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Date Mailed: 02/01/2011 

Receipt is acknowledged of this provisional patent application. It will not be examined for patentability and will 
become abandoned not later than twelve months after its filing date. Any correspondence concerning the application 
must include the following identification information: the U.S. APPLICATION NUMBER, FILING DATE, NAME OF 
APPLICANT, and TITLE OF INVENTION. Fees transmitted by check or draft are subject to collection. Please verify 
the accuracy of the data presented on this receipt. If an error is noted on this Filing Receipt, please submit 
a written request for a Filing Receipt Correction. Please provide a copy of this Filing Receipt with the 
changes noted thereon. If you received a "Notice to File Missing Parts" for this application, please submit 
any corrections to this Filing Receipt with your reply to the Notice. When the USPTO processes the reply 
to the Notice, the USPTO will generate another Filing Receipt incorporating the requested corrections 

Applicant( s) 
George D. Yancopoulos, Yorktown Heights, NY; 

Power of Attorney: 
Frank Cottingham--50437 

If Required, Foreign Filing License Granted: 01/28/2011 

The country code and number of your priority application, to be used for filing abroad under the Paris Convention, 
is US 61 /434,836 

Projected Publication Date: None, application is not eligible for pre-grant publication 

Non-Publication Request: No 

Early Publication Request: No 
Title 

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS 

PROTECTING YOUR INVENTION OUTSIDE THE UNITED STATES 

Since the rights granted by a U.S. patent extend only throughout the territory of the United States and have no 
effect in a foreign country, an inventor who wishes patent protection in another country must apply for a patent 
in a specific country or in regional patent offices. Applicants may wish to consider the filing of an international 
application under the Patent Cooperation Treaty (PCT). An international (PCT) application generally has the same 
effect as a regular national patent application in each PCT-member country. The PCT process simplifies the filing 
of patent applications on the same invention in member countries, but does not result in a grant of "an international 
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patent" and does not eliminate the need of applicants to file additional documents and fees in countries where patent 
protection is desired. 

Almost every country has its own patent law, and a person desiring a patent in a particular country must make an 
application for patent in that country in accordance with its particular laws. Since the laws of many countries differ 
in various respects from the patent law of the United States, applicants are advised to seek guidance from specific 
foreign countries to ensure that patent rights are not lost prematurely. 

Applicants also are advised that in the case of inventions made in the United States, the Director of the US PTO must 
issue a license before applicants can apply for a patent in a foreign country. The filing of a U.S. patent application 
serves as a request for a foreign filing license. The application's filing receipt contains further information and 
guidance as to the status of applicant's license for foreign filing. 

Applicants may wish to consult the USPTO booklet, "General Information Concerning Patents" (specifically, the 
section entitled "Treaties and Foreign Patents") for more information on timeframes and deadlines for filing foreign 
patent applications. The guide is available either by contacting the USPTO Contact Center at 800-786-9199, or it 
can be viewed on the USPTO website at http://www.uspto.gov/web/offices/pac/doc/general/index.html. 

For information on preventing theft of your intellectual property (patents, trademarks and copyrights), you may wish 
to consult the U.S. Government website, http://www.stopfakes.gov. Part of a Department of Commerce initiative, 
this website includes self-help "toolkits" giving innovators guidance on how to protect intellectual property in specific 
countries such as China, Korea and Mexico. For questions regarding patent enforcement issues, applicants may 
call the U.S. Government hotline at 1-866-999-HAL T (1-866-999-4158). 

GRANTED 

LICENSE FOR FOREIGN FILING UNDER 

Title 35, United States Code, Section 184 

Title 37, Code of Federal Regulations, 5.11 & 5.15 

The applicant has been granted a license under 35 U.S.C. 184, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" followed by a date appears on this form. Such licenses are issued in all applications where 
the conditions for issuance of a license have been met, regardless of whether or not a license may be required as 
set forth in 37 CFR 5.15. The scope and limitations of this license are set forth in 37 CFR 5.15(a) unless an earlier 
license has been issued under 37 CFR 5.15(b). The license is subject to revocation upon written notification. The 
date indicated is the effective date of the license, unless an earlier license of similar scope has been granted under 
37 CFR 5.13 or 5.14. 

This license is to be retained by the licensee and may be used at any time on or after the effective date thereof unless 
it is revoked. This license is automatically transferred to any related applications(s) filed under 37 CFR 1.53(d). This 
license is not retroactive. 

The grant of a license does not in any way lessen the responsibility of a licensee for the security of the subject matter 
as imposed by any Government contract or the provisions of existing laws relating to espionage and the national 
security or the export of technical data. Licensees should apprise themselves of current regulations especially with 
respect to certain countries, of other agencies, particularly the Office of Defense Trade Controls, Department of 
State (with respect to Arms, Munitions and Implements of War (22 CFR 121-128)); the Bureau of Industry and 
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Security, Department of Commerce (15 CFR parts 730-774); the Office of Foreign AssetsControl, Department of 
Treasury (31 CFR Parts 500+) and the Department of Energy. 

NOT GRANTED 

No license under 35 U.S.C. 184 has been granted at this time, if the phrase "IF REQUIRED, FOREIGN FILING 
LICENSE GRANTED" DOES NOT appear on this form. Applicant may still petition for a license under 37 CFR 5.12, 
if a license is desired before the expiration of 6 months from the filing date of the application. If 6 months has lapsed 
from the filing date of this application and the licensee has not received any indication of a secrecy order under 35 
U.S.C. 181, the licensee may foreign file the application pursuant to 37 CFR 5.15(b). 
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USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS 

FIELD OF THE INVENTION 

[0001] The present invention relates to the field of therapeutic treatments of eye disorders. More 

specifically, the invention relates to the administration of VEGF antagonists to treat eye disorders 

caused by or associated with angiogenesis. 

