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Abstract

The British Association for Psychophamacalagy and the National Assaciation of Psychiatric Intensive Care and Low Secure Units developed this
juint evidence-hased consensus guideline for the dinical management of acute disturbance. It includes recommendations for clinical practice and an
algorithm to guite treatment by healthcare professionals with various options outlined acconding to their route of administration and categary of
evidence. Fundamental averarchring principles are included and highlight the importance of treating the underlying disoner. There is a focus on three
key interventions: de-escalation, pharmacalagical interventians pre-rapid tion and rapid tranquiltisation { cular and intravengus).
Most of the evidence reviewed relates to emergency psychiatric care or acute psychiatric adult inpatient care, although we also sought evidence
relevant. to other commen clinical settings including the general acute hospital and forensic psychiatry. We conclude that the variety of options
available for the management of acute disturhance goes beyond the standard chaices of lorazepam, haloperidol and pramethazine and includes
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MANAGING VIOLENCE AND AGGRESSION
(NICE, 2015)

“VWiolence and Agoression

Short—-ferm management inn mental
health, health and commmunity

« Section 8.5 in emergency departments metiinms

UUpdated edition

INICE Guidelime INGLO

« Section 8.6 in community and primary care setting S e S e

MNational Imnstitute for Health and CTare Excellennce

* Includes ambulance service LI

i Pswvchological Socicty amd
The Roval College of Pswychiatrists

 For guidance on manual restraint and rapid tranquillisation same recommendations as
for mental health settings.
« Lorazepam
 Haloperidol and promethazine

NICE does not give a recommendation on the use of ketamine

Intoxication, in particular alcohol consumption, is believed by staff to be one of the
most significant contributors to violence and aggression in A&E departments
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' Rapid tranquillisation in the general hospital (BAP)

« The emergency department of a general hospital is a B ——
clinical environment that affords the safe _

Multidisciplinary approach ontinuous monitoring/review of: nal
i ttions Mental/physical health Drugs and alcohol

administration of a wider range of interventions and gy e e

Treatment individualisation/choice Treatment effectiveness/harm Psychotropic naivety
f I . Treatment optimisation of underlying disorder Patient engagement level Learning disability
ormulations 2T
.
PRE-RT: DE-ESCALATION
Continual risk assessment (IIl,C) Passive intervention and watchful waiting (Ill,C) Identification of patient needs (IIl,C)
M M s M Self-control techniques (IV,D) Empathy (IV.D) Distraction (Il,C)
« With r'eady access to resuscitation equipment and o o (40 R (1
Respect patient space (IV,D) Respect and avoidance of shame (lll,C) Re-framing events for patient (Ill,C)
Management of environment (II1,C) Appropriate use of humour (lll,C) Non-confrontational limit setting (Ill,C)

ventilation apparatus, the risk versus benefit
considerations can be different. p PRERT ORALIORALINFALEDIBECCAL
« IV medications can be used, but these should be )
considered in line with the evidence outlined above. e
( IM Lorazepam (Ib,A)t j( M Promethazine (1a,D) j[

Oral Aripiprazole (Ib,A) \
Oral Haloperidol (Ill, C)*
Oral Olanzapine (Ib,A)

Oral Quetiapiane (lll,C)
Oral Risperidone (Ib,A)

a

IMAripiprazole (la,A)
IM Droperidol (Ib,A)*

IM Olanzapine (a,A)

RT:INTRAMUSCULAR COMBINATIONS
IM Promethazine PLUS IM Haloperidol (la,A)* IM Lorazepam PLUS IM Haloperidol (Ia,A)*

 The need for RT in the medical intensive care unit
was outside the BAP guidance.

RT: INTRAVENOUS (resuscitation settings only)

(v Midazoam (At )( IV Droperidol (Ib A)* )( IV Olanzapine (1) )

* Pre-hospital (ambulance service) was also outside (o )
the BAP guidance. { it J
J

1 flumazenil available Consider Zuclopenthixol Acetate (III,C)*

$ flumazenil drawn up Consider ECT (IV.D)
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The World Journal of Biological Psychiatry (2016)

=
'

\ Tavlar &

o ¥
 In the case of agitation secondary to alcohol oo The World Journalof Biological Psychiatry
withdrawal treatment with benzodiazepines _ Pty
should be preferred over treatment with
antipsychotics.
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Assessment and management of agitation in

« Inthe case of agitation associated with alcohol -
psychiatry: Expert consensus

intoxication, treatment with antipsychotics
ShOUl d be pr'efer'r'ed over treatment with Marina Garriga, Isabella Pacchiarotti, Siegfried Kasper, Scott L. Zeller,

benzodia zep ines. Michael H. Allen, Gustavo Vazquez, Leonardo Baldacara, Luis San, R. Hamish
McAllister-Williams, Konstantinos N. Fountoulakis, Philippe Courtet, Dieter
Naber, Esther W. Chan, Andrea Fagiolini, Hans Jiirgen Moller Heinz Grunze,
Pierre Michel Lorca, Richard L. |affe, Lakshmi N. Yatham, Diego Hidalgo-
Mazzei, Marc Passamar, Thomas Messer, Miquel Bernardo & Eduard Vieta
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Appendix 2- Rapid Tranquillisation in Acute Behavioural Disturbance

Royal College of Emergency Medicine (Feb 2022)

Assessment by senior doctor:

- Patient lacks capacity.

