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16. Complete shipping validation studies for the drug product vials using the worst shipping
temperature and duration. Validation information and summar data should be submitted
in a Changes Being Effected in 30 days Supplement (CBE30) at the end of study by
October 31, 2011.

17. Develop a container closure integrty test to replace the sterility test in the stability
program. Information and summar validation data for the container closure integrty test
should be submitted in a Prior Approval Supplement (PAS) by December 31, 2011.

18. Characterize the specificity of the antibody used in the abnormal toxicity test to evaluate
whether this antibody recognizes only type A toxin and not other serotypes. Results of

this validation study together with the proposed specifications for use in drug product
release and in the lot release protocol should be submitted in a Prior Approval
Supplement (PAS) by March 31,2011

19. Characterize the ability ofthe SE-HPLC assay to accurately assess the aggregate content

of the drug substance at release and on stabilty. This may be established by
demonstrating that SE-HPLC provides similar results in aggregate content evaluations as
compared to an orthogonal method that is quantitative and does not disrupt weak protein-
protein interactions (e.g., AVC or FFF). Results of this validation study should be
submitted in a Prior Approval Supplement (PAS) by Februar 28, 2011.

20. Investigate the development and implementation of a non-animal based potency assay for

drug substance, drug product release and stability testing. A summary report together
with any proposed modifications to the release and stability specifications should be
submitted in a Prior Approval Supplement (PAS) by December 31,2014,

/l'ø#Ø/~(./ Gerald D. Podskalny, DO
CDTL
CDER/Division of Neurology Products
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