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Dear Nadine,

We have the following comments regarding the PMCs submitted on February 1, 2016, to
your BLA:

1) We are concerned that the studies will be considered complete after 3 years have
elapsed, regardless of patient accrual. We recommend that each study have a
specific target enrollment, which is powered to answer the clinical question being
addressed.

2) Inthe limitations section of study #2 (EHR-based study) you state: “The reliability for
EHR data to capture subsequent exposures and outcomes (which may occur across
various care settings with different EHRs) has not been established.” Please explain
why you do not consider the EHR data reliable beyond one week. If EHR data are
considered reliable beyond one week, please comment on whether a single, EHR-
based study may be preferable to the two studies that you have proposed.

3) While we agree with your proposal to collect data on hypersensitivity reactions in these
patients, we also believe that it is important to better characterize the rate of EoE
following the use of this product. If a claims-based study is performed, please
calculate the power of the claims-based study to assess the rate of EoE. In addition,
if a claims-based study is performed, you will need to validate that the claims data in
the database you use are sufficiently predictive for the clinical events of interest.

If you would like to schedule a teleconference to discuss any of these items, please send
me your availability as soon as possible.
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