Patient represents a significant danger to himmherself or others.
Patient reguires emergency treatment £ investigation.

FPatient is sewverely agitated.

Docior considers paSent may have potentially ife-threateming ABD.

-

De-escalation measures undertaken if possibkle:
& De—escalation techniques § exclusion
o Dral medication — kerazspam 1-2mg (maee g per day)

-

Freparation to ensure RT as safe as possible:

= Senior Doctor with critical care exgperience.

= Drug drawsn up and preparsd comecdy (Antidotes geailable if applicable).
& Cooygen and high fiowr reservcir mask on patientimmediatehy readhy.

& Monitoring equipment (ECG, pulse cximeter, BP, ETCO:).

& Equipment in case of complications (aineays, suction, BRI

= Short Safety Brief

& SAdeguate numiber of personmel.

. 2

Choice of drug{s):

Either Ketamimne dmgilog IM {or titrate o effect I'W)
or Droperidol 5-10mmg I

If thes=se agents arse unavailable. mMmidazolam (5-10mg IM). loraz=epam ($mg
1B} or haloperidol (Smg 1M +/- 2ng lorazspam 1M} could be comsidersd.
Higher comncentrations than typically stocked may be reguired for IM
injection. Large wolums imjections may meed to be administered at multiple

— : =

Once sedative taken effect:

= Esiablish and secure infravenous acoess.

& blomitor in a high depsndency area (Resus Room).

& blaintain sedaticon with IV bolus medication until definitve mManagsment
plan amamged.

& Commect electolyts | glucose | acid-base abnormnalities, comect
hyperthermia, ook for evidence of DIC or rhabdormypohysis.

& Institute other emergency treatments and ineestigations as necessany.

Choice of drugls):

-

Document clearly in the clinical notes:

= Indication({s} for RT & any attemnmpis at de—escalation.

= Blental capacity assessmemnt

= Restraint, Collateral history, Features consistent with ABD, Police
imwvohrsmmeni.

~5.napicu

natlonal association of psychiatric intensive care units
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Either Ketamine dmghkg M  (or firste to efect V)
Cr Oropendol 5-10mg M

[fthese agents are unavalable, midazolam (3-10mg IM), karazepam (4mg
IM) or halopenidal {Smg (M +- 2mg larazepam IM) could be considered.
Higher concantrations than typically siocked may be required for IM
njection. Large volume injechans may nesd to be adminisered at multiple

The Royal College of Emergency Medicine

Best Practice Guideline

Acute Behavioural
Disturbance in
Emergency
Departments

& Royal College of
Emergency Medicina
February 2022
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Ketamine IM/IV

Unlicensed for acute disturbance

* Most evidence is for its procedural sedation and the management of pain.
 Sedation rather than tranquillisation.
 Short acting

« IM ketamine is effective but it is not recommended due to risk of respiratory
depression (BAP)

« 15t Line for acute behavioural disturbance (RCEM), but resuscitation equipment
must be available

« Shorter time to adequate sedation (RCEM).
« IV if IM not available (RCEM)

(@ cmHP  sANapicu




Ketamine IM/IV

Limited evidence of ketamine in ‘pre-hospital’ settings by paramedics and emergency
medical staff.

« Small amount of data but significant intubation was required (resus equipment)

* One study gave midazolam to prevent the emergence of reactions with ketamine.

« Worsening tachycardia or hypertension. Consider benzodiazepines.

« Small retrospective review treated with IM ketamine found few major ADRs
* mean systolic blood pressure increase of 17 + 25 mmHg
 increased heart rate of 8 + 17 beats/min),
« And 62.5% of patients required additional pharmacologic treatment for agitation.

« Intranasal administration of ketamine?
« Safer and easier method of administration.

* More research required

@ CMHP napicu '



Droperidol IV/IM

Reilly study (2000) led to the withdrawal of thioridazine and droperidol. Subsequent
studies have not replicated these results. BAP recommends ECG prior to use.

* Unlicensed for acute disturbance
« Cochrane review of IM&LV droperidol showed it is effective and can be used as RT

 Droperidol appears to be associated with fewer adverse events than lorazepam or
midazolam (RCEM)
« Hypotension and respiratory desaturation with midazolam
« Droperidol associated with dystonias

« It may be a less-suitable option if a patient is known to take antipsychotic
medications, or if there is a suspicion of a presentation linked to antipsychotic use
(e.g. anticholinergic syndrome or akathisia).

