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EXCLUSIVITY SUMMARY

NDA # 201923  SUPPL # N/A

Trade Name  Iluvien

Generic Name  fluocinolone acetonide

Applicant Name  Alimera Sciences, Inc.    

Approval Date   September 26, 2014

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1.  An exclusivity determination will be made for all original applications, and all efficacy
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission.

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement?
                                    YES X NO 

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8

505(b)(1)

c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.")

  YES X NO 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.   

If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:             

          

d)  Did the applicant request exclusivity?
YES X NO 
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If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

3 years

e) Has pediatric exclusivity been granted for this Active Moiety?

YES NO X

      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request?
   
     

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.  

2.  Is this drug product or indication a DESI upgrade?
YES NO X

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).  

PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2 as appropriate)

1.  Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or 
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has 
not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety.

                  YES X NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the 
NDA #(s).
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The following currently approved NDAs containing fluocinolone acetonide were identified from 
DARRTS:

NDA #   21737 Retisert® (fluocinolone acetonide) Intravitreal Implant, 0.59 mg

NDA #   20001 FS (fluocinolone acetonide) Shampoo, 0.01%

NDA #   16161 Synalar®-HP (fluocinolone acetonide) Cream, 0.2%

NDA #   12787 Synalar® (fluocinolone acetonide) Cream, 0.01%

NDA #   15296 Synalar® (fluocinolone acetonide) Topical Solution, 0.01%

NDA #   13960 Synalar® (fluocinolone acetonide) Ointment, 0.025%

NDA# 21112 Tri-Luma  (fluocinolone acetonide, hydroquinone, tretinoin) 
Cream , 0.01%/4%/0.05%

2.  Combination product.  

If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)  

              N/A  X     YES   NO 

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).  

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.) 
IF “YES,” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
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and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."  

1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation. 

YES X NO 

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8. 

2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application.

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement?

YES X NO

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

                                                 
(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness 
of this drug product and a statement that the publicly available data would not independently 
support approval of the application?

YES NO X

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO.

YES NO X

     If yes, explain:                                                                                            
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(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product? 

YES NO X

     If yes, explain:                                                                                                 

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations 
submitted in the application that are essential to the approval:

Study C-01-05-001A (FAME A)
Study C-01-05-001B (FAME B)

                    
Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.  

3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.  

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.")

Investigation #1 Study C-01-05-001A (FAME A)          YES       NO X

Investigation #2 Study C-01-05-001B (FAME B)           YES      NO X

If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product?

Investigation #1 YES NO X
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Investigation #2 YES NO X

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on:

c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"):

4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 Study C-01-05-001A (FAME A)

IND #  72056 YES  X   NO   
  Explain: 

                          
             

Investigation #2 Study C-01-05-001B (FAME B)

IND # 72056 YES X   NO   
    Explain: 

                               
(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study?  N/A

Investigation #1

YES   NO   
Explain:   Explain: 

   

Reference ID: 3635574



Page 7

Investigation #2

YES     NO   
Explain:   Explain:

   

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES NO X

If yes, explain:  

=================================================================
                                                      
Name of person completing form:  Diana Willard                   
Title:  Chief, Project Management Staff
Date:  August 28, 2014

                                                      
Name of Office/Division Director signing form:  Renata Albrecht, M.D.
Title:  Director, Division of Transplant and Ophthalmology Products

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12; 

Reference ID: 3635574



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DIANA M WILLARD
09/26/2014

RENATA ALBRECHT
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Antimicrobial Products

COMMUNICATION SHEET

DATE: September 5, 2014

To: Ms. Susan H. Caballa From:   Diana Willard
  

Company:     Alimera Sciences, Inc.   Division of Transplant and      
      Ophthalmology Products

Telephone Number:  678-527-1328    Email:   diana.willard@fda.hhs.gov

Cell Phone Number:               Phone number: 301-796-1600

Subject: NDA 201923 – labeling comments

Total no. of pages including cover: 3

Comments:

Document to be mailed: � YES  NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1600.  Thank you.

Reference ID: 3622743
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NDA 201923

Dear Ms. Caballa,

Please refer to your NDA 201923 for Iluvien (fluocinolone acetonide intravitreal insert), 
0.19 mg.  

Below are comments regarding the labeling for this product and revisions we would like made:

1. In Section 14 Clinical Studies, please include the following table and provide Baseline 
BCVA. So the labeling has information to be able to interpret the change from baseline.  
The table should be located before the tabulated results for “change from baseline.”

                                                      Baseline BCVA (Letters)

Study 1 Study 2

ILUVIEN Sham ILUVIEN Sham

Mean (SD)
Median (Range)

53 (13)
57 (19-75)

54 (11)
58 (25-69)

53 (12)
56 (20-70)

55 (11)
58 (21-68)

The numbers in this table were provided by the biostatistical reviewer for this NDA.

2. In Section12.3 Pharmacokinetics , please change  to “0.19 mcg/day” to be 
consistent throughout the labeling.

I can be reached at 301-796-1600 should you have any questions.

Sincerely,

Diana M. Willard
Chief, Project Management Staff
Division of Transplant and Ophthalmology Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research
Food and Drug Administration

Reference ID: 3622743
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DIANA M WILLARD
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Food and Drug Administration
Center for Drug Evaluation and Research
Office of Antimicrobial Products

COMMUNICATION SHEET

DATE: August 15, 2014

To: Ms. Susan H. Caballa From:   Diana Willard
  

Company:     Alimera Sciences, Inc.   Division of Transplant and      
      Ophthalmology Products

Telephone Number:  678-527-1328    Email:   diana.willard@fda.hhs.gov

Cell Phone Number:               Phone number: 301-796-1600

Subject: NDA 201923 – Preliminary label comments

Total no. of pages including cover: 4

Comments:

Document to be mailed: � YES  NO

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or a person authorized to deliver this document to the addressee, you 
are hereby notified that any review, disclosure, dissemination, copying, or other action based on the 
content of this communication is not authorized.  If you have received this document in error, please 
notify us immediately by telephone at (301) 796-1600.  Thank you.

Reference ID: 3610839
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7. If the statement,  is important, it should be added to the storage 
section of the package insert (Section 16).  If it is not important, the statement should be 
removed from the carton, but “Store at 15◦ - 30◦ C (59◦ - 86◦ F)” should remain. 

I can be reached at 301-796-1600 should you have any questions.

Sincerely,

Diana M. Willard
Chief, Project Management Staff
Division of Transplant and Ophthalmology Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research
Food and Drug Administration

Reference ID: 3610839
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08/15/2014
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE:  August 12, 2014

TO:  NDA 201923

SUBJECT:  E-mail from Mr. Dan Meyer, CEO of Alimera Sciences, Inc., regarding discussion 
topic for December 10, 2013, teleconference with Dr. Cox, Director of the Office 
of Antimicrobial Products and staff from the Division of Transplant and 
Ophthalmology Products

APPLICATION/DRUG:  NDA 201923/Iluvien/Alimera Sciences, Inc.

