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1 Introduction/Purpose of Review

To provide support for the primary statistical reviewer’s recommendation for the labeling, this
statistical team leader’s review evaluates the analysis of the primary efficacy endpoint of cleared
ocular inflammation in the current NDA203168 and compares the analysis to seven previously
approved NDAs for the indication of ocular inflammation after cataract surgery.

Specifically, the focus of this review is on the examination of the definition of postoperative
ocular inflammation, including its two components of “anterior chamber cell counts and grade
scores” and “anterior chamber flare scores”, along with the way these individual components
were defined and measured, and the determination on the clearance/resolution of ocular
inflammation. In addition to the grade and evaluation of ocular inflammation, this review also
examines how many time points were included in each application and which time points were
considered important in the assessment of efficacy on ocular inflammation. Furthermore for
each application, this review also examines whether there were subjects whose ocular
inflammation was cleared by week 1 (days 7-8), but was subsequently not cleared at week 2
(days 14-15) post-surgery, and how these subjects were treated in the analysis of the endpoint
“cleared ocular inflammation” at days 14-15.

The endpoint of pain resolution is generally a secondary endpoint in these approved NDAs.
Information on this endpoint is included in this review for the sake of completeness; however,
the statistical team leader has not specifically examined the scales that were scored to evaluate
the presence of pain and the resolution of pain. Therefore, the data on pain resolution are taken
directly from the clinical and/or statistical reviews. Because the Clinical Studies sections of
labeling are presented in their entirety, this review includes whatever information on pain is
included in labeling.

The applicant’s and the primary reviewer’s analyses for the current NDA203168 are presented in
Section 2; the analyses for the 7 approved NDAs are presented in Section 3; and Section 4
concludes with the statistical review team’s recommendations for the drug labeling for the
current NDA.

2 Current NDA203168 Prolensa (bromfenac ophthalmic solution, 0.07% QD)

In support of the efficacy claim, this NDA included two phase 3 studies in subjects who
underwent cataract extraction with posterior chamber intraocular lens implantation. These two
studies shared a common protocol and a statistical analysis plan and were conducted in the
United States. Both studies were randomized, double-masked, multi-center, parallel, and vehicle
(placebo)-controlled studies. The major difference between these two studies was: Study 1
included 20 sites in the east region of the United States and Study 2 included 19 sites in the west
region of the United States.

Randomization occurred at the screening visit (1 to 8 days prior to surgery). In each study, 220
patients were randomized to receive either bromfenac 0.07% or vehicle in a 1:1 ratio. Subjects
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