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APPROVAL LETTER 



("4-·# 11 U.S. FOOD & DRUG 
• ~L_ ADMINISTRATION ,_ 

BLA 125387/S-060 

Regeneron Pharmaceuticals, Inc. 
Attention: Candace Drumma 
Senior Manager Cmc Regulatory Affairs 
81 Columbia Turnpike, Bldg 85 
Rensselaer, NY 12144 

Dear Ms. Drumma: 

APPROVAL LETTER 

Please refer to your Supplemental Biologics License Application ( sBLA) dated and 
received April 12, 2019, and your amendments, submitted under section 351(a) of the 
Public Health Service Act for Eylea (aflibercept) injection, 2 mg/0.05 ml. 

We acknowledge receipt of your amendment dated April 12, 2019, which constituted a 
complete response to our October 15, 2018, action letter. 

This Prior Approval supplemental biologics license application provides for the addition 
of a new sterile 2 mg/0.05 ml single-dose pre.JiJled_svcioaeJEE.SJ nreseniaiion for(b>(4l 

aflibere_eoLdrua oroducL I he.2.E.$ ·s_filled_a 

(b)(4) 

(b)(41'1----"""' 

(b)(4 

APPROVAL & LABELING 

We have completed our review of this supplemental application, as amended. It is 
approved, effective on the date of this letter, for use as recommended in the enclosed 
agreed-upon labeling text. 

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, as described at 
http://www.fda.gov/Forlndustry/DataStandards/StructuredProductlabeling/default.htm, 
that is identical to the enclosed labeling (text for the prescribing information) and include 
the labeling changes proposed in any pending "Changes Being Effected" (CBE) 
supplements. Information on submitting SPL files using eLIST may be found in the 
guidance for industry titled SPL Standard for Content of Labeling Technical Qs and As 
at 
http://www.fda .gov/downloads/Drugs/Guida nceCompl ia nceRegu latoryl nformati on/Guida 
nces/UCM072392.pdf. 

U.S. Food & Drug Administration 
Silver Spring, MD 20993 
www.fda.gov 
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_fL� �%��� �!�#�!��$e�!�+'�"�#� ���(��\�**-�%�� ��.� ��(�")Fà H	f�����bf_L� �%���+'� �.�!��$��$���� �"�!����.(��%/01/���+$�!�.(��%aF
̀ H�
�����
_fL� �%��� �!�#�!��$F[%�!�(�!� �!�$�!��.�%!�+'��+'�#���&� �"� �%�$���� �"�!����.(��%/01/�� �%���!"�"�g+� �%"���%�hIi"��.��"Fj klmYnoYnYkpU�qro[%���##�(� �$��� ���##N"�!���"�.&�!"�!������ "�!�.�"�!�'�.�#"�(%�!�� �%�#�'�#� �st uN$�!"� "���&��N2344v>?<8:=?6=;:<=>?3@wBxDEt / .�$%�%�#+���"� .!��� �#.����%+� �"2344y:8?=?P3:?6z84;:{<=>?3@|BCDEt M �!��"�� � �!����#�!$!�""�!�2344y:8?=?P3:?6z84;:{<=>?3@|BRDEt [%!�+'��+'�#���&� �"2344y:8?=?P3:?6z84;:{<=>?3@|BxDEj�} p�������U�����Y~�������������"��#� ���#�!��#"�!��� .����.� .�!(�.�#N&�!N� ��� .���� "-�.&�!"�!������ !���"�'"�!&�.� �%��#� ���#�!��#"���.!����  ��'�.�!���#N��+$�!�.��!���"� ��%�!�#� ���#�!��#"���%�"�+��!� ��%�!.!��� .+�N ��!��#����%�!���"�'"�!&�.� $!������F�����#��
c_*$���� �"�!����.(��%/01/��� "������.�%�"����N$�$�#���� � ���%�$%�"�	"��.��"F�+� ��%�"�-
	fc$���� �"(�!��!����.(��%�%�!���++� .�..�"���
+�FG�!���"�.&�!"�!������ "!�#���.���%�� ,����� $!���.�!�%�&�����!!�.� �*F�̀ ��� �!�&��!��#� ,����� "(��%/01/�� �#�.� �� .�$%�%�#+���"� .!��� �#.����%+� �F[%�+�"���++� �.&�!"�!������ "�����!�$�!��.� $���� �"!����&� �/01/�(�!��� ,� ���&�#%�+�!!%���-�N�$�� -����!���-&��!���".����%+� �-&��!���"�#����!"-� .� �!����#�!$!�""�!�� �!��"�.F



