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Paracetamol as a risk

factor for allergic
disorders
Richard Beasley and colleagues

(Sept 20, p 1039)" conclude that use
of paracetamol in the first year of life
and in later childhood is associated
with increased risk of asthma, rhino-
conjunctivitis, and eczema at the
age 6-7 years. | have some critical
observations.

First, there is an issue of recall bias,
since parents were asked to recall
whether their children received para-
cetamol 6-7 years ago. Parents whose
children were more prone to viral
respiratory infections are more likely
to recall the use of an antipyretic-
analgesic agent.

Second, the question was limited
to paracetamol alone, without any
attempt to identify the use of alter-
native antipyretic-analgesic agents
such as ibuprofen.

Third, the study did not look for
confounding variables. The indication
for which the paracetamol was used is
likely to be a greater culprit than the
paracetamol per se. Viral respiratory
infections are known to be an
important trigger of bronchospasm in
susceptible children.

Fourth, it is not possible to assess
reliably the dose-response relation in
aretrospective survey.

Fifth, the diagnosis of asthma and
eczema was based on the perception
of the parents and not confirmed by a
physician.

Sixth, the observations contrast with
the generally held view that aspirinand
non-steroidal anti-inflammatorydrugs
(NSAIDs) can trigger bronchospasm in
susceptible individuals, although there
is some risk of cross-reactivity with
paracetamol.

Finally, the underlying biological
mechanism by which paracetamol
potentiates pulmonary damage needs
to be assessed.

There is a need to do randomised
controlled trials to assess the role of
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paracetamol and NSAIDs in the causa-
tion of allergic diseases. In the mean-
time, paracetamol should continue
to be used as first-choice medicine
for the treatment of fever and pain
in children because of its efficacy and
safety profile spanning 50 years.
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Richard Beasley and colleagues® report
a strong association between use of
paracetamol in the first year of life
and asthma at 6-7 years of age, and
a dose-dependent association bet-
ween current paracetamol use and
symptoms of severe asthma. We
believe Beasley and colleagues might
have overstated their conclusions.

With this cross-sectional, retro-
spective study, Beasley and colleagues
contend with the intrinsic difficulties
of recall bias, misclassification bias,
and confounding by indication.?
Paracetamol use has been found to
be highly associated with an increased
risk of all causes of death,® highlighting
the potential for drawing invalid
conclusions about causal relations in
observational studies of commonly
used drugs.

The categorisation of paracetamol
use seems somewhat arbitrary. It
is hard to reconcile, for example,
the finding that “medium” (at least
once per year) use of paracetamol is
strongly associated with asthma. We
also question the use of “wheeze and
whistling in the chest” as a surrogate
for the diagnosis of asthma. A
physician-based diagnosis would have
been preferable. Although Beasley
and colleagues state that wheeze
and whistling in the chest is a reliable
surrogate,* we think it subjective.

We commend Beasley and
colleagues for using the population-
attributable risk proportion (PAR%) to
estimate the fraction of population-
level asthma attributable to para-
cetamol use. However, PAR% is
population-specific. Assuming that
the association between paracetamol
use and asthma is truly causal,
regions with a higher frequency of
paracetamol use will have a higher
proportion of paracetamol-induced
asthma in the population (ie, a larger
PAR%).° As indicated in Beasley and
colleagues’ webtable 1, the prevalence
of paracetamol use varies substantially
from centre to centre. Thus, we
question the appropriateness of
calculating a combined PAR% for all
47 centres.

To conclude, we take issue with
the statement that “paracetamol use
in infancy and frequent use later in
childhood strongly increases the risks
of asthma”. Findings from this study
are suggestive of such an association,
but the findings should be interpreted
with caution.
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