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Four main pieces of guidance/resources



MANAGING VIOLENCE AND AGGRESSION 
(NICE, 2015)

• Section 8.5 in emergency departments

• Section 8.6 in community and primary care setting 
• Includes ambulance service

• 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



Rapid tranquillisation in the general hospital (BAP)

• The emergency department of a general hospital is a 
clinical environment that affords the safe 
administration of a wider range of interventions and 
formulations. 

• With ready access to resuscitation equipment and 
ventilation apparatus, the risk versus benefit 
considerations can be different. 

• IV medications can be used, but these should be 
considered in line with the evidence outlined above.

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

• Pre-hospital (ambulance service) was also outside 
the BAP guidance.



• In the case of agitation secondary to alcohol 
withdrawal treatment with benzodiazepines 
should be preferred over treatment with 
antipsychotics.

• In the case of agitation associated with alcohol 
intoxication, treatment with antipsychotics 
should be preferred over treatment with 
benzodiazepines.

The World Journal of Biological Psychiatry (2016)



Royal College of Emergency Medicine (Feb 2022)



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)

• 1st Line for acute behavioural disturbance (RCEM), but resuscitation equipment 
must be available

• Shorter time to adequate sedation (RCEM).

• IV if IM not available (RCEM)



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



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&IV 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?  



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 (1mg/mL, 2mg/mL or 10mg/2mL)



Consideration of anaesthesia and intubation 

• Some patients should be considered for induction of anaesthesia and 
intubation. 

• 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. 



Substance misuse

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

• Alcohol, synthetic cannabinoids, gammahydroxybutrate (GHB) 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 (GHB) 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

http://neptune-clinical-guidance.co.uk/
https://www.toxbase.org/


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.



Alcohol withdrawal

• Management of alcohol withdrawal and its complications are covered 
in two NICE guidelines: CG100 (NICE, 2010) and CG115 (NICE, 2011). 

• Benzodiazepines are generally preferred and for delirium tremens, 
parenteral lorazepam or haloperidol is recommended. 

• Wernicke’s encephalopathy and risk of thiamine deficiency should be 
considered and treated with parenteral thiamine 



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 intramuscular 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) 

•  



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 not recommended due to a lack of evidence for its use in RT.  Must 
have ECG prior to RT.



Pre-hospital

• Very little data 

• Lorazepam needs to be stored in the fridge 

• Consider IV infusions

• ‘Run times’ of the ambulance service

• More research required 
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