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We thank Drs Lehrer and Rheinstein (1) for their interest in our
study. We agree that results from the previous literature on the
relationship between bisphosphonates and risk of epithelial
ovarian cancer (EOC) have been mixed. However, we note that
the meta-analysis cited by Lehrer and Rheinstein reported an
identical effect estimate (relative risk¼ 0.81, 95% confidence in-
terval ¼ 0.58 to 1.14) (2) to our estimate (odds ratio¼ 0.81, 95%
confidence interval ¼ 0.75 to 0.88) for the association between
ever-use of bisphosphonates and risk of EOC overall. Our study
included more than 9000 cases, almost 40% more than the num-
ber of cases in the meta-analysis; thus, our estimate reached
conventional levels of statistical significance. The other analy-
sis referred to by Lehrer and Rheinstein from the QResearch
database was included in the meta-analysis and was the only
included study that reported an estimate greater than 1 (albeit
nonstatistically significant) (3).

We read with interest the additional results presented by
Drs Lehrer and Rheinstein; however, we find it difficult to put
these data in context with the existing literature without fur-
ther information. It appears that these results have not been ad-
justed for important confounders, particularly age. Age is
strongly related to both bisphosphonate use and EOC (4), and
therefore any apparent relationship could be due to bias from
confounding.

Apart from the smaller sample sizes of previous studies,
there were several additional limitations we were able to
overcome in our study. First, we used dispensing data to as-
certain bisphosphonate use rather than relying on self-report,
which is known to be prone to error (5). In our study, we were
also able to specifically look at use of nitrogen-based
bisphosphonates. Perhaps of most importance, we were able
to consider the individual histotypes of EOC. It is clear that

these histotypes have different cells of origin and etiologies
(4), so considering them separately in analyses is essential to
clarifying our understanding of the factors that influence EOC
development.
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