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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. 

Petitioner Fresenius Ex. 1049, 0002



Petitioner Fresenius Ex. 1049, 0003



Petitioner Fresenius Ex. 1049, 0004



Petitioner Fresenius Ex. 1049, 0005



U.S. Patent No. 7,374,758 
Papadopoulos, et al. 
Application Under 35 U.S.C. § 156 

(b) a pharmaceutically acceptable carrier 

Page 6 

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. 

Petitioner Fresenius Ex. 1049, 0006



Petitioner Fresenius Ex. 1049, 0007



Petitioner Fresenius Ex. 1049, 0008



Petitioner Fresenius Ex. 1049, 0009



Petitioner Fresenius Ex. 1049, 0010



Petitioner Fresenius Ex. 1049, 0011



Petitioner Fresenius Ex. 1049, 0012



Petitioner Fresenius Ex. 1049, 0013



Petitioner Fresenius Ex. 1049, 0014



Petitioner Fresenius Ex. 1049, 0015



Petitioner Fresenius Ex. 1049, 0016



Petitioner Fresenius Ex. 1049, 0017



Petitioner Fresenius Ex. 1049, 0018



Petitioner Fresenius Ex. 1049, 0019



Petitioner Fresenius Ex. 1049, 0020



Petitioner Fresenius Ex. 1049, 0021



Petitioner Fresenius Ex. 1049, 0022



Petitioner Fresenius Ex. 1049, 0023



Petitioner Fresenius Ex. 1049, 0024



Petitioner Fresenius Ex. 1049, 0025



Petitioner Fresenius Ex. 1049, 0026



Petitioner Fresenius Ex. 1049, 0027



Petitioner Fresenius Ex. 1049, 0028



Petitioner Fresenius Ex. 1049, 0029



Petitioner Fresenius Ex. 1049, 0030



Petitioner Fresenius Ex. 1049, 0031



Petitioner Fresenius Ex. 1049, 0032



Petitioner Fresenius Ex. 1049, 0033



Petitioner Fresenius Ex. 1049, 0034



Petitioner Fresenius Ex. 1049, 0035



Petitioner Fresenius Ex. 1049, 0036



Petitioner Fresenius Ex. 1049, 0037



Petitioner Fresenius Ex. 1049, 0038



Petitioner Fresenius Ex. 1049, 0039



Petitioner Fresenius Ex. 1049, 0040



Petitioner Fresenius Ex. 1049, 0041



Petitioner Fresenius Ex. 1049, 0042



Petitioner Fresenius Ex. 1049, 0043



Petitioner Fresenius Ex. 1049, 0044



Petitioner Fresenius Ex. 1049, 0045



Petitioner Fresenius Ex. 1049, 0046



Petitioner Fresenius Ex. 1049, 0047



Petitioner Fresenius Ex. 1049, 0048



Petitioner Fresenius Ex. 1049, 0049



Petitioner Fresenius Ex. 1049, 0050



Petitioner Fresenius Ex. 1049, 0051



Petitioner Fresenius Ex. 1049, 0052



Petitioner Fresenius Ex. 1049, 0053



Petitioner Fresenius Ex. 1049, 0054



Petitioner Fresenius Ex. 1049, 0055



Petitioner Fresenius Ex. 1049, 0056



Petitioner Fresenius Ex. 1049, 0057



Petitioner Fresenius Ex. 1049, 0058



Petitioner Fresenius Ex. 1049, 0059



Petitioner Fresenius Ex. 1049, 0060



Petitioner Fresenius Ex. 1049, 0061



Petitioner Fresenius Ex. 1049, 0062



Petitioner Fresenius Ex. 1049, 0063



Petitioner Fresenius Ex. 1049, 0064



Petitioner Fresenius Ex. 1049, 0065



Petitioner Fresenius Ex. 1049, 0066



Petitioner Fresenius Ex. 1049, 0067



Petitioner Fresenius Ex. 1049, 0068



Petitioner Fresenius Ex. 1049, 0069



Petitioner Fresenius Ex. 1049, 0070



Petitioner Fresenius Ex. 1049, 0071



Petitioner Fresenius Ex. 1049, 0072



Petitioner Fresenius Ex. 1049, 0073



Petitioner Fresenius Ex. 1049, 0074



Petitioner Fresenius Ex. 1049, 0075



Petitioner Fresenius Ex. 1049, 0076



Petitioner Fresenius Ex. 1049, 0077



Petitioner Fresenius Ex. 1049, 0078



Petitioner Fresenius Ex. 1049, 0079



Petitioner Fresenius Ex. 1049, 0080



Petitioner Fresenius Ex. 1049, 0081



Petitioner Fresenius Ex. 1049, 0082



Petitioner Fresenius Ex. 1049, 0083



Petitioner Fresenius Ex. 1049, 0084



Petitioner Fresenius Ex. 1049, 0085



Petitioner Fresenius Ex. 1049, 0086



Petitioner Fresenius Ex. 1049, 0087



Petitioner Fresenius Ex. 1049, 0088



Petitioner Fresenius Ex. 1049, 0089



Petitioner Fresenius Ex. 1049, 0090



Petitioner Fresenius Ex. 1049, 0091



Petitioner Fresenius Ex. 1049, 0092



Petitioner Fresenius Ex. 1049, 0093



Petitioner Fresenius Ex. 1049, 0094



Petitioner Fresenius Ex. 1049, 0095



Petitioner Fresenius Ex. 1049, 0096



