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Submitted:

The applicant submitted revised carton and container labeling and a revised package insert on 
September 18, 2014 (SDN-54).     Per the cover letter:

! The carton and lid fonts have been revised so that some letters, particularly the “l” in the established 
name and the second “I” in the logo, do not have any “thicker” appearing styles. 

! The prescribing information was revised per the Agency’s request dated September 5, 2014, to provide 
baseline best corrected visual acuity (BCVA) in Section 14 Clinical Studies.

Recommendations:  

NDA 201923 Iluvien (fluocinolone acetonide intravitreal insert) 0.19 mg is recommended for approval for the 
treatment of diabetic macular edema in patients who have been previously treated with a course of 
corticosteroids and did not have a clinically significant rise in intraocular pressure with the labeling found in 
this review  (submitted by the applicant on 9/18/14).

William M. Boyd, M.D.
Clinical Team Leader

Reference ID: 3632053

11 Page(s) of Draft Labeling has been Withheld in Full as B4 (CCI/TS) 
immediately following this page 
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approximately 50 years ago demonstrated genetic factors were associated with predicting IOP elevations 
following corticosteroid use.  Prior corticosteroid use is usually considered the best predictor of future 
elevated IOP following corticosteroid use. 

The Agency therefore recommended that the applicant’s proposed indication be modified to the following:     

ILUVIEN contains a corticosteroid and is indicated for the treatment of diabetic macular edema in 
patients that have been previously treated with a course of corticosteroids and did not have a 
clinically significant rise in intraocular pressure.

The revised indication will allow clinicians to assess the response of a previously administered 
corticosteroid.

The complete response also addressed the Agency observation that 11/58 or approximately 19% of the 
observer questionnaires in an observation study noted that there were observed difficulties with study drug 
administration. The applicant responded that they had received marketing authorization for Iluvien in 
several countries in Europe in 2012 and the product was launched in the United Kingdom and Germany in 
the spring of 2013. As part of the product launch, hands-on training was provided to the physicians along 
with a training kit which included an applicator (without an implant) with a 25-gauge needle, an illustrated 
Administration Guide, an animated Administration DVD and a Practice Eye. 

For the period ending January 31, 2014, at least  units of Iluvien were used that contained the European 
Union instructions. Of the  units of Iluvien administered with the new instructions, 9 technical 
complaints were received for a technical complaint rate of 3.3%. This is a notable improvement over the 
technical complaint rate of 19% for issues observed with administration in the physician utilization study 
provided in the information to the FDA.

For the US proposed package insert, the instructions were revised to address the issues observed in the 
study and reported during the initial marketing in Europe and the United Kingdom.

The applicant has satisfactorily addressed the issues listed in the FDA’s Complete Response Letter of 
October 17, 2013.

Safety
120 Day Safety Update Review

No additional safety information for the FAME studies is available. 

Safety results for the FAMOUS study and Study NA-00012714 (the MAP study), an investigator-
sponsored study, were submitted in Alimera’s response to the FDA’s second CRL and were based on final 
36-month data for those studies. No additional information is available.

Safety Update information for the additional studies is provided in the following tables.   

1) Study C-01-11-008 (FAME Extension Study)
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The FAME Extension Study (Study C-01-11-008) is a 12 month, open-label, multi-center extension study 
of the safety and utility of the new applicator of ILUVIEN® (FA intravitreal implant) 0.19 mg (0.2 μg/day 
FA) and the safety of ILUVIEN in subjects with DME. 

2) Safety Update for Study C-01-08-004 (the MAP-GA Study)

The MAP-GA study (Study C-01-08-004) was a single-center, randomized, single- masked, fellow eye 
comparison study of the effects of FA implants in subjects with geographic atrophy.

This study was terminated in October 2013.  

3) Safety Update for Study C-01-08-006 (the FAVOR Study)

The FAVOR study (Study C-01-08-006) was a multicenter, randomized, double-masked
study of the effects of 0.2 μg/day FA and 0.5 μg/day FA in subjects with central or branch retinal vein 
occlusion (CRVO or BRVO).

This study was terminated in October 2013. 

Table 1.
Common Ocular Adverse Events in the Study Eye by Treatment Group (FAME, FAMOUS, FAVOR, MAP-GA, 

and FAME Extension Studies, Safety Population)
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1 Ocular events with an incidence ≥ 5.0 % in either active treatment group in the integrated FAME studies. Incidence was based on occurrence in the study eye.

Summary of IOP- and Cataract-Related Events in the Study Eye by Treatment Group (FAME, 
FAMOUS, FAVOR, MAP-GA, and FAME Extension Studies, Safety Population)

1 Includes adverse event reports of ocular hypertension and intraocular pressure increased
2 Includes the following procedures: Ahmed valve, Baerveldt implant with stent, endocyclophotocoagulation, endocyclodestruction, laser peripheral iridotomy

Post-Marketing Experience

ILUVIEN received marketing authorization in several countries in Europe in 2012 and was
launched in the United Kingdom and Germany in the second quarter of 2013. The information
provided in this safety update includes all data received as of January 31, 2014.

Patient exposure is estimated based on the number of units sold as of January 31, 2014. It is
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assumed that patients were treated with ILUVIEN.

A total of ten (10) spontaneous adverse event reports were received. Eight (8) of these reports were drug 
administration error, related to product complaints and were considered non-serious (Refer to Section 7. 
Comment 1 E – Summary of Technical Complaints for a complete review of these issues). 

Two (2) serious adverse event reports of the drug being ineffective were also reported.

Summary Safety Statement: 

The adverse events of increased IOP and cataract formation are also evident in these additional trials. 
Based on all safety data collected to date, the safety profile of ILUVIEN is expected and typical of profiles 
observed with glucocorticoids.

8. Advisory Committee Meeting 

No Advisory Committee Meeting has been scheduled. There are no outstanding clinical issues which are 
believed to benefit from an advisory committee discussion at this time.

9. Pediatrics

Pediatric subjects were not studied. It would be difficult to conduct a clinical study with significant numbers of 
subjects because diabetic macular edema is rare in the pediatric population.

This application was reviewed by the Pediatric Review Committee (PeRC) on 10/4/10.  The Committee agreed 
with the Division that a full waiver in pediatric patients should be granted. 

10. Other Relevant Regulatory Issues 

DSI
A Division of Scientific Investigations (DSI) audit was requested in the original review cycle. The DSI Clinical 
Inspection Summary was finalized on 12/1/10.

FINANCIAL DISCLOSURE
Pursuant to 21 CFR§314.50(k), §312.53(c)(4), and §54.4, financial disclosure information has been provided.    

Financial disclosure forms were reviewed. There were no principal investigators with any significant 
proprietary interest or any significant interest in the drug product in any of the clinical studies. 

DMEPA
The Division of Medication Error Prevention and Analysis (DMEPA) initially reviewed the name Iluvien under 
IND 72,056; in a DMEPA review dated 6/15/10 there were no concerns identified, and the name was found 
acceptable.  In a review dated 10/13/10 there were no concerns identified, and the name was found acceptable.  
In a review dated 8/1/14 there were no concerns identified, and the name was found acceptable. 
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