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either additional training instructions or a re-design of the proposed inserter is needed to 
reduce the difficulties experienced by investigators in delivering the drug product.   

 
To address the clinical and statistical deficiencies, you will need to provide data from one adequate 
and well controlled clinical trial that demonstrates that Iluvien, at the dose and formulation proposed 
for marketing and with the inserter and instructions-for-use proposed to be marketed, is safe and 
effective for the proposed indication you are seeking (intend to market) and the inserter can be used by 
practitioners with minimal technical difficulties. It is recommended that the study enroll patients who 
have failed to respond to a three month or more course of anti-VEGF therapy and are randomized 
between your drug product and continued anti-VEGF therapy.  Results of the new study should be 
submitted with at least 12 months of follow-up for all enrolled patients.  However, given the adverse 
reaction findings observed in the FAME studies, you should plan to obtain longer follow-up to 
evaluate safety, including effect on visual acuity. A meeting of the Dermatologic and Ophthalmic 
Drugs Advisory Committee may be of assistance in addressing the deficiencies identified above and 
providing advice whether a patient population can be identified in which the benefits of the drug 
product might outweigh the risks.   

 
2. The methods used in and the facilities and controls used for, the manufacture, processing, 

packing, or holding of the drug product do not comply with the current good manufacturing 
practice (cGMP) regulations in parts 210 and 211.  During a recent inspection of the  

 manufacturing facility for this application, our field investigator conveyed 
deficiencies to the representative of the facility.  Satisfactory resolution of these deficiencies is 
required before this application may be approved.  All facilities and controls will need to comply 
with the cGMP regulations.  

  
To address this deficiency, please amend the application with facilities that are in compliance with 
cGMPs or notify us in writing when all currently submitted facilities are in compliance with cGMPs. 
 
3. The study report for Study C-01-11-008 states that a supplementary in-process control during 
 manufacturing of the injector was added, however, information on this change was not 
 included in the current resubmission.   
 
To address this deficiency, submit specific information for this change. 
 
4. We reserve comment on the proposed labeling until the application is otherwise adequate.  If you 

revise labeling, your response must include updated content of labeling [21 CFR 314.50(l)(1)(i)] 
in structured product labeling (SPL) format as described at  
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. 
 

 
 
SAFETY UPDATE 
 
When you respond to the above deficiencies, include a safety update as described at 
21 CFR 314.50(d)(5)(vi)(b).  The safety update should include data from all nonclinical and clinical 
studies/trials of the drug under consideration regardless of indication, dosage form, or dose level. 
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Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your lack 
of response a request to withdraw the application under 21 CFR 314.65.  You may also request an 
extension of time in which to resubmit the application.  A resubmission must fully address all the 
deficiencies listed.  A partial response to this letter will not be processed as a resubmission and will 
not start a new review cycle.    
 
Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to discuss 
what steps you need to take before the application may be approved.  If you wish to have such a 
meeting, submit your meeting request as described in the FDA Guidance for Industry, “Formal 
Meetings between the FDA and Sponsors or Applicants,” May 2009 at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM
153222.pdf. 
 
The drug product may not be legally marketed until you have been notified in writing that this 
application is approved. 
 
If you have any questions, call Ms. Diana Willard, Chief, Project Management Staff, at (301) 796-
1600. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Renata Albrecht, M.D. 
Director 
Division of Transplant and Ophthalmology  
    Products 
Office of Antimicrobial Products 
Office of New Drugs 
Center for Drug Evaluation and Research 
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 COMPLETE RESPONSE 

Alimera Sciences, Inc. 
Attention:  Ms. Barbara H. Bauschka  
 Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA  30005 
 
 
Dear Ms. Bauschka: 
 
Please refer to your New Drug Application (NDA) dated June 30, 2010, received June 30, 2010, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Iluvien 
(fluocinolone acetonide intravitreal insert), 0.19 mg. 
 
We acknowledge receipt of your amendments dated May 12 and 16, June 1, July 1, and October 
13, 2011.  The May 12, 2011, submission constituted a complete response to our December 22, 
2010, action letter. 
 
