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Toxicology Society, Singapore (TSS) Consensus Statement on Acetylcysteine for Paracetamol Overdose 

· Recommends administering the first dose of intravenous acetylcysteine over one hour instead of 15 minutes. 
· Treatment with acetylcysteine is not contraindicated in patients with hypersensitivity or previous anaphylactoid reaction to N-acetylcysteine


Background:
Paracetamol overdose can potentially cause liver damage and death. Intravenous acetylcysteine is the antidote of choice to treat paracetamol overdose locally. Its efficacy when given within 8 hours of the overdose is recognized. 
Following the release of “Paracetamol overdose: new guidance on use of intravenous acetylcysteine” by the  Commission on Human Medicines (CHM), UK,  in September 2012, TSS reviewed our local guidelines and concurred with the CHM recommendations to administer the first dose of intravenous acetylcysteine over one hour instead of 15 minutes.

Rationale
1. [bookmark: _GoBack]N-acetylcysteine is an effective antidote for all patients overdosed on paracetamol who are at risk of developing hepatotoxicity. As most dose-related adverse reactions to acetylcysteine occur within the first hour of infusion, these may be reduced if the initial infusion is extended from 15 minutes to 60 minutes. Management is mainly supportive for these adverse reactions, with temporarily stopping or slowing of the infusion, and administration of antihistamines. This is evidence-based but practiced only sporadically in various hospitals locally. In some cases, acetylcysteine infusion was stopped. 

The current practice of infusing the initial dose over any range between15 minutes to 60 minutes is dependent on the treating physician. 
As such, TSS recommends administering the first dose of intravenous acetylcysteine over one hour to standardise practice and to reduce dose related adverse effects.
[bookmark: 0_pgfId-1100035]
2. [bookmark: 0_pgfId-1100039]Adverse effects are usually described as anaphylactoid reactions, manifested as flushing, rash, wheeze or hypotension. Severe life-threatening reactions although rare, may occur in susceptible persons, such as those with asthma. However, this should not contraindicate the use of acetylcysteine in the treatment of paracetamol overdose.  Even if a patient has a previous reaction to intravenous acetylcysteine, the benefits of administering acetylcysteine would still outweigh the risks. Thus such patients should receive treatment. Any 'hypersensitivity-like' reactions ascribed to acetylcysteine are likely to be anaphylactoid in nature and therefore may not occur on repeated exposure.
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