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MEMORANDUM 
REVIEW OF REVISED LABEL AND LABELING

Division of Medication Error Prevention and Analysis (DMEPA) 
Office of Medication Error Prevention and Risk Management (OMEPRM)

Office of Surveillance and Epidemiology (OSE)
Center for Drug Evaluation and Research (CDER)

Date of This Memorandum: August 28, 2014

Requesting Office or Division: Division of Transplant and Ophthalmology Products (DTOP)

Application Type and Number: NDA 201923

Product Name and Strength: Iluvien (Fluocinolone acetonide) Intravitreal Implant, 0.19 mg

Submission Date: August 27, 2014

Applicant/Sponsor Name: Alimera Sciences

OSE RCM #: 2014-1355-1

DMEPA Primary Reviewer: Rachna Kapoor, PharmD

DMEPA Associate Director: Lubna Merchant, PharmD, MS

1 PURPOSE OF MEMO
The Division of Transplant and Ophthalmology Products requested that we review the revised 
tray labeling and carton labeling (Appendix A) to determine if it is acceptable from a medication 
error perspective.  The revisions are in response to recommendations that we made during a 
previous label and labeling review.1

2 CONCLUSIONS
The revised tray labeling and carton labeling are acceptable from a medication error 
perspective.  

                                                     
1 Kapoor, R and Maslov, Y.  Label and Labeling Review for ILUVIEN (NDA 201923). Silver Spring (MD): Food and 
Drug Administration, Center for Drug Evaluation and Research, Office of Surveillance and Epidemiology, Division of 
Medication Error Prevention and Analysis (US); 2014 AUG 05.  8 p. OSE RCM No.: 2014-1355.
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****Pre-decisional Agency Information****

Memorandum
Date: August 13, 2014

To: Diana Willard, CPMS
Division of Transplant and Ophthalmology Products (DTOP)

From: Christine Corser, Regulatory Review Officer
Office of Prescription Drug Products (OPDP)

Subject: NDA #201923
ILUVIEN® (fluocinolone acetonide intravitreal implant)

As requested in your consult request dated July 16, 2014, OPDP has reviewed 
the proposed draft labeling for ILUVIEN® (fluocinolone acetonide intravitreal 
implant).

OPDP’S comments are based on the substantially complete version of the PI 
titled, “Labeling from 3.26.14 Resubmission.doc,” which was received via the 
DTOP Sharepoint website on August 11, 2014.  OPDP’s comments are attached 
in the clean substantially complete version of the PI.

OPDP notes that several areas of the label include notes to the drug sponsor 
requesting inclusion of additional data/information.  OPDP was unable to provide 
comments on these areas of the label.

OPDP has also reviewed the proposed carton and container labeling located 
within the CDER/OSE/OMEPRM/DMEPA Labeling Review submitted into 
DARRTS on August 5, 2014. OPDP has no further comments on the proposed 
carton and container labeling.

Thank you for the opportunity to review this proposed labeling.

If you have any questions, please contact Christine Corser at 
Christine.corser@fda.hhs.gov or (301) 796-2653.

FOOD AND DRUG ADMINISTRATION
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion 

Reference ID: 3609194

12 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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LABEL AND LABELING REVIEW
Division of Medication Error Prevention and Analysis (DMEPA) 

Office of Medication Error Prevention and Risk Management (OMEPRM)
Office of Surveillance and Epidemiology (OSE)

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: August 5, 2014

Requesting Office or Division: Division of Transplant and Ophthalmology Products (DTOP)

Application Type and Number: NDA 201923

Product Name and Strength: Iluvien (Fluocinolone acetonide) Intravitreal Implant, 0.19 mg 

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Alimera Sciences 

Submission Date: July 16, 2014

OSE RCM #: 2014-1355

DMEPA Primary Reviewer: Rachna Kapoor, PharmD

DMEPA Team Leader: Yelena Maslov, PharmD
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4 CONCLUSION & RECOMMENDATIONS

DMEPA concludes that the proposed tray labeling and carton labeling can be improved to 
increase the prominence and readability of important information on the label to promote the 
safe use of the product.

Additionally, DMEPA concludes that the package insert is acceptable.  We have no additional 
comments for the package insert at this time.

Based on this review, DMEPA recommends the following be implemented prior to the approval 
of this NDA:

4.1 RECOMMENDATIONS FOR THE APPLICANT/SPONSOR

A. Tray Labeling

i.  
 

