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Cross-Discipline Team Leader Review
Sarah Okada, M.D.
CDERJODE IIIDPARP

BLA 125293 Complete Response Submission
Krystexxa (pegloticase) for refractory gout

Savient, Inc.

4) Conduct an 18-month study in dogs to evaluate the impact of cytoplasmic vacuoles in the
adrenal gland and the aortic outflow tract of the heart.

-Product Quality PostmarketingCommitments:

1) To revise the acceptance criteria for the peptide map assay used to quantify lysine site
occupancy with PEG molecules, to specify a numerical range for all the polypeptides
identified.

2) To conduct a study to evaluate the sensitivity of the LC-MS Peptide Mapping Assay to
detect over and under pegylated uricase molecules.

3) To re-evaluate the release and stability acceptance criteria for the following assays;
a. enzymatic activity
b. KIn and kcat determination by product accumulation and substrate depletion
c. monomer and HMW forms by SEC-HPLC Abs220 .
d. monomer HMW and LMW forms by Abs220
The acceptance criteria for the drug substance and drug product will be reevaluated and after
[number to be negotiated] lots are manufactured and the revised specifications submitted in a
supplement to the license.

4) To develop and implement an enzymatic assay, based on a measure ofproduct
accumulation, that determines KIn and kcat values for release ofuricase intermediate.

5) To include stress conditions in the annual stability program for drug substance and drug
product.

6) To evaluate in-use stability of the drug product by assessing the impact ~ilution of
1.0 mL drug product (pH 7.0) into 250mL saline solution (pH 4.5) has on the final pH of the
infusion solution. The results of the study and risk mitigation strategies, if the final pH is
below 6.2, will be submitted to the license.

7) To provide the results of studies supporting the proposed drug product overfill.

• Recommended Comments to Applicant

NIA
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