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LETTERS TO THE EDITOR

Can liver toxicity occur at repeated borderline
supratherapeutic doses of paracetamol?

To the Editor—Kwok et al1 recently presented a very illus-
trative case of paracetamol toxicity in the Journal. Although,
in my opinion, it was a genuine case of paracetamol tox-
icity arising from borderline overdosing of paracetamol,
some aspects of the case were confusing and need clarification.

Firstly, the 250-mg/kg dose of rectal paracetamol, which
was divided into three doses per day for 3 days (each dose
equivalent to 27 mg/kg) were overdoses, because the
recommended dose is 10 to 15 mg/kg.2 However, the au-
thors failed to pinpoint this, and instead focused on the
daily dose, which in fact was only at the upper limit of the
recommended daily dose. The Pediatric Dosage Handbook
recommends that 10 to 15 mg/kg be given every 4 to 6 hours,
and not more than five doses per day.2 Accordingly, the
maximum dose allowed in a day is 75 mg/kg, which is
about the same as the amount the patient was taking daily:
roughly 80 mg/kg for 2 days and 70 mg/kg for 1 day.

Secondly, abundant evidence exists in the literature
that slight overdosing in children can result in toxicity.
Liver toxicity occurred in two patients: one at six doses of
25 mg/kg per day for 2 days and the other at six doses of
28 mg/kg per day for 2 days.3 Another case of liver toxicity
occurred in a 12-year-old boy, who received a mean daily
dose of 70 mg/kg for 6 days, although the maximum was
108 mg/kg on one particular day.4 These cases suggest
that paracetamol has a rather narrow therapeutic index in
some children. In a review article on paracetamol toxicity
among children, the therapeutic index was 1.7.5 Instead of
quoting the above examples which are more relevant, Kwok
et al, however, quoted an example from the literature
in which paracetamol toxicity occurred at normal dose of
20 mg/kg/day.6 Quoting this case fell short of illustrating
that liver toxicity occurs at slight overdosing of para-
cetamol but actually led to another important controver-
sial point: liver toxicity occurring at normal doses of
paracetamol, which Kwok et al failed to elaborate further.

Finally, Kwok et al seemed ambivalent about whether
N-acetylcysteine (NAC) is indicated in repeated suprathera-
peutic doses of paracetamol, and they did not administer

NAC. In my opinion, NAC was clearly indicated. In cases
of single high-dose ingestion of paracetamol, the decision
to administer NAC is usually determined by whether the
serum paracetamol level has reached a toxic level, as de-
fined by the graph of Rumack and Matthew.7 After repeated
supratherapeutic doses, however, the standard recommen-
dation in cases of toxicity is administration of NAC, regard-
less of the serum paracetamol level.8 The reason for initiating
NAC therapy is that repeated supratherapeutic dosing of
paracetamol could overwhelm the capacity of the liver to
detoxify the metabolite N-acetyl-p-benzoquinone imine. The
serum paracetamol level in this situation cannot serve as a
guide to toxicity, because the half-life of the drug is 4 hours
and supratherapeutic doses alternating with normal doses
could nevertheless result in a non-toxic level in the graph of
Rumack and Matthew.
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To the Editor—The case of paracetamol toxicity reported
in the Journal by Kwok et al1 was widely covered in the
local press. Apart from the authors’ goodwill to remind doc-

Unnecessary phobia of paracetamol

tors and to educate childcarers of the serious side-effects
of paracetamol that can occur with even borderline
overdosing, I am afraid that they might have unintention-