  We 
recommend this to promote readability and easy identification of the product as 
recommended in the Draft Guidance:  Safety Considerations for Container Labels 
and Carton Labeling Design to Minimize Medication Errors.2   

ii. Consider increasing the font thickness for the established name, dosage form, and 
strength to make it more prominent on the label.  This is required information 
that should be easily visible for safe identification and use of the product.  This is 
consistent with the Draft Guidance:  Safety Considerations for Container Labels 
and Carton Labeling Design to Minimize Medication Errors.2

iii. Consider printing the proprietary name using Title case letter, followed by lower 
case letters in accordance with the Draft Guidance:  Safety Considerations for 
Container Labels and Carton Labeling Design to Minimize Medication Errors.2

Otherwise, ensure all the letters in the proprietary name are the same font size to 
help increase readability of the proprietary name. 

iv. Consider minimizing the logo above the proprietary name to increase the 
legibility of the name.  This recommendation is consistent with the Draft 

                                                     
2 2013 Draft Guidance:  Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm349009.pdf

Reference ID: 3604840

(b) (4)



4

Guidance:  Safety Considerations for Container Labels and Carton Labeling Design 
to Minimize Medication Errors.3

v. Bold the statement  to highlight the correct route 
of administration.  We recommend this revision to help prevent wrong route of 
administration errors. 

B. Carton Labeling

i. See A.i through A.v and revise carton labeling accordingly.

ii. Ensure that all the panels on the carton labeling contain the proprietary name, 
established name, dosage form, and strength for ease of identification of the 
product.

iii. Ensure the route of administration statement  
appears on both the top panel and the principal display panel of the carton 
labeling. Additionally, ensure the sufficient prominence of this statement by 
increasing font size, bolding or some other means.  

iv. Consider increasing the intensity of color font of the information (e.g., 
established name, dosage form, strength, route of administration statement, 
etc.) written on the top and principal display panels.  We recommend this 
revision to ensure sufficient readability of information. 

v. Add the statement of ingredients to the side panel of the carton labeling stating 
what is present in the unit dose intravitreal insert.  For example, “Each 
intravitreal insert contains: fluocinolone acetonide 0.19 mg.  Inactive ingredients: 
etc.”  This recommendation is per the 21 Code of Federal Regulations 201.10.

vi. Relocate the National Drug Code (NDC) number to the top panel and the 
principal display panel.  As per the 21 Code of Federal Regulations 207.35 (b)(3), 
the NDC number should appear prominently in the top third of the principal 
display panel.  

                                                     
3 2013 Draft Guidance:  Safety Considerations for Container Labels and Carton Labeling Design to Minimize 
Medication Errors
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm349009.pdf
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APPENDIX C. PREVIOUS DMEPA REVIEWS
C.1 Methods

We searched the L:Drive on August 1, 2014 using the terms, fluocinolone to identify reviews 
previously performed by DMEPA.  

C.2 Results

Two proprietary name reviews were completed for Iluvien under the application NDA 201923.  
The first review was completed on October 13, 2010 (OSE RCM#2010-1548) and the second 
review was completed on July 31, 2014 (OSE RCM#2014-25858).  Both reviews found the name 
acceptable.   

Reference ID: 3604840
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APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,4 along with 
postmarket medication error data, we reviewed the following Iluvien labels and labeling 
submitted by Alimera Sciences on July 16, 2014.

! Inserter
! Tray Labeling
! Carton  Labeling
! Package Insert (no image included)

G.2 Label and Labeling Images

Inserter 

Tray Labeling

                                                     
4 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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M E M O R A N D U M        DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

 PUBLIC HEALTH SERVICE 
   FOOD AND DRUG ADMINISTRATION 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

____________________________________________________________________________
 

CLINICAL INSPECTION SUMMARY 

 
DATE:   November 30, 2010 
 
 
TO:   Raphael Rodriguez, Regulatory Project Manager 

Jane Dean, Regulatory Project Manager 
   Boyd, William M., M.D, Medical Team Leader 

Martin P. Nevitt, M.D, Clinical Reviewer 
Division of Anti-Infective and Ophthalmology Products 
 

FROM:  Kassa Ayalew, M.D. 
Good Clinical Practice Branch II

       Division of Scientific Investigations 
 
THROUGH:  Tejashri Purohit-Sheth, M.D. 