�������	
�

��
����������������������������������� ����!
 �����"#�$�%�$�&'()*�$*�+�,(�	+�'%�-.�&/(�%�01203)4�5�6.�%)�4%&,)%#,�%3789)4'+/$)4����
.�%)�4%&%(��%�$,)%#%#��:;�$�&�9)4�$�/*+�:;�&<�$9'�4%(�++�$'+)4)'�+&%/$)�&=>?0@��4$>?0@�A	�(�6;�4%#&=,)%#�'%)B�'�4%(�+)4C��(�ADEFFGHIJIKLHMNOPIFEQRSTRUVWX�	�%C$�%��*&�(B�$)4%#�01203�(�/.)4�Y�:,��<9$�/*+�:;�&<�$9�#�&��&%/$C,�(�'�4&)&%�4%,)%#%#�&�(�&/+%&WZ�[��\] ^_̀ab_cc_defghìhjhklam_d̀nopqrmdshaê tuavfmh̀������������!
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T\��;QN�;��<;VWX2�83��8?:�O=E/]Ŷ FD�GG�:8Q�:�	:�3V�8�D<;� _AL J�AL 5AJ 5AL _AK LA9Y<		�:�;Q�=<;1F3��;RLBAJSWZT �A
R@�A�[�ABT 
A�R�AL[BA9T @�ALR@
AJ[JA
T @�A�R@9AJ[�A�TH?3=�:�	M�G<�;G86N���<;�O�GD��8GJBD�GG�:8�	P<8<�;	:�3V�8�D<;�RST L�R
JST JJ9R
5ST L9R
JST LKR
JST LJR�LST LLR
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Figure 17: Proportion of Patients Who Achieved a ~2-Step Improvement from Baseline 
in the ETDRS-DRSS Score Through Week 52 in PANORAMA 
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BLA 125387/S-060
COMPLETE RESPONSE – CMC

Regeneron Pharmaceuticals, Inc.
Attention: Candace Drumma, M.S., RAC
Senior Manager, CMC Regulatory Affairs
81 Columbia Turnpike, Building 85
Rensselaer, NY  12144 

Dear Ms. Drumma:

Please refer to your supplemental biologics license application (sBLA) dated and received 
June 15, 2018, submitted under section 351(a) of the Public Health Service Act for EYLEA 
(aflibercept) Injection.

You resubmission dated and received April 12, 2019, constitutes a complete response to our 
October 15, 2019, action letter and the user fee goal date is August 12, 2019.

If you have any questions, please call me at (301) 796-0791.

Sincerely,

{See appended electronic signature page}

Michael Puglisi
Regulatory Project Manager
Division of Transplant and Ophthalmology Products
Office of Antimicrobial Products
Office of New Drugs
Center for Drug Evaluation and Research

Reference ID: 4442049



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

MICHAEL J PUGLISI
05/31/2019 04:17:06 PM

Signature Page 1 of 1

Reference ID: 4442049
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BLA 125387/S-060 

Regeneron Phannaceutical5, Inc. 
Attention: Candace Dnmnna 
Senior Manager of CMC Regulatory Affairs 
81 Columbia Turnpike, Bldg 85 
Rensselaer, NY 12144 

Dear Ms. Dnmnna: 

Food and Drug Administration 
Sil\er Spring, MD 20993 

COMPLETE RESPONSE 

Please refer to your Supplemental Biobgi;s Li;ense Application (sBLA) dated Jme 15, 2018, 
received Jwe 15, 2018, and your amenchrents, submitted under secfun 351(a) ofthe Puboc 
Health Service Act for Eylea (afilbercept) iajection. 

