogenic / psychostimulant effect alone
– Fully alert, oriented, and aware under the influence
– Supportive care, perhaps Rx PO Atypical or BZD

• Psychosis / agitation
– Hallmark of more robust central effect
– BZDs first and early (targeting mechanism), then APs

• Hyperautonomia / Abnormal Neurologic Exam
– BZDs core of Tx, if autonomic indices do not respond,
more advanced agents (barbs, propofol, 2 agonists)

Assessment
Vital Signs…yes, they are really vital
Last set / pattern

Recent Hx…what has been going on
Medications – what went into the body
Big CNS, Cardiopulmonary Past Hx

Exam…at least look & listen
Skin: is it covered? is it wet / dry?
Communication / response (speech)
Neuro: Have a light and a hammer
Pupils, posture, tone, reflexes

Proposed Algorithm
Patient with
Neuropsychiatric
Unrest

Signs of
Psychosis ?

Y

N

N

Specific
Therapy

Antipsychotic
Rx
Subjective
Complaint ?

Signs of
Delirium or
Intoxication ?

*

Benzodiazepine
Rx
Y
Differential Dx
Specific
Therapy ?

Y

N

Antidote or
Treatment ¶
Potential
Seizure or
Cardiotoxicity ?

Y

Benzodiazepine
Rx

N

Antipsychotic
Rx

¶ Physostigmine, flumazenil…oxygen, analgesia, etc.

*

Antipsychotic
Rx

Anxiety or tearfulness may respond best to benzodiazepines
Fear or anger may respond best to antipsychotics

Rasimas &
Carter, 2017
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