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Madam,
We read with great interest the comments by Wedgeworth et al. However, it is

important to emphasize that there is not much information on the incidence of
cancer or subtypes of cancer in atopic dermatitis (AD) patients, and that the
primary objective of the study was to describe the incidence rates of cancer in
patients with and without AD in the UK, using information from a primary care
electronic medical record database [i.e. The Health Improvement Network
(THIN)]. For that purpose we reported the incidence rate of the first occurrence of
cancer overall [excluding non melanoma skin cancer (NMSC)], and of lymphoma,
melanoma or NMSC individually. We reported incidence rates in patients without
AD, patients with AD and in all patients, stratified by sex and eleven age
categories. We additionally calculated age- and sex-adjusted incidence rate
ratios (IRR) to compare the risk of cancer in AD patients versus subjects without
AD. We also reported the non-adjusted, crude IRR for patients with AD vs.
patients without AD.

Since we did not control for confoundig factors other than age and sex, it is
neither possible to establish a causality of AD with the occurrence of cancer, nor
did we aim to do so in our paper. That is why we always refer in our report to
age-sex adjusted IRR. Referring to IRR, without mentioning the restriction to age-
sex adjustment — as Wedgeworth et al. do in their letter — could lead to a
misintepretation of the results, as the reader may assume the results come from
a model adjusted for all relevant risk and/or confounding factors (some of which
are discussed by Wedgeworth et al.).

The THIN database uses Read codes and we agree that Read codes have

previously been shown to have limitations in allergic conditions. We used Read



codes or the record of a specialist’s diagnosis, and did our best to classify the
condition, achieving a good specificity, although our identification process is still
far from perfect as we described in the discussion section. We believe however,
that the method of AD validation proposed by Wedgeworth et al —i.e. a direct
comparison of the Read code system with the diagnosis made by an
independent physician using validated diagnostric criteria — would have been
impracticable in our sub-cohort of over 66,000 AD patients.

We also used Read codes for the identification of the outcomes. In an attempt to
assess the risk of lymphoma associated with AD and use of topical
immunomodulators we validated the electronic records of patients with a
recorded diagnosis of lymphoma using medical information, which yielded good
specificity and sensitivity (1). It is unclear whether these results could be
extrapolated to other types of cancer.

Like all epidemiologic research, our study has limitations but is in line with a body
of evidence suggesting an increased risk of cancer in patients with AD. However,
as discussed in our paper, confirmation is needed from other studies that are
able to control for all confounding factors and can address some of the limitations

described by Wedgeworth et al.
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