





13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment Of Fertility

Long-term animal studies have not been performed on RETISERT to evaluate the carcinogenic potential or the effect on fertility of fluocinolone acetonide.
Fluocinolone acetonide was not genotoxic in vitro in the Ames test, the mouse lymphoma TK assay, or in vivo in the mouse bone marrow micronucleus assay.

14 CLINICAL STUDIES

In two randomized, double-masked, multicenter controlled clinical trials, 224 patients with chronic (a one year or greater history) non-infectious uveitis affecting the posterior segment of one or
both eyes were randomized to receive a 0.59 mg RETISERT. The primary efficacy endpoint in both trials was the rate of recurrence of uveitis affecting the posterior segment of the study eye in the
34 week pre-implantation period compared to the rate of recurrence in the 34 week post-implantation period. Uveitis recurrence rates at 1, 2, and 3 year post-implantation were also compared to
the 34 week pre-implantation period.

Detailed results are shown in Table 1 below:

Table 1: Uveitis Recurrence Rates

STUDY 1 STUDY 2
TIME POINT N=108 N=116
Uveitis Recurrence Rates'?
N (%)

34 Weeks Pre-implantation 58 (53.7) 46 (39.7)
34 Weeks Post-implantation 2(1.8) 15 (12.9)
1 Year Post-implantation 4(3.7) 15 (12.9)
2 Years Post-implantation 11(10.2) 16 (13.8)
3 Years Post-implantation 22 (20.4) 20 (17.2)
3 Years® Post-implantation 33 (30.6) 28 (24.1)

' Recurrence of uveitis for all post-implantation time points was compared to the 34 weeks pre-implantation time point.
2 p-value<0.01 from McNemar’s y? test.
3 Results presented include imputed recurrences. Recurrences were imputed when a subject was not seen within 10 weeks of their final scheduled visit.

16 HOW SUPPLIED /STORAGE AND HANDLING

The implant consists of a tablet encased in a silicone elastomer cup containing a release orifice and a polyvinyl alcohol membrane positioned between the tablet and the orifice. The silicone
elastomer cup assembly is attached to a polyvinyl alcohol suture tab with silicone adhesive. Each RETISERT is approximately 3 mm x 2 mm x 5 mm.

Each implant is stored in a clear polycarbonate case within a foil pouch within a Tyvek peelable overwrap. Each packaged implant is provided in a carton which includes the package insert.
NDC 24208-416-01

Storage:
Store in the original container at 15° - 25°C (59° - 77°F). Protect from freezing.

17 PATIENT COUNSELING INFORMATION

Patients should be advised to have ophthalmologic follow-up examinations of both eyes at appropriate intervals following implantation of RETISERT.

As with any surgical procedure, there is risk involved. Potential complications accompanying intraocular surgery to place RETISERT into the vitreous cavity may include, but are not limited to, the
following: cataract formation, choroidal detachment, temporary decreased visual acuity, endophthalmitis, hypotony, increased intraocular pressure, exacerbation of intraocular inflammation, retinal
detachment, vitreous hemorrhage, vitreous loss, and wound dehiscence.

Following impIIantation of RETISERT, nearly all patients will experience an immediate and temporary decrease in visual acuity in the implanted eye which lasts for approximately one to four weeks
post-operatively.

Based on clinical trials with RETISERT, within 3 years post-implantation, approximately 77% of patients will require I0P lowering medications to control intraocular pressure and 37% of patients will
require filtering procedures to control intraocular pressure. (see 6.1 Clinical Trials Experience - Ocular Events section).
Based on clinical trials with RETISERT, during the 3-year post-implantation period, nearly all phakic eyes are expected to develop cataracts and require cataract surgery.
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