Attached is an e-mail from Mr. Dan Meyer, CEO of Alimera Science, Inc., regarding a 
conference call with Dr. Wiley Chambers that took place on November 27, 2013.

Reference ID: 3609059



From: Dan Myers [mailto:dan.myers@alimerasciences.com] 
Sent: Thursday, December 05, 2013 12:51 PM
To: Cox, Edward M
Cc: Milstein, Judit
Subject: phone call

Dear Dr. Cox,

I am copying Judit Milstein on this email as I apologize up front for writing you directly. The 
reason for my email is to request a 15 minute call with you to address a discussion that my team 
and I had with Dr. Chambers last week.

The American Academy of Ophthalmology (AAO) recently held its annual conference in New 
Orleans attended by the world’s key opinion leaders in ophthalmology. At that meeting,  

 had the opportunity to talk with Dr. Chambers on the current treatment of diabetic 
macular edema and in particular, the role that steroids play.  

 discussed ILUVIEN with Dr. Chambers and as a result of that discussion, Alimera 
had a conference call with Dr. Chambers, which included on November 27, 
2013.

The call with Dr. Chambers was very productive, to the point that Dr. Chambers proposed 
language that might be acceptable to us pending discussion with you and further clarification.
Based on that, I informed Dr. Chambers that I was going to follow-up with you. Your position 
on the content of the discussion would be very helpful for us in preparing for the meeting with 
FDA on December 13th. As you know, the one hour time slot goes quickly and I would like to 
make sure we are on the same page in order to maximize our time together. I appreciate your 
consideration in taking my call and the role you have played in this process.

Sincerely,
Dan

Dan Myers | President/CEO

Alimera Sciences | look forward
6120 windward parkway | suite 290
alpharetta, ga. 30005
t 678 527 1321 | f 678 990 5744
dan.myers@alimerasciences.com
www.alimerasciences.com

Reference ID: 3609059
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 201923
ACKNOWLEDGE –

CLASS 2 RESUBMISSION

Alimera Sciences, Inc.
Attention: Ms. Barbara H. Bauschka

Director, Regulatory Affairs
6120 Windward Parkway, Suite 290
Alpharetta, GA 30005

Dear Ms. Bauschka:

We acknowledge receipt on March 26, 2014, of your March 26, 2014, resubmission to your new 
drug application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Iluvien (fluocinolone acetonide intravitreal insert), 0.19 mg.

We consider this a complete, class 2 response to our October 17, 2013, action letter.  Therefore, 
the user fee goal date is September  26, 2014.

If you have any questions, call me, at (301) 796-1600.

Sincerely,

{See appended electronic signature page}

Diana M. Willard
Chief, Project Management Staff
Division of Transplant and Ophthalmology
     Products
Office of Antimicrobial Products
Center for Drug Evaluation and Research

Reference ID: 3488498
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 201923
MEETING MINUTES

Alimera Sciences, Inc.
Attention: Susan Caballa

     Senior Vice President, Regulatory and Technical Affairs
6120 Windward Parkway, Suite 290
Alpharetta, GA 30005

Dear Ms. Caballa:

Please refer to your New Drug Application (NDA) 201923, submitted under section 505(b) of 
the Federal Food, Drug, and Cosmetic Act for Iluvien (fluocinolone acetonide intravitreal insert), 
0.19 mg.

We also refer to the meeting between representatives of your firm and the FDA on December 13, 
2013.  The purpose of the meeting was to discuss the path forward for the resubmission of 
Iluvien in response to the October 17, 2013, Complete Response letter issued by the Agency.

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Diana Willard, Chief, Project Management Staff at (301) 796-
1600.

Sincerely,

{See appended electronic signature page}

Renata Albrecht, MD
Director
Division of Transplant and Ophthalmology Products
Office of Antimicrobial Products
Office of New Drugs
Center for Drug Evaluation and Research

Enclosure:   Meeting Minutes

Reference ID: 3444773
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MEMORANDUM OF MEETING MINUTES

Meeting Date and Time: December 13, 2013, 9:00-10:00 AM
Location: FDA, White Oak Campus

10903 New Hampshire Ave.
Building 22, Room 1309
Silver Spring, MD 20993

Application Number: NDA 201923
Product Name: Iluvien (fluocinolone acetonide intravitreal insert), 0.19 mg

Sponsor/Applicant Name: Alimera Pharmaceuticals, Inc.

Meeting Chair: Renata Albrecht, Director, Division of Transplant and 
Ophthalmology Products

Meeting Recorder: Judit Milstein, Chief, Project Management Staff

FDA ATTENDEES
Edward M. Cox, Director, Office of Antimicrobial Products (OAP)
David Roeder, Associate Director for Regulatory Affairs, OAP
Renata Albrecht, Director, Division of Transplant and Ophthalmology Products (DTOP)
Wiley A. Chambers, Deputy Director, DTOP
William M. Boyd, Clinical Team Leader, DTOP
Judit Milstein, Chief, Project Management Staff, DTOP
Dongliang Zhuang, Statistics Reviewer, Division of Biometrics IV
Yan Wang, Statistics Team Leader, Division of Biometrics IV

SPONSOR ATTENDEES
Dan Myers, President, CEO
Susan Caballa, Senior Vice President, Regulatory and Technical Affairs
Ken Green, Senior Vice President, Scientific Affairs and Chief Scientific Officer

BACKGROUND
NDA 201923 was originally submitted on June 30, 2010, by Alimera Sciences, Inc. (Alimera)
for the treatment of diabetic macular edema (DME).  A Complete Response letter for this NDA 
was issued on December 22, 2010.  A Class 2 Resubmission in response to this Complete 
Response letter was submitted by Alimera on May 12, 2011.   A second Complete Response 
letter was issued on November 10, 2011.  On April 17, 2013, Alimera submitted a Class 2
Resubmission in response to the second Complete Response letter, and the Division issued a 
Complete Response letter on October 17, 2013.  As a follow up to this action, Alimera 
requested a meeting with the Division to discuss the path forward for this application, and the 

Reference ID: 3444773
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ACTION ITEMS
The Division will follow up with the Office of Compliance about the status of the  

 response.

Reference ID: 3444773
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 201923
MEETING MINUTES

Alimera Sciences, Inc.
Attention: Susan Caballa

     Senior Vice President, Regulatory and Technical Affairs
6120 Windward Parkway, Suite 290
Alpharetta, GA 30005

Dear Ms. Caballa:

Please refer to your New Drug Application (NDA) 201923, submitted under section 505(b) of 
the Federal Food, Drug, and Cosmetic Act for Iluvien (fluocinolone acetonide intravitreal insert), 
0.19 mg.

We also refer to the teleconference between representatives of your firm and the FDA on 
December 10, 2013.  The purpose of the meeting was to discuss the path forward for a
submission in response to the October 17, 2013, Complete Response letter issued by the Agency.

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call Diana Willard, Chief, Project Management Staff at (301) 796-
1600.

