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Introduction

OLANZAPINE OVERDOSE

Olanzapine is a second generation (“atypical”) antipsychotic agent.

Overdose is associated with predictable dose dependent sedation, confusion and coma.
Treatment is supportive

See also separate Document for Olanzapine in Drugs folder.

Pharmacokinetics

Absorption:

° Well absorbed either orally or sublingually.
° Large first pass effect

Distribution:

° Vd is 10-20 L/kg

Metabolism and excretion:

° Metabolized by the liver to inactive metabolites.

Pathophysiology

Olanzapine blocks a number of receptors including:

1. Dopamine (D2)

2. Serotonin (especially 5SHT2)

3. Histamine (H1)

4. Muscarinic (M1) - i.e is mildly anticholinergic

5. Peripheral Alpha 2 receptors.



Risk Assessment

Overdose is associated with predictable dose dependent clinical effects according to the
table below.

Co-ingestion of other CNS depressants will potentiate the effects of Olanzapine.

Dose in adults Clinical effects

<40 mg Therapeutic sedation and antipsychotic effects

40-100 mg Increasing sedation with possible anticholinergic effects

100-300 mg Sedation/ intermittent agitation.

> 300 mg Increasing sedation progressing to coma, may require intubation.
Hypotension

Children who have ingested > 0.5 mg/kg will require observation in hospital.

The lowest reported ingestion causing significant (more than mild sedation) toxicity
requiring hospital assessment in a child under 12 years of age is 10 mg, and over 12 years
of age is 25 mg.

Clinical Features

1. Toxic effects occur within 2 - 4 hours.
2. CVS:

° Tachycardia (in part an anticholinergic effect)

° Hypotension secondary to peripheral alpha blockade.
3. Neurological:

° Fluctuating mental state with agitation/ confusion




v Can occur with moderate overdoses, usually settles with 24 hours.

° Increasing sedation with increasing dose

) Coma with large ingestions which can last 18 - 48 hours.
Rarely:

° Extrapyramidal effects

° Seizures

4. Anticholinergic effects:
° Miosis
° Urinary retention may be seen.

Investigations

Blood tests:

1. BSL

2. As for any overdose, consider coingestion:
° Blood alcohol
° Paracetamol level

ECG

Non specific ECG changes

Prolonged QT may also be seen, but clinical effects are rare.

Management

1. Immediate attention to any ABC issues:
° Establish IV access
2. Charcoal:
) This is not indicated because of the onset of early sedation and an

expected good outcome wit supportive management.

3. Agitation/ delirium:



° Benzodiazepines:

v Titrated IV benzodiazepines are the principle treatment, but these
must be balanced against the risk of excessive sedation.

° Physostigmine:
v There may a role for IV physostigmine for agitation/ delirium,
however it is currently unclear how much these symptoms are a

result of central anticholinergic effects.

Physostigmine has been reported to reverse the delirium effects in
olanzapine overdose.

4. Hypotension:
° Will usually respond to IV fluids.

) Noradrenaline infusion is commenced for hypotensive patients
unresponsive to fluid therapy.

5. Urinary catheter may be required for urinary retention - suspect urinary retention
in particular in the agitated intubated patient.

Disposition:
Patients should be observed for at least 6 hours post ingestion.

If asymptomatic at this time and if the ECG is normal at this time, then the patient may
be medically cleared.

In the intubated patient 12 lead ECGs should be done 4 hourly, looking for prolonged
QT.
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