We have completed our review of this application, as amended, and have determined that we 
cannot approve this application in its present form.  We have described our reasons for this 
action below and, where possible, our recommendations to address these issues. 
 
CLINICAL TRIALS
 
1. There is a lack of substantial evidence consisting of adequate and well-controlled 

investigations, as defined in 314.126, that the drug product will have the effect it purports 
or is represented to have under the conditions of use prescribed, recommended, or 
suggested in its proposed labeling.  

 
Specifically, based on the results of your controlled clinical trials C-01-05-001A 
(Fluocinolone Acetonide in Diabetic Macular Edema, FAME A) and C-01-05-001B 
(FAME B), there is a lack of substantial evidence that the drug will have the effect it 
purports or is represented to have under the conditions of use prescribed, recommended, or 
suggested in the labeling. Specifically, you have not provided data to support that the 
product is safe and effective in the treatment of patients with diabetic macular edema 
(DME).  

 
a.      Results of your controlled clinical trials C-01-05-001A (Fluocinolone Acetonide in 

Diabetic Macular Edema, FAME A) and C-01-05-001B (FAME B), did not 
demonstrate statistically and clinically significant benefit for your primary endpoint 
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in structured product labeling (SPL) format as described at  
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. 

SAFETY UPDATE
 
When you respond to the above deficiencies, include a safety update as described at 
21 CFR 314.50(d)(5)(vi)(b).  The safety update should include data from all nonclinical and 
clinical studies/trials of the drug under consideration regardless of indication, dosage form, or 
dose level.   
 
OTHER
 
Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the application under 21 CFR 314.65.  You may also 
request an extension of time in which to resubmit the application.  A resubmission must fully 
address all the deficiencies listed.  A partial response to this letter will not be processed as a 
resubmission and will not start a new review cycle.    
 
Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to 
discuss what steps you need to take before the application may be approved.  If you wish to have 
such a meeting, submit your meeting request as described in the FDA’s “Guidance for Industry - 
Formal Meetings Between the FDA and Sponsors or Applicants,” May 2009 at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM153222.pdf. 
 
The drug product may not be legally marketed until you have been notified in writing that this 
application is approved. 
 
If you have any questions, call Ms. Diana Willard, Chief, Project Management Staff, at  
(301) 796-0833. 
 

Sincerely, 
 

{See appended electronic signature page}
 

Renata Albrecht, M.D. 
Director 
Division of Transplant and Ophthalmology Products  
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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 COMPLETE RESPONSE 
 
Alimera Sciences, Inc. 
Attention: Barbara Bauschka 
Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA  30005 
 
 
Dear Ms. Bauschka: 
 
Please refer to your new drug application (NDA) dated June 30, 2010, received June 30, 2010, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Iluvien 
(fluocinolone acetonide intravitreal insert) 0.19 mg. 
 
We acknowledge receipt of your amendments dated July 8, 9, 13, 21, 23 and 28, August 3, 5, 11, 
13 and 30, October 13, 22 and 25, and November 11, 2010. 
 
We have completed our review of this application, as amended, and have determined that we 
cannot approve this application in its present form.  We have described our reasons for this 
action below and, where possible, our recommendations to address these issues. 
 

1. There is a lack of substantial evidence consisting of adequate and well-controlled 
investigations, as defined in 314.126, that the drug product will have the effect it purports 
or is represented to have under the conditions of use prescribed, recommended, or 
suggested in its proposed labeling.  Specifically,  

 
a. The development of cataracts in eyes which were phakic at baseline creates 

difficulty in interpreting visual acuity during months 12 to 24.  Due to the timing 
of the development of the cataracts and the time needed for postoperative 
recovery, 36-month clinical trial data will need to be evaluated to assess the 
potential benefits and risks associated with this drug product. Thirty-six month 
clinical trial data should be submitted to the application. 