Branch Chief Good Clinical Practice Branch 2  
Division of Scientific Investigations 

  
SUBJECT:    Evaluation of Clinical Inspections 

RE:   NDA 201923 

SPONSOR:     Alimera Sciences, Inc. 
Contact: Barbara H. Bauschka, Director, Regulatory Affairs 
6120 Windward Parkway, Suite 290 
Alpharetta, GA 30005 
Phone #: 678 527 1330 

 
DRUG:   Iluvien (fluocinolone acetonide intravitreal insert) 0.19 mg

NEW MOLECULAR ENTITY (NME): No 
 
REVIEW PRIORITY (STANDARD OR PRIORITY): Priority 
 
PROPOSED INDICATION: Treatment of  Diabetic Macular Edema (DME) 

SUBJECTS < 18 YEARS:   No 

Reference ID: 2870939
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groups: 0.2 μg/day fluocinolone acetonide (FA) intravitreal insert, 0.5 μg/day FA intravitreal 
insert, or sham injection. The assigned treatment was to be administered to only 1 eye, referred 
to as the “study” eye. The study was to consist of at least 18 visits and a 3-year post-treatment 
period and was to be conducted at 49 sites in 7 countries (United States, Canada, 4 countries in 
the European Union, and India). 
 
The primary objective was to determine if either dose level of FA intravitreal insert is superior 
to the control group with respect to the proportion of subjects with a 15-letter increase in best 
corrected visual acuity (BCVA) at Month 24 compared to baseline. Secondary study objectives 
were to 1) choose the optimum dose level of intravitreal FA, 2) compare the 2 dose levels 
versus the control group at other time points, and 3) evaluate the efficacy of 0.2 μg/day and 0.5 
μg/day FA intravitreal inserts in diabetic macular edema (DME) and diabetic retinopathy (DR) 
using other relevant measures. Safety was also evaluated. 
 
The planned enrollment was to include approximately 450 subjects with a clinical diagnosis of 
DME. The screening visit was conducted within 21 days of enrollment and established the 
subject's eligibility. At Visit 2 (Day 0), 1 eligible eye per qualifying subject was to be 
randomly assigned to treatment, which was administered at that visit. Visits 1 and 2 were to be 
combined on the same day, if possible. Visits 3 and 4 were to monitor the safety of the 
treatment procedure. The remaining visits were to be scheduled at Week 6, Month 3, and every 
3 months after the Month 3 visit. If progression of edema occurred, the subject was to receive 
retreatment after 12 months. After retreatment, there were to be 2 post-treatment visits at 1 day 
and 1 week. 
 
The assessments in this study were to include medical/ophthalmic history; concomitant 
medications and treatments; adverse events (AEs); clinical labs (HbA1c) and pregnancy 
testing; vital signs; IOP; slit-lamp examinations; visual acuity (VA); dilated ophthalmoscopy; 
fluorescein angiography; bilateral fundus photography; optical coherence tomography; contrast 
sensitivity testing; a validated health-related quality of life (HRQOL) survey; and specular 
microscopy for endothelial cell counts at selected sites.  
 
To be eligible for the study, subjects (males and non-pregnant females) had to be at least 18 
years of age, have a diagnosis of diabetes mellitus (type 1 or type 2), and undergone at least 1 
macular laser treatment >12 weeks prior to screening. All subjects were required to provide 
written informed consent. Eligible subjects assigned to active therapy were to receive a single 
intravitreal insert of FA (either 0.2 or 0.5 μg/day) in the study eye. Subjects were eligible for 
retreatment after Month 12 if they experienced vision loss (documented reduction of 5 or more 
letters in Early Treatment Diabetic Retinopathy Study [ETDRS] visual acuity [VA]) or retinal 
thickening per optical coherence tomography (OCT) (minimum increase of 50 microns at the 
center of the fovea) as compared to the subject’s best status during the previous 12 months.  
 
Protocol C-01-05-001B: A randomized, double-masked, parallel group, multi-center, 
dose-finding comparison of the safety and efficacy of ASI-001A 0.5 ug/day and ASI-00lB 
0.2 ug/day fluocinolone acetonide intravitreal inserts to sham injection in subjects with 
diabetic macular edema. (FAME® STUDY) 

Reference ID: 2870939
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The study was conducted at 52 sites in United States, India, and 3 countries in the European 
Union. Study C-01-05-001B was similar to Study C-01-05-001A in design and conduct.  
 