Petitioner Fresenius Ex. 1049, 0097



Petitioner Fresenius Ex. 1049, 0098



Petitioner Fresenius Ex. 1049, 0099



Petitioner Fresenius Ex. 1049, 0100



Petitioner Fresenius Ex. 1049, 0101



Petitioner Fresenius Ex. 1049, 0102



Petitioner Fresenius Ex. 1049, 0103



Petitioner Fresenius Ex. 1049, 0104



Petitioner Fresenius Ex. 1049, 0105



Petitioner Fresenius Ex. 1049, 0106



Petitioner Fresenius Ex. 1049, 0107



Petitioner Fresenius Ex. 1049, 0108



Petitioner Fresenius Ex. 1049, 0109



Petitioner Fresenius Ex. 1049, 0110



Petitioner Fresenius Ex. 1049, 0111



Petitioner Fresenius Ex. 1049, 0112



Petitioner Fresenius Ex. 1049, 0113



Petitioner Fresenius Ex. 1049, 0114



Petitioner Fresenius Ex. 1049, 0115



Petitioner Fresenius Ex. 1049, 0116



Petitioner Fresenius Ex. 1049, 0117



Petitioner Fresenius Ex. 1049, 0118



Petitioner Fresenius Ex. 1049, 0119



Petitioner Fresenius Ex. 1049, 0120



Petitioner Fresenius Ex. 1049, 0121



Petitioner Fresenius Ex. 1049, 0122



Petitioner Fresenius Ex. 1049, 0123



Petitioner Fresenius Ex. 1049, 0124



Petitioner Fresenius Ex. 1049, 0125



Petitioner Fresenius Ex. 1049, 0126



Petitioner Fresenius Ex. 1049, 0127



Petitioner Fresenius Ex. 1049, 0128



Petitioner Fresenius Ex. 1049, 0129



Petitioner Fresenius Ex. 1049, 0130



Petitioner Fresenius Ex. 1049, 0131



Petitioner Fresenius Ex. 1049, 0132



Petitioner Fresenius Ex. 1049, 0133



Petitioner Fresenius Ex. 1049, 0134



Petitioner Fresenius Ex. 1049, 0135



Petitioner Fresenius Ex. 1049, 0136



Petitioner Fresenius Ex. 1049, 0137



Petitioner Fresenius Ex. 1049, 0138



Petitioner Fresenius Ex. 1049, 0139



Petitioner Fresenius Ex. 1049, 0140



Petitioner Fresenius Ex. 1049, 0141



Petitioner Fresenius Ex. 1049, 0142



Petitioner Fresenius Ex. 1049, 0143



Petitioner Fresenius Ex. 1049, 0144



Petitioner Fresenius Ex. 1049, 0145



Petitioner Fresenius Ex. 1049, 0146



Petitioner Fresenius Ex. 1049, 0147



Petitioner Fresenius Ex. 1049, 0148



Petitioner Fresenius Ex. 1049, 0149



Petitioner Fresenius Ex. 1049, 0150



Petitioner Fresenius Ex. 1049, 0151



Petitioner Fresenius Ex. 1049, 0152



Petitioner Fresenius Ex. 1049, 0153



Petitioner Fresenius Ex. 1049, 0154



Petitioner Fresenius Ex. 1049, 0155



Petitioner Fresenius Ex. 1049, 0156



Petitioner Fresenius Ex. 1049, 0157



Petitioner Fresenius Ex. 1049, 0158



Petitioner Fresenius Ex. 1049, 0159



Petitioner Fresenius Ex. 1049, 0160



Petitioner Fresenius Ex. 1049, 0161



Petitioner Fresenius Ex. 1049, 0162



Petitioner Fresenius Ex. 1049, 0163



Petitioner Fresenius Ex. 1049, 0164



Petitioner Fresenius Ex. 1049, 0165



Petitioner Fresenius Ex. 1049, 0166



Petitioner Fresenius Ex. 1049, 0167



Petitioner Fresenius Ex. 1049, 0168



Petitioner Fresenius Ex. 1049, 0169



Petitioner Fresenius Ex. 1049, 0170



Petitioner Fresenius Ex. 1049, 0171



Petitioner Fresenius Ex. 1049, 0172



Petitioner Fresenius Ex. 1049, 0173



Petitioner Fresenius Ex. 1049, 0174



Petitioner Fresenius Ex. 1049, 0175



Petitioner Fresenius Ex. 1049, 0176



Petitioner Fresenius Ex. 1049, 0177



Petitioner Fresenius Ex. 1049, 0178



Petitioner Fresenius Ex. 1049, 0179



Petitioner Fresenius Ex. 1049, 0180



Petitioner Fresenius Ex. 1049, 0181



Petitioner Fresenius Ex. 1049, 0182



Petitioner Fresenius Ex. 1049, 0183



Petitioner Fresenius Ex. 1049, 0184



Petitioner Fresenius Ex. 1049, 0185



Petitioner Fresenius Ex. 1049, 0186



Petitioner Fresenius Ex. 1049, 0187



Petitioner Fresenius Ex. 1049, 0188



Petitioner Fresenius Ex. 1049, 0189



Petitioner Fresenius Ex. 1049, 0190



Petitioner Fresenius Ex. 1049, 0191



Petitioner Fresenius Ex. 1049, 0192



Petitioner Fresenius Ex. 1049, 0193



Petitioner Fresenius Ex. 1049, 0194



Petitioner Fresenius Ex. 1049, 0195



Petitioner Fresenius Ex. 1049, 0196



Petitioner Fresenius Ex. 1049, 0197



Petitioner Fresenius Ex. 1049, 0198




