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	Title of Study:
206207-015: A 6-Week, Multicenter, Masked, Randomized Trial (with a 20-Week Masked Extension) to Assess the Safety and Efficacy of 700 μg and 350 μg Dexamethasone Posterior Segment Drug Delivery System (DEX PS DDS®) Applicator System Compared with Sham DEX PS DDS® Applicator System in the Treatment of Non-Infectious Ocular Inflammation of the Anterior Segment in Patients with Anterior Uveitis (EudraCT: 2006-000737-36; NCT00333996)

	Investigators:
5 investigators in 2 countries enrolled patients

	Study Center(s):
United States (4 study centers) and United Kingdom (1 study center) enrolled patients

	Publication (reference):  
none

	Studied Period (years):
Date of First Enrollment:  14 June 2006
Date of Last Completed:  15 March 2007
	Phase of Development:  3

	Objectives:
To evaluate the safety and efficacy of the 700 μg DEX PS DDS® applicator system (700 μg dexamethasone) and 350 μg DEX PS DDS® applicator system (350 μg dexamethasone) compared with Sham DEX PS DDS® applicator system (needleless applicator) in the treatment of noninfectious ocular inflammation of the anterior segment in patients with anterior uveitis.

To evaluate the safety and efficacy of the 700 μg DEX PS DDS® applicator system (700 μg dexamethasone) compared with the 350 μg DEX PS DDS® applicator system (350 μg dexamethasone) in the treatment of noninfectious ocular inflammation of the anterior segment in patients with anterior uveitis.

	Methodology:
Structure: prospective, multicenter, masked, randomized, parallel groups

Randomization: 1:1:1 allocation to DEX PS DDS 700 μg (hereafter referred to as DDS 700), DEX PS DDS 350 μg (hereafter referred to as DDS 350), or Sham, stratified according to baseline score for anterior chamber cell

Visit Schedule: screening (days -14 to -4), Baseline (days -4 to 0), treatment visit (day 0), post-procedure safety visits (days 1 and 7), and efficacy evaluation visits (weeks 2, 3, 4, 5, 6, 8, 12, 16, 20, and 26)

	Number of Patients (Planned and Analyzed):
Planned enrollment was approximately 189 patients at 40-60 sites. The study was terminated early due to slow enrollment. Actual enrollment was 2 patients in the DDS 700 group, 2 patients in the DDS 350 group, and 1 patient in the Sham group.

	Diagnosis and Main Criteria for Inclusion:
Diagnosis: persistent, non-infectious anterior uveitis in at least one eye based on the standardization of uveitis nomenclature for reporting clinical data workshop (SUN Working Group, AJO 2005;140:509-516)

The study eye was identified at the screening visit. If both eyes were eligible for the study, the right eye was designated as the study eye. Only the study eye received study treatment.
Key Inclusion Criteria: male or female at least 18 years of age; for the diagnosis of anterior uveitis, the anterior chamber must have been the primary site of inflammation; persistent anterior segment inflammation defined as lasting > 3 months prior to the time of the screening visit; anterior chamber cell score of at least +2 at both the screening and baseline visits in the study eye despite topical corticosteroids at least 3 times a day for at least 2 weeks prior to baseline; best-corrected visual acuity (BCVA) score based on the Early Treatment of Diabetic Retinopathy Study (ETDRS) method at screening and baseline of ≥ 10 letters in the study eye; media clarity other than vitreous haze, pupillary dilation, and patient cooperation sufficient for adequate visualization of the optic nerve in the study eye; negative pregnancy test for females of childbearing potential

Key Exclusion Criteria: uncontrolled systemic disease; use of warfarin/heparin/enoxaparin anticoagulant ≤ 2 weeks prior to the treatment visit; intraocular pressure (IOP) > 21 mm Hg; history of IOP elevation in response to corticosteroids, or ocular hypertension/glaucoma, or central serous chorioretinopathy; use of antiglaucoma medications in the study eye within 4 weeks prior to the screening visit or any use between screening and treatment visits; active ocular infection; periocular corticosteroid or intravitreal drug injections to study eye ≤ 8 weeks and ≤ 26 weeks prior to the treatment visit, respectively; intravitreal corticosteroid injections except for triamcinolone > 26 weeks prior to day 0 at doses ≤ 4 mg; use of Retisert™; intraocular surgery or lens in study eye; history of pars plana vitrectomy or herpetic infection in study eye; uveitis unresponsive to corticosteroids; hypotony

	Test Product, Dose and Mode of Administration:
Dexamethasone Posterior Segment Drug Delivery System (DEX PS DDS®) containing 350 µg or 700 µg of dexamethasone placed into the vitreous through the pars plana on day 0

	Duration of Treatment:
Single treatment with study drug followed by a 6-week efficacy evaluation period and a 20-week masked extension period.

	Reference Therapy, Dose and Mode of Administration:
Sham needleless applicator pressed against the conjunctiva on day 0

	Criteria for Evaluation:
Efficacy (primary)
Anterior chamber cell score as measured on a standardized scale for anterior chamber cell count (0 = 0 cells, +0.5 = 1-5 cells, +1 = 6-15 cells, +2 = 16-25 cells, +3 = 26-50 cells, +4 = > 50 cells)

Safety
adverse events

	Statistical Methods:
Since only 5 patients were enrolled into this study, selected data are provided in by-patient listings.  No statistical analyses were performed.

	Summary – Conclusions:
Efficacy:
At baseline, anterior chamber cell (ACC) scores in the study eye were 16-25 cells for 4 patients and 26-50 cells for 1 patient. At week 6, ACC scores had decreased for all patients. At week 26, ACC scores continued to be lower than baseline for 3 patients but had returned to baseline for 2 patients.
Adverse Events:
Adverse events were reported for all 5 patients in the study. No adverse events resulted in discontinuation from the study. Most ocular adverse events were mild; none were severe.
Serious Adverse Events:
Serious adverse events were reported for 2 patients: severe cholecystitis requiring hospitalization (Patient 2226-10201, DDS 700) and severe tachycardia requiring hospitalization (Patient 5028-20901, DDS 700). The SAEs were not considered to be related to the applicator/insertion or the study drug.

	Conclusion:
The study was terminated early due to slow enrollment. No conclusions can be made regarding efficacy given the small number of patients enrolled. Increased IOP in the study eye was observed in some patients receiving DEX PS DDS; however, increases in IOP responded well to topical medical therapy.
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