This supplemental bk>logics license appocafun proposes the introductbn of a Pre-Filled Syringe 
(PPS) presentafun for Eylea. 

We have completed our review of this appocatbn, as amended, and have determined that we 
cannot approve this applicafun in its present form We have described our reasom for this 
acfun bebw and, where possible, our reconmendations to address these issues. 

PRODUCT QUAUTY 

1. On September 19, 2018, information was requested to address syringe verificatim data, 
risk analysis, syringe validatbn, release testing, and syringe I needle compatibility. The 
purpose of requesting this information is to confirm that the performance and quality of 
the released product is adequate to assure the labeled dose is reliably delivered to a 
patient. The respome dii not provide the requested information and therefore it is mclear 
if the product quality is adequate. Provide the folbwing informatbn: 

a. Deliverable voh.nre data are needed to confirm that the volume injected into the 
patient ~ets labeled dosing requirements. The data should show that when used 
with a 30G, Yi inch needle per the labeling, the product delivers the labeled dose. 
Provide test data confirming that the deliverable volume specification of the 
product is ~t in-use (i.e., syringe and need.C). Confirm that the deliverable 
volmne endpoints used in this study are equivalent to deliverable volu.tre 
performance of the clini;ally stud~d product. 

b. The control strategy for the syringe needs to assure that the essential performance 
requirements for the syringe are reliably met on released product. Essential 
performance requirements for syringes generally include deliverable voh.nre and 
breakloose I gliie force of the phmger. The product release specifications 
currently include breakbose I glide force; however, there is no release 
specification or other control strategy to assure deliverable voh:ure specifuatbns 
in its :final, to-be-marketed packaging. Proviie an updated control strategy that 



BlA 125387/S-060 
Page 2 

2 

describes how the deliverable volwne specifications may fail to be met (e.g. , risk 
analysis) and descnbe how you are controlling product quality to assure that 
deliverable volwne specifications are reliably achieved for the final product. 

---------

(b) (4) 

3. The information and data provided to support the collllrercial shipping of the blister 
packed PFS do not provide sufficient assurance that the quality of the DP will be 
maintained durirn:! collllrercial shipping and distribution The mechanical performance 
studies, 

b(4) 

(b)(4) 



BlA 125387/S-060 
Page 3 

(bj(4) • • • 
Include a detailed descnptlon of how the study was performed and, if 

(b)(4) 

performed using simulated studies, provide a justification for how the simulated studies 
are sufficiently representative of the corrmercial shipping conditions. 

CLINICAL 

4. There is no clinical data or human factors study data provided that utilizes the proposed 
corrmercial pre:filled syringe. A clinical study in at least 30 subjects utilizing the 
proposed corrmercial Eylea (aflibercept) Injection pre:filled syringe configuration should 
be submitted. 

ADDITIONAL COMMENTS (PRODUCT QUAIL!Y) 

5. The data provided from the leachables studies of the a:fhbercept drug product in the 
container closure system did not extend to the product shelf life of 24 months. Only 18 
months of data were provided for the lb)'~> syringe and only the initial time point was 
provided for the (bll

41syringe. Upon resuomission, provide all available data from the 
teachable studies for the-lb><4

> and 11'! <
4
\ yringes. 

OTHER 

Within one year after the date of~ letter, you are required to resubmit or take other actions 
available under 21 CFR 601.3(b). If you do not take one of these actions, we may consider your 
lack ofresponse a request to withdraw the application under 21 CFR 601.3(c). You may also 
request an extension of time in which to resubmit the supplerrental application A resubmission 
~t fully address all the deficiencies listed. A partial response to~ letter will not be 
processed as a resubmission and will not start a new review cycle. 

