
CENTER FOR DRUG EVALUATION AND RESEARCH 
 

Approval Package for: 
 

APPLICATION NUMBER: 
 

   761355Orig1s000 
 

Trade Name:   Eylea HD  
 

Generic or Proper 
Name:    

aflibercept 
 
 

Sponsor:  
 

Regeneron Pharmaceuticals, Inc.  
 

Approval Date:   
 

August 18, 2023 
 

Indication:   
 

For the treatment of neovascular (wet) age-related 
macular degeneration (AMD), diabetic macular edema 
(DME), and diabetic retinopathy.   



CENTER FOR DRUG EVALUATION AND RESEARCH 
 

761355Orig1s000 
 

CONTENTS 
 

Reviews / Information Included in this NDA Review. 
  
Approval Letter X 
Other Action Letters X 
Labeling X 
REMS  
Summary Review X 
Officer/Employee List X 
Office Director Memo  
Cross Discipline Team Leader Review  
Clinical Review(s)  X 
Product Quality Review(s) X 
Non-Clinical Review(s) X 
Statistical Review(s) X 
Clinical Microbiology / Virology Review(s)  
Clinical Pharmacology Review(s) X 
Other Reviews X 
Risk Assessment and Risk Mitigation Review(s)  
Proprietary Name Review(s) X 
Administrative/Correspondence Document(s) X 
 





BLA 761355
Page 2

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov

FDA LOT RELEASE
You are not currently required to submit samples of future lots of Eylea HD and each kit 
component to the Center for Drug Evaluation and Research (CDER) for release by the 
Director, CDER, under 21 CFR 610.2. We will continue to monitor compliance with 21 
CFR 610.1, requiring completion of tests for conformity with standards applicable to 
each product prior to release of each lot.

Any changes in the manufacturing, testing, packaging, or labeling of Eylea HD, or in the 
manufacturing facilities, will require the submission of information to your BLA for our 
review and written approval, consistent with 21 CFR 601.12.

CONTENT OF LABELING 
As soon as possible, but no later than 14 days from the date of this letter, submit, via 
the FDA automated drug registration and listing system (eLIST), the content of labeling 
[21 CFR 601.14(b)] in structured product labeling (SPL) format.1 Content of labeling 
must be identical to the enclosed labeling (text for the Prescribing Information). 
Information on submitting SPL files using eLIST may be found in the guidance for 
industry SPL Standard for Content of Labeling Technical Qs and As (October 2009).2 
The SPL will be accessible via publicly available labeling repositories.

CARTON AND CONTAINER LABELING
Submit final printed carton and container labeling that are identical to the enclosed 
carton and container labeling, as soon as they are available, but no more than 30 days 
after they are printed. Please submit these labeling electronically according to the 
guidance for industry SPL Standard for Content of Labeling Technical Qs & As. For 
administrative purposes, designate this submission “Final Printed Carton and 
Container Labeling for approved BLA 761355.” Approval of this submission by FDA 
is not required before the labeling is used.

ADVISORY COMMITTEE
Your application for Eylea HD was not referred to an FDA advisory committee because 
this biologic is not the first in its class.

REQUIRED PEDIATRIC ASSESSMENTS
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for 
new active ingredients (which includes new salts and new fixed combinations), 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 are waiving the pediatric study requirement for this application 

1 See http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm
2 We update guidances periodically. For the most recent version of a guidance, check the FDA Guidance 
Documents Database at https://www.fda.gov/RegulatoryInformation/Guidances/default.htm.
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REPORTING REQUIREMENTS
You must submit adverse experience reports under the adverse experience reporting 
requirements at 21 CFR 600.80. Prominently identify all adverse experience reports as 
described in 21 CFR 600.80. You must submit distribution reports under the distribution 
reporting requirements at 21 CFR 600.81. 

You must submit reports of biological product deviations under 21 CFR 600.14. You 
should promptly identify and investigate all manufacturing deviations, including those 
associated with processing, testing, packing, labeling, storage, holding and distribution. 
If the deviation involves a distributed product, may affect the safety, purity, or potency of 
the product, and meets the other criteria in the regulation, you must submit a report on 
Form FDA 3486 to:

Food and Drug Administration 
Center for Drug Evaluation and Research
Division of Compliance Risk Management and Surveillance
5901-B Ammendale Road
Beltsville, MD 20705-1266

Biological product deviations, sent by courier or overnight mail, should be addressed to:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Compliance Risk Management and Surveillance
10903 New Hampshire Avenue, Bldg. 51, Room 4207
Silver Spring, MD 20903

5 http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf

Reference ID: 5229439



BLA 761355
Page 5

U.S. Food and Drug Administration
Silver Spring, MD 20993
www.fda.gov

Your product is a Part 3 combination product (21 CFR 3.2(e)); therefore, you must also 
comply with postmarketing safety reporting requirements for an approved combination 
product (21 CFR 4, Subpart B). Additional information on combination product 
postmarketing safety reporting is available at FDA.gov.

If you have any questions, please contact Michael Puglisi, Regulatory Project Manager, 
at michael.puglisi@fda.hhs.gov or at (301) 796-0791.

  Sincerely,

{See appended electronic signature page}

Wiley A. Chambers, MD
Director
Division of Ophthalmology
Office of Specialty Medicine
Center for Drug Evaluation and Research

ENCLOSURES:
 Content of Labeling

o Prescribing Information
 Carton and Container Labeling
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