 
In addition to the predetermined analyses in the protocol for the three year data, 
we recommend that you  include the following exploratory analyses: 

i. Risk-benefit analyses at the study eye level.  This could be explored using 
two way tables of major adverse event (such as cataract surgery) versus 
improvement of BCVA by 15 letters or more. 

ii. Association of decline of BCVA by 15 letters or more to cataract at the 
study eye level.  This could be explored by checking association of 
cataract surgery to decline in BCVA by 15 letters or more by visit. 
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iii. Sensitivity analyses to missing values: 
1. Treating all missing observations as failures in primary endpoint. 
2. Treating all dropouts as failures in primary endpoint, and imputing 

the other missing values using multiple imputation methods. 
3. Treating all deaths as failures in primary endpoint, imputing other 

missing values using multiple imputation methods, and imputing 
observed values for subjects with disallowed medication using 
multiple imputation methods. 

 
b. The risk of increased intraocular pressure (IOP) is nearly three times higher in the 

drug treatment groups compared to the Sham (control) group.  The 36-month data 
will need to demonstrate that the drug’s benefits will be able to overcome this 
significant risk identified during the first 24 months of the clinical trials.  
Thirty-six month clinical trial data should be submitted to the application. 

 
c. The inserter used in the preclinical and clinical trials was modified; use of the 

proposed  inserter is not supported by clinical data in 
the application.   Clinical data supporting the use of the  inserter, including 
the clinical study report for Study C-01-08-006, should be submitted to the 
application.  

 
d. The safety database for the drug product is incomplete.  The 120-day Safety 

Update and Module 5, Section 5.2, do not include data for all clinical trials 
utilizing the drug product.  This information should be submitted to the 
application.  

 
e. Efficacy rates are low. (26- % vs 14-18%).  Results are not robust.  Difference 

between groups with respect to mean visual acuity is minimal.  The majority of 
the beneficial effect appears to occur during first 6 months and the product 
appears to cause clinically significant decreases in visual acuity at month 24. The 
need for extended treatment should to be justified in the application. 

 
f. The product causes steroid class events, it is also likely to impair healing and 

reduce the eyes ability to recover from infections.  This is potentially problematic 
for a diabetic population.  The benefit over these risks needs to be demonstrated. 

 
2. The methods to be used in, and the facilities and controls used for, the manufacture, 

processing, packing, or holding of the drug substance and drug product are inadequate to 
preserve its identity, strength, quality, purity, and stability.  Specifically,  

 
a. The currently proposed limit  

 is not applicable to the solid dose FA drug product.  Without an appropriate 
descriptor for expressing product endotoxin limit, the acceptability of the 
proposed limit cannot be evaluated.  Please modify the endotoxin limit value so 
that it is based on a per drug rod or per mg  
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When you respond to the above deficiencies, include a safety update as described at 
21 CFR 314.50(d)(5)(vi)(b).  The safety update should include data from all nonclinical and 
clinical studies/trials of the drug under consideration regardless of indication, dosage form, or 
dose level. 
 
Within one year after the date of this letter, you are required to resubmit or take other actions 
available under 21 CFR 314.110.  If you do not take one of these actions, we may consider your 
lack of response a request to withdraw the application under 21 CFR 314.65.  You may also 
request an extension of time in which to resubmit the application.  A resubmission must fully 
address all the deficiencies listed.  A partial response to this letter will not be processed as a 
resubmission and will not start a new review cycle. 
 
Under 21 CFR 314.102(d), you may request a meeting or telephone conference with us to 
discuss what steps you need to take before the application may be approved.  If you wish to have 
such a meeting, submit your meeting request as described in the FDA’s “Guidance for Industry - 
Formal Meetings Between the FDA and Sponsors or Applicants,” May 2009 at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM153222.pdf. 
 
The drug product may not be legally marketed until you have been notified in writing that this 
application is approved. 
 
If you have any questions, call Jane A. Dean, RN, MSN, Regulatory Health Project Manager, at 
(301) 796-1202. 
 

Sincerely, 
 
{See appended electronic signature page}
 
Wiley A. Chambers, MD 
Acting Director 
Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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