Sincerely,

{See appended electronic signature page}

Renata Albrecht, MD
Director
Division of Transplant and Ophthalmology Products
Office of Antimicrobial Products
Office of New Drugs
Center for Drug Evaluation and Research

Enclosure:   Meeting Minutes
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MEMORANDUM OF MEETING MINUTES

Meeting Date and Time: December 10, 2013
Meeting Format: Teleconference

Application Number: NDA 201923
Product Name: Iluvien (fluocinolone acetonide intravitreal insert), 0.19 mg

Sponsor/Applicant Name: Alimera Pharmaceuticals, Inc.

Meeting Chair: Renata Albrecht, Director, Division of Transplant and 
Ophthalmology Products

Meeting Recorder: Judit Milstein, Chief, Project Management Staff

FDA ATTENDEES
Edward M. Cox, Director, Office of Antimicrobial Products (OAP)
David Roeder, Associate Director for Regulatory Affairs, OAP
Renata Albrecht, Director, Division of Transplant and Ophthalmology Products (DTOP)
Wiley A. Chambers, Deputy Director, DTOP
William M. Boyd, Clinical Team Leader, DTOP
Judit Milstein, Chief, Project Management Staff, DTOP

SPONSOR ATTENDEES
Dan Myers, President, CEO
Susan Caballa, Senior Vice President, Regulatory and Technical Affairs
Ken Green, Senior Vice President, Scientific Affairs and Chief Scientific Officer

BACKGROUND
NDA 201923 was originally submitted on June 30, 2010, by Alimera Sciences, Inc. (Alimera)
for the treatment of diabetic macular edema (DME).  A Complete Response letter for this NDA 
was issued on December 22, 2010.  A Class 2 Resubmission in response to this Complete 
Response letter was submitted by Alimera on May 12, 2011.   A second Complete Response 
letter was issued on November 10, 2011.  On April 17, 2013, Alimera submitted a Class 2
Resubmission in response to the second Complete Response letter, and the Division issued a 
Complete Response letter on October 17, 2013.  As a follow up to this action, Alimera 
requested a meeting with the Division to discuss the path forward for this application, and the 
meeting was scheduled for December 13, 2013.  On December 5, 2013, Dan Myers, President 
and CEO of Alimera sent an e-mail to Dr. Cox, asking for a teleconference before the December 
13, 2013, meeting, to discuss potential alternate indications for this application. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 201923
TELECONFERENCE MINUTES

Alimera Sciences, Inc.
Attention: Ms. Susan H. Caballa

Senior Vice President, Regulatory and Technical Affairs
6120 Windward Parkway, Suite 290
Alpharetta, GA  30005

Dear Ms. Caballa:

Please refer to your New Drug Application (NDA) dated 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 also refer to the teleconference between representatives of your firm and the FDA on
October 23, 2013.  The purpose of the meeting was to discuss questions pertaining to the 
upcoming January 27, 2014, Advisory Committee Meeting for Iluvien.

A copy of the official minutes of the teleconference is enclosed for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes.

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

Enclosure:
  Meeting Minutes
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  It was never Alimera’s intent to propose an indication that 
would lead to the recommendation for another study, as outlined in the CR letter.  The 
Agency stated that Alimera could submit a document to the application clearly identifying 
the indication they propose for Iluvien.

Advisory Committee Meetings are run by the chairman of the Committee.  Alimera could 
contact Advisors and Consultants staff to identify who the chair will be for the January 2014 
AC meeting.

Advisory Committee Meetings generally focus on the main issues raised during the review of 
the application.  As we know there are differences of scientific opinion between Alimera and 
the Agency regarding this product, those differences need to be clear to the AC members and 
openly discussed at the meeting:  the Agency does not censure open discussion.  

Both Alimera and the Agency will prepare materials that will be provided to the AC
members for their review prior to the meeting as the issues should be known in advance in 
order to minimize any new issues being identified during the meeting.  The materials from 
the Agency will bring forth for open discussion at this public hearing both the safety and 
efficacy of Iluvien based on data from the FAME trials as well as current treatments 
available for this indication, including anti-VEGF products.  Although an anti-VEGF product 
was not approved at the time the FAME trials were initiated, as there is now a currently
approved product it is germane to any public discussion of this disease.  Further, the Agency
will likely ask the AC whether the population that was studied in the FAME trials is 
reflective of a population that can be identified today.  Should Alimera choose not to discuss 
anti-VEGF treatment options or the population studied in the Iluvien trials in the materials 
they prepare for the AC, that is their choice.

Along with the AC members, FDA reviewers who conducted reviews of the data will be 
present at the meeting.  Several of the reviewers will provide presentations to the Committee.  
Part of the content of the presentations will be to outline the differences of opinion between 
Alimera and the Agency.

Alimera stated that in the October 16, 2013, meeting attended by Dr. Jenkins, Dr. Cox, and 
Dr. Albrecht, there was a more collegial environment than that experienced in prior meetings 
for Iluvien attended by Dr. Chambers.  Alimera asked for assurance that going forward to the 
AC, the environment of the dialog and interactions would be the same as for those on 
October 16, 2014.  Alimera asked about the attendance of Dr. Jenkins and Dr. Cox at the
January 2014 AC Meeting.

The AC Chairman chairs the meeting and the Agency noted that such meetings are generally 
run with respect for all opinions. Although there is no guarantee, Dr. Cox routinely attends 
AC Meetings when products in the Office of Antimicrobial Products are presented.  If 
Dr. Cox could not attend due to competing priorities, he could request that his Deputy 
Director, Dr. John Farley, attend.  Dr. Cox will contact Dr. Jenkins regarding his attendance 
and Ms. Willard will inform Alimera of Dr. Jenkins’ reply.
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Alimera noted that how the meeting is run and how the questions are crafted is very 
important.  The order of the questions and what the questions can suggest can be critical 
to the outcome of the meeting.  The Agency stated that in early to mid-December, the 
Division would meet with Alimera to discuss the focus of the AC and what materials would 
be sent to the AC members by both Alimera and the Agency.  At this meeting, Alimera has 
the opportunity to share drafts of the documents they plan to provide AC members and the 
slides they plan to present.  Noting that the Agency would draft the final questions for 
the AC, it was stated that drafts of potential questions could be discussed at the 
December meeting. 

Addendum:  In an October 30, 2013, e-mail to Ms. Caballa, Ms. Willard stated that Dr. Cox had 
contacted Dr. Jenkins regarding his attendance at the January 27, 2014, Advisory Committee 
(AC) Meeting. Ms. Willard stated that the January 27, 2013, AC meeting is on Dr. Jenkins 
calendar. His attendance, however, will be dependent on what other issues/meetings are on his 
calendar for that date/time.
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Attachment

From: Dan Myers [mailto:dan.myers@alimerasciences.com] 

Sent: Tuesday, October 22, 2013 4:45 PM
To: Cox, Edward M; Willard, Diana M
Subject: Conference call questions

Dr. Cox,

Per your request, attached are our thoughts and questions that may help maximize our time in tomorrow’s 
conference call. I look forward to speaking with you.