You may request a rreeting or teleconference with us to discuss what steps you need to take 
before the application may be approved. If you wish to have such a rreeting, submit yom 
rreeting request as descnbed in the draft FDA Guidance for Industry, ' 'Formal Meetings 
Between the FDA and Sponsors or Applicants of PDUFA Products," March 2015 at 
http ://www. fda. gov /downloads/dru gs/ guidance co mp liancere gula toryinformation/ guid ances/ucm 
437431.pdf 

If you have any questions, call Andrew Shiber, Regu]atory Business Process Manager, at (301) 
796 -4798. 

Sincerely, 
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CENTER FOR DRUG EVALUATION AND 

RESEARCH 
 

 
 

APPLICATION NUMBER: 
 

125387Orig1s060 
 
 

MEDICAL REVIEW(S) 



1
BLA 125387/SDN-799

Supplement #60
Eylea (aflibercept) Injection

Clinical Review of BLA 125387/S-060
Supplemental Application

BLA 125387/S-060 Submission Date: 6/15/2018
SDN-799 Receipt Date: 6/15/2018

Review Date: 8/5/18

Applicant:  Regeneron Pharmaceuticals, Inc.
777 Old Saw Mill River Road
Tarrytown, NY  10591-6707
914-345-7926

Applicant's
Representative: Candace Drumma, M.S., RAC

Senior Manager, CMC Regulatory Affairs

Drug: Eylea (aflibercept) Injection

Pharmacologic Category: anti-VEGF
   

Submitted:

Submitted is Complete Response to the letter issued October 15, 2018, for the Prior Approval 
Supplement (S-060) providing for the introduction of an EYLEA (aflibercept) Injection 
prefilled syringe (PFS) configuration. 

EYLEA is currently supplied in the following approved presentations:

Vial Kit with Injection 
Components

one EYLEA 2 mg/0.05 mL single-dose glass vial
one 19-gauge x 1½-inch, 5-micron, filter needle for withdrawal of the 
vial contents
one 30-gauge x ½-inch injection needle for intravitreal injection
one 1-mL syringe for administration
one package insert

Vial Only one EYLEA 2 mg/0.05 mL single-dose glass vial
one package insert

 
Background:

A Complete Response letter was issued on October 15, 2018. In addition to Product Quality 
deficiencies, Clinical had the following issue, per the letter: 

Reference ID: 4473888



This supplemental application providing for the introduction of an EYLEA (aflibercept) 
Injection prefilled syringe configuration is not recommend for approval. There is no 
clinical data or human factors study data provided to support the proposed commercial 
prefilled syringe. 

A Complete Response letter for this supplemental application should be prepared, 
requesting a clinical study in at least 30 subjects utilizing the proposed commercial 
EYLEA (aflibercept) Injection prefilled syringe configuration. Labeling for the prefilled 
syringe configuration is defeITed until the clinical data requested is provided in the 
Complete Response. 

4112/19 (SDN-799): Resubmission of the PFS Prior Approval Supplement. 

4/17/19 (SDN-801): Supplement mistakenly refeITed to as device. This amendment to the PAS 
fixes those instances and coITectly describes it as a chu g. 

The 4/12119 (SDN-799) submission contains the following Tables, 2-4: 

Table 2: Information Requests Received for the Aflibercept Pre-ftlled Syringe Submission 
(125387 /S-060) 

Agency Question R esponse 

I 24Aug2018 SN0427 

2 I8Sep20 18 SN0437 

3 18Sep20 18 

4 20Sep20 18 SN0441 

s 28Sep20 18 SN0445 

6 030ct2018 NIA 

7 040ct20 18 SN0447 

8 040ct20 18 SN0446 

9 090ct20 18 NIA 

JO 100ct20 18 SN0448 
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eCTD Module Refer ence Details 
(bTC~ r dated,.li6h fonn and infomution regarding products• (b)(4~ 

f11&Y(~cspondence from tlif<4l 

(b)C4{ Response to questions related LO syringe essemial performance 
E-ma1 I correspondence from the specifications and shipping validation, provided specifications for PFS 
Agency eonfim1i ng the anibercept components, c larified that the anibercept PFS is not packaged with a 
P FS is not considered a needle. 
combination l!roduct 