Two sites were selected for inspection, one domestic and one foreign, due to enrollment of 
large numbers of study subjects, high number of INDs and lack of previous inspectional 
history. 
 
II. RESULTS (by Site): 

Name of CI, IRB, or Sponsor 
Location 

Protocol #/ Site #/ # of 
Subjects: 

Inspection
Date

Final 
Classification 

Peter J. Blackburn, M.D. 
740 South Limestone 
UK Department of 
Ophthalmology and Visual 
Sciences 
Lexington, KY  40536 

Study C-01-05-001B / 
Site 001/17 
 
 

09/20/2010 - 
10/04/2010 

Pending 
(Interim 
classification: 
VAI) 

Sat P. Garg, M.D. 
All India Institute of Medical 
Sciences Department of 
Ophthalmology 
Ansari Nagar 

  New Delhi, India 11029

Study C-01-05-001A / 
Site 016/ 45 

10/18/2010 - 
10/29/2010 

Pending 
(Interim 
classification: 
VAI) 

Key to Classifications 
NAI = No deviation from regulations.  
VAI = Deviation(s) from regulations.  
OAI = Significant deviations from regulations.  Data unreliable.   
Pending = Preliminary classification based on information in 483 and/or preliminary 

communication with the field (EIR has not been received from the field and complete review 
of EIR is pending) or Final Classification correspondence has not issued. 

 
1. Peter J. Blackburn, M.D. 

740 South Limestone 
UK Department of Ophthalmology and Visual Sciences 
Lexington, KY  40536 
 

a. What was inspected?  
 
This inspection was conducted in accordance with Compliance Program 7348.811 
between 09/20/2010 and 10/04/2010. 
 
A total of 20 subjects were screened at this site, 17 subjects were enrolled in the study.  
Thirteen (13) subjects completed the study at this location. Two subjects were lost to 
follow up, one subject died due to cerebrovascular accident deemed unrelated to study, and 

Reference ID: 2870939
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one subject discontinued the study due to AE (Heart Attack), which was reported to the 
sponsor. 
 
The inspection included review of records for 17 subjects enrolled in the study.  There were 
three Serious Adverse Events [Subject 100115-Death (deemed unrelated to study); Subject 
100117-infected foot ulcer; Subject 100105-Gastric Bypass Surgery during the study]. The 
following items were reviewed for verification: 1) entry criteria, 2) diagnosis of target 
disease, 3) efficacy variables, 4) adequacy of adverse experience reporting.  In addition, 
drug accountability records, IRB approval and dates, and sponsor monitoring records were 
reviewed.  There were no limitations to the inspection. 
 

b. General observations/commentary: 

The inspection of Dr. Blackburn’s site revealed that the study was not conducted in 
accordance with the investigational plan. A Form FDA 483, Inspectional Observations, was 
issued to this investigator. The following observations were included on the Form FDA 
483: 

Failure to prepare or maintain adequate case histories with respect to observations and 
data pertinent to the investigation.    For example: 

 
a) The review of case report forms and source documents for Subjects 

100114, 100115, 100116, and 100117 revealed that source 
documents were missing for Visit 2 (Visits 1 and 2 were  to 
determine eligibility, randomization  and to  administer first dose of 
study drug).  

 
DSI Reviewer Comments: The study was to consist of at least 
18 visits and a 3-year post-treatment period. According to the 
protocol, Visits 1 and 2   were to be combined on the same day, if 
possible. Reviewing the CRF shows Visits 1 and 2 were 
combined on the same day, for Subjects 100114, 100115, and 
100117, which was allowed specifically by the protocol. 
Additionally, the monitor reports from  (EIR 
Exhibit 22) dated December 20, 2006, July 12, 2007, September 
19, 2007  show that source and CRF documents had been 
reviewed for Visit 2 for subjects  100114, 100115, 100116, and 
100117. Based on evaluation of Visit 1 records and other source 
documents (i.e. randomization logs, drug accountability 
records), the inspection was able to confirm that subjects met 
eligibility criteria, that randomization was performed 
adequately, and the first dose of drug was administered 
adequately. As such, this finding is unlikely to impact data 
reliability. 

