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Reviewer: Asoke Mukherjee, Ph.D. BLA No. 125338

OVERALL CONCLUSIONS AND RECOMMENDATIONS

Conclusions: AA4500 is a mixture of collagenase from bacterial sources. AA4500
showed collagenolytic effect in the in vitro pharmacodynamic studies in human tissues
and nonclinical toxicity studies. These effects were related to the injection site
inflammation and hemorrhage, and liver toxicity when injected intravenously. AA4500
also showed local inflammatory effect in dogs. Reproductive data did not show any
effect on fertility and early embryonic development. Pregnancy category C was
recommended for Xiaflex. Bioavailabilty and exposure to AA4500 in the systemic
circulation was minimaL. However, antibodies to AUX-1 and AUX-2 were detected in
nonclinical studies. The role of the antibodies is not known. However, non-clinical data
in the presence of the antibody did not show any toxicity concerns.

Unresolved toxicology issues (if any): Nil

Recommendations: The reviewer recommends approval ofXiaflex for the treatment of
Dupuytren's disease on the basis of the non-clinical data and recommendations for the
package insert.

Suggested labeling: See labeling recommendations in the executive summary

Signatures (optional):

Reviewer Signature

Supervisor Signature Concurrence Yes No

APPENDIx/ATTACHMENTS: NIL
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