Dan

Dan Myers | President/CEO

Alimera Sciences | look forward
6120 windward parkway | suite 290
alpharetta, ga. 30005
t 678 527 1321 | f 678 990 5744
dan.myers@alimerasciences.com
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 201923
MEETING MINUTES

Alimera Sciences, Inc.
Attention: Ms. Susan H. Caballa

Senior Vice President, Regulatory and Technical Affairs
6120 Windward Parkway, Suite 290
Alpharetta, GA  30005

Dear Ms. Caballa:

Please refer to your New Drug Application (NDA) dated 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 also refer to the meeting between representatives of your firm and the FDA on October 16, 
2013.  The purpose of the meeting was to discuss the following:

1. manufacturing compliance issues, 
2. rationale for not extending the PDUFA Goal Date,
3. clinical issues, and
4. plans for a future Advisory Committee Meeting.

A copy of the official minutes of the meeting is enclosed for your information.  Please notify us 
of any significant differences in understanding regarding the meeting outcomes.

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

Enclosure:
Meeting Minutes
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Alimera noted that Ms. Caballa was present at the  manufacturing facility for the 
portion of the FDA inspection that pertained to Illuvien.  Alimera stated that it was their 
understanding that the deficiencies from the most recent inspection pertain to method transfer 
protocols and analytical methods.  The current method transfer protocols being used were 
developed in 2008.  Noting that new guidances pertaining to method transfer were issued by 
the WHO in 2011 and 2012, Alimera stated that they are now being held to these new 
standards.  Alimera stated that they have agreed to update the protocols based on the current 
guidance and that these issues will be resolved by the end of December 2013.  Alimera stated 
that there have been 13 batches successfully manufactured at the  facility and that 
product from these batches have been sold in countries where the product is currently
approved, with no adverse events due to manufacturing reported.

Alimera stated that there had been an agreement with the review chemist regarding the in-
process controls.  Alimera further stated that the investigator, as documented during the 
July/August 2013 inspection of the  facility, was not in agreement with the review 
chemist regarding the in-process controls.  Alimera stated that they would like to discuss 
with the Agency this difference between what the review chemist agreed to regarding the in-
process controls and what the investigator wrote in the report.  The Agency noted that for this 
application, per common practice, inspectional findings were discussed after the inspection 
closeout using a team-based approach (with the review chemist and compliance).  The 
Agency also stressed the importance of good communication between Alimera and all of its 
contract manufacturers/suppliers.

2. Discussion of rationale for not extending the PDUFA Goal Date

When assessing whether a submission will be accepted as a major amendment that would 
extend the PDUFA clock, the Agency makes a determination on such factors as how much 
new information is in the submission, whether the new information is pertinent to the 
application, and whether there are other known deficiencies that could be adequately 
addressed by a 3-month extension.

The Agency noted that examples of submissions that would qualify as major amendments 
would include clinical study reports of studies not previously submitted or major new re-
analyses of already submitted data.

The Agency noted that the September 9, 2013, submission contained minimal new 
information and, therefore, was not classified as a major amendment.  Another consideration 
is that the guidance for industry regarding Good Review Management Practices states that, in 
general, when considering whether to extend the review clock for a major amendment, the 
Agency looks at the application in its entirety.  In the case of this application, there is no 
certainty when the compliance issues will be resolved, and therefore, these issues would also 
be important considerations in the determination of whether or not to extend the clock, if a 
qualifying major amendment had been submitted.  
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3. Discussion of clinical issues

It was stated that any outstanding clinical issues would be delineated in the action letter.

4. Discussion of Plans for a Future Advisory Committee 

Alimera’s counsel stated that Alimera has been working diligently with the review Division 
to come to a mutual understanding of this disease, the natural history of the disease, and how 
best to treat it.  To that end, Alimera stated it had brought known experts in the field to 
meetings with the Agency for open dialog.  These experts have come away frustrated over 
the differences of opinion between themselves and the Agency.  Alimera believes a 
reasonable course would be to take this application to an Advisory Committee.  

Alimera provided a brief history regarding their requests dating back two years for an 
Advisory Committee meeting for this application.  The Agency noted that convening an 
Advisory Committee is not a basis for extending the PDUFA Goal Date.  The Agency also 
noted plans for an Advisory Committee that could take place near the end of January 2014.  

Alimera suggested a possible alternative meeting to an Advisory Committee Meeting which 
would include experts in this disease, but which could be convened sooner. The Agency 
stated that such a meeting would not be consistent with the Federal Advisory Committee Act, 
including the need for filing of Conflict of Interest (COI) papers for each Special 
Government Employee (SGE).

There was discussion regarding fundamental differences in what Alimera and the Agency 
view as the science for this disease and how it should be treated.  Alimera believes that, for 
this application, the Agency failed to listen to the opinions of the experts Alimera brought to 
meetings regarding scientific issues and that the process with this application has not been a 
fair one in Alimera’ s opinion.   The Agency reiterated its belief that the differences are a 
matter of scientific opinion, and the difference in scientific opinion is a reason to convene an 
Advisory Committee.

The Agency noted that this Advisory Committee Meeting could take place off the clock, as 
there would be no pending resubmission for the application.  Regarding the process for an 
Advisory Committee, the Agency stated that Advisors and Consultants staff poll Committee 
members for available dates, review COI statements for each member and any other 
consultant SGEs invited, and work with applicants to ensure a productive meeting.  The 
Division routinely offers to meet with applicants prior to the Advisory Committee Meeting to 
review topics to be discussed at the meeting.  At the time the Division meets with the 
applicant, the specific questions to the Advisory Committee have not, in general, been 
finalized. 

Discussion that takes place during an Advisory Committee Meeting could inform the way 
Alimera could address deficiencies outlined in an action letter.  An Advisory Committee 
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Meeting in itself does not address any deficiency, but discussion from the Advisory 
Committee could be used as an aid in addressing deficiencies.  

The Agency noted that compliance issues for this application would be resolved between 
 and the district.   should then notify Alimera that the compliance issues 

have been resolved.  In order to support resubmission, Alimera should state in a Complete 
Response submission that the compliance issues have been resolved; the Division would 
verify this resolution through CDER Office of Compliance.

Reference ID: 3410459

(b) (4) (b) (4)



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

RENATA ALBRECHT
11/20/2013

Reference ID: 3410459



Reference ID: 3645984











Reference ID: 3645984



Reference ID: 3645984

  
         

 

  

   
     

    
    

   

       
     

   

   

               
             

               
                
     

         

              
              

           

 
   

   

 

     

   
    

      
    
      







Reference ID: 3645984

           
          

 

 

   
 

   



Reference ID: 3645984

           

 

 

   
     

    
    

   

       
     

   

   

               
             

              
               

              
          

      

    
   

     
       
    

   

   
    

   
   

   
   

   
   
   

   

   

      
      

 
      

      
  

   
    
   
   
   
   



Reference ID: 3645984

  
  

      
          

    

   
   

   
   

   

   
  

    
    

       
     

   
    

       
    

     
     

              
               

                 
               

              
          

                 
               

               
    

              
              
                

 

              
                   

 

         

   
    

      
      
    
   

            
                

 D  0 



Reference ID: 3645984

  
  

          

 
     

R e c  I  351  

 

     

   
    

     
 

    
      



Reference ID: 3645984

  
 

     

      

 

   

    

      

  

    

  

  

  

     

     

   

       

     
   

      
    

      
 

R n  ID  3 5 40 



Reference ID: 3645984

           
          

 

 

   
 

   





---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

DOROTA M MATECKA
06/18/2013

Reference ID: 3327226



 

 

DEPARTMENT OF HEALTH AND HUMAN 
SERVICES  

 

 

 

 

 

 

 Food and Drug 
Administration Silver Spring  
MD  20993 

 

 
NDA 201923 
 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Alimera Sciences, Inc. 
Attention:  Ms. Barbara H. Bauschka 
 Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA  30005 
 
 
Dear Ms. Bauschka: 
 
We acknowledge receipt on Aril 17, 2013, of your April 17, 2013, resubmission of your new 
drug application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Iluvien (fluocinolone acetonide intravitreal insert), 0.19 mg. 
 