 
 

Reference ID: 2870939
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b) The review of case report forms and source documents for subjects 

100108, 100109, 100110, 100111, 100112, 100113 revealed that 
source documents were missing for Visit 3.  The CI should have 
retained and maintained the study records. (Visit 3 was to monitor 
the safety of the treatment procedure by obtaining  post-treatment 
telephone contact , post-treatment medications, adverse events, 
concomitant treatments) 

 
DSI Reviewer Comments: The study was to consist of at least 18 
visits and a 3-year post-treatment period. The monitor reports 
from  (EIR Exhibit 22), dated December 1, 
2006 and January 29, 2007 show that source and CRF 
documents had been reviewed for Visit 3 for Subjects 100108, 
100109, 100110, 100111, 100112, 100113, and no discrepancies 
were identified. Additionally, review of source documents at 
susequent visits, provide specific evaluation of post-treatment 
medications, adverse event evaluation of concomitant treatments. 
As such, this finding is unlikely to significantly impact data 
reliability.  

Overall DSI Reviewer comments: Although the clinical investigator failed 
to maintain the source documents for the above subjects for Visit 2 and 3 
according to the investigational plan, the failure to prepare or maintain 
adequate case histories with respect to observations and data pertinent to 
the investigation occurred in  isolated visits and the information that was 
supposed to be collected during Visit 2 and 3 has been captured during the
previous (during visit 1)  or subsequent visits. As such,, the observed 
violations may not have significant impact on data reliability.. However the 
review division may choose to consider analyzing the data from this site 
using multiple imputations. The recommendation has been discussed with 
the review division medical officer, and he also concurs that these specific 
findings, given the mitigating factors summarized above, are unlikely to 
significantly impact data reliability. 

c. Assessment of data integrity:  
 

Although regulatory violations were noted above, it is unlikely based on the nature of the 
violations that they significantly affect overall reliability of safety and efficacy data from 
the site.  Based on the provided EIR for this site and Dr. Blackburn’s responses regarding 
the regulatory violations during the inspection, which were documented in the EIR, data 
derived from Dr. Blackburn’s site are considered reliable. 

 
2. Sat P. Garg, M.D. 

All India Institute of Medical Sciences 

Reference ID: 2870939
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Department of Ophthalmology 
Ansari Nagar 
New Delhi, India 11029 
 

a. What was inspected?  
 
This inspection was conducted in accordance with Compliance Program 7348.811  
between 10/18/2010  and 10/29/2010. 
 
A total of 49 subjects were screened at this site, 45 subjects were enrolled in the study.  
Twenty eight subjects completed the study at this location and 17 subjects dropped out.  
 
The inspection included review of records for 49 subjects enrolled in the study.  
Review of records included, but was not limited to, verification of data line listings 
for efficacy endpoint data, adverse event reporting, and subject discontinuations; 
subject eligibility; informed consent documentation; test article 
accountability/disposition; Ethics Committee approvals; monitoring records; case 
report forms; concomitant medication usage, and adherence to protocol-specified 
procedures for blinding and randomization. There were no limitations to the 
inspection. 
 

b. General observations/commentary: 

The inspection of Dr. Sat Garg’s site revealed that the study was not conducted in 
accordance with the investigational plan. A Form FDA 483, Inspectional Observations, was 
issued to this investigator. The following observations were included on the Form FDA 
483: 

i. Failure to report promptly to the IRB all unanticipated problems 
involving risk to human subjects or others. Specifically, protocol 
deviations had not been reported to the Ethics Committee and to the 
sponsor in a timely manner. For example: 
 
a) The study protocol required subjects to have IOP re-measured within 

1 month if IOP was between 22 mm Hg and 30 mm Hg. A subject 
(Subject # 101605) who had intraocular pressure (IOP) that was 
between 22 mm Hg and 30 mm Hg (26 mm Hg and 28 mm Hg) on 
two occasions had no IOP re-measurement within a month.  

b) The study protocol required measuring optical coherence 
tomography (OCT) at various time intervals. Subject # 101623: did 
not complete optical coherence tomography (OCT) in OD for visit 6. 

 
• Subject # 101640/ Subject # 101624: use of prohibited medication/therapy 

(posterior subtenon injection of triamcinolone) in the study eye that had 
potentially confounding effects on DME. 

