
 

 

 

 

 

CLONIDINE OVERDOSE 
 

Introduction 

 

Clonidine is a centrally acting alpha2 adrenergic agonist used in the management of 

hypertension, migraine, opioid withdrawal states, menopause and pain control. 

 

Typical clonidine toxicity is characterized by the triad of: 

 

● CNS depression 

 

● Miosis 

 

● Bradycardia 

 

And: 

 

● Mild cardiovascular effects 

 

There is poor correlation between the ingested dose and clinical effects. 

  

As little as two tablets can cause significant symptoms and is potentially lethal in a 

toddler. 

 

Treatment is supportive and will provide a good outcome in most cases. 

 

Pharmacokinetics 

 

Absorption: 

 

● Clonidine is rapidly and completely absorbed with peak concentration and 

therapeutic effects occurring within 1-3 hours. 

 

Distribution: 

 

● It has a large volume of distribution at 3-6 L/kg. 

 

● It is about 20 - 40 % protein bound. 

 

Metabolism and excretion: 

 

● Half an ingested dose is metabolized in the liver and half is eliminated in the 

urine. 



 

● Elimination half-life is 6-24 hours. 

 

Pathophysiology 

 

● Clonidine is a centrally acting alpha 2 adrenergic agonist. 

 

● It acts as a central sympathoplegic agent reducing sympathetic output from the 

CNS. 

 

Risk Assessment 

 

There is a poor correlation between the ingested dose and the observed clinical effects. 

 

In general significant CNS depression can be seen with ingestions > 20 microgram/ kg, 

but large doses may be tolerated with minor effects. 

 

Ingestion of as little as 2 tablets may be lethal in children without supportive care. 

 

Clinical Features 

 

The onset of toxicity occurs within 2-6 hours of ingestion. 

 

This onset is rapid. 

  

1. Initial and transient hypertension may be seen. 

 

2. Miosis 

 

3. CNS: 

 

● Lethargy, drowsiness slurred speech and ataxia develop within 2 - 6 hours. 

 

In more severe cases: 

 

4. Coma 

 

5. CVS:  

 

 ● Hypotension 

 

 ● Bradycardia  

. 

 ♥ Rates as low as 20-30 may be observed 

 

 ♥ Conduction defects may also occur. 

 

6. Respiratory: 



 

 ● Depression and apnoea are reported but uncommon. 

 

Symptoms usually resolve within 24 hours. 

 

Investigations 

 

As with any overdose: 

 

1. BSL 

 

2. Consider the possibility of coingestion, blood alcohol and paracetamol levels. 

 

3. ECG 

 

Management 

 

1. Immediate attention to any ABC issues. 

 

 ● IV access. 

 

2. Charcoal: 

 

● This should be avoided because of the risk of rapid onset of significant 

 CNS depression. 

 

3. Hypotension: 

 

 ● IV fluids 

 

4. Bradycardia: 

 

● This is often fairly benign and may not require treatment. 

 

● Atropine can be given if blood pressure is compromised and inotropes in 

more severe cases. 

 

5. Naloxone: 

 

● The role of naloxone is controversial for clonidine overdose. 

 

● It is said to inconsistently and transiently reverse CNS and respiratory 

depression induced by clonidine.  

 

● It may be tried as a temporizing measure, but definitive management of 

significant depression will remain intubation and ventilation. 

 

6. Opioid dependent patients: 



 

 Patients on clonidine may be opioid dependent as it is used in the management of 

opioid withdrawal.  

 

 ● The possibility of opioid coingestion or injection should therefore always 

 be considered in these patients, (where naloxone will definitely be 

 beneficial!)  

 

 ● Naloxone should be avoided however if the patient has not taken opioids, 

 as this may induce a withdrawal syndrome.  

 

Disposition: 

 

Patients who are symptom free at 6 hours post ingestion may be medically cleared. 

 

 

 

 

 

 

References 

 

1. Clonidine in L Murray et al. Toxicology Handbook 3rd ed 2015. 

 

2. eTG - March 2015. 

 

● Clonidine in Toxicology and Wilderness Therapeutic Guidelines 2
nd

 ed 

 2012. 

 

Dr J. Hayes 

Reviewed July 2015.  


