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d. Patient Labeling and Medication Guide
A Medication Guide was required as discussed in section 8C above. The Medication
Guide has been reviewed by DRISK.

13. Action and Risk Benefit Assessment
a. Regulatory Action

The applicant has submitted adequate data to support approval of Krystexxa (pegloticase)
Injection at a dose of 8 mg given as intravenous infusion every 2 weeks for the treatment
of chronic gout in adult patients refractory to conventional therapy. The recommended
action on this application is Approval.

b. Risk Benefit Assessment
The overall risk benefit assessment of pegloticase for the treatment of chronic gout in
patients refractory to conventional therapy supports its approval. Chronic gout is a
serious and debilitating disease. There are no treatment options available for patients
who do not tolerate or respond to currently available uric acid lowering drugs including
uricosurinc agents (e.g., probenecid) and xanthine oxidase inhibitor (e.g., allopurinol,
febuxostat). The direct action of pegloticase in breaking down uric acid provides for the
possibility of control of the disease in patients failing the other two treatment options.
Given the lack of treatment options available for refractory patients, the risk of
anaphylaxis, infusion reaction, and gouty flares with the reported frequency (section 8,
Safety, above) is an acceptable risk for pegloticase. To reduce the possibility of
anaphylaxis and infusion reaction, and to provide acceptable risk-benefit ratio, patients
whose uric acid level rise above 6 mg/dL will not be suitable for continued treatment
with pegloticase. With the REMS, consisting of a Medication Guide and Communication
Plan (discussed in section 8c, REMSlRsikMap, above) in place for the safety risks, the
overall risk-benefit assessment ofpegloticase for the proposed indication is favorable.

c. Post-marketing Risk Management Activities
Discussed in section 8c, REMS/RiskMap, above.

d. Post-marketing Study Commitments
There are several studies that the applicant has agreed to conduct as post-marketing
commitment or required studies. These are mentioned in section 3 (Chemistry,
Manufacturing, and Controls), section 4 (nonclinical pharmacology and toxicology), and
section 8 (Clinical Safety) above.