We consider this a complete, class 2 response to our November 10, 2011, action letter.  
Therefore, the user fee goal date is October 17, 2013. 
 
If you have any questions, call me at (301) 796-1600. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Diana M. Willard 
Division of Transplant and Ophthalmology     
    Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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NDA 201923 
ACKNOWLEDGE  INCOMPLETE  RESPONSE 

 
Alimera Sciences, Inc. 
Attention:  Ms. Barbara H. Bauschka 
 Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA  30005 
 
Dear Ms. Bauschka: 
 
We acknowledge receipt on March 27, 2013, of your March 27, 2013, submission to your new 
drug application (NDA) for Iluvien (fluocinolone acetonide intravitreal insert), 0.19 mg. 
 
We do not consider this a complete response to our action letter for the following reasons:   

 
The Guidance for Industry - E6 Good Clinical Practice:  Consolidated Guidance 1  
defines Good Clinical Practice (GCP) as “A standard for the design, conduct, 
performance, monitoring, auditing, recording, analyses, and reporting of clinical trials 
that provides assurance that the data and reported results are credible and accurate, and 
that the rights, integrity, and confidentiality of trial subjects are protected.”  It further 
defines Audit as “A systematic and independent examination of trial-related activities and 
documents to determine whether the evaluated trial-related activities were conducted, and 
the data were recorded, analyzed, and accurately reported according to the protocol, 
sponsor's standard operating procedures (SOPs), good clinical practice (GCP), and the 
applicable regulatory requirement(s).”  The Guidance also states that “The purpose of a 
sponsor's audit, which is independent of and separate from routine monitoring or quality 
control functions, should be to evaluate trial conduct and compliance with the protocol, 
SOPs, GCP, and the applicable regulatory requirements.” 

 
The following deficiency in the content of your application needs to be addressed: 
 

                                                 
1 http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM073122.pdf  
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You have data tables based on unaudited data in the Interim Safety Report for Study  
C-01-11-008.   
 

The Agency's expectation is that clinical data submitted as part of a Complete Response be based 
on final, audited data.  Therefore, we will not start the review clock until we receive a complete 
response.   

 
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 
Center for Drug Evaluation and Research 
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NDA 201923  
 MEETING PRELIMINARY COMMENTS 
 
Alimera Sciences, Inc. 
Attention:  Ms. Barbara H. Bauschka 
       Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
 
Dear Ms. Bauschka: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Iluvien (fluocinolone acetonide intravitreal insert).  
 
We also refer to your April 12, 2012, correspondence, received April 12, 2012, requesting a 
meeting to discuss what further steps need to be taken for NDA 201923 to be approved.  We 
further refer to your May 21, 2012, correspondence, containing meeting materials for the  
June 19, 2012 meeting scheduled between the FDA and Alimera Sciences, Inc.   
 
Our preliminary responses to your meeting questions are enclosed.   
 
You should provide, to the Regulatory Project Manager, a hardcopy or electronic version of 
any materials (i.e., slides or handouts) to be presented and/or discussed at the meeting. 
 
If you have any questions, call me at (301) 796-1600. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Diana Willard 
Chief, Project Management Staff 
Division of Transplant and Ophthalmology Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 

 
ENCLOSURE: 
   Preliminary Meeting Comments
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Meeting Preliminary Comments 
Division of Transplant and Ophthalmology Products 

 
Meeting Date/Time:         June 19, 2012 at 1:00 PM  
Meeting Location:  White Oak Building 22 

   10903 New Hampshire Avenue 
   Silver Spring, Maryland 20903 

           Room 1315 
 

Meeting Type:   Type B meeting 
 
Application:     NDA 201923 
Drug:     fluocinolone acetonide intravitreal implant 
Sponsor:    Alimera Sciences 
 
 
The following are the Division’s preliminary responses to the questions posted in your briefing 
package dated May 21, 2012, for Iluvien (fluocinolone acetonide intravitreal implant), 0.19 mg, 
for the treatment of diabetic macular edema. 
 
If these answers and comments to your questions are clear to you and you determine that further 
discussion is not required, you have the option of canceling the meeting.  You can also request 
that the face-to-face meeting be converted to a teleconference. 
 
Please note that if there are any major changes to your development plan, or the purpose of the 
meeting, or new questions based on our responses herein, we may not be prepared to discuss or 
reach agreement on such changes at the meeting to be held on June 19, 2012. The minutes of the 
meeting will reflect agreements, key issues, and any action items discussed during the formal 
meeting and may not be identical to these preliminary comments. 
 
The applicant is requesting a face-to-face type B NDA meeting to discuss what further steps 
need to be taken in order for NDA 201923 to be approved. 
 
For the purposes of this response, your questions are in bold font and our responses are in italics 
font. 
 

3.1. Sponsor Questions 
 

1. The Sponsor conducted two adequate and well-controlled studies (FAME A and FAME 
B).  Each study demonstrated a statistically significant difference from sham in the 
proportion of patients gaining 15 or more letters from baseline in BCVA at the pre-
specified primary timepoint (Month 24) based on the Full Analysis population (defined 
as all randomized subjects with LOCF for missing data). 

Does the Agency agree that ILUVIEN was statistically superior to sham at 24 months in 
the primary analysis of ≥15-letter improvement in BCVA in both phase 3 trials. 
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most of them and required surgical intervention in an unacceptably high number of patients (5-
8%). Surgical intervention for elevated IOP carries with it a continuing increased risk of serious 
ocular infections. 
 

 

 
 
The risks of cataract development and IOP elevation are significant and are not offset by the 
potential benefits demonstrated by Iluvien in these clinical trials.    
 

2. FDA’s review of the 24-month clinical study data identified issues associated with the 
overall benefit/risk profile of ILUVIEN in the original patient population. FDA 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 201923 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
 
Alimera Sciences, Inc. 
Attention: Barbara Bauschka 
Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA 30005 
 
 
Dear Ms. Bauschka: 
 
We acknowledge receipt on May 12, 2011, your May 12, 2011, resubmission of your new drug 
application submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Iluvien (fluocinolone acetonide intravitreal insert) 0.19 mg. 
 
We consider this a complete, class 2 response to our December 22, 2010, action letter.  
Therefore, the user fee goal date is November 12, 2011. 
 