BACKGROUND 

[0002] Several eye disorders are associated with pathological angiogenesis. For example, the 

development of age-related macular degeneration (AMO) is associated with a process called 

choroidal neovascularization (CNV). Leakage from the CNV causes macular edema and collection 

of fluid beneath the macula resulting in vision loss. Diabetic macular edema (DME) is another eye 

disorder with an angiogenic component. DME is the most prevalent cause of moderate vision loss 

in patients with diabetes and is a common complication of diabetic retinopathy, a disease affecting 

the blood vessels of the retina. Clinically significant DME occurs when fluid leaks into the center of 

the macula, the light-sensitive part of the retina responsible for sharp, direct vision. Fluid in the 

macula can cause severe vision loss or blindness. Yet another eye disorder associated with 

abnormal angiogenesis is central retinal vein occlusion (CRVO). CRVO is caused by obstruction of 

the central retinal vein that leads to a back-up of blood and fluid in the retina. The retina can also 

become ischemic, resulting in the growth of new, inappropriate blood vessels that can cause further 

vision loss and more serious complications. Release of vascular endothelial growth factor (VEGF) 

contributes to increased vascular permeability in the eye and inappropriate new vessel growth. 

Thus, inhibiting the angiogenic-promoting properties of VEGF appears to be an effective strategy 

for treating angiogenic eye disorders. 

[0003] Current FDA-approved treatments of angiogenic eye disorders such as AMO and CRVO 

include the administration of an anti-VEGF antibody called ranibizumab (Lucentis®, Genentech, 

Inc.) on a monthly basis by intravitreal injection. 

[0004] Methods for treating eye disorders using VEGF antagonists are mentioned in, e.g., US 

7,303,746; US 7,306,799; US 7,300,563; US 7,303,748; and US 2007/0190058. Nonetheless, 

there remains a need in the art for new administration regimens for angiogenic eye disorders, 

especially those which allow for less frequent dosing while maintaining a high level of efficacy. 

BRIEF SUMMARY OF THE INVENTION 

[0005] The present invention provides methods for treating angiogenic eye disorders. The 

methods of the invention comprise sequentially administering multiple doses of a VEGF antagonist 

to a patient over time. In particular, the methods of the invention comprise sequentially 

-1-

Regeneron Pharmaceuticals, Inc.     Exhibit 2025     Page 4 
Samsung Bioepis Co., Ltd. v. Regeneron Pharmaceuticals, Inc.     IPR2023-00884

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


administering to the patient a single initial dose of a VEGF antagonist, followed by one or more 

secondary doses of the VEGF antagonist, followed by one or more tertiary doses of the VEGF 

antagonists. The present inventors have surprisingly discovered that beneficial therapeutic effects 

can be achieved in patients suffering from angiogenic eye disorders by administering a VEGF 

antagonist to a patient at a frequency of once every 8 or more weeks, especially when such doses 

are preceded by about three doses administered to the patient at a frequency of about 2 to 4 

weeks. Thus, according to the methods of the present invention, each secondary dose of VEGF 

antagonist is administered 2 to 4 weeks after the immediately preceding dose, and each tertiary 

dose is administered at least 8 weeks after the immediately preceding dose. An example of a 

dosing regimen of the present invention is shown in Figure 1. One advantage of such a dosing 

regimen is that, for most of the course of treatment (i.e., the tertiary doses), it allows for less 

frequent dosing (e.g., once every 8 weeks) compared to prior administration regimens for 

angiogenic eye disorders which require monthly administrations throughout the entire course of 

treatment. (See, e.g., prescribing information for Lucentis® [ranibizumab], Genentech, Inc.). 

[0006] The methods of the present invention can be used to treat any angiogenic eye disorder, 

including, e.g., age related macular degeneration, diabetic retinopathy, diabetic macular edema, 

central retinal vein occlusion, corneal neovascularization, etc. 

[0007] The methods of the present invention comprise administering any VEGF antagonist to the 

patient. In one embodiment, the VEGF antagonist comprises one or more VEGF receptor-based 

chimeric molecule(s), (also referred to herein as a "VEGF-Trap" or "VEGFT"). An exemplary VEGF 

antagonist that can be used in the context of the present invention is a multimeric VEGF-binding 

protein comprising two or more VEGF receptor-based chimeric molecules referred to herein as 

"VEGFR1 R2-Fc~C1 (a)." 

[0008] Various administration routes are contemplated for use in the methods of the present 

invention, including, e.g., topical administration or intraocular administration (e.g., intravitreal 

administration). 

[0009] Other embodiments of the present invention will become apparent from a review of the 

ensuing detailed description. 

BRIEF DESCRIPTION OF THE FIGURE 

[001 0] Figure 1 shows an exemplary dosing regimen of the present invention. In this regimen, a 

single "initial dose" of VEGF antagonist ("VEG FT") is administered at the beginning of the treatment 

regimen (i.e. at "week O"), two "secondary doses" are administered at weeks 4 and 8, respectively, 

and at least six "tertiary doses" are administered once every 8 weeks thereafter, i.e., at weeks 16, 

24, 32, 40, 48, 56, etc.). 
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