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TYPICAL ANTIPSYCHOTIC AGENTS

Introduction

The term “typical” antipsychotic usually refers to the older first generation antipsychotic
(neuroleptic) agents.

These fall into two major groups:

1. Phenothiazines:
° Chlorpromazine.
° Fluphenazine.
° Pericyazine.
° Thioridazine.
° Trifluoperazine.

2. Butyrophenones:
° Haloperidol.
° Droperidol.

The phenothiazines and the butyrophenones are separate classes of drugs, however they
have similar pharmacologic and pharmacokinetic properties.

The major features of toxicity in overdose include:

° CNS depression.

° Orthostatic hypotension.
° Anticholinergic effects.
° Extrapyramidal effects.

° Occasionally cardiac toxicity, (with thioridazine).



Pharmacokinetics

Absorption:

° Rapid oral absorption following oral ingestion.

° There is extensive first past metabolism that results in low and variable
bioavailability.

° Absorption is further slowed and erratic in overdose.
Distribution:
° These agents are highly lipid soluble and have large volumes of distribution.

Metabolism and excretion:

° These agents undergo hepatic metabolism
) Many have active metabolites and prolonged elimination half-lives.

Pathophysiology

The major action of these agents is central dopaminergic (D2) blockade.

Toxic effects relate to blockade of other receptor groups including histamine (H1),
GABA-A, muscarinic (Al), alpha receptor blockade (Al and A2) and serotonergic
receptors.

Cardiac effects are due to sodium (prolonged QRS) and potassium (prolonged QT)
channel blockade.

Risk Assessment

The typical antipsychotic agents cause dose related toxic effects.
Cardiac effects are very uncommon, apart from thioridazine in large overdose.
Delayed extrapyramidal effects may occur over the ensuing few days.

Clinical Features

The onset of clinical features occurs within 2-4 hours.

1. CNS:

° Sedation



° Delirium, (anticholinergic effects)

) Coma, in large overdoses and may be prolonged (up to 48 hours)
° Seizures are rare.
2 CVS:
° Tachycardia
° Orthostatic hypotension
° Hypotension
° With thioridazine in particular, arrhythmias, secondary to prolonged QRS

or prolonged QT (with polymorphic VT)

3. Extrapyramidal effects:

° See separate guidelines, (dystonic reactions).
Investigations
1. FBE
2. U&Es/ glucose
3. Consider the possibility of coingestion, paracetamol level and blood alcohol.
4. ECG:

° Prolonged QRS

° Prolonged QT

Cardiac monitoring can cease at 6 hours if the 12 lead ECG is normal
Management
1. Immediate attention to any ABC issues.

° IV access/ take bloods/ ECG and monitor.
2. Hypotension:

° Will usually respond well to fluid resuscitation.

3. Charcoal:



° This is not recommended due to the risk of coma.

° It may be given to intubated patients.
4. Delirium:
° Agitated delirium should be treated with titrated doses of IV diazepam.

4. Cardiac toxicity:
) Give IV bicarbonate for prolonged QRS complexes or arrhythmias.
° For Torsades des pointes:
This will require atropine/ adrenaline/ pacing for background
bradyarrhythmias or cardioversion/ defibrillation for the prolonged
arrhythmia.

See also separate guidelines for prolonged QT syndromes.

Disposition considerations:

Patients who are clinically well and have a normal ECG at 6 hours may be medically
cleared.

Patients with minor changes in mental status or ECG at 6 hours will require ongoing
monitoring and reassessment of 12 lead ECGs until clear evidence of clinical resolution.
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