If you have any questions, call Lori Gorski, Regulatory Health Project Manager, at  
(301) 796-0722. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Lori M. Gorski 
Regulatory Health Project Manager 
Division of Transplant and Ophthalmology Drug 
Products 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: Dean, Jane  
Sent: Wednesday, March 16, 2011 12:02 PM 
To: 'Barbara Bauschka' 
Subject: RE: Statistical Plan - Follow-up 
 
Hi, Barbara – I have responses to your questions from the review team.  Please 
see them embedded within your email in bold blue below. 
  
Jane  

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22  

Email address:  jane.dean@fda.hhs.gov  

 consider the environment before printing this e-mail  

 
From: Barbara Bauschka [mailto:barbara.bauschka@alimerasciences.com]  
Sent: Thursday, February 10, 2011 1:49 PM 
To: Dean, Jane 
Subject: Statistical Plan - Follow-up 
  
Jane: 
After reviewing the statistical reviewers’ response to the Statistical Plan we 
submitted and the information contained in the Complete Response Letter (CRL) 
our team has these comments and questions.  We can be available for further 
discussions via teleconference if the reviewers would like to do so.  As always 
thanks for your help, and let me know if you have any questions. 
  
Barbara 
Follow‐up: 
In the complete response letter (CRL) from the FDA regarding the Iluvien submission, 
the agency requested several sensitivity analyses of the primary efficacy endpoint, i.e., 
the proportion of subjects with a ≥15‐letter improvement from baseline in BCVA at 
month 24.  Two of the three sensitivity analyses require the use of multiple imputation.  
A telephone call with the FDA’s statisticians was held on January 14, 2011 to discuss the 
specifics regarding the use of multiple imputation.  During this discussion, the agency 
did not provide any specific methods, but did request that Alimera prepare a statistical 
analysis plan that would describe an approach for performing the sensitivity analyses 

Reference ID: 2919042



involving multiple imputation.  Alimera agreed and submitted the plan to the NDA on 
January 21, 2011.  
During the Type A meeting with the FDA on February 2, 2011, the agency provided 
written comments to Alimera’s statistical analysis plan for these sensitivity analyses 
involving multiple imputation.  The comments included using new software and more 
complex statistical methods than originally proposed.   These analyses were not 
identified at the time the original FAME Statistical Analysis Plan was submitted and 
agreed to by the Agency in 2009.  It is Alimera’s plan to re‐submit a revised statistical 
analysis plan for performing these sensitivity analyses after incorporating the agency’s 
feedback.  
Alimera is planning to submit a formal response to the CRL by March 31, 2011 without 
the results of the sensitivity analyses involving multiple imputation.   

•         Does the agency agree that the results of these post‐hoc sensitivity analyses 
will have no impact on the approvability of Iluvien?   No.  

•         Will the agency agree to another telephone call to discuss the revised statistical 
analysis plan prior to its resubmission?   Yes, however, the timing will have to 
be based on available schedules.   

•         Will the agency agree to accepting the results of these post‐hoc sensitivity 
analyses within 6 weeks of FDA’s approval of the revised statistical analysis 
plan?   No.  We recommend that the results be submitted at the time of any 
resubmission of the NDA or before. 

•         Or, would the Agency consider performing the analyses themselves as the 
Agency has the experience in these analyses and the entire database will be 
included in the resubmission?    We would prefer that you do the analysis but it 
is not a requirement. 

  
Barbara Bauschka  
Director, Regulatory Affairs 
Alimera Sciences, Inc. 
o:  678-527-1330 
f:  678-990-5743 
c:   
Skype:   
  
This electronic communication and any documents, files or previous messages attached to it may contain 
CONFIDENTIAL information. If you are not the intended recipient or are not responsible for delivering this message to 
the intended recipient, please note that any disclosure, distribution, or printing of this communication is strictly 
prohibited.  If you received this message in error, please immediately notify the sender by return e-mail, and delete the 
original communication and all attachments. 
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From: Cuff, Althea 
Sent: Wednesday, November 03, 2010 7:31 PM 
To: 'Barbara Bauschka' 
Subject: 201,923 - information request 
 
Dear Barbara, 
 
We have the following information request from the CMC reviewer.  Please respond by 
November 13th. 
 
Comments for NDA 201-923: 
 

1. Please provide information on the polymorph content in the second batch of fluocinolone 
acetonide drug substance  used in clinical batches of the drug product. Please 
propose a limit for the polymorph content in the fluocinolone acetonide drug substance 
specification (e.g., NLT ). 

 
2. Please tighten acceptance criteria for residual solvents in the drug substance specification. 
 
3. Please tighten the limit for total impurities to NMT % in drug substance specification. 
 
4. Please clarify what is the size of the proposed commercial batch for the drug product. 
 
5. Provide the quantitative composition of the mobile phase in the drug product HPLC 

procedure for related substances and assay. 
 
6. Please include an acceptance criterion for any unspecified degradant in the drug product 

specification (NMT %). 
 

7. Please reconcile the preclinical lots numbers (specifically lot number 311-6) with their 
study use (reference to toxicology studies) in Table 6 provided in section 3.2.P.5.4. 

 
 
Althea M. Cuff 
Regulatory Health Project Manager 
FDA/CDER/OPS/ONDQA 
Division of Post-Marketing Evaluation 
Phone (301) 796-4061 
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c:  
Skype:  
 
This electronic communication and any documents, files or previous messages attached to it may contain 
CONFIDENTIAL information. If you are not the intended recipient or are not responsible for delivering 
this message to the intended recipient, please note that any disclosure, distribution, or printing of this 
communication is strictly prohibited.  If you received this message in error, please immediately notify the 
sender by return e-mail, and delete the original communication and all attachments.
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 

NDA 201923 
PROPRIETARY NAME REQUEST  

 CONDITIONALLY ACCEPTABLE  
 

Alimera Sciences, Inc. 
6120 Windward Parkway, Suite 290 
Alpharetta, Georgia  30005 
 
ATTENTION:  Barbara H. Bauschka 
    Director, Regulatory Affairs 
 
Dear Ms. Bauschka: 
 
Please refer to your New Drug Application (NDA) dated June 28, 2010, received June 30, 2010, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Fluocinolone 
Acetonide Intravitreal Insert, 0.19 mg. 
 
We also refer to your July 15, 2010, correspondence, received July 15, 2010, requesting review 
of your proposed proprietary name, Iluvien.  We have completed our review of the proposed 
proprietary name, Iluvien, and have concluded that it is acceptable.  
 
The proposed proprietary name, Iluvien, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you.   
 
If any of the proposed product characteristics as stated in your July 15, 2010, submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Brantley Dorch, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0150.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Raphael Rodriguez, at (301) 796-0798. 
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Denise Toyer, Pharm D 
Deputy Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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From: Dean, Jane 
Sent: Thursday, October 07, 2010 3:13 PM 
To: 'Barbara Bauschka' 
Subject: NDA 201923 (Iluvien) - additional information request re stats 
 
Importance: High 
 
Barbara, below is an additional information request from the statistics reviewer.  Since 
we are well into the review cycle, we need a fairly rapid turn around time on this and 
appreciate expediting our request. Thanks!! 
 