(b) (4) Response lO microbiolo!!ical ouestionsl (b)(4} 
(b)(4 , (bf<4lsterili7.ation validation data including associated reoons, 

(b)(41 

metl1od). Provided shipping validation data and reports for plunger 
,,Lll.Q.X!.~IYLCJlUludir'• 

(bf(~ 

Labeling comments 

E-mai l correspondence from the Response to request from the Agency (M. Puglisi) for cl inical or human 
Sponsor factors data. A comparable safety profile was observed between vials 

and pre-filled syringes used in previously submillcd clinical trials. 
(b)(4) I .abeling comments 

Response to question regarding the classification of process controls and 
actions taken io case of excursions. 

E-mai l correspondence from the (bf<" 

Sponsor 
(bj°(4 Response to question re~arding visua l inspection of pre-li lied syringes. 

Update to r (bf(4~Bulk PFS to incorporate requested detai ls for 
visua l inspection 
Update to • t•H4JBulk PFS and I 
soecirv actions taken in case of excursions. 
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Table 3: Overview of Response to Issues raised with the Complete Response Letter 
A<'encv Rcq uest Res11!tnse Ref~ence ... LDeta ils 

Cbm la Deliverable volume data arc needed to confirm (6)(4) 

tha1 1he volume injec1cd inlO lhe patien1 mce1s 
labeled dosing requi rements. The dala should 
show 1hat when used wilh a 30G, V. inch needle 
per the labeling, the product del ivers the labeled 
dose. Provide tc~l data confirrning that the 

deliverable volun1e specification of the product 
is met in-use (i .e., syringe and needle). Confinn 
that the deli\•erable volume endpoints used in 
this study are equivalent lo deliverable volume 

pcrfonnance of the clinically studied product. 

lb The control strategy for the syri ngc needs to Synnge essential pcrformoncc rcquircmcn1s to reliably dchvcr the 
assure that the essemial performance labelled dose include break loose/glide force and deliverable 

requirements for the syringe a rc reliably mcl on volume. Control of these attributes arc controlled bv 1he following: 

released product Essential performance 
• CbT(4l 

requirements for syringes general ly include 

deliverable volume and break loose I g lide force . 
of the plunger. The product release . 
specifications curremly include brcakloose I 
gt ide force; however. there is no release . 
speci ft cation or other control stra1egy to assure 
deliverable volume specifications in its final, to-
bc-markeicd packaging. Provide an updated 
control s1ra1cgy 1ha1 describ<:S how the 
deliverable volume specifications may fail to be 
met (<.:.g., risk analysis) and dcscribi: how you 
are controlling product quality to assure 1hat 
deliverable volume specifications arc reliably 
achieved for 1he final product. 

Aeencv Ren uest Details 
2a Provide comple le qualt fica11on tesl repons for llks.ul\S.hru:Q.lQ\)Q]Ulrtd.;:e.nnr.:tU$lr.J1U.YalidattO!l$1.Ud i.eU (b}l~ 

I (b)~ (b)( I 
A descrip1ion ofihe testing and verification of results is i

1
tcluded 

in the 1est repons and summarized inl (b}14 

21> Provide additional s1criliza1ion validat ion A detai led description of~ (b) (41is provided in the 
info~,Ja.U.on..w)licJ:Li.ucJ.ud~..11-.C.lcau!es.c,dntio1l .ba~>~~rund for question 2 in (b)"{4~ 
of the (b)(4 

Provide additional sterilization validation (b)(4 

.in~&)!on which includes! (b)~ 

I 

Provide ~'dditionttl sterilization validat ion 
CbT(J 

(b)(4) 