« '10/2' with lorazepam?
§ cMHP napicu




Midazolam IM/IV

IM midazolam is rapid but not sustained due to short half life
 Increase risk of subsequent sedation required

Increase risk of oxygen desaturation or airway obstruction

« 28% IM midazolam compared with 6% for those given IM droperidol
and 7% for the combination of IM droperidol plus IM midazolam

Midazolam is a controlled drug

Risk of errors with high dose ampules (Img/mL, 2mg/mL or 10mg/2mL)

(@ cmHP napicu




Consideration of anaesthesia and intubation

« Some patients should be considered for induction of anaesthesia and
infubation.

« In this scenario, anaesthetic considerations are:

« Ketamine induction to minimise haemodynamic instability on
induction, as these patients are likely to be dehydrated, and are
physiologically fragile. Be aware that the patient may have already
received prior sedatives.

* Avoid suxamethonium - hyperkalaemia is likely.
* Avoid opioids - morphine may worsen hypotension through histamine

release. Fentanyl is a particular concern if there is a possible
serotonin syndrome as it produces an efflux of serotonin.

@ CMHP napicu




Substance misuse

There is little specific evidence about management of acute disturbance requiring RT
where substance use is implicated.

* Alcohol, synthetic cannabinoids, gammahydroxybutrate (6GHB) and stimulants are most
likely to be associated with acute disturbance.

« Drug screening tests do not test for all illicit substances especially NPS.
« The Novel Psychoactive Treatment UK Network guidelines and website
(http://neptune-clinical-guidance.co.uk/)
* National Poisons Information Service https://www.toxbase.org/

« Gammahydroxybutrate (6HB) withdrawal with acute disturbance and is a potentially life-
threatening condition that should therefore be considered as a medical emergency
« Substantial doses of diazepam and/or admission to the medical intensive care unit with
intubation
« Addition of baclofen 10 mg TDS may reduce the need for large dose benzodiazepines

(@ cmHP napicu g |
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Substance misuse

Ideally allow a ‘wash out’ prior

« One TREC trial examined the impact of substance misuse and found that IM midazolam or
IM haloperidol plus IM promethazine were both effective and ‘reasonably safe'.
* Risk of lowering seizure threshold
« Impact on cardiovascular rhythm (especially with cocaine and haloperidol)

« Benzodiazepines are generally recommended, but caution with alcohol as increased risk of
respiratory depression (especially with olanzapine IM + benzodiazepines).

 Olanzapine IM has shown to be favourable cf haloperidol IM.
* Methamphetamine-related acute agitation

« midazolam-droperidol combination appears to provide more rapid sedation of patients
than droperidol or olanzapine alone

MONITOR = every 15mins - as per NICE and BAP.

@ CMHP napicu '



Alcohol withdrawal

« Management of alcohol withdrawal and its complications are covered
in Two NICE guidelines: C6100 (NICE, 2010) and CG115 (NICE, 2011).

« Benzodiazepines are generally preferred and for delirium tfremens,
parenteral lorazepam erheateperidel-is recommended.

« Wernicke's encephalopathy and risk of thiamine deficiency should be
considered and treated with parenteral thiamine

(@ cmHP napicu




Intravenous

« Intravenous treatment should be avoided except in cases where there is no alternative.
(WJBP)

* Rapid tranquilisation in this guideline refers to the use of medication by the parenteral
route (usually inframuscular or, exceptionally, intravenous) (NICE, 2015)

(BAP, 2019)

 Due to the potential risk of respiratory depression and cardiac adverse effects, RT IV
options must only be used in settings where resuscitation equipment and trained clinicians
are available to manage medical emergencies.

 Flumazenil must be immediate available

« IV does not appear to offer an advantage over IM the median duration of acute
disturbance was 21 mins for IM (range 5-78mins) and 30minutes for IV (range 5-135mins)

@ cMHP napicu '



Intravenous (BAP, 2019)

Both IV lorazepam and IV midazolam are effective.

« IV midazolam more rapidly sedating than IV droperidol, but more likely to result in
treatment failure due to additional sedation required.

« IV droperidol is effective and a baseline ECG is advised before use due to the risk of
QTc prolongation.

« IV olanzapine has evidence of effectiveness but caution is advised due to the risk of
respiratory depression and the lack of a reversing agent.

« IV diazepam (Diazemuls ®) is not recommended due to lack of evidence for use in RT.

IV haloperidol is hot recommended due to a lack of evidence for its use in RT. Must
have ECG prior to RT.

(@ cmHP napicu




Pre-hospital - -
L
Very little data -5 “o

Lorazepam needs to be stored in the fridge

Consider IV infusions -

'Run times' of the ambulance service

More research required - y
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