Jane 
 
Request for additional exploratory analyses: 
 
We identified four goals for which we need additional exploratory analyses. Please 
conduct the additional analyses and submit the results as soon as possible: 
 
Goal 1: Assessing characteristics of subjects with missing values at visits at month 18 
and visits at month 24.  
For subjects with missing values on month 18 or on month 24, summarize  
1 Baseline characteristics 
2 Previously available BCVA measurement (mean, sd, confidence interval) 
 
Compare these measurements to those of subjects with available data on each of these 
two visits. 

 
For all subjects with at least one missing visit, assess the number of missed visits. 
 
Goal 2: Assessing the gain in BCVA in subjects who are pseudophakic at baseline. 
You have characterized this gain in a pooled analysis of the data from both studies. 
Please analyze the gain for each study separately. 
 
Goal 3:  Assessing the risk-benefit on an individual basis at month 18 and month 24 
visits in subjects who are phakic at baseline.  
 
Provide the following: 
 

1 A two-way table for  improvement of BCVA from baseline to month 18 visit 
above or equal to 15 letters, and cataract surgery prior to visit at month 18. 

2 A two-way table for improvement of BCVA from baseline to month 24 visit 
above or equal to 15 letters, and cataract surgery prior to visit at month 24. 

3 Summary of BCVA at month 18 for those who received cataract surgery prior to 
visit at month 18, those who received cataract surgery after month 18, and those 
who did not receive cataract surgery during the study. 

4 Summary of BCVA at month 24 for those who received cataract surgery prior to 
visit at month 24, those who received cataract surgery after month 24, and those 
who did not receive cataract surgery during the study. 



 
Goal 4: association between cataract surgery and decline in vision in subjects who are 
phakic at baseline 
 
Provide the following: 
 

1 A two-way table for decline of BCVA from baseline to month 18 below 15 
letters, and cataract surgery after month 18 visit. 

A two way table for decline of BCVA from baseline to month 24 below 15 letters, and 
cataract surgery after month 24 visit. 
 
Jane 
 
 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products 
Office of Antimicrobial Products 
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881 
Rm. 6397, Bdg. 22 
 
Email address:  jane.dean@fda.hhs.gov 
 

 consider the environment before printing this e-mail 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 201923 FILING COMMUNICATION 
 
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 also refer to your submissions dated July 8, 9, 13, 15, 21, 23 and 29, and August 3, 5, 11, 13 
and 31, 2010. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application was considered filed 60 days after the date we received your application.  The review 
classification for this application is Priority.  Therefore, the user fee goal date is 
December 30, 2010. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by December 4, 2010. 
 
During our filing review of your application we identified the following potential review issue: 
 

The development of cataracts in eyes which were phakic at baseline creates difficulty in 
interpreting visual acuity during months 12 to 24.  It is likely that visual acuity data from 
the post-operative period of these patients will be needed to assess the potential benefits 
and risks associated with this drug product.  Due to the timing of the development of the 
cataracts and the time needed for postoperative recovery, these visual acuity assessments 
may not be available in the currently submitted dataset. 



NDA 201923 
Page 2 
 
 
We are providing the above comment to give you preliminary notice of a potential review issue.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.   
 
We do not expect a response to this letter, and we may not review any such response during the 
current review cycle. 
 
If you have not already done so, you must submit the 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.  The 
content of labeling must be in the Prescribing Information (physician labeling rule) format. 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.  We acknowledge receipt of your request for a full waiver of pediatric 
studies for this application.  Once we have reviewed your request, we will notify you of our 
decision. 
 
If you have any questions, call Raphael Rodriquez, Regulatory Project Manager, at 
(301) 796-0798. 
 

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 

 



Application
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NDA-201923 ORIG-1 ALIMERA

SCIENCES INC
FLUOCINOLONE ACETONIDE
INTRAVITREAL INSERT 0.19 mg
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NDA 201923 PRIORITY REVIEW DESIGNATION 
 
Alimera Sciences, Inc. 
Attention:  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 28, 2010, received June 30, 2010, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act, for Iluvien 
(fluocinolone acetonide intravitreal insert) 0.19mg. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, this application is considered filed 60 days 
after the date we received your application in accordance with 21 CFR 314.101(a).  The review 
classification for this application is Priority.  Therefore, the user fee goal date is December 30, 
2010. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
mid-cycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by December 9, 2010. 
 
While conducting our filing review, we identified potential review issues and will communicate 
them to you on or before September 12, 2010. 
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If you have any questions, call Raphael Rodriguez, Regulatory Project Manager, at  
(301) 796-0798. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Wiley A. Chambers, M.D.  
Acting Director 
Division of Anti-Infective and  
     Ophthalmology Product 
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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From: Dean, Jane
To: "Barbara Bauschka"; 
cc: Rodriguez, Raphael R; 
Subject: NDA 201923 (Iluvien) - information request
Date: Tuesday, August 24, 2010 3:56:28 PM

Hello, Barbara, we have the following information request:

Regarding "0" values for BCVA in the analysis data sets:  

In the datasets analva (for study A and study B), a few subjects (about 43 across 
all treatments and all visits) have a study eye BCVA recorded as 0 at some visits. 
The define.pdf file of the original tabulation data or the analysis data set does not 
mention anything about 0 values.  Could you please clarify what these 0 values 
mean?

Thanks!

Jane

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products

Office of Antimicrobial Products

FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881

Rm. 6397, Bdg. 22

Email address:  jane.dean@fda.hhs.gov

P consider the environment before printing this e-mail
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From: Dean, Jane
To: "Barbara Bauschka"; 
cc: Rodriguez, Raphael R; 
Subject: NDA 201923 (Iluvien) - information request
Date: Tuesday, August 03, 2010 3:06:19 PM

Hi, Barbara!  We have the following information request.  Can you please let us know what your 
turn around time will be to provide a response?  Thanks!

From the meeting minutes in Reviewer’s Guide 1.2 Section 10 Table 3: 

"For each dose that is clinically and statistically superior to sham, a numerical comparison 
will be made to its corresponding 18 month visit. If the proportion of subjects with a >  15 
letter improvement from baseline in BCVA at 24 months is equal to or greater than that at 
18 months, then clinical efficacy will have been demonstrated for that dose."

Please provide the above analysis for each trial for the Full Analysis, ITT and PP 
populations. (If already provided in the submission please designate where.) The results 
may be provided similar to the table provided in Section 2.5 of the Clinical Summary 
Section 4.3 page 16.  

Jane 

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22 

Email address:  jane.dean@fda.hhs.gov 

P consider the environment before printing this e-mail 
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1

Cuff, Althea

From: Cuff, Althea
Sent: Tuesday, July 27, 2010 5:03 PM
To: 'Barbara Bauschka'
Subject: NDA 201,923 (Fluocinolone) - Information Request

Hi Ms. Bauschka,

Our Biopharm Reviewer has the request below.  Please provide your response at your earliest convenience:

Biopharmaceutics Information Requests for Iluvien 0.19 mg (NDA201923)

1. Provide full method development and validation report for in-vitro release method (CTM-200502). 
Include the full reports of the following references as mentioned in Doc# 10-077 - CTM-200502: 

• SP-023-060 Rev. 00 - Release Rate Testing Procedures for FA in  Inserts. 