(b)(°l (b)(•l 

2c (b)(4 (b)(4 
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A2encv Reouest J .. Resnon ~e_Ref.eunce 
CbTC{ (b)( .. , 

Details 
CbT~ 

3 The informai ion and data provided to support I Simu'f edJmd a~~1aL'\J:l i ooin£..l(;\lidation studies were completed 
the commercial shipping of the [C1iH4

>J,1ister for the (b)(lFS (b>C4\s well as for the bulk 
PFS a ib"'urc ulk blistered PFSI CbH4! packed PFS do not provide sufficient assurance 
The objective of the simulated shipping validation was to that the quality of the DP will be maintained 

during commercial shipping and distribution. 
demonstrate 1be non-impac1 of transport stress eocoumered during 
simulated shinning, on the DP gualit~. Acrual shi 1212in& validation 

The mechanical perfonnancc studies, which CbTC4 
(bJ{4 

(b)(4l1nclude a detailed description of how 

Ai:ency Request 
the study was perfonncd and. if perfonned 
using simulated studies, provide a justification 
for how the simulated studies arc suHicicnlly 
representati ve of the commercial shipping 
condi tions. 

4 There is no clinical data or bumon factors study 
data provided that uti li7..es the proposed 
commercial pretilled syringe. A cl inical study 
in at least 30 subjects utilizing the proposed 
commercial Eylea (aniberccpt) Injection 
prefi lled syringe configuration should be 
submined. 

5 The data provided from the leachables studies 
of the afl.ibercept drug product in the container 
closure system did not ex.tend to the product 
shell'lile of24 month> [6f1Y 18 months of data 
were provided for the 'syringe and only Lhc 

initial tinie poinr was provided for t~ 
syringe. Upon resubmission, provide all 

rnabl d1\13 from the lcachable studies fort he 
nd ~)syringes. 
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A summary of all shipping validation srudies, including 
description of how !he siudics were performed, rcsuhs and 
conclusions arc included in ( (ti~rcsponse 10 question 3 
and in I CbTC~Shippmg VahdatJon. Full details for all 
sh ipping studies are presented in the shiooing validation study 
rcpons included as anachment to I (b)('q 

Details 

Clinical data lo r the aflibcrccpt PFS usi~ Cb>C4~S is 
provided for study l 'M]Te-OD- 1881 in Cb>C4 The study 
established that the c4>pre-filled syringe lbJ ~allows 
for successful prcpa [~n and administration of a 2 mg dose of 
aflibercepl by retina specialists., 
Clinical data to support 1be ~>PFs will be included for 
commerciali?.ation in a subscQucnl submission to the A11.cncv. 
All available data ITom leachablc assessment of aflib~f"..eob.~c~~in 
~in~e 1hrou2h 18 months are summarized in 

~ontainer 
o n mary. No leachable 1mpunt1e,(i;ibove rhe dose specific 

ana l yiic:~·uat~on threshold (AET) of (!IJ.µg/mL were detected 
for any of the ~samples tested. Ful l details of the study are 
rovi Jed (bf(4j 

(b)(4) I~~ 
Twenty-four months of leachable data for th syringe will be 
included ror commercialization in a subsequent submission to the 
Ae.encv. 
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Table 4: Changes in the resubmission as compared to the PAS submitted in June 
Change Reason 

MarketE.jyringe o nly. Agency requirement to include PFS representative o f commercial 
oresentation in clinica l studv. 

Ctirro 

' 

CbT(
4
) SLcrilization validmionacLivitics complcL<.:d successfully a t j 

\UJ\"91-

Associated validation acti vities completed successfull y a~ (b)(4l 

Update control strategy for s terility assurance o f the exte rna l PFS and 
(b)(4 

blister u-ay 

(6ff4; l•Jl4J 

Provide updated stability data Stability data was updated wiLh all available time points tested. 

Updates sections based on TR and CRL responses Based on Agency feedback. 

