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Objective: A novel acetylcysteine (SNAP”) regimen (100 mg/kg
over 2h then 200mg/kg over 10h) cuses fewer adwerse reac-
tions[1] Although likely to be effective in most patients, more
prolonged therapy will be needed in those with substantial para-
cetamol overdose.2] This could be achieved by administration of
a further 200 mg/kg infusion over 10 hours (total 500 mg/kg over
22 hours). We aimed to compare the effect on hepatic glutathione
regeneration and hepatocyte death of this extended 22hour
SNAP regimen with the standard 12 hour SNAP regimen and the
current UK acetykcysteine regimen (150 mg/kg over 1 hour, 50mg/
kg over 4 hours then 100mg/kg over 16 hours, total 300 mg/kg
over 21 hours). Methods: A published mathematical model inte-
grating a model of paracetamol transport and metabolism with a
model of glutathione metabolism [3] was used to simulate the
effects of acetykysteine on glutathione regeneration and func-
tional hepatocyte numbers. These were compared between the
three regimens evaluated. Results: Hepatic glutathione regener-
ation was predicted to occur earlier and the nadir of functional
hepatocytes was predicted to be higher with the 22hour
extended SNAP regimens compared to the cumently used and
12 hour SNAP regimens. Hepatic glutathione generation occurred
latest and the nadir of functional hepatocytes was lowest with
the 12 hour SNAP trial regimen. However, the nadir of functional
hepatocytes exceeded 40% with all three regimens suggesting
that they were all effective in preventing hepatic failure which is
generally associated with 20-30% hepatogyte  function.
Conclusion: Although most patients at lower risk will be treated
effectively by the 12 hour SNAP regimen, those with more sub-
stantial overdose will require higher dose and more prolonged
therapy. This can be achieved by repeating the 10 hour (200mg/
kg) infusion in those at risk, eg. those with persisting plasma
paracetamol concentrations or evolving liver function abnormal-
ities after the initial 12 hour regimen. Further studies are required
to evaluate the clinical efficacy of this approach.
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