
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 

APPLICATION NUMBER: 
125293 

 
 
 

STATISTICAL REVIEW(S) 
 













(b) (4)



(b) (4)

(b) (4)









9 Page(s) have been 
Withheld in Full 

immediately following this 
page as B4 (CCI/TS)

APPEARS THIS WAY ON ORIGINAL















(b) (4)



(b) (4)

(b) (4)

(b) (4)

(b) (4)







































 

 

 

 

 

(b) (4)





Discussion

The sponsor has submitted the results of two nearly identically-designed key studies referred to as studies 405
and 406 in support of the efficacy ofPegloticase for controlling hyperuricemia and for managing the signs and
symptoms ofgout in patients with treatment failure gout.

Both studies 405 and 406 were randomized (2:2:1), double-blind, placebo-controlled, parallel group, multi­
center, 24-week studies. The treatment groups were {l.) 8 mg Pegloticase every two weeks, (2.) 8 mg
Pegloticase every four weeks, and (3.) placebo. According to the sponsor, the purpose ofstudies 405 and 406
was to demonstrate superiority ofeach Pegloticase group versus placebo in reducing plasma uric acid (PDA) as
determined by the primary endpoint, the percentage of subjects achieving and maintaining PUA concentrations
less than 6 mgldL for at least 80% ofthe time during months 3 and 6 combined.

The sponsor provided statistical analyses of the primary efficacy endpoint utilizing a modified intent-to-treat
group, defmed as all randomized who received at least one dose of study medication, and a per-protocol group
defined as a subset of the intent-to-treat group, including all subjects who had no major deviations from the
study protocol and had completed at least six moths of the study. The modified intent-to-treat group was
protocol-specified to be used for the primary efficacy analysis.

Statistical methods used for the primary efficacy analysis include Fisher's exact test and 95% confidence
intervals for the difference between each regimen ofPegloticase and placebo. No multiplicity correction for
two doses of Pegloticase was specified. With further review, the lack ofa multiplicity correction may not be
objectionable and is not an impediment to filing.

On their face, the primary efficacy analyses provided by the sponsor seem to support the efficacy of each
regimen ofPegloticase over placebo and could be sufficient to support the proposed labeling (for the primary
efficacy endpoint) and therefore are adequate to allow filing. Of note however, is an apparent reversal in the
dose response relationship in the two studies (Le., Pegloticase every 2 weeks is numerically better than
Pegloticase every 4 weeks in study 405 while the reverse is true in study 406). This issue will be furthered
assessed as part of the statistical review ofthe application, including whether this result may be due to random
variation in the data in light of the relatively small sample size for statistically assessing differences between
two active regimens.

Analyses of the primary efficacy endpoint by center were conducted by FDA; however, these analyses were
limited by the small sample sizes available at each center. These analyses did not reveal motivation for targeted
audits of study centers by FDA's Division of Scientific Investigations.

The FDA medical team has identified cardiac events and death as important safety concerns with this product
therefore, detailed statistical review ofthese data will also be undertaken. The application appears to include
appropriate information to allow this component of the review.

The sponsor also provides subgroup analyses of the primary efficacy endpoint by gender and age. Subgroup
analyses by race have been requested from the sponsor.

The electronic data sets including the efficacy data for studies 405 and 406 that are provided in the submission
appear adequate for review of the studies.

Reviewer's Conclusion

From a statistical perspective the application is sufficient for filing.
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