
Simplify IV N-Acetylcysteine for Acetaminophen
Overdoses

Recent FDA approval for 2-step IV dosing is opening a bag of questions around using N-acetylcysteine (NAC) for
acetaminophen overdose.

Acetaminophen poisonings are common. Poison control centers handled over 80,000 US cases in 2023.

NAC is the antidote...and has been used for decades. It deactivates a toxic acetaminophen metabolite that can
cause deadly liver failure.

Many dosing strategies exist. NAC is classically given IV as a 3-bag regimen over 21 hours. But FDA approved an
alternative 2-bag approach in late 2024...which many hospitals have used off-label for years.

Know how common NAC regimens compare. The original FDA-approved 3-bag regimen is given as 150 mg/kg
infused over 1 hour...then 50 mg/kg over 4 hours...followed by 100 mg/kg over 16 hours.

On the other hand, the simpler 2-bag option is given as 200 mg/kg over 4 hours...then 100 mg/kg over 16 hours.

Be aware that the 2-bag approach has less side effects (itching, flushing, etc)...and similar liver protection. It also
conserves IV fluids...and reduces mix-ups and delays.

But the 3-bag option may still be needed in some cases to give more NAC up front...such as when the
acetaminophen overdose is very large.

In general, also expect to see the 3-bag option for patients who weigh 40 kg or less. The 2-bag labeling only applies
to 41 kg and up.

Help prevent NAC errors. Address confusion between injectable and inhaled NAC products.

Both come in look-alike vials and 200 mg/mL strengths. NAC injection can be given orally...but NAC for nebulization
CANNOT be used IV. Separate stock and use barcode scanning technology, if available.

Double-check diluents for either IV regimen. NAC can be diluted in 5% dextrose...1/2 normal saline...or sterile water.

And watch diluent volumes carefully. Too much volume can cause fluid overload...especially in kids. For example,
patients under 40 kg generally need 500 mL bag sizes or smaller.

Advocate that bag labels state the regimen including the total dose...“N-acetylcysteine (2-bag regimen; 300
mg/kg)”...and bag order (“Bag 1,” etc).

Use this label info to prioritize prepping initial NAC bags ASAP. Patients have better liver protection the sooner NAC
is started.

Read about other important antidotes in our chart, Drugs for Selected Medication Overdoses and Poisonings.
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