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The clinical group proposes post-marketing requirements (PMRs) for:

1) a 12 month safety study in pediatric patients with upper and lower limb
spasticity, and

2) a similar study in adults

These studies have been required for all other botulinum toxin products.

In addition, the clinical group recommends the following post-marketing
commitments (PMCs):

1) a controlled trial in pediatric patients with upper limb spasticity
2) a controlled trial in pediatric patients with lower limb spasticity
3) a controlled trial in adults with lower limb spasticity
4) a controlled trial in adults with upper limb spasticity
5) a controlled trial in botulinum toxin-naïve patients with blepharospasm

The first four of these have been required of all botulinum toxin -product that do
not already have such a claim.

The pharmacology group recommends 2 PMRs: a pre- and post-natal
development study and a juvenile animal toxicity study (the latter is necessary
before clinical studies in pediatric patients can be performed).

The Division of Therapeutic Proteins has recommended numerous PMCs (see
the Approval letter for the specific PMCs).

Finally, the sponsor has proposed a Risk Evaluation and Mitigation Strategy
(REMS) that consists of a Medication Guide and a Communication Plan (the
latter consists of a Dear Health Care Provider letter). The proposed REMS has
been reviewed, and found to be acceptable. -

For the reasons described above, we recommend that the BLA for Xeomin for
the treatment of patients with CD and for patients with blepharospasm who have
been previously treated with Botox should be approved, with the agreed upon
product labeling and Medication Guide.

(\
Russell Katz, M.D.
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