Reviewer's Comments: 

Item #4, Table #3, from the Complete Response letter is addressed with Clinical data fpr the 
aflibercept prefilled syringe using the primmy container closure sou.reed from Cb><

4 

which was manufactured following the commercial pathway. The responses for the remaining 
items in Table 3 from the Complete Response letter are deferred to OBP. 

The proposed EYLEA (aflibercept) Injection prejilled syringe configuration does not constitute a 
drug-device combination product under regulation. Per 21CFR200.50, the prejUled syringe 
and ajlibercept are regulated as a drug product. The syringe will be packaged with the product 
with which it will be used (i.e. ajlibercept). Reviews for this supplemental application which 
refer to this prefilled syringe configuration as a combination are incorrect; this prefilled syringe 
configuration is regulated as a drug. 

Study VGFTe-OD-1881: A Study in Patients with Chorioretinal Vascular Disease to 
Evaluate an Aflibercept Pre-filled Syringe 

Primary Study Objectives 
This study was intended to confom that the single-dose PFS pack suppo1is successful 
preparation and administration of an aflibercept injection by retina specialists. Per regulato1y 
agency feedback, a clinical study of at least 30 patients utilizing the proposed commercial 
aflibercept PFS configuration was conducted. 
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The primary objective of the study was to determine if the PFS can be used effectively and safely
by retina specialists to administer the 2 mg dose of aflibercept.

Secondary Study Objectives
The secondary objective of the study was to assess ocular safety in the study eye.

Number of Subjects 
Approximately 35 patients were planned to be enrolled at approximately 2 sites in the US.

Description of Study
This was a phase 4, single-arm, open-label study in patients with chorioretinal vascular disease 
(nAMD, DME, RVO, and DR in patients with DME) to evaluate use of the aflibercept PFS. The
study consisted of a screening period, a single aflibercept injection, and a follow-up period 
through day 29.

After providing informed consent, patients were assessed for study eligibility at the screening 
visit, up to 2 weeks before the day 1/baseline visit. Screening and the day 1/baseline visit may 
have occurred on the same day. Only 1 eye was selected as the study eye.  At the day 1/baseline 
visit, patients underwent safety assessments, and then received a single injection of study drug, 
prepared (by retina specialist and/or technician) and administered with the PFS by a retina 
specialist.  There was a follow-up period of 28 days with a window of -7 days to +14 days, 
during which patients were evaluated for safety (ocular AEs and all [ocular and non-ocular] 
SAEs).

Inclusion Criteria
• Men or women ≥18 years of age who had nAMD, DME, RVO, or DR with DME in the 

study eye
• Study eye considered by the retina specialist to be indicated for treatment with aflibercept
• Willing and able to comply with clinic visits and study-related procedures
• Provide informed consent signed by study patient or legally acceptable representative
• Able to understand and complete study-related questionnaires

Exclusion criteria
• Evidence of active infectious blepharitis, keratitis, scleritis, or conjunctivitis in either eye
• Any active intraocular inflammation or infection in either eye or history of intraocular 

inflammation or infection after past IVT injections with any agent in either eye
• History of or any current indication of excessive bleeding and recurrent hemorrhages, 

including any prior excessive intraocular (including subconjunctival) bleeding or 
hemorrhages after IVT injection or intraocular procedures in either eye

• Treatment with any IVT injection in the study eye within the 28 days prior to day 1
• IOP >25 mm Hg in the study eye at screening
• Count fingers or worse vision in one or both eyes
• Use of therapies that were known to be toxic to any ocular tissues (ie. radiation) in either 

eye
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• Any intraocular surgery in the study eye at any time during the past 3 months
• Any prior extended-release therapeutic agent, or ocular drug-release device implantation 

(approved or investigational including steroids) in the study eye
• Any concurrent ocular condition in the study eye which, in the opinion of the 

investigator, could have either increased the risk to the patient beyond what was to be 
expected from standard procedures of IVT injections, or which otherwise may have 
interfered with the injection procedure or with evaluation of safety

• Participation as a patient in any interventional clinical study within the 12 weeks prior to 
day 1 of the study

• Current systemic infectious disease or a therapy for active infectious disease
• Pregnant or breastfeeding women
• Women of childbearing potential.  Post-menopausal women must have been amenorrheic 

for at least 12 months in order not to be considered of childbearing potential.

