
ARTICLE IN PRESS
Correspondence
Reply

To the Editor:
We appreciate the comments of Guéant et al.1 We agree that our

study supports the IL4 pathway as playing a mechanistic role in
b-lactam allergy.2 We thank you for drawing attention to your
study that, like the one we referenced, found an association
with an IL4R single nucleotide polymorphism, although we did
not.3 We agree that there might be several reasons why our rela-
tively small study did not find an association, including small
sample size and different allele frequencies of the control subjects
between countries. Therefore additional research is needed before
a definitive conclusion can be made about the generalizability of
Guéant et al’s results to non-Italian populations.

Our limited resources did not allow us to include IL13 polymor-
phisms, and our emphasis was a little different: identifying both
clinical and genetic risk factors and examining the importance of
genetic risk factors relative to those clinical risk factors. We agree
it would be informative to study IL4 and IL13 gene pathway inter-
actions. The products of these 2 genes, closely located on chromo-
some 5, both use the IL-4 receptor a. Thus an interaction between
IL4 or IL13 and IL4RA would support the role of IgE in drug al-
lergy. Nonetheless, for gene-gene interaction studies, a very large
sample size is needed to obtain reliable results. We also call atten-
tion to the marginal association of a single nucleotide polymor-
phism from another gene: the b-lactamase gene (LACTB) was
marginally associated, lending support to the other aspect of our
theory that penicillin is multifactorial with contributions from
several genes (the IL4 pathway but also others) and the environ-
ment (exposure to antibiotics).
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