• Protocol/Report 08224 - Method Transfer: Determination of Release Rate of Fluocinolone 
Acetonide from Iluvien Inserts by HPLC. 

1. Include statistical analysis report with p-value associated with final report for protocol 10066. Clarify 
whether products for both “Control Group” and “Test Group” for protocol 10066 came from the same 
batch. If not, please provide batch/lot #s associated with each sample of each group. 

2. Provide raw in-vitro release data associated with Primary Stability Batches, and batches used in clinical 
and pre-clinical studies of Iluvien. 

Thanks,

Althea M. Cuff
Regulatory Health Project Manager
FDA/CDER/OPS/ONDQA
Division of Post-Marketing Evaluation
Phone (301) 796-4061

(b) (4)
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From: Dean, Jane
To: "Barbara Bauschka"; 
Subject: NDA 201923 (fluocinolone) - information request - please respond NLT July 29, 2010 - thanks
Date: Wednesday, July 21, 2010 1:46:43 PM

Hi, Ms. Bauschka - you will probably get this information request only once this time and it will be from me!  Our 
chemistry reviewer has the following information request and asked if you could please provide a response by July 
29, 2010:

1.    Please provide information for the synthesis 
of fluocinolone.  If this contained in a DMF, provide a letter of authorization that includes the DMF 
number, submission date and page reference. 
  

2.  Please provide the inserter device Agency approval reference.  If this contained in a DMF/MAF, 
provide a letter of authorization that includes the DMF/MAF number, submission date and page 
reference. 

3.  Provide detail information on the composition, manufacturing, controls of the polyimide tubes and 
silicone adhesive.  Alternately, reference to the respective DMFs with submission date and page 
references is acceptable.   If information are already included in the NDA, provide the section and 
page reference.  
 

Thanks! 

Jane 

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22 

Email address:  jane.dean@fda.hhs.gov 

P consider the environment before printing this e-mail 

 
 
 
 

(b) (4)
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From: Dean, Jane
To: "barbara.bauschka@alimerasciences.com"; 
cc: Rodriguez, Raphael R; 
Subject: NDA 201923 (fluocinolone) - information request - stat turn around please
Date: Tuesday, July 20, 2010 12:54:19 PM

Hi, Ms. Bauschka, 

I'm the project manager covering for Raphael while he is away.  Our statistics reviewer has the 
following request which will require a stat turn around please.  Can you let me know when we can 
expect a response?  Sending it by email to me is acceptable; however, you will need to formally 
submit your response to the NDA.  Thanks!

We need the following information to reproduce your primary and secondary 
analyses results as well as perform additional sensitivity analyses if needed:

A) Please add the variable "Presence of Cataract at Baseline" to the baseline characteristic dataset 
"analdat.xpt" in folders "m5\datasets\c-01-05-001a\analysis\datasets" and "m5\datasets\c-01-05-
001b\analysis\datasets". You presented results on this variable in Table 5 in the Summary of 
Clinical Efficacy.

B) Pease add the seven variables in our list below to datasets: analva.xpt, analcs.xpt, analoct.xpt, 
analfa.xpt, analme.xpt, analens.xpt, analv25.xpt, and analv39.xpt  in folders "m5\datasets\c-01-05-
001a\analysis\datasets" and "m5\datasets\c-01-05-001b\analysis\datasets". The "efficacy variable" 
in our list below refers to BCVA in dataset analva.xpt, contrast sensitivity in data set analcs.xpt, 
optical coherence tomography in data set analoct.xpt, fundus photography in data set analfa.xpt, 
fluroscein angiography in data analme.xpt, lens opacity in data set analens.xpt, VFQ-25 in dataset 
analv25.xpt and VFQ-29 in dataset analv39.xpt.

Please add  
1. A flag for ITT population  
2. A flag for PP population  
3. The raw efficacy variable measurement  for each eye.  
4. The efficacy variable measurement (for the study eye) used in the Full Analysis  
5. A flag for the imputed values of the efficacy variable measurements used in the Full 
Analysis  
6. The efficacy variable measurement (for the study eye) used in the ITT Analysis  
7. A flag for the imputed values of the efficacy variable measurements used in the ITT 
Analysis 



C) Please add an analysis data set with information on cataract surgery. This dataset should 
include the following variables:

1- Subject id  
2- Treatment code  
3- Date of surgery  
4- Randomization date 

D) Please add an analysis data set with information on disallowed medication (as defined in the 
protocol). This dataset should include the following variables:

1- Subject id  
2- Treatment code  
3- Name of disallowed medication  
4- Date the disallowed medication was taken.  
5- Randomization date  
6- Reason the disallowed medication was taken or prescribed. 

E)Please add details to the define.pdf for data set ae.xpt and the following variables: aeterm, aellt, 
aept, and aesoc. The define.pdf files (in folder  m5\datasets\c-01-05-001a\tabulations\legacy  and 
folder m5\datasets\c-01-05-001b\tabulations\legacy  ) give the exact same definition for each of 
these four variables, but the variables in the datasets display different information. Please give 
more specifications on the similarities and differences in these four variables.

 
Jane 

 ---------------- 
Jane A. Dean, RN, MSN 
Regulatory Health Project Manager 
Division of Anti-Infective and Ophthalmology Products  
Office of Antimicrobial Products  
FDA/CDER 
 
Office:  301-796-1202 
Fax:  301-796-9881  
Rm. 6397, Bdg. 22 

Email address:  jane.dean@fda.hhs.gov 
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NDA 201923 NDA ACKNOWLEDGMENT 
 
Alimera Science, Inc. 
Attention: Barbara H. Bauschka  
Director Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA 30005 
 
 
Dear Ms. Bauschka: 
 
We have received your new drug application (NDA) submitted under section 505(b)(1) of the 
Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Iluvien (fluocinolone acetonide intravitreal insert) 0.19mg 
 
Date of Application: June 28, 2010 
 
Date of Receipt: June 30, 2010 
 
Our Reference Number:  NDA 201923  
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on August 29, 2010 in 
accordance with 21 CFR 314.101 (a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/oc/datacouncil/spl.html.  Failure to submit the content of labeling in SPL 
format may result in a refusal-to-file action under 21 CFR 314.101(d)(3). The content of labeling 
must conform to the content and format requirements of revised 21 CFR 201.56-57. 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Anti-Infective and Ophthalmology Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see http://www.fda.gov/cder/ddms/binders.htm. 
 
If you have any questions, call Raphael R. Rodriguez, Senior Regulatory Project Manager, at  
(301) 796-0798. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Maureen P. Dillon-Parker 
Chief, Project Management Staff 
Division of Anti-Infective and      
Ophthalmology Products  
Office of Antimicrobial Products 
Center for Drug Evaluation and Research 
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