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‘Prevention is better than cure’
Erasmus. 16th century.



Optimise current treatment



Offending agent(s) Potential to cause/worsen/be confused with acute disturbance

Compliance Intentional/non-intentional non-compliance

Unintentional 
medication/substance effects

Benzodiazepines – paradoxical effects (or not)
Antidepressant – mania/switching
Aripiprazole – agitation/alertness
High doses/toxicity – confusion 
Illicit substances - psychosis

Interactions Enzyme inducers 

Withdrawal/discontinuation 
effects

Alcohol
Opiates
Benzodiazepines
Antipsychotic - clozapine

Delayed treatment response Time to reach peak plasma concentration and steady state
Slow to increase dose where necessary
Untimely plasma levels

Medication errors Missed administration
Incorrect dose/drug
Wrong needle length



It’s all about timing…





Drug Pharmacokinetics Initiation

Flupentixol decanoate - Tmax 4-10 days
- Half-life 21 days
- Steady state 6-12 weeks

- Test dose

Haloperidol decanoate - Tmax 3-9 days
- Half-life 21 days
- Steady state 10-12 weeks

- Test dose 

Zuclopenthixol decanoate - Tmax 3-7 days
- Half-life 19 days
- Steady state 10-12 weeks

- Test dose

Aripiprazole monohydrate - Tmax 4-7 days
- Half-life 30-47 days
- Steady state 16 weeks

- Oral

Olanzapine pamoate
monohydrate

- Tmax 2-6 days
- Half-life 30 days
- Steady state 12 weeks

- Oral 

Paliperidone palmitate 
(monthly)

- Tmax 13 days
- Half-life 25-49 days
- Steady state 9-21 weeks

- Oral 

Risperidone microspheres - Tmax 30 days
- Half-life 3-6 days
- Steady state 6-8 weeks

- Oral 



What can we do while we wait?

• Watchful waiting?
• Prescribe ‘when required’ RT and pre-RT just in case

• Combine with oral medication? 
• Potential for high dose antipsychotic – physical monitoring
• Other pharmacological classes (e.g. benzodiazepines)

• Further restrictive interventions?
• Short-acting IM injection if refusing regular oral
• Potential for high dose antipsychotic under restraint – physical 

monitoring
• Short-duration of action





What is Clopixol acuphase®?

• Zuclopenthixol acetate 

• ‘Initial treatment of acute psychoses including mania and 
exacerbation of chronic psychoses, particularly where a duration of 
effect of 2-3 days is desirable’

• Refusal of oral and limited benefit from repeated short-acting IM 
injections

Intervention 
(IM)

Lorazepam Clopixol acuphase® Clopixol depot

Onset of action Tmax: ~15–30 mins
Half-life: ~6-8 hours

Tmax: ~3-7 days
Half-life: ~19 days
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Clopixol acuphase®: Cochrane review

• ‘Most of the small trials present important methodological flaws 
and findings are poorly reported’

• Not more or less effective in controlling aggressive acute 
psychosis, or in preventing adverse effects than intramuscular 
haloperidol

• The use of Clopixol acuphase® may result in less numerous 
coercive injections

• Low doses of the drug may be as effective as higher doses

• Well‐conducted pragmatic randomised controlled trials are 
needed (which is difficult) 



When to use Clopixol acuphase® with caution

• At the same time as other injectable antipsychotics or 
benzodiazepines (may lead to oversedation which is difficult 
to reverse) 

• Where hepatic or renal impairment is present 

• Where cardiac disease is present 

• A person who is sensitive to extra-pyramidal side effects 

• A patient on high dose antipsychotics or where the use of 
Clopixol acuphase® will put them into high doses 

• Where there is a history of seizures



When to avoid Clopixol acuphase®

• A person accepting oral medication 

• To a person who is struggling excessively to resist injection who cannot be 
suitably restrained, as there is a risk of intravasation and oil embolus 

• A neuroleptic naïve person 

• A person with known hypersensitivity to any of the excipients in Clopixol
acuphase® 

• A person who is unconscious 

• A person who is pregnant 

• Where there is a depressed level of consciousness due to any cause (e.g. 
intoxication with alcohol, barbiturates or opiates)

• For the management of dementia related behavioural disturbances 

• As a test dose for zuclopenthixol decanoate



Clopixol acuphase®: dosing

• Offer oral first and thorough review prior to each dose

• 50-150 mg (100mg elderly) per dose

• Minimum dose interval 24 hours (usually 2-3 days) - maximum 
total dose 400mg (and no more than 4 injections) within a 2 week 
period

• Review and consider holding oral medication 
(antipsychotics/sedatives) for ~48 hours post administration



…and of course, it is not a course!



Clopixol acuphase®: side effects

Common
• Drowsiness

• Movement disorders (akathisia, 
dystonia, parkinsonian 
symptoms)

• Raised Prolactin

• Constipation 

• Hypotension

Less Common
• Tachycardia 

• Urinary retention

• Prolong QT interval 

• Neuroleptic malignant 
syndrome (NMS) 



Clopixol acuphase®: monitoring

• NEWS2 chart: blood pressure (BP), pulse, temperature, respiration rate, 
Sp02, consciousness

• Non-contact obs: Alert, Voice, Pain, Unresponsive and EPSEs 

• Baseline, 15 mins, 30 mins then at 1, 2 , 4, 6, 8, and 12 hours after the 
injection, then every 6 hours up to 48/72 hours

• ECG once calm and able

• HDM if combined antipsychotic dose over 100% BNF 



Clopixol acuphase®: post-administration

• Staff debrief

• Patient debrief (advanced decision?)

• Documentation
• Prescription chart
• Clinical notes
• Chemical restraint is a form of restrictive intervention and is 

required to be incident reported to the national Mental Health 
Services Data Set









Summary

• Prevention is better than the cure

• Review all regular treatment before/during episodes of 
acute disturbance

• Consider (and pre-empt) treatment delay where at all 
possible

• Clopixol acuphase® is a niche medication to be used in a 
limited set of situations 

• It can be very beneficial (when used appropriately) but 
requires careful monitoring and review
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