Reference ID: 2870939
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DSI Reviewer Comment: Dr.Garg adequately responded to the 
inspection findings in a letter dated November 19, 2010. Even though, 
the clinical investigator failed to assure timeliness of reporting of 
unanticipated problems involving risk to human subjects to the IRB, all 
the protocol deviations have  been reported to the sponsor and appear in 
the NDA. 

 
c. Assessment of data integrity:  
 

While the FDA inspection revealed regulatory violations of clinical investigator obligations 
in the conduct of the study, these are considered isolated in nature and unlikely to 
significantly impact data reliability. The data derived from Dr. Sat Garg’s site appear 
reliable in support of the NDA.  

 
Note: Observations noted above are based on communications with the field 
investigator; another inspection summary addendum will be generated if 
conclusions change upon receipt and review of the EIR. 

IV.   OVERALL ASSESSMENT OF FINDINGS AND RECOMMENDATIONS 
  
Two clinical investigator sites, one domestic and one foreign, were inspected in support of 
this application. Although regulatory violations were noted at both of these sites, given the 
nature of the findings, it is unlikely that data reliability would be impacted. In general, the 
studies appear to have been conducted adequately and the data in support of the NDA 
appear reliable. 
 
The preliminary classification of Clinical Investigator inspections of Drs. Blackburn and 
Garg are Voluntary Action Indicated (VAI).  
 
Note: Final classification for both sites is pending and will be determined when the 
final EIR and associated exhibits are received/reviewed and/or finalized. Should the 
conclusions change upon receipt and review of the EIR,  an inspection summary 
addendum will be generated. 

 
{See appended electronic signature page} 

Kassa Ayalew, M.D. 
Good Clinical Practice Branch II  
Division of Scientific Investigations 

 
CONCURRENCE: 
 
 
 

{See appended electronic signature page} 
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Tejashri Purohit-Sheth, M.D. 
Branch Chief 
Good Clinical Practice Branch II 
Division of Scientific Investigations 
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FILING MEETING DISCUSSION:

GENERAL

• 505(b)(2) filing issues? 

If yes, list issues: 

  Not Applicable 
  YES 
  NO 

• Per reviewers, are all parts in English or English 
translation? 

If no, explain:  

  YES 
  NO 

• Electronic Submission comments   

List comments:

  Not Applicable 

CLINICAL 

Comments: Cataract issue

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter

• Clinical study site(s) inspections(s) needed? 

If no, explain:  

  YES 
  NO 

• Advisory Committee Meeting needed? 

Comments:

If no, for an original NME or BLA application, include the 
reason.  For example: 

o this drug/biologic is not the first in its class 
o the clinical study design was acceptable 
o the application did not raise significant safety 

or efficacy issues 
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES 
Date if known:   

  NO 
  To be determined 

Reason: AC meeting not scheduled 
because original application lacked 
visual acuity assessments in the 
submitted dataset (i.e., acuity beyond 
24 months) considered necessary for 
the application’s risk-benefit 
assessment 

• If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance?  

  Not Applicable 
  YES 
  NO
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Comments:

CLINICAL MICROBIOLOGY 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

CLINICAL PHARMACOLOGY 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

• Clinical pharmacology study site(s) inspections(s) 
needed? 

  YES 
  NO 

BIOSTATISTICS 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

PRODUCT QUALITY (CMC)

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

Environmental Assessment

• Categorical exclusion for environmental assessment 
(EA) requested?  

  Not Applicable 

 YES 
  NO 
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If no, was a complete EA submitted? 

If EA submitted, consulted to EA officer (OPS)? 

Comments:

 YES 
  NO 

 YES 
  NO 

Quality Microbiology (for sterile products) 

• Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments:

  Not Applicable 

 YES 
  NO 

Facility Inspection

• Establishment(s) ready for inspection?

Establishment Evaluation Request (EER/TBP-EER) 
submitted to DMPQ? 

Comments:

  Not Applicable 

  YES 
  NO 

  YES 
  NO

Facility/Microbiology Review (BLAs only) 

Comments:

  Not Applicable 
  FILE 
  REFUSE TO FILE 

  Review issues for 74-day letter 

CMC Labeling Review (BLAs/BLA supplements 
only)

Comments:   Review issues for 74-day letter 
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Appendix A (NDA and NDA Supplements only) 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 

An original application is likely to be a 505(b)(2) application if: 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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