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This application is based on the approval by the United States Food and Drug 
Administration ("FDA") of a Biologics License Application (BLA No. BL 125387 /0) on 
November 18, 2011, for EYLEA TM (aflibercept intravitreal injection, also known as 
aflibercept IVT, aflibercept ophthalmic injection and aflibercept ophthalmic solution). 

1. Identification of the Approved Product under 37 C.F.R. §1.740 (a)(1) 

The name of the approved product is EYLEA™. The name of the active 
ingredient of EYLEA™ is aflibercept, also known as YEGF trap, VEGF-trap, YEGF Trap­
Eye and YEGF-TRAPRrn2. Aflibercept is a fusion protein consisting of (a) a vascular 
endothelial growth factor (VEGF) receptor component having immunoglobulin-like 
(lg) domains consisting of an lg domain 2 of a first YEGF receptor that is human Fltl 
and an lg domain 3 of a second VEGF receptor that is human Flkl; and (b) an Fe 
portion of human lgGl. 

2. Federal Statute Governing Regulatory Approval of the Approved Product 
under 37 C.F.R. §1.740(a)(2) 

The approved product was subject to regulatory review under, inter alia, the 
Public Health Service Act ( 42 U.S.C. § 201 et seq., including 42 U.S.C. §262(a)) and the 
Federal Food, Drug and Cosmetic Act (21U.S.C.§355 et seq.). 

3. Date of Approval for Commercial Marketing under 37 C.F.R. §1.740 (a)(3) 

EYLEA™ was approved for commercial marketing or use under §351 of the 
Public Health Service Act on November 18, 2011. 

4. Identification of Active Ingredient and Certifications Related to 
Commercial Marketing of Approved Product under 37 C.F.R. §1.740(a)(4) 

(a) The active ingredient of EYLEA™ is aflibercept, which is a recombinant 
fusion protein consisting of a YEGF receptor component having lg domains 
consisting of an lg domain 2 of human Fltl and an lg domain 3 of human 
Flkl, fused to the Fe domain of human lgGl. 

(b) Applicant certifies that aflibercept has not been approved for commercial 
marketing or use under the Federal Food, Drug and Cosmetic Act, the 
Public Health Service Act or the Virus-Serum-Toxin Act prior to the 
approval granted on November 18, 2011 to the present Applicant. 
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wherein the VEGF antagonist comprises a dimeric fusion 
polypeptide comprising two fusion polypeptides, each fusion 
polypeptide comprising: 

(i) a VEGF receptor component consisting of an 
immunoglobulin-like (lg) domain 2 of a first VEGF receptor 
human Fltl and lg domain 3 of a second VEGF receptor human 
Flkl or human Flt4; and 

(ii) a multimerizing component, wherein VEGF activity is 
inhibited. 

2. The method of claim 1, wherein the mammal is a human. 

Comparison ofaflibercept to Claim 1 

Aflibercept inhibits the activation of VEGF receptors by binding 
to VEGF and thus, is a VEGF antagonist as defined by claim 1. See 
section 12.1 of EYLEA™ label, provided as Attachment B, and as shown 
further, below. As noted above, alfibercept is a dimeric glycoprotein 
comprising recombinant fusion polypeptides, each of which consists of 
human VEGF receptors 1 and 2 extracellular domains fused to the Fe 
portion of human IgGL See section 11 of EYLEA™ label. Aflibercept 
includes an lg domain 2 from VEGFR1 fused to an lg domain 3 from 
VEGFR2 as described in Holash (See Attachment G, paragraph bridging 
pages 11393 and 11394 and Figure 1A). The '758 patent refers to 
VEGFR-1 as Fltl in column 25, line 57 and refers to VEGFR-2 as Flk1 in 
column 26, line 12. In addition, Holash discloses that VEGFR-1 is also 
known as Flt-1 and VEGFR-2 is also known as Flk-1. See Figure 1A of 
Holash. Thus, aflibercept has a VEGF receptor component consisting of 
an lg domain 2 of a first VEGF receptor human Flt-1 and an lg domain 3 
of a second VEGF receptor human Flk-1 as defined in claim 1. 

Holash further describes VEGFR1 and VEGFR2 on page 11393, in 
the second paragraph, as being "highly related transmembrane tyrosine 
kinases that use their ectodomains to bind VEGF." The disclosure of the 
Fltl and Flkl components in the approved product and the construction 
of the expression vector used in making the active ingredient in the 
approved product is discussed in the '758 patent in Example 20, column 
29, lines 41-56. The amino acid sequence of both the Flt1 and Flk1 
components of the approved product are disclosed in Figures 24A-24C. 
Fltl lg domain 2 spans amino acid residues 27 through 129 and Flkl lg 
domain 3 spans amino acid residues 130 through 231 of the fusion 
protein. 
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