Formulation, Dosage, and Storage of Medication
The drug product was supplied as a sterile aqueous solution for injection in a PFS. The PFSs 
were single-dose 1 mL glass syringes  and were provided in 
sealed blister packs.  Each single-dose PFS provided a usable amount to deliver a single dose of 
2 mg aflibercept in a volume of 50 μL, via IVT injection. The PFS, enclosed in a sealed blister 
pack  utilized in this study was fully representative 
of the presentation intended for commercialization. The PFS utilized the primary container 
closure sourced from  which was manufactured following the commercial 
pathway.  Only 1 eye was selected as the study eye.  Instructions on dose preparation were 
provided in the pharmacy manual.  A single batch of study drug (lot 8281800001A) was used for 
all 35 patients. 

Study Flow Chart
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Statistical Analysis
There was no statistical hypothesis in this study.  All safety variables were summarized 
descriptively with appropriate statistics: categorical variables by frequency (absolute and relative 
frequencies) and continuous variables by sample statistics (ie. mean, standard deviation, 
minimum, median, quartiles, and maximum). Continuous variables were described by visit and 
as change from baseline, if applicable.

Primary Endpoint
The primary endpoint in the study was the number of aflibercept injections successfully
administered utilizing the PFS.

Secondary Endpoints
The secondary endpoint was the ocular safety of aflibercept delivered in the PFS.  Safety was
measured by the incidence of ocular adverse events (AEs) and serious adverse events (SAEs) in
the study eye, through day 29.

Interim Analysis
None.

Results of Study

Patient Disposition
A total of 35 patients were enrolled into the study and received a single injection of aflibercept
with the PFS. All 35 patients completed the study (end of study was Day 29).

Ocular Treatment-Emergent Adverse Events in the Study Eye
Overall, 6 (17%) patients reported ocular TEAEs in the study eye. Three (9%) patients each 
reported Conjunctival Hemorrhage and Eye Irritation, and 1 (3%) patient reported Corneal 
Abrasion.
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Deaths
There were no deaths in the study.

Serious AEs – Ocular and Non-Ocular 
There were no ocular SAEs in the study eye.  

One (3%) patient had a non-ocular SAE of Iron Deficiency Anemia. This 68-year old white male 
was enrolled into the study and started treatment in the right eye on study day 1. He had a 
relevant medical history of colon cancer and colectomy. On study day 14, he experienced an 
SAE of Iron Deficiency Anemia, which was moderate in intensity.

Reviewer’s Comments:
A total of 35 patients were enrolled in the study, and each patient received a single 
administration of 2 mg aflibercept in the PFS.  There were no new safety signals identified in this 
study, and the safety profile is consistent with that from other studies with aflibercept in patients 
with chorioretinal vascular disease.  Overall, 6 (17%) patients reported ocular TEAEs in the 
study eye. Three (9%) patients each reported conjunctival hemorrhage and eye irritation, and 1 
of those patients also reported corneal abrasion. There were no ocular SAEs and no deaths.

The submitted study report, “Study VGFTe-OD-1881: A Study in Patients with Chorioretinal 
Vascular Disease to Evaluate an Aflibercept Pre-filled Syringe,” is adequate to address 
Clinical’s concerns regarding item #4 in the Complete Response letter: 

There is no clinical data or human factors study data provided that utilizes the proposed 
commercial prefilled syringe. A clinical study in at least 30 subjects utilizing the 
proposed commercial Eylea (aflibercept) Injection prefilled syringe configuration should 
be submitted.

Recommendation:

This supplemental biologic license application which proposes the introduction of a Pre-Filled 
Syringe (PFS) presentation for Ey1ea is recommended for approval. 

Sonal Wadhwa, M.D.
Medical Officer  
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