
 

 

 

 

 

MIRTAZAPINE OVERDOSE 
 

Introduction 

 

This agent is a new third-generation antidepressant. 

  

It is a tetracyclic piperazinoazepine analogue of mianserin with a chemical structure 

unrelated to tricyclic antidepressants, monoamine oxidase inhibitors or selective 

serotonin reuptake inhibitors. 

 

Its main indication is major depression including relapse prevention. 

 

Even large overdose with his agent usually follows a benign course. 

 

Pharmacokinetics 

 

Absorption: 

 

● Mirtazapine is rapidly absorbed following oral ingestion. 

 

● There is significant first pass effect. 

 

Distribution: 

 

● It is 85% protein bound 

 

● It has a very large volume of distribution, (> 100 L/kg) 

 

Metabolism and excretion: 

 

● It undergoes hepatic metabolism by cytochrome p450 and metabolites are 

excreted in the urine. 

 

● Elimination half-life is 20-40 hours. 

 

Pathophysiology 

 

Mirtazapine modes of action include: 

 

● Noradrenergic 

 

● Serontonergic (via 5HT1 type receptors). 5HT2 and 5HT3 type receptors are 

however specifically blocked by mirtazapine. 



 

● Central Alpha 2 adrenoreceptor antagonist 

 

● Histamine H1 antagonist 

 

● Muscarinic M1 antagonist 

 

Risk Assessment 

 

● Mirtazapine overdose is not associated with serious toxicity, even in large 

overdose.  

 

● Serotonin syndrome is possible if taken in combination with other serotonergic 

agents, in particular MAOIs. 

 

Clinical Features 

 

Many patients will remain asymptomatic. 

 

Symptom onset when they do occur is within 4 hours. 

 

Symptoms may include: 

 

1. CVS: 

 

● Mild tachycardia. 

 

2. CNS: 

 

 ● Sedation 

 

 ● Confusion. 

  

3. Miosis. 

 

Investigations 

 

None are specifically necessary unless to rule out alternative diagnoses or secondary 

complications. 

 

Consideration include: 

 

● ECG 

 

● Glucose 

 

● Co ingestant drug screen, blood alcohol and paracetamol. 

 



Management 

 

The presence of significant coma, seizures or hypotension should prompt consideration of 

an alternative diagnosis. 

There is no specific treatment, which is therefore entirely supportive.  

 

1. Hypotension: 

 

● Responds well to fluid therapy.   

 

2. Charcoal: 

 

 ● Charcoal is not necessary and not indicated. 

 

Disposition considerations 

 

Patients who are asymptomatic at 4 hours and with a normal ECG